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1. Introduction

The fifth meeting of the WHO Study Group on Tobacco Product Regulation
(TobReg) was held in Durban, South Africa on 12—-14 November 2008.
TobReg is mandated to provide the WHO Director-General with scientifi-
cally sound, evidence-based recommendations to Member States about to-
bacco product regulation. In line with the provisions of Articles 9 and 10 of
the WHO Framework Convention on Tobacco Control, TobReg identifies
approaches for regulating tobacco products that pose significant public health
issues and raise questions for tobacco control policy.

At its fifth meeting, the Study Group addressed regulation of electronic
cigarettes, smokeless tobacco toxicants, ‘roll-your-own’ products, products
marketed as cessation aids, particles in smoke and menthol. The meeting
followed a WHO press release on 19 September 2008, which asserted that
WHO does not consider electronic cigarettes to be a legitimate tobacco ces-
sation therapy. The press release stressed that, as no rigorous, peer-reviewed
studies have been conducted to show that electronic cigarettes are a safe,
effective nicotine replacement therapy (NRT), there is no evidence to support
marketing of these products for tobacco cessation.

This report presents the conclusions and recommendations of the Study
Group at its fifth meeting on two products, both of which represent potential
harm to public health and the promotion, sale and use of which are inade-
quately regulated:

e clectronic nicotine delivery systems (ENDS), which deliver nicotine and
other substances directly to the lung without products of tobacco combus-
tion; and

¢ smokeless tobacco products, which are marketed in various regions of the
world and vary substantially in their content and carcinogenicity.

The following two sections of this report present the Study Group’s recom-
mendations in relation to each product. Its overall recommendations are
summarized in section 4.
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Background

Regulation of tobacco products is essential for tobacco control and is endorsed
by the WHO Framework Convention on Tobacco Control in provisions of its
Articles 9, 10 and 11. Regulation serves public health goals by providing an
understanding of tobacco products and meaningful surveillance of their man-
ufacture, packaging, labelling and distribution. The scientific basis of the
principles that guide implementation of the Articles creates synergy and mu-
tual reinforcement of the regulatory practices described in each Article.

Tobacco product regulation includes regulation of the contents and emissions
of tobacco products by testing, measuring and mandating disclosure of the
results and regulating their packaging and labelling. Governmental supervi-
sion is required of manufacture and of enforcement of the regulations gov-
erning the design, contents and emissions of tobacco products, as well as their
distribution, packaging and labelling, with the aim of protecting and promot-
ing public health.

Chemical consumer products are usually regulated after a review of the sci-
entific evidence on the hazards presented by the product, the exposure likely
to occur, the patterns of use and the marketing messages of the manufacturer.
Many jurisdictions require manufacturers to classify and label products ac-
cording to their hazardous properties, to control the hazardous contents or to
limit the advertising, promotion and sponsorship of such products. ENDS
deliver nicotine and other substances but do not contain tobacco, and smoke-
less tobacco is produced in ‘cottage’ industries or can be modified signifi-
cantly by the end user. Both therefore pose a significant challenge to
regulation, as they may fall outside the scope of domestic regulatory regimes
for tobacco products. Nevertheless, their popularity and the fact that they are
marketed as alternatives to cigarette smoking indicate the need to characterize
them, regulate them and establish appropriate educational programmes to
limit their use.

TobReg reviews the scientific evidence on topics related to tobacco product
regulation and identifies the research needed to fill regulatory gaps in tobacco
control. The Study Group is composed of national and international scientific
experts on product regulation, treatment of tobacco dependence and labora-
tory analysis of tobacco ingredients and emissions. As a formalized entity of
WHO, the Study Group reports to the WHO Executive Board through the
Director-General to draw the attention of Member States to the Organiza-
tion’s work in tobacco product regulation, which is a complex area of tobacco
control.

The Study Group hopes that the recommendations contained in this report,
as well as its other recommendations and advisory notes, will be useful to
countries in implementing the product regulation provisions of the WHO
Framework Convention on Tobacco Control.
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2. TobReg Scientific Recommendation:
Devices designed for the purpose of
nicotine delivery to the respiratory
system in which tobacco is not
necessary for their operation

Preface

This Scientific Recommendation addresses electronic nicotine delivery sys-
tems (ENDS) designed for nicotine delivery to the respiratory system. This
designation encompasses products that contain tobacco-derived substances
but in which tobacco is not necessary for their operation. ENDS are marketed
under a variety of brand names and descriptors, including ‘electronic
cigarettes’, ‘ecigarro’, ‘electro-smoke’, ‘green cig’ and ‘smartsmoker’.

This recommendation is being made because ENDS pose significant public
health issues and raise questions for tobacco control policy and regulation.
Manufacturers have not fully disclosed the chemicals used in ENDS; there
are few data on their emissions or actual human exposure; their health effects
have not been studied; and their marketing and use could undermine public
smoking bans, which are important tobacco control interventions. The prod-
ucts could also undermine smoking cessation efforts by proposing unproven
devices for smoking cessation in the place of products of proven efficacy.
ENDS might also undermine the prevention of tobacco use because of their
appearance and marketing as safe alternatives to tobacco products for non-
tobacco users, including children.

ENDS are marketed internationally on the Internet and by direct consumer
marketing in some countries. Market penetration of unregulated ENDS has
expanded rapidly to most WHO regions, primarily from China, where most
of the products are manufactured. Increasing access to these largely unregu-
lated products must be addressed by rational regulatory policy.

ENDS fall into a regulatory gap in most countries, escaping regulation as
drugs and avoiding the controls levied on tobacco products. Thus, policy-
makers and consumers lack evidence-based information and recommenda-
tions. Regulatory control of ENDS is confounded by their international
availability from online retailers and distributors. In Bulgaria, for example,
anumber of online retailers sell the product for the equivalent of US$70, and
nicotine cartridges retail for US$10 each, independently of the labelled nico-
tine content. In addition, ENDS are being introduced in countries such as
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Lebanon as products that are imported from China. Thus, it has become urgent
to evaluate the safety of the products and the data supporting the claims for
their safety and efficacy.

Policy-makers in many countries have sought guidance from WHO on the
scientific evidence and regulatory approaches with regard to ENDS, enquir-
ing whether they should be regulated as tobacco products, drugs or a combi-
nation of drugs and medical devices, and what information on safety should
be communicated to consumers. An important regulatory consideration is the
validity of the marketing claims made for the products, which include state-
ments that ENDS are smoking cessation aids and that they deliver safer
nicotine but at variable levels compared to those in cigarettes. Other practical
regulatory questions include whether use of ENDS should be exempt from
restrictions in places where smoking is prohibited, a claim supported by some
manufacturers and distributors.

This Recommendation includes conclusions and recommendations for regu-
latory policy and recommendations for clinical trials and other research. It is
an extension of earlier reccommendations from the Scientific Advisory Com-
mittee on Tobacco Product Regulation (SACTob) and TobReg and is de-
signed to provide a foundation for regulation that will advance tobacco
control in general. This Recommendation was formulated in the context of
the WHO Framework Convention on Tobacco Control, particularly to aid
Parties to the treaty in implementing Articles 9, 10, 11 and 14. In addition,
further guidance for implementation of Article 8, which requires protection
from exposure to tobacco smoke, is vital, because the advertisements of many
of the manufacturers of ENDS state that they can be used in environments
where smoking is prohibited, on the basis of their claim that these products
do not produce smoke.

