Rethinking nicotine: FDA asks six
questions about the future of
nicotine regulation
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"

Will no-one rid me of this turbulent molecule? (after Henry
IT on Sir Thomas Beckett)

Mitch Zeller, the Director of the Center for Tobacco Products at the U.S. Food
and Drug Administration, recently published an article with six questions about
the future of nicotine regulation.

See: Zeller M. The Future of Nicotine Regulation: Key Questions and Challenges.
Nicotine & Tobacco Research. 2018 Oct 12. [link]

As he has taken the time to put some questions and expressed interest in the
answers, here are mine. I have spent most effort on his sixth question, the one
about youth. Mitch Zeller’s six questions are in bold below and my responses
follow each. I also address a further three questions posed by Ken Warner in the
same series.

Mitch Zeller’s six questions about the
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future of nicotine regulation

1.How comfortable are we with long-term, or possibly permanent, use of
less harmful nicotine delivery mechanisms by adults, if they help keep
currently addicted smokers from relapsing to combustible tobacco
products?

More than comfortable, I'd be very content. It may also improve their welfare and
life satisfaction (in the same way a glass of wine or two improves mine), as well as
protect against relapse. We have yet to even start the conversation about the
possible therapeutic value of nicotine in mitigating the effects of
neurodegenerative diseases (See Paul Newhouse presentation at GFN).

The main basis for public health interest in tobacco/nicotine is in the the
collateral health consequences of consuming nicotine via inhalation of smoke
from combustible tobacco products. It is not about the use of a relatively benign
recreational drug that does not cause significant harm, intoxication, violence,
accidents or various forms of vulnerability.

2. How much weight should be placed on diminished interest in quitting
nicotine altogether?

Very little. Diminished interested in quitting should be expected if the cost to a
user falls: in this case the non-monetised health and welfare costs associated with
being a smoker. If there was a choice between having 20% of a community
smoking for the long term or 10% smoking and 30% vaping (i.e. half the smoking
and twice the nicotine use) I would definitively choose the latter (see Rethinking
Nicotine quiz for more like this).

Because the health benefits of complete cessation of nicotine compared to
continued non-combustible nicotine use are so small, then it will be extremely
difficult on cost-effectiveness grounds to justify allocating public resources to
‘nicotine cessation’ other than through smoking cessation.

3. Given the potential health impacts of dual use of tobacco, how
acceptable is a short period of dual use while transitioning to less harmful
nicotine-containing products?

It is not only acceptable but potentially desirable and necessary as a transition
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from exclusive smoking to exclusive vaping for some users. It may be beneficial
in guarding against immediate failure and relapse if the behaviour change
required is too abrupt.

The question of ‘acceptability’ raises the question of acceptable to whom? And
what is supposed to happen if this is deemed ‘“unacceptable’? We should stop
thinking as public health or regulators as all-powerful controllers of human
behaviours. The aim should be to create a ‘choice architecture’ that supports
informed consumer behaviour and facilitates switching to lower risk behaviours in
the user’s own interest.

4. What if many current smokers engage in dual use on a long-term or
permanent basis?’

“Dual use” is not an adequate characterisation of any specific behaviour. If
someone smokes once a week and vapes the rest of the time, they are a dual user.
But they are also a dual user if they smoke all the time and vape occasionally. The
behaviours and risks are obviously completely different in every respect. If they
are doing ‘dual use’ as an alternative to exclusive smoking, then it is somewhat
beneficial in two ways: (1) reduced exposure to some toxins; (2) may evolve into a
preponderance of vaping if users are making a transition. There isn’t much
evidence that dual use prevents quitting.

5. Can we revise labeling and indications for medicinal nicotine to
increase quitting?

Yes, nicotine replacement therapies should have broader harm-reduction
indications and make clear this type of use is desirable - though some care is
need in translating the findings of trials to the impact of over-the-counter sales.
But, most importantly, improving the options for medicinal treatments should
NOT be an alternative to having a vibrant market in consumer alternatives to
smoking. The medical paradigm is “illness > treatment > cure”, whereas the
consumer paradigm is “smoking > less harmful pleasure > switch”. These are
fundamentally different in motivation and appeal.

6. How might youth initiation be affected by the availability of different
nicotine-containing products and how should we account for youth uptake
of these products?



We should worry less about youth initiation of vaping and more about youth and
adult smoking.

Here are six factors we should consider:

First, youth vaping should be put in context with other youth risk
behaviours. See Youth Risk Behavior Surveillance reporting on alcohol, drugs,
violence, suicidal intent, sexual behavioural risks etc. It makes quite bleak
reading.

Youth risk behaviors in context — United States 2017
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Youth nicotine use or vaping is not desirable, to be condoned or recommended.
But in context of all youth risk behaviours, it is a relatively minor risk to young
people with no immediate consequences and only minor impacts if the behaviour
persists for many years. Other prominent risks can have immediate and fatal
consequences or cause a lifetime of blight. If we care about young people’s well-
being, these risks should be the primary focus, not just what US Federal agencies
happen to have money for.