Definition of ENDS

Electronic nicotine delivery systems (ENDS) are a category of consumer
products designed to deliver nicotine to the lungs after one end of a plastic
or metal cylinder is placed in the mouth, like a cigarette or cigar, and inhaled
to draw a mixture of air and vapours from the device into the respiratory
system. They contain electronic vaporization systems, a rechargeable battery
and charger, electronic controls and replaceable cartridges that may contain
nicotine and other chemicals. Some brands are claimed to deliver a range of
nicotine concentrations or no nicotine at all, and some are claimed to provide
sensory experiences similar to those obtained with major cigarette brands.
The chemicals used to produce the odours and flavours that simulate those
of cigarettes have not all been identified, although some products claim to
include ‘menthol’. Some devices have light-emitting diodes, to reproduce the
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appearance of a burning cigarette tip. The premise stated by some marketers
of the products is that ENDS provide nicotine that would otherwise be ob-
tained by tobacco use. The figures below show prototype devices.

Rechargeable Battery Vaporizing Chamber

Replaceable Ingredients Cartridge

Indicator Light Tip

Electronic Circuit Cartridge

\ Inhaler
Battery Atomizer

Types and distribution

It is not clear how many manufacturers of ENDS exist, but an Internet search
revealed at least 24 licensed companies and many more brands and model
names. It is not clear whether products of similar appearance from other com-
panies have identical contents, deliveries and effects on the body; it is possible
that different devices represent different hazards and effects. The number of
product types and brands described and marketed on the Internet and by retail
stores is increasing rapidly. In addition, the inadequacy of customs product
codes makes it difficult for regulators to track importation accurately.

Distributors market ENDS in many countries and regions, including Aus-
tralia, Brazil, China, Europe, the Republic of Korea and the United States of
America. In view of the number and diversity of ENDS, the content, design
and delivery characteristics of each product must be measured, as it cannot
be assumed that their effects are similar. Regulation should ensure that every
product marketed to the public has been approved after disclosure of content,
manufacturing method and data on safety appropriate to each product.

Substances in addition to nicotine

Various ENDS marketers claim that their products mimic the sensory effects
of cigarettes with markedly different characteristics, suggesting that ENDS
cartridges contain several chemicals in addition to nicotine. The manufac-
turers have not fully disclosed the chemical combinations included during
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manufacture or synthesized during electronic vaporization that produce such
sensory effects. Furthermore, the manufacturers have not proven that the
constituent chemicals—which include organic chemicals that may be ac-
ceptable for use in foods and cosmetics—are safe for inhalation when
vaporized and delivered to the lung. Although some manufacturers have dis-
closed the identity of some chemicals, full disclosure of the chemical com-
ponents of ENDS and their evaluation for potential toxicity are regulatory
priorities.

The United States Food and Drug Administration recently analysed the
chemicals in 18 varieties of ENDS cartridges marketed with two different
brands of ENDS and found significant variation in contents and deliveries.
Several contained “detectable levels of nitrosamines, tobacco-specific com-
pounds known to cause cancer” (/). The Administration’s testing also re-
vealed that the nicotine levels were inconsistent with the information on the
cartridge labels and that some cartridges that were stated not to contain nico-
tine actually did.

Concern about lung delivery

Other products target the lung for safe, effective drug delivery (e.g. insulin
inhalers), and scientific advances in the delivery of drugs to the lungs of
animals and humans could be adapted to develop safe systems for delivering
nicotine to the lung. Although the medical advances were gradual and costly,
regulatory authorities have consistently required manufacturers to establish
a rigorous scientific foundation for product approval.

Delivery of nicotine to the lung raises concern about safety and addiction that
go beyond that related to currently approved NRT. Concern about the safety
of ENDS is associated with the probable exposure of the lung to repeated
dosing, perhaps hundreds of times a day for many months, if these products
are used as a smoking cessation aid, or for years, for smokers who use them
as long-term cigarette substitutes. An added concern is the safety of the
chemical combinations in various ENDS cartridges, which have not been
evaluated for either short-term or long-term safety. Potential long-term tox-
icity would not necessarily preclude short-term use of such products for
smoking cessation, but it is essential to measure the risk associated with ex-
posure to determine how such products could be used and what information
should be stated on the labels.

Nicotine addiction as the basis for ENDS marketing

ENDS marketing promotes the systems to replace nicotine from tobacco. This
strategy is based on the fact that tobacco use is driven and sustained by nico-
tine addiction, as discussed in earlier WHO reports and reports from other
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organizations (2—6). In addition to nicotine dependence, the sensory effects
of the product, social and marketing forces and perceptions of harmfulness
and potential benefits should be considered in examining the initiation, pat-
terns of use and development of addiction.

NRT products facilitate smoking cessation by providing controlled doses of
nicotine to enable gradual withdrawal and reduce dependence. Certain other
drugs, such as bupropion and varenicline, can also be used to treat withdrawal
and dependence and thereby aid smoking cessation efforts. All current NRT
products include guidance on dosing, use and how to minimize the risks for
side-effects specific to that therapy. This guidance is important, because
nicotine is a potent drug, and its health effects are related to dosage and pat-
terns of use. Furthermore, if NRT products are not used according to the
evidence-based therapeutic guidance, there is no assurance that they will be
effective.

Theoretically, nicotine delivery by electronic vaporization and inhalation of
combination products could be a safe, effective form of treatment for tobacco
addiction. Nevertheless, testing for safety, efficacy and appropriate labelling
are required to evaluate such potential, as described in reports by WHO and
other organizations (5-8).

ENDS are not nicotine replacement therapy

ENDS should not be confused with NRT products approved for the treatment
of tobacco dependence. Some manufacturers have marketed ENDS as smok-
ing cessation aids and have communicated claims to the news media that their
products are effective for this use. Furthermore, at least one manufacturer has
claimed that WHO has endorsed its product, stating that WHO’s inclusion of
an NRT device commonly referred to as a nicotine ‘inhaler’ among products
listed as effective smoking cessation aids also includes ENDS. In fact, WHO
has not endorsed this manufacturer’s products and has made that clear in a
formal letter to the sponsor as well as in a press release (9). WHO supports
evidence-based pharmacotherapy when scientific studies demonstrate that
certain applications of products result in predictable outcomes under speci-
fied conditions, and the products have been approved as safe and effective
by major drug regulatory authorities, such as the European Medicines Agency
and the United States Food and Drug Administration.

ENDS and conventional NRT products may differ in design, content and the
mode of delivery of nicotine and other chemicals. The contents and design
features of currently approved NRT products have been fully disclosed, and
their safety and efficacy have been demonstrated under conditions of labelled
use, with evaluations of their nicotine delivery and absorption kinetics. No
currently approved NRT product, including that referred to as an ‘inhaler’,
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delivers nicotine systemically via the lung. During use of the ‘inhaler’ prod-
uct, air is drawn through it, but more than 90% of the nicotine is deposited
and absorbed in the oral cavity, and very little reaches the lung, as confirmed
by positron emission imaging in published studies (10).

Capacity of ENDS to serve as nicotine replacement therapy

It is possible that at some time in the future ENDS might be developed as
smoking cessation aids. Several smoking cessation experts have argued the
potential benefits of an NRT device in which the treatment is delivered to the
lung (5, 11-13). However, currently, the evidence is insufficient to conclude
that any of the ENDS products is an effective smoking cessation aid or that
they deliver sufficient nicotine for them to be used in smoking cessation. If
ENDS deliver significant amounts of nicotine for lung absorption, concerns
about the safety of lung delivery and the addictive potential of the nicotine
delivered by this route would have to be addressed (5, /2). Claims that
ENDS are smoking cessation aids have not met the standards of evidence
required by scientific organizations and regulatory authorities (e.g. 8, /4).
Thus, at present, there is insufficient evidence that ENDS are safe for human
consumption.

Although ENDS are promoted as smoking cessation aids in some markets,
the manufacturers have not provided evidence-based guidance for their effi-
cacy, dosing and duration of use, how they should be combined with be-
havioural strategies for smoking cessation or guidance for discontinuation.
This information would be required if WHO or national regulatory authorities
were to make even a preliminary evaluation of the safety and effectiveness
of ENDS.

In summary, claims for the effectiveness of ENDS for smoking cessation and
other health effects must be substantiated by rigorous studies of pharmacoki-
netics, trials of safety and efficacy and review and approval by major drug
regulatory authorities. The types of data and studies that would be required
include a complete listing of the chemicals used in ENDS products; a listing
and reporting of the concentrations of chemicals delivered to the consumer;
comparisons of the effect of ENDS on smoking cessation with that of ap-
proved NRTs and placebo; and the adverse effects of these products.

Regulatory status

The ENDS products addressed in this recommendation do not require tobacco
for operation but are claimed to deliver nicotine to the consumer. According
to the regulatory schemes of many countries,' this would suggest that ENDS

' Canada, Denmark, the Netherlands, Norway, Turkey and the United States (see Annex 1)
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products would appropriately be regulated as combination drugs and medical
devices and therefore could not be marketed until the regulatory authorities
determine that adequate evidence, including data from approved clinical tri-
als, exists to support approval. Some countries have completely banned the
sale and marketing of ENDS.? Some countries and areas allow marketing
within other regulatory frameworks.® Internet marketing of ENDS and the
inadequacy and misapplication of import product codes, however, impede
systematic regulation. Regardless of the regulatory approach taken, this re-
port recommends that claims that ENDS are safer than cigarettes, that they
have health benefits and are effective smoking cessation aids or could be
marketed as cigarette substitutes be prohibited until such claims are substan-
tiated by sufficient evidence to satisfy their accuracy to independent scientific
organizations and regulatory authorities (e.g. 8, /4).

Some manufacturers have claimed that ENDS can be used legally in envi-
ronments where smoking is prohibited. TobReg strongly recommends that
ENDS not be exempted from ‘clean air’ laws, which restrict the places in
which cigarette smoking is allowed, until adequate evidence is provided to
assure regulatory authorities that use of the product will not expose nonusers
to toxic emissions (See Article 8 of the WHO Framework Convention on
Tobacco Control). WHO strongly encourages its Member States to prohibit
manufacturers from marketing electronic cigarettes with claims that WHO
endorses them as legitimate tobacco cessation aids. Furthermore, Member
States should ensure that the manufacturers of these products comply with
all existing regulatory requirements to preclude unsubstantiated claims that
may derail public health efforts in tobacco control.

Other concerns

The conditions under which marketing of ENDS should be allowed is also a
concern. ENDS may be considered relatively safe and attractive alternatives
to tobacco products by people, including adolescents, who would not other-
wise have used a potentially addictive nicotine product. The product might
therefore ultimately increase tobacco product use.

ENDS might be used to perpetuate smoking by what has been termed ‘dual
use’, that is, sustaining nicotine dependence in environments where smoking
is prohibited. One of the positive consequences of smoking restrictions is the
de-normalization of tobacco product use and the subsequent increase in ces-
sation rates. ENDS may discourage people from quitting, as users can
maintain their nicotine addiction despite smoking restrictions and resume
smoking where such restrictions are absent.

2 Australia, Brazil, China, Singapore, Thailand and Uruguay (see Annex 1)
8 European Union, New Zealand and the United Kingdom (see Annex 1)
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Smokers trying to quit may use ENDS in place of effective evidence-based
treatments. If ENDS are not effective NRT products, their use could delay
smoking cessation and contribute to an increased risk for smoking-at-
tributable disease.

Conclusions

ENDS products claim to deliver nicotine, an addictive chemical, via the
respiratory system with the purpose of facilitating and perpetuating nico-
tine addiction.

The safety and extent of nicotine uptake from ENDS products have not
been established. Although ENDS may cause and sustain addiction, ev-
idence for potential addiction and the frequency with which addiction
occurs does not currently exist.

Manufacturers have marketed ENDS as smoking cessation aids, and
these products might be effective in this respect; however, scientific ev-
idence sufficient to establish their actual nicotine dosing capabilities,
their efficacy as smoking cessation aids and safety of use is not yet avail-
able.

There is concern that nicotine delivery to the lung might result in stronger
toxicological, physiological and addictive effects, and this concern must
be addressed in scientific studies.

Lung delivery of medications, independent of the effects of nicotine, is
of global importance and must be addressed in scientific studies.

212 Recommendations for regulatory policy

10

ENDS products should be regulated as combination drugs and medical
devices and not as tobacco products. Notwithstanding the various mar-
keting strategies, ENDS might facilitate and perpetuate nicotine
addiction.

If ENDS products are regulated under tobacco control laws, the manu-
facture, sale or importation of these products should be subject to
regulation of the contents and labelling (Articles 9—11), prohibition of
public use that might expose others to emissions (Article 8) and restric-
tions on advertising, promotion and sponsorship that appeal to adoles-
cents (Article 13). Countries might consider granting exemption and
concurrent jurisdiction with drug regulatory authorities only if ENDS
products are proven to be safe and effective as smoking cessation aids.

Regulators should weigh the theoretical benefits of ENDS as smoking
cessation aids against those of current NRT products and the risk that the



products will appeal to nonsmokers, that is, the risk that nonsmokers will
be drawn into nicotine addiction.

Manufacturers and retailers must provide evidence to define the appro-
priate uses of, exposure to, and safety of ENDS, and regulatory author-
ities should confirm the accuracy of this evidence before approving these
products for sale and marketing.

Claims implying health benefits or less harm than cigarettes should be
prohibited, unless the safety of these devices, when used as intended, is
scientifically proven to the satisfaction of regulatory authorities.

Claims that ENDS assist smoking cessation should be prohibited, unless
the efficacy of these devices, when used as intended, is scientifically
proven to the satisfaction of regulatory authorities.