Second, there is no credible evidence of a material gateway effect from
vaping to smoking - so the harms of smoking cannot be attributed to vaping via
this mechanism. Without such a mechanism, the harms, if any, are likely to be
minor. It is unlikely that there would be a causal gateway effect, given that vaping
has many advantages over smoking. There, of course, are many studies and
almost as many wild claims, but all inevitably fail to address confounding and the
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problem of common liability. The reasons why people smoke are similar to the
reasons they vape.

Third, youth vaping embodies at least two distinct behaviours, substance
use and experimental. We should carefully distinguish between heavier
substance use (primarily daily users growing dependent on nicotine) and social,
experimental or frivolous use (e.g. blowing big clouds at parties) - by conflating
the two, we risk overstating the probability and dissipating focus on those at risk.
It is important to delineate these behaviours and be clear about who is doing
which. For example a large increase in frivolous use should not concern us that
much, and should not be a reason to inflict harms on adults due to an excessive
regulatory response. If more frequent use is increasing, then we should ask
whether this is among smokers, who may be starting to use this as an alternative
to smoking. A further behaviour may be what we know as a ‘fad’ - a transient
phenomenon, often arbitrary or inexplicable in its origins. The danger of fads is
an excessive regulatory reaction which has unintended consequences that are
suffered long after the fad has itself dissipated.

Fourth, youth vaping may displace youth smoking and the full range of
interactions must be understood. Attorney General Miller’'s comments on the
flavors ANPRM go into this is some detail - but it is not credible to assume that
youth are not, to some extent, swapping smoking for vaping, just as adults are -
and youth do report vaping for harm reduction purposes. It is not credible for
FDA officials simply to dismiss this phenomenon, as the FDA Commissioner,
regrettably, has asserted in a speech:

Even if kids are using ENDS instead of cigarettes — and that migration in part
accounts for the decline in youth cigarette use — that’s still not an acceptable
trade. Parents who see their children using e-cigs and say, “well at least my
child isn’t smoking,” should take no comfort.

Yes, they should take comfort, though given the widespread misperceptions about
nicotine and vaping, few will. The corollary of this position is that FDA is
indifferent to whether young people smoke or vape and that it would be willing to
take action that harms young people who are or likely to become nicotine users to
prevent other young people becoming nicotine users. That runs counter to the
public health ethos that is supposed to guide FDA. The debate over vaping is often
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positioned as a conflict between the welfare of adults and detriment to kids. This
is a false dichotomy - there are trade-offs within the teenage population.

Fifth, parental smoking is an important risk factor for youth smoking and
adult smoking is a driver of youth initiation. The adult and youth populations
cannot be conveniently separated, as adult behaviours are risk factors for youth
smoking. This happens at the large scale (young people are often trying to
emulate adults they look up to) but also most important within the family.

The family unit is the primary source of transmission of basic social, cultural,
genetic, and biological factors that may underlie individual differences in
smoking. [Avenevoli S & Merikangas KR. 2003]

Parental smoking is a risk factor for future smoking in low-exposure adolescent
smokers, above and beyond the risks posed by smoking behavior and nicotine
dependence. Moreover, parental smoking is associated with early-onset nicotine
dependence in low-exposure adolescent smokers. [Selya et al, 2012]

It is of course a leap of logic to claim that stopping parental smoking will stop
youth smoking, but it is highly unlikely that stopping parental smoking would
have no beneficial effect. At least those who are prepared to give less weight to
the welfare of adult smokers should consider the effect of parental role-modelling
on youth smoking initiation.

Sixth, real harm arises from the smoking through the life course, not from
being a teenage smoker or vaper. Serious smoking-related harms accumulate
over decades. We have to recognise that teenagers become adults and that their
interests over their whole life course are what matters and should be our
concern. Again we cannot conveniently separate youth and adults into two
distinct population groups for which we can determine different degrees of
concern. Almost all premature mortality risk is avoided if a smoker quits by age
35 and so what happened to a teenage nicotine user over the first two decades of
use should be our concern.

those who stopped before middle age gained about 10 years and had a pattern
of survival similar to that of men who had never smoked [Doll & Peto, Doctors
study, BM], 2003, Graphic]
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In this context, we should recognise that the means to switch to vaping later in
life is a benefit (it has “options value”) to young people today, including those who
are committed smokers from an early age and hence at greatest risk over the
longer term. In many ways, we should focus our concern on adults who are
turning 40 as smokers, and our concern for teenagers should be to the extent that
their experiences contribute to that. But the means to quit smoking and switch to
vaping before 40 greatly improves the life chances of adolescent smokers. The
following stylised examples suggest a more thoughtful analysis of youth smoking
and vaping is required.

» Adult quits smoking by vaping = major benefit

= Youth who would have smoked vapes instead = major benefit

» Youth who would have never smoked takes up vaping = minor detriment
(depending on how long it persists).