2.13 Recommendations for clinical trials and other research required
for regulatory approval

Research should be conducted on the delivery and absorption of nicotine
from ENDS use, in both the short and the long term, to enable regulators
to establish the dosage and formulation for regulatory approval.

Research should be conducted on the behavioural and physiological
consequences of using ENDS.

The dependence potential (also known as ‘abuse liability’) relative to
cigarettes and NRTs should be studied.

Short- and long-term effects of human exposure should be monitored to
determine potential harm.

Post-marketing studies should be conducted to determine patterns of use,
such as dual use, to monitor adverse effects and to determine the impli-
cations for initiation and cessation at individual and population level.
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3.1

3. Report on setting regulatory limits
for carcinogens in smokeless
tobacco

Background

The WHO Study Group on Tobacco Product Regulation (TobReg) has pre-
pared a series of reports to provide a scientific foundation for tobacco product
regulation (/, 2) to support the provisions of Article 9 of the WHO Framework
Convention on Tobacco Control. The reports identify approaches for regu-
lating cigarettes, including mandated reductions in the concentrations of
toxicants present in smoke. The most recent report suggests that reducing the
concentrations of toxicants present in smokeless tobacco products would be
a logical scientific extension of this regulatory strategy (2).

Smokeless tobacco products are used widely in Asia (particularly South-East
Asia), Africa, North America and parts of Europe (3). There are well docu-
mented differences in the contents and formulations of smokeless tobacco
products used in different countries, and there are scientifically documented
differences in the adverse health outcomes resulting from use of these dif-
ferent products (3). Smokeless tobacco has been causally associated with
oropharyngeal cancer, pancreatic cancer and heart disease (3, 4); but these
risks vary dramatically by geographic location and composition of the smoke-
less tobacco product used, with very high risks evident for products used in
Africa and the Indian subcontinent and lower risks occurring in studies con-
ducted in the U.S. and Scandinavian countries, particularly in Sweden where
low nitrosamine snuff has been in widespread use (3).

The content of smokeless tobacco is substantially less complex than the
emissions of combusted tobacco products. Smokeless tobacco contains fewer
carcinogens, but some formulations have substantial amounts of some car-
cinogens common to cigarette smoke emissions (3—6). Differences of several
orders of magnitude in the concentrations of carcinogens have been found
between products with the lowest levels, which are most commonly marketed
in the developed world, and those produced in ‘cottage’ industries in Asia
and Africa. The differences among manufactured smokeless tobacco prod-
ucts used in different regions are more modest, but even within the same
region there are substantial differences in products (3). Differences in the
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content and formulation of the smokeless tobacco products used in different
geographical areas might reasonably explain the different health outcomes
observed with their use. The disease outcomes indicate a public health benefit
of regulation. Regulatory lowering of the concentrations of carcinogens in
smokeless tobacco products might reduce the numbers of cancers resulting
from their use.

Differences in the concentrations of two groups of powerful carcinogens in
smokeless tobacco, tobacco-specific N-nitrosamines (TSNA) and polycyclic
aromatic hydrocarbons (PAH), might explain the diverse cancer risks seen
with use of these products in different regions. The carcinogenic potency of
these compounds and the possibility for substantially lowering their concen-
trations in smokeless tobacco with existing techniques make these carcino-
gens priorities for regulatory consideration.

At a meeting of TobReg held in Durban, South Africa, in November 2008,
consideration was given to regulatory approaches by which the concentra-
tions of carcinogens in smokeless tobacco could be lowered. After reviewing
the evidence, the Study Group concluded that it is both desirable and feasible
to regulate smokeless tobacco by setting regulatory limits on the concentra-
tions of selected carcinogens. It further recommended that regulation begin
with PAH and TSNA. This TobReg report presents the scientific evidence
for regulating smokeless tobacco products and makes recommendations for
the initial regulatory levels.

Carcinogens present in smokeless tobacco

Smokeless tobacco is taken orally or nasally without burning the product at
the time of use. Oral smokeless tobacco products are placed in the mouth,
cheek or lip and sucked (‘dipped’) or chewed. Tobacco pastes or powders are
used in a similar manner and placed on the gums and teeth. Fine tobacco
mixtures may be inhaled nasally and the contents absorbed in the nasal
passages.

Smokeless tobacco has been classified by the International Agency for Re-
search on Cancer (IARC) as ‘carcinogenic to humans’ (Group 1) (3). There
are, however, many forms of smokeless tobacco, which differ considerably
in their composition and carcinogenic potential. Available information indi-
cates the presence of 28 potential or known carcinogens (35). The list below
contains only those identified in smokeless tobacco that meet the criteria for
inclusion as TARC group 1 carcinogens (‘sufficient’ evidence of carcino-
genicity in humans):

benzo[a]pyrene

formaldehyde
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N'-nitrosonornicotine (NNN)
4-(methylnitrosamino)-1-(3-pyridyl)-1-butanone (NNK)
arsenic

nickel compounds

polonium-210

uranium-235

uranium-238

beryllium

cadmium

chromium

Tobacco-specific nitrosamines and polycyclic aromatic
hydrocarbons

Tobacco-specific nitrosamines (TSNA) are formed from tobacco alka-
loids and nitrosating agents, such as nitrite. They are found only in tobacco
products. Seven TSNA have been detected in smokeless tobacco: NNN,
N'-nitrosoanabasine, N'-nitrosoanatabine, NNK, 4-(methylnitrosamino)-1-
(3-pyridyl)-1-butanol, 1-(methylnitrosamino)-1-(3-pyridyl)-4-butanol and 4-
(N-nitrosomethylamino)-4-(3-pyridyl)butyric acid. Of these, NNN and NNK
are considered the most important because of the levels at which they occur
in smokeless tobacco and their carcinogenic potency. Procedures exist for
dramatically limiting the formation of TSNA in smokeless tobacco, including
those used by some manufacturers of smokeless tobaccos sold in Sweden
(7) and the manufacturer of the Russian nass (8). A comprehensive review
of the techniques available was prepared by O’Connor and colleagues (9).
The procedures include a short ageing process, use of tobacco with a low
nitrate content, a pasteurization-like process that destroys bacteria implicated
in the formation of nitrosamines and changes in the methods for curing to-
bacco. Refrigeration of the product also helps limit the formation of ni-
trosamines during storage.

Polycyclic aromatic hydrocarbons (PAH) are carcinogenic constituents
of smokeless tobacco (3, 5, 10—12), which are products of incomplete com-
bustion of organic matter. They are not found in raw tobacco leaf, except in
areas where there are high levels due to ambient air pollution. The common-
est source of PAH in smokeless tobacco is smoke from wood (or other organic
matter) burnt during tobacco curing; therefore PAH can be viewed as
unnecessary contaminants of smokeless tobacco that should not be present,
rather than intrinsic constituents which should be minimized.
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Differences in carcinogens present in smokeless tobacco by
region

A working group convened by IARC (3) reviewed studies on the concentra-
tions of TSNA in a variety of smokeless tobacco products in different regions
(Table 1). The measurements were made on products sold during different
decades, with different methods and reported by different laboratories; how-
ever, even with these sources of variation, the levels of TSNA clearly varied
considerably among products sold in different parts of the world. Relatively
low levels of NNN and NNK were reported in products described as ‘low-
TSNA smokeless tobacco’, for instance in South Africa and Sweden, and in
some products from Thailand and Uzbekistan. Even some of the products
used in Sweden have been reported to have relatively high levels of NNN.
Generally, moist snuff products used in Europe and the United States contain
lower levels of TSNA than products on the Indian market or those imported
from South Asia to the United Kingdom (3, 5, 71, 12). A wide range of con-
centrations is reported, however, even in products on the market in Europe
and the United States, ranging from undetectable to levels comparable to
those of the more toxic products available on Asian markets. The IARC re-
view makes it clear that, while the products used in developed countries
generally have lower TSNA levels, some have high TSNA levels. Con-
versely, some products with relatively low levels of TSNA are available in
almost all countries in which a substantial number of products have been
examined, even in those countries where most products have high TSNA
levels and where there is a high burden of disease due to smokeless tobacco
use. The concentrations of NNN and NNK in Sudanese foombak are ex-
tremely high: the concentration of NNN was reported to be 141-3085 pg/g
of tobacco dry weight and that of NNK was 188—7870 pg/g of tobacco dry
weight (/3-15).

The moist snuff (snus) currently manufactured, marketed and used in Sweden
has been well studied and is produced to a standard (7) that results in a lower
nitrosamine content. In the United States, there are both ‘traditional’ products,
which have relatively high concentrations of TSNA, and newer products,
which have levels closer to those of the Swedish product (/2).

In Asia, especially India, and in other developing countries, there are many
tobacco mixtures, which are administered in various ways and often pre-
pared and marketed by individuals or small manufacturers (cottage industry).
Differences in the composition of the products on these markets are
therefore difficult to define. Certain products have been described by IARC
(Table 1) (3).



Table 1

Concentrations of tobacco-specific N-nitrosamines in selected smokeless tobacco
products (pg/g dry weight of tobacco)

Country Type of NNK NNN NAB NAT
product
Belgium Chewing 0.13 7.38 970 (includes
tobacco NAB)
Canada Moist snuff 3.2-5.80 50.4-79.1 4-4.8 152.0-170.0
Canada Chewing 0.24 2.09 0.1 1.58
tobacco
Germany Chewing 0.03-0.3 1.42-2.30 0.03-0.05 0.33-3.7 (upper
tobacco value includes
NAB)
Germany Dry snuff 0.58-6.43 2.93-18.75 NR 1.03-7.83
India Chewing 0.13-0.6 0.47-0.85 0.03-0.07 0.3-0.5 (upper
tobacco value includes
NAB)
India Zarda 0.22-24.1 0.4-79.0 NR 0.78-99.1
(includes NAB)
India Mishri 0.294-1.1 0.3-6.995 NR 0.488-14.15
India Khiwam 0.1-1.03 2.5-8.95 NR 1.83-10.36
India Zarda 0.22-24.1 0.4-79 NR 0.78-99.1
India Khaini 0.11-5.29 25.8-40 1.24-2.48 0.66-18.8
South Africa Low-TSNA  0.27-0.29 1.05-2.07 0.09-0.11
moist snuff
Sudan Toombak  188-7870 141-3080 139-2370 20—290
Sweden Moist snuff 0.19-2.95 1.12-154 0.04-1.7 0.9-21.4
Thailand Chewing 0.1 0.5 NR 0.5
tobacco
United Moist snuff 0.4-13.0 1.1-52.0 0.086 2.0-6.5 (upper
Kingdom value includes
NAB)
United Chewing 0.3 0.9 NR 1.5 (upper value
Kingdom tobacco includes NAB)
United Dry snuff 0.58-4.3 2.39-16.0 NR 1.03-7.83
Kingdom
United States Moist snuff ND-18.0 ND-147.0 0.02-10.67 0.24-339.0
United States Chewing ND-1.1  0.67-6.5 0.02-0.14 0.67-12,4
tobacco
United States Dry snuff 0.88-84.4 9.37-116.1 0.52-1.53 11.2-238.8
(upper value
includes NAB)
Uzbekistan  Naswar 0.02-0.13 0.12-0.52 0.008-0.03 0.032-0.3

From reference 2

NAB, N'-nitrosoanabasine; NAT, N'-nitrosoanatabine; ND, not detected; NNK,

4-(methylnitrosamino)-1-(3-pyridyl)-1-butanone; NNN, N'-nitrosonornicotine; NR, not reported
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This report is concerned with the concentrations of TSNA and benzo[a]
pyrene found in products currently being marketed, rather than the historical
ranges important for disease causation. The concentrations in products ob-
tained more recently are shown in tables 2 and 3. A wide range of concen-
trations was found for both TSNA and benzo[a]pyrene in various products,
and substantial differences were found in the levels in new and traditional
smokeless tobacco products.

Table 2
Concentrations of tobacco-specific nitrosamines (TSNA) and benzo[a]pyrene in
smokeless tobacco products purchased in the United Kingdom and elsewhere

Product TSNA? (ug/g dry Benzo[a]pyrene (ng/g

weight) dry weight)

Products purchased in the United Kingdom
Guthka products

Manikchard 0.289 0.4

Tulsi mix 1.436 1.28
Zarda products

Hakim Pury 29.705 0.32

Dalal Misti Zarda 1.574 8.89

Baba Zarda (GP) 0.716 2.04
Tooth-cleaning powder: A. Quardir Gull 5.117 5.98
Dried tobacco leaf 0.223 0.11
Products purchased outside the United Kingdom
Baba 120 (India) 2.361 2.83
Snus (Sweden) 0.478 1.99
Ariva (United States) ND 0.4
Copenhagen (United States) 3.509 19.33

From reference 11
aN'-nitrosoanabasine, N'-nitrosoanatabine and 4-(methylnitrosamino)-1-(3-pyridyl)-1-butanone ND,

28

not detected

PAH originate primarily from fire-curing of tobacco and are therefore avoid-
able contaminants of smokeless tobacco. They are generally locally acting
carcinogens and have been extensively evaluated for carcinogenicity in
mouse skin models (/6). The carcinogenicity of PAH varies considerably
because of differences in relative molecular mass and biochemical properties.
As PAH always occur as complex mixtures, the concentration of benzo[«]
pyrene is commonly used as a proxy for that of PAH.