= Youth who smokes has option to vape in future = major ‘options value’
benefit

= Youth who vapes but would otherwise have smoked goes on to smoke =
no major difference

» Youth who would never have smoked starts smoking and this is caused by
vaping, but does not revert back to vaping or quit before age 35 =
significant detriment. This is the one that does material harm: no
evidence exists that this is likely to be a substantial pathway.

Ken Warner’s three questions on FDA
nicotine strategy

Ken Warner adds three more questions to Mitch Zeller’s list of six, focussing on
what FDA is doing. I attempt three more answers:

Warner KE. The Nicotine Continuum and Regulation: Additional Challenges to
Converting an Important Concept into Policy: Commentary on Zeller. Nicotine &
Tobacco Research. 2018 Oct 12. [link]

1. Will FDA develop sensible and affordable MRTP and PMTA procedures
(or standards) that will make it feasible for smaller companies to seek
approval? To date there is no indication that they are tackling this
critically important component of their comprehensive regulatory plan.
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Warner helpfully provides his own answer in his second sentence, which is
correct in my view. At present the PMTA process required for perhaps hundreds
of thousands of products currently on the market is so burdensome, opaque and
inefficient that it is manifestly unfit for purpose. It does not just need some
streamlining or minor tinkering, but a compete overhaul. See: American experts
call for risk-based reform of FDA regulation of tobacco and nicotine and

specifically, my note on this: Rethinking nicotine: implications for U.S. federal
tobacco policy

Whatever the intent, the effect of the system as it is will be to function as a starkly
asymmetric regulatory protection of the cigarette trade (cigarettes have been
given a gigantic pass by the grandfathering provisions of the 2009 Tobacco
Control Act) and to distort the market to favour those companies capable of cross-
subsidising their vaping or other reduced risk businesses - the tobacco majors.

The current arrangements have a profoundly distorting effect on the market that
works against the better, lower risk nicotine products, and in favour of cigarettes
and the vaping products of tobacco companies. Why does anyone think that is a
good idea?

2. How will FDA withstand enormous political pressures opposing both
nicotine reduction and support of risk reduced products? FDA’s inability
thus far to ban menthol in cigarettes does not inspire confidence that the
agency will be able to achieve much more radical policies. Menthol
increases smoking initiation and nicotine dependence and decreases
cessation.

It is true that FDA has achieved very little (please suggest achievements) with
respect to the most dangerous products, cigarettes even though these have been
under its jurisdiction for since 2009. There is every reason to doubt FDA’s
political, legal and intellectual capability to deliver an intervention so gigantic and
complex as mandated nicotine reduction, which intervenes in the personal
behaviours of 35 million Americans. So many affected stakeholders are outside
FDA’s direct competence (farmers, state treasuries, law enforcement etc) and the
unintended consequences are potentially enormous. The political will to make
bold acts is perhaps best calibrated by the level of taxation on cigarettes, which is
low by international standards.

Fortunately, FDA only needs to withstand the pressure opposing the second of
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these - the anti-vaping crypto-prohibitionists. The former is unnecessary. This
should be easy given millions of Americans actually want these products even
though there is much misinformation about them. No-one really benefits from
nicotine reduction (or if they do, it would be the consequences of coercion) and
millions will see it as Federal over-reach. With good enough alternatives and
innovation-friendly regulation, the process of creative destruction will do more
heavy lifting than nicotine reduction in the bringing about the obsolescence of
smoking. If FDA insists on actually doing nicotine reduction, rather than retaining
it as an ‘agency threat’ as we recommend, then it will need to resist both forms of
opposition - the former cannot work without the latter. Whether it tries to secure
its reduced nicotine rule or not, it is a prerequisite to ensure the availability of a
diverse range of reduced risk products - as argued in Attorney General Miller’s
response to the reduced nicotine standard ANPRM.

3. Why does the agency continually refer to reducing nicotine in
cigarettes rather than combusted tobacco products? Combustible
substitutes for cigarettes, especially cigarillos and small cigars, can be
equally dangerous, or nearly so. The nicotine reduction rulemaking must
include all forms of combustible tobacco. Its failure to do so may reflect
in part surprisingly strong lobbying to exempt premium cigars from FDA’s
regulatory authority

Because expanding to all combustibles greatly expands the scope of the rule, the
range of interested and opposed parties, the likelihood for unintended
consequences and illicit trade (e.g. hand rolling tobacco), and hardly any research
$$ have been expended on non-cigarettes. Recall, FDA could barely cope with the
large cigar lobby or banning menthol cigarettes. So expanding the scope -
though impeccably logical on practical grounds - makes the whole enterprise
even more likely to collapse.

Warner is right to highlight the inconsistency in allowing these forms of
combustible product, but draws the wrong conclusion: the vast scope creep
required to reduce nicotine in all combustible products is a further reason why
reduced nicotine rule-making will fail. Note, in fairness, FDA did ask about
extending scope in its ANPRM.
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