Table 3
Concentrations of tobacco-specific nitrosamines (TSNA) and benzo[a]pyrene in
smokeless tobacco products sold in the United States

Product NNN + NNK Benzo[a]pyrene
No. of pgg/gdry  No. of ng/g dry
samples weight samples weight
Taboka, Marlboro Snus, Camel 8 1.04-1.82
Snus
Taboka, Marlboro Snus, Camel 11 ND-2.1
Snus, Skoal Dry
Camel Snus Original 1 10.5
General Snus 1 2.3 1 ND
Skoal Dry 3 2.81-5.61
Mint Marlboro Snus 1 3.50
Traditional smokeless tobacco 4 4.86-8.27 4 30.1-57.3
United States moist snuff 39 5.5-98.6

From reference 12
NNN, N'-nitrosonornicotine; NNK, 4-(methylnitrosamino)-1-(3-pyridyl)-1-butanone; ND, not detected

The concentration of benzo[a|pyrene in natural tobacco and snuff in the
United States was < 0.1-90 ng/g of tobacco (unspecified as to wet or dry
weight) (5). Products in the United Kingdom and some other countries
(Table 2) were found to contain 0.11-19.33 ng/g dry weight, with the lowest
levels in tobacco leaf and the highest in Copenhagen smokeless tobacco in
the United States. A recent study of smokeless tobacco products available
in the United States (Table 3) showed that General Snus and newer test-
marketed brands had lower concentrations of PAH than a selected set of other
brands, including Copenhagen (/2). The other brands had on average 12 times
more acenaphthylene, 71 times more phenanthrene, more than 300 times
more anthracene, 40 times more fluoranthene, 50 times more pyrene, 14 times
more benzofluoranthenes and 12 times more benzo[a]pyrene than the newer
products.

The observations that smokeless tobacco products can be manufactured with
relatively low levels of TSNA and benzo[a]pyrene and that products with
high levels of these carcinogens remain on the market suggest that the com-
position and toxicity of smokeless tobacco will continue to vary markedly in
the absence of regulatory control. The availability of techniques to produce
products low in TSNA and benzo[a]pyrene and the existence of voluntary
programmes intended to reduce the concentrations of those carcinogens has
not resulted in uniformly low TSNA levels in most products. These realities
suggest that regulatory control could reduce the levels of carcinogens in
smokeless tobacco.
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Targets for regulation

In most parts of the world where smokeless tobacco is widely consumed, the
products used include both those sold by large manufacturers and those pro-
duced by individuals and in cottage industries. The products most amenable
for initial regulatory control are those produced by large manufacturers.
TobReg recognizes that these companies represent only a fraction of the
market and do not produce the products with the highest carcinogen content.
Nevertheless, we recommend that initial regulatory efforts be focused on
large manufacturers and importers of smokeless tobacco, who can change
products rapidly. The more complex problem of limiting the levels of car-
cinogens in products produced by cottage industries should not be used as an
excuse to allow higher levels than needed in manufactured products. Rather,
companion programmes to educate cottage industry producers and to design
improved production processes for small producers should be set up. In par-
ticular, attention should be given to the use of tobacco with a low nitrate
content, use of a pasteurization process that destroys the bacteria implicated
in the formation of nitrosamines, avoidance of wood-smoke curing and use
of refrigeration during storage before sale. These techniques, while not yet
available in poor villages, may become available in coming decades.

The inability of cottage industries to produce smokeless tobacco with lower
concentrations of toxicants should not be used as a justification on the part
of developing countries for tolerating the presence of tobacco products with
higher levels of carcinogens in the manufactured segment of the market, as
this segment can readily reduce levels. The levels of TSNA and PAH shown
in tables 1-3 clearly show that manufacturers in both developed and devel-
oping countries can make smokeless tobacco products with low concentra-
tions of TSNA and benzo[a]pyrene.

Lower carcinogen levels may be more easily achieved in wealthy countries,
but TobReg considers that higher toxicant levels in manufactured products
should not be accepted in countries with fewer economic resources.

Selection of metric for regulation

Although the users of cigarettes adjust their pattern of puffing to achieve the
desired dose of nicotine, the delivery of substances from smokeless tobacco
is influenced mainly by the product itself rather than the user. Users can adjust
the quantity of smokeless tobacco they use, the placement of the product and
the duration of use, but the delivery of toxicants is largely a function of the
product composition and formulation. The levels of toxicants in smokeless
tobacco could be normalized by a variety of approaches, each of which has
its advantages and limitations.



Per typical dose used: One advantage of this approach is that it might
approximate the amount of toxicant presented to a user with each use.
The limitations include the fact that there is substantial variation in the
amount actually used by individuals, limited data on the quantities ac-
tually used per use of many products, and no accepted international
standard for typical dose used. The advantage of approximating the dose
presented to the user is diminished by the reality that the exposure of
individuals per dose is also a function of the time they hold the dose in
their mouths and by other actions that may be taken to increase delivery.
This approach would be complex to administer, as it would require a
different standard for each formulation of smokeless tobacco, and per-
haps for different brands or groupings within the same formulation, on
the basis of differences in patterns of use, making comparisons of prod-
ucts problematic.

Per gram as sold: The advantage of this approach is that the product
tested would approximate the product acquired by the user. Thus, the
sample tested would be what the user actually encounters. Furthermore,
the same quantity of product would be measured in comparisons of dif-
ferent products. Different products have different moisture levels, how-
ever, and the moisture level in the same product might vary with the
humidity of the environment in which it is stored. Therefore, samples of
smokeless tobacco would have to be stored at a standardized humidity
before measurement, as is done for cigarettes. The question that arises is
whether the measure actually reflects the product available for purchase.
Also, manufacturers might vary the moisture in their products to achieve
the desired regulatory level.

Per gram dry weight: This approach has the advantages of standardiza-
tion to the same quantity of product for comparisons and avoiding the
variation created by differences in moisture content among products and
by differences due to the humidity of the storage environment. One con-
cern is that manufacturers might add non-tobacco components to smoke-
less tobacco in order to meet the standard. The levels proposed by
TobReg are not intended to result in small incremental changes in the
product, however, and the addition of small amounts of non-tobacco
material would not reduce the concentrations of nitrosamines by the or-
ders of magnitude necessary to meet the regulatory standard for products
with the high levels found in Asia and Africa. Additionally, measurement
per gram dry weight is a long-accepted method of standardizing mea-
surements of smokeless tobacco constituents, and there are abundant data
in the literature on the levels of various toxicants in different smokeless
tobacco products from different regions based on this metric.
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e Per gram nicotine: This approach is similar to that used by TobReg in
the proposed standards for cigarette emissions. It presupposes that users
adjust their use patterns to differences in nicotine levels and that nor-
malizing the amount of nicotine will remove the differences in formu-
lation intended to exploit this compensatory behaviour. Compensatory
behaviour is somewhat less of a concern with smokeless tobacco, as the
principal form of compensation is use of increased amounts, as opposed
to cigarettes, with which the intake of nicotine is increased largely by
altering puffing behaviour. One concern is that manufacturers might
simply add nicotine to the product to meet the standards. An unresolved
question with respect to this approach is whether the normalization
should be to total nicotine or to nicotine in the free (unprotonated) form.
While the free form of nicotine is the form of greatest concern for blood
nicotine levels, it is possible to alter the free nicotine levels independently
of the total nicotine levels, in ways that might result in dramatic changes
in free nicotine levels when the product is mixed with saliva. Manufac-
turers might be able to increase the amount of nicotine in a product but
reduce the pH, thus reducing the fraction in the free form. This approach
would be appropriate only if the regulation also included a standard for
nicotine.

e Per gram of residual weight: This approach normalizes measurements
to the weight of product remaining after all of the extractable components
have been extracted. It is being evaluated by the United States National
Cancer Institute for use in normalizing measurements of smokeless to-
bacco toxicants. Few data are available, however, on use of this approach,
and it would be premature to recommend it.

TobReg considered each of the above approaches and, after weighing their
strengths and limitations, recommended that the amount of toxicant be nor-
malized per gram of dry weight of smokeless tobacco. This metric is intended
to be a product performance standard rather than a measure of human expo-
sure to toxicants. It is in accordance with currently established laboratory
practice and may be modified as that practice is improved.

Selection of achievable levels for tobacco-specific N-
nitrosamines and benzo[a]pyrene in smokeless tobacco

The criterion used in selecting a level of TSNA for regulation was to identify
the low concentrations that have been achieved in existing products, as re-
ported in the literature. That literature includes measurements made over
several decades and with various methods in different laboratories, and is for
products currently being marketed as well as older products. Some of the
differences in reported levels may be due to use of different methods by



different laboratories. In order to identify the concentrations that could be
achieved with existing techniques in a range of current products, TobReg
concentrated on recent studies in two well-respected laboratories (12, 17)
(Table 3).

Examination of the concentrations in current products, including products
stated to have low TSNA levels (/2), showed that a number of products have
concentrations of NNN and NNK < 2 ng/g dry weight. Equally important,
the results show that the concentrations in other traditional smokeless tobacco
products on the market substantially exceed this value. It was TobReg’s
judgement that concentrations < 2 pg/g dry weight of tobacco could be
achieved for NNN and NNK in most major manufacturing markets. While
the moist snuff products on the United States market do not include any with
a combined concentration of NNN and NNK < 2 pg/g dry weight, the con-
centration in low-TSNA moist snuff sold in South Africa and other countries
(see Table 1) is lower than this level. The lower levels of TSNA reported in
products sold in most developing countries (Table 1) include concentrations
that are below the recommended upper limit, suggesting that achieving that
limit is not beyond the capability of those manufacturers who are currently
marketing in Africa and Asia.

The concentrations of TSNA increase in smokeless tobacco during storage
at room temperature due to microbial action. Therefore, TobReg recommends
that smokeless tobacco be stored and sold under conditions of refrigeration
whenever possible and be attributed an expiration or sell-by date to minimize
any increase in the levels of TSNA between manufacture and sale.

The regulatory limit recommended for TSNA is a maximal concentration of:

e NNN plus NNK: 2 pg/g dry weight of tobacco.

When considering a recommended concentration of benzo[a]pyrene, TobReg
investigated whether there was justification for any benzo[a]pyrene in
smokeless tobacco, as it is a product of combustion, and combustion does not
occur in smokeless tobacco use. The sources of benzo[a]pyrene in smokeless
tobacco are curing of tobacco with wood smoke (exposure to benzo[a]pyrene
as a combustion product of wood) and, to some extent, high ambient general
air pollution (3). Both sources are avoidable in the production of manufac-
tured smokeless tobacco. Examination of tables 2 and 3 shows that low
concentrations of benzo[a]pyrene are present (often below the threshold for
detection) in most of the newer smokeless tobacco products and in some
traditional products. The tables show higher levels in other manufactured
products, indicating that there is an opportunity to reduce the benzo[a|pyrene
levels through regulation.
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As benzo[a]pyrene is an avoidable contaminant, which is introduced into
smokeless tobacco during tobacco growth and curing, TobReg recommends
that the concentration be based on the lower level of detection that can be
achieved by most laboratories in which tobacco constituents are measured.
While sophisticated methods can detect extremely low levels of this toxicant,
most can detect concentrations > 4.5 ng/g dry weight of tobacco with readily
available techniques, even when testing for PAH in general rather than using
methods specific to benzo[a]pyrene. TobReg therefore recommends a regu-
latory level of < 5 ng/g dry weight of tobacco for benzo[a]pyrene. As lower
detection limits for benzo[a]pyrene become technically feasible, TobReg
recommends that this recommendation be revised.

The regulatory limit recommended for benzo[a]pyrene is a maximal concen-
tration of:

e benzo[a]pyrene: 5 ng/g dry weight of tobacco.

Regulatory considerations and communication of regulatory
values and testing results to the public

The purpose of this recommendation is to reduce the concentrations of car-
cinogens currently present in many smokeless tobacco products to the low
levels readily achievable with existing techniques through altered manufac-
turing practices. This recommendation is not intended to address questions
of reduction in risk or harm that may occur when shifting from one tobacco
product to another, or the question of whether use of smokeless tobacco
should be recommended as a harm reduction strategy to current cigarette
smokers.

The mandated limits on carcinogen concentrations recommended in this re-
port constitute a first step towards regulation of smokeless tobacco products
by setting performance standards. The immediate next steps would include
methods to address the carcinogen levels present in products produced by
cottage industries, which might initially have to focus more on education and
technology transfer than on regulatory levels.

Mandating levels and disallowing brands with higher levels from the market
does not imply that the remaining brands are safe or less hazardous than the
brands that are removed. It also does not represent government recognition
of the safety of the products that remain on the market. The proposed strategy
for limiting carcinogens is based on sound precautionary approaches, similar
to those used for other consumer products. As an essential part of this pro-
posal, regulators must assume responsibility to ensure that consumers are not
told directly or indirectly or led to believe that smokeless tobacco products
that meet the carcinogen limits established pursuant to this proposal are less



hazardous than similar products, have been approved by the government or
meet government-established health or safety standards. In particular, rank-
ing of brands by the metric proposed in this report could be interpreted by
users as reliable differences in the probable exposure or harm that will result
from using different smokeless tobacco brands. Communicating such rank-
ings to the consumer or allowing them to be communicated directly or
indirectly is likely to influence user behaviour in ways that will cause harm,
similar to that currently caused by communicating the ratings of the Interna-
tional Organization for Standardization (ISO) for tar, nicotine and carbon
monoxide to cigarette smokers.

The proposed strategy must be applied in ways that will prevent the new
standards from being used as marketing tools to misinform consumers. Un-
substantiated claims for health or exposure on the basis of the proposed testing
should be prohibited, as a companion condition essential to responsible im-
plementation of this regulatory strategy.

Measurements of carcinogen levels by brand and all the costs associated with
testing and reporting are expected to be the responsibility of tobacco product
manufacturers. The results should be reported to the regulatory authority, and
a sample of the results should be verified by an independent laboratory. Al-
ternatively, some regulators may wish to conduct the testing themselves, with
funding from taxation or licensing of tobacco products.

Given the existing scientific limitations, regulatory authorities have an obli-
gation to ensure that the public is not misled by the results of the recom-
mended testing and regulatory strategy. TobReg recommends that any
regulatory approach specifically prohibit use of the results of the proposed
testing in marketing or other communications with the consuming public,
including product labelling. TobReg also recommends that manufacturers be
prohibited from making statements that a brand has met government regula-
tory standards or from publicizing the relative ranking of brands by testing
level. Because information is often transmitted to tobacco users through the
kinds of news stories that accompany the implementation of new regulations,
it is a responsibility of the regulatory structure to monitor:

e the accuracy of news reports,
e tobacco industry marketing,
e smokeless tobacco users’ understanding of the new regulations,

e what smokeless tobacco users interpret the new regulations to mean rel-
ative to the hazard of the products remaining on the market and
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whether understanding about the hazard of the remaining products is
influencing initiation or cessation rates.

Regulators should pursue whatever corrective action is necessary to prevent
consumers from being misled. These monitoring and surveillance concerns
are described in more detail in the WHO report, Evaluation of new or modified
tobacco products (18).

Recommendations

All products that deliver nicotine for human consumption should be
regulated.

Smokeless tobacco products should be regulated by controlling the con-
tents of the products.

The metric for measuring toxicants in smokeless tobacco should be the
amount per gram of dry weight of tobacco.

Initially, upper limits should be set for two nitrosamines N'-nitrosonor-
nicotine (NNN) and 4-(methylnitrosamino)-1-(3-pyridyl)-1-butanone
(NNK), and one polycyclic aromatic hydrocarbon, benzo[a]pyrene.

The combined concentration of NNN plus NNK in smokeless tobacco
should be limited to 2 ng/g dry weight of tobacco.

The concentration of benzo[a]pyrene in smokeless tobacco should be
limited to 5 ng/g dry weight of tobacco.

Regulation of the distribution and sale of smokeless tobacco products
should include a requirement for affixation of the date by which the
product must be sold or returned to the manufacturer and a requirement
for refrigeration of the product before sale in order to limit the increase
in the concentration of nitrosamines that occurs over time of storage.
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4. Overall recommendations

This report addresses two types of products that currently concern scientists
because of their potential for harming public health and the inadequacy of
regulations governing their promotion, sale and use. Electronic nicotine de-
livery systems (ENDS) deliver nicotine and other substances directly to the
lung, unaccompanied by tobacco smoke. They are marketed under a variety
of brand names and descriptions around the world but fall into a regulatory
gap in most countries. Few studies have documented their content or emis-
sions, and claims that WHO approves their use for smoking cessation have
been circulated. Smokeless tobacco products are also used in many countries,
and scientifically documented differences have been found in their content
and formulations that may explain the observed differences in adverse health
outcomes. Substantial variation in carcinogen levels has been found in
smokeless tobacco products marketed in different regions and among prod-
ucts marketed within a region. It is desirable and feasible to lower these levels
through better manufacturing and sales practices.

Of the topics discussed at the fifth meeting of TobReg, ENDS and smokeless
tobacco were deemed to be most important for issuing recommendations for
regulation.

Electronic nicotine delivery systems (ENDS): regulatory
recommendations and research needs

Main recommendations

ENDS designed for direct nicotine delivery to the respiratory system fall into
aregulatory gap in most countries, escaping regulation as drugs and avoiding
the controls on tobacco products. There is currently insufficient evidence to
assess whether ENDS products could be used to aid cessation, create or sus-
tain addiction, or deliver constituents other than nicotine to smokers. Clinical
trials, behavioural and psychological studies and post-marketing studies at
individual and population levels are needed to answer these questions. Claims
imputing health benefits, reduced harm or use in smoking cessation should
be prohibited until they are scientifically proven. ENDS products should be
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regulated as nicotine delivery devices; when such regulation is not possible,
they should be subjected under tobacco control laws to regulation of contents
and labelling, prohibitions against public use and restrictions on advertising,
promotion and sponsorship.

Significance for public health policies

ENDS might benefit public health if they promote smoking cessation, but
they might create public health risks if they sustain nicotine dependence by
allowing nicotine intake where smoking is prohibited or if they increase ini-
tiation and transition to cigarette smoking among people who would not
otherwise have used tobacco. Smokers who attempt to quit may use ENDS
in place of evidence-based treatments, potentially delaying smoking cessa-
tion and increasing the risks for smoking-attributable disease if they are
ultimately ineffective as nicotine replacement therapy devices.

Implications for WHO programmes

WHO continues to support pharmacotherapy only when scientific studies
have demonstrated predictable outcomes under specified conditions and
when products have been approved as safe and effective by major drug reg-
ulatory authorities. WHO strongly encourages its Member States to prohibit
manufacturers of ENDS from issuing claims that WHO endorses their prod-
ucts as legitimate tobacco cessation aids. Member States should ensure that
the manufacturers of these products comply with all existing regulatory re-
quirements to preclude unsubstantiated claims that may derail public health
efforts in tobacco control.

Smokeless tobacco: setting regulatory limits for carcinogenic
components

Main recommendations

The regulatory strategy previously advocated by TobReg for cigarettes
should be extended to mandating reductions in toxicant levels in smokeless
tobacco. Two groups of toxicants should take priority for regulatory limits
because of their carcinogenic potency and the possibility of achieving sub-
stantially lower concentrations in smokeless tobacco with existing tech-
niques: tobacco-specific N-nitrosamines (TSNA) and polycyclic aromatic
hydrocarbons (PAH). Upper limits should be set for the combined concen-
trations of N'-nitrosonornicotine and 4-(methylnitrosamino)-1-(3-pyridyl)-1-
butanone at 2 ng/g dry weight of tobacco and for benzo[a]pyrene as a marker
for carcinogenic PAH at 5 ng/g dry weight of tobacco. Regulators should
inform consumers that, like cigarettes, smokeless tobacco products that meet
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safety standards may be no less hazardous, and they should prohibit product
ranking or publicizing test results that are likely to influence user behaviour
in ways that will cause harm. Measuring, testing and reporting should be
verified by independent laboratories or government agencies, and expiration
dates and refrigeration requirements should be enforced to limit the accumu-
lation of TSNA.

Significance for public health policies

Differences in the disease risks associated with smokeless tobacco use in
different parts of the world reflect differences in the toxicity of the products
available on various markets. While existing evidence has not established that
lowering TSNA or PAH levels in smokeless tobacco products will lower
cancer risks, it is difficult to justify allowing high levels of known carcino-
genic constituents in a product that is known to cause cancer, when lower
levels are readily achievable with existing technology. As they do for other
consumer products, regulators should lower the concentrations of carcino-
gens present in smokeless tobacco by limiting the concentrations that can be
present in products that are marketed. As lower detection limits become tech-
nically feasible, more aggressive targets for mandated lowering can be set by
regulatory authorities.

Implications for WHO programmes

WHO should begin by advising the regulation of manufactured smokeless
tobacco products, even though individuals and cottage industries, which are
not easily regulated, often dominate the use and production of smokeless
tobacco. WHO should recommend that companion programmes be set up to
educate cottage industry producers and to improve production approaches for
small producers, in order to address the more difficult problem of limiting
carcinogen concentrations in non-manufactured smokeless tobacco. Finally,
WHO should reject the notion that manufactured products with higher toxi-
cant levels are acceptable in countries with few economic resources.
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This report presents the conclusions reached and recommendations made by the members of the WHO Study Group on
Tobacco Product Regulation af its fifth meeting, during which it reviewed two background papers specially commissioned
for the meeting and which dealt, respectively, with the following two themes.

1. Devices designed for the purpose of nicotine delivery to the respiratory system in which tobacco is not necessary for
their operation.

2. Setting regulatory limits for carcinogens in smokeless fobacco.

The Study Group's recommendations in relation to each theme are set out at the end of the section dealing with that
theme; its overall recommendafions are summorized in section 4.
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