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SUMRMARY: The Food and Drug
Administration (FDA) is issuing a final
rule establishing that any smoking- -
deterrent drug product for over-the-
countear (OTC) human use is not
generally recognized as safe and
effective and is misbranded. Smoking
deterrent drug products are intended to
help individuals who want to stop
smoking or to break the cigarsette habit.
FDA is issuing this final rule after
considering public comments on the -
agency’s proposed regulation, which
wasg issued in the form of a tentative
final monograph, and all new data and
information on smoking deterrent drug
~ products that have coma to the agency’s
attention. This final rule is part of the
ongoing review of OTC drug products
conducted by FDA. ,

EFFECTIVE DATE: Decomber 1, 1993.

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drug
- Evaluation and Research (HFD-810),
Food and Drug Administration, 5600
Fishers Lane, Rockville, MDD 20857,
301-295-8000. -
SUPPLEMENTARY INFORMATION: In the .
Federal Register of January 5, 1982 (47
FR490), FDA published, under
§330.10(a)(8) {21 CFR 330.10(a)(6}), an
advance notice of proposed rulemaking
to esteblish a monograph for OTC
‘smoking deterrent drug products,
together with the recommendations of
the Advisory Review Panel on OTC
Miscellaneous Internal Drug Products
{the Panel), which was the advisory
review panel responsible for evaluating
data on the active ingredients in this
drug class. Interested persons were
invited to submit comments by April 5,
1382, Reply comments in responsse to
comments filed in the initial comment
period could be submitted by May 5,
1982, . L
In accordance with § 330.10{a)(10),

the data and information considered by
the Panel, after deletion of a small
amount of trade secret information,
were placed on display in the Dockets
Management Branch (HFA~305), Food'

20857.

The agency’s proposed regulation, in
the form of & tentative finel monograph,
for OTC smoking deterrent drug '
products was published in the Federal
Register of July 3, 1985 (50 FR 27552).
Interested persons were invited to file
by September 3, 1985, written
comments, objections, or requests for

oral hearing before the Commissioner of

Food and Drugs regarding the proposal.
Interested persons were invited to file
comments on the agency’s economic

- impact determination by October 31,"
.1985. New data could have been

submitted until July 3, 1986, and
comments on the new data until
September 3, 1986. Final agency action
occurs with the publication of this final
rule en OTC smokirnig deterrent drug
products. ‘ '

In the Federal Register of July 17,
1086 (51 FR 25899}, the agency
published a riotice reopening the
administrative record from July 17,1986

" to September 3, 1986 to permit

manufacturers to submit, prior to the
establishment of a final rule, new data
demonstrating the safety and '
effectiveness of those conditions not
classified in Category I {monograph
conditions). Interested persons wers
invited to submit comments on the new
data on or before November 3, 1988.
Data and information received after the
administrative record was reopened ars '
on display in the Dockets Management
Branch.

In the preamble to the advance notice
of proposed rulemaking en OTC
smoking deterrent drug products (47 FR
490), the agency noted that the Panel’s
report on OTC smoking deterrent drug
preducts did not contain any
recommendations for Category I
ingredients. However, the Panel

proposed Category I labeling in the

event that data were submitted that
resulted in the upgrading of any
ingredients to monograph status prior to

. the publication of a final rule. The data

received by the agency in response to

. the advancs notice of proposed
" rulemaking were not adequate to

support monograph status for any

. ingredient. Therefore, in the preamble to

the proposed rule on OTC smoking
deterrent drug products (50 FR 27552-at
27553), the agency stated that in the
event that new data submitted to the

* agency during the allotted 12-month

comment and new data period were not
sufficient to establish “monograph
conditions” for OTC smoking deterrent
drug products, the final rule would
declare these products to be new drugs.
In this final rule, no active ingredient

" drug products intended for use as a

smoking deterrent. Therefore, proposed -
pert 357 (21 CFR part 357), subpart G for

" OTC smoking deterrent drug products is

not being issued as a final regulatien.
This final rule declares OTC drug
roducts containing active ingredients
or smoking deterrent use to be new
drugs under section 201(p) of the
Federal Food, Drug, and Cosmetic Act
(the act) (21 U.S.C. 321(p)), for which an
application or abbreviated application
(hersinafter called application)
approved under section 505 of the act
(21 U.S.C. 355) and 21 CFR part 314 is

" required for marketing. In the absence of

an approved application, products
containing drugs for this use also would
be misbranded under section 502 of the
act (21 U.S.C. 352). In appropriate
circumstances, a citizen petition to
establish a monograph may be '
submitted under 21 CFR 10.30 in lisu of
an application. :

This final rule amends 21 CFR part
310 to include drug products containing
active ingredients for use as a smoking
deterrent by adding new §310.544 (21
CFR 310.544) to subpart E. The
inclusion of OTC smoking deterrent
drug products in part 310 is consistent
with FDA's established pelicy for
regulations in which there are no
monograph conditions. (See, e.g., :
§§310.510, 310.519, 310.525, 310.526,
310.532, 310.533, and 310.534.} If, in
the future, any ingredient is determined
to be generally recognized as safe and
effective for use in an OTC smoking
deterrent drug product, the agency will
promulgate an appropriate regulation at
that time.

. The OTC drug procedural regulations
(21 CFR 330.10) provide that eny testing -
necessary to resolve the safety or
effectiveness issues that formerly
resulted in a Category HI classification,
and submission to FDA of the resulis of
that testing or any other date, must be
done during the OTC drug rulemeking
process before the establishment of a
final moncgraph. Accerdingly, FDA
does not use the terms “Category I''
{generally recognized as safe and
effactive and not misbranded),

“Category II”” (not generally recognized

as safe and effective or misbranded},
and- “Category IIl"” (available data are
insufficient to classify as safe and
effective, and further testing is required)
at the final monograph stage. In place of
Category I, the term “monograph
conditions” is used; in place of Category
Il or 11, the term ‘‘nonmonograph  —
conditions” is used. ;

In the proposed rule for OTC smokirg .
deterrent drug products (50 FR 27552}, -
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the ageney advised that it would
provide & period of 12 months after the
date of publication of the final
‘monograph in the Federal Register for
relabeling and reformulation of smoking
deterrent drug products to be in
compliance with the monograph.
Although four manufacturers submitted.
deta and information in response to the
propossd rule in an effort to upgrade
certein active ingredients, the dats end
information were not sufficient to
support monograph conditiens, and no
~ monograph is being established at this
© time, Therefore, smoking deterrent drug
products that are subject to this rule are
* not generally recognized as sefe and
- effective and ere.misbranded
(nonmonograph conditions), In the
advance notice of propossd rulemeking
{47 FR 490}, the agency stated that the
conditions for OTC smoking deterrent
drug products that are not generally
recognized as safe and effective and ars
misbranded would be effective &
months after the date of publication of
a final rule in the Federal Register. The
agency is iow adopting the Panel’s
recommendations that no active
ingredisnt hes been determined to be
generaily recognized as safe and
effective for this use. Accordingly, no -
OTC drug monograph is being -
~gstablished for this class of drug
products. Therofore, on or after
Bscember 1, 1993, no OTC drug
products that are subject to this final
ruls may bs initially introduced or .
initially delivered for introduction into
interstate commerce unless they are the
subject of an approved application. The
. 8gency is unaware of any smoking
deterrent drug product that is the
subject of an approved application. Any
such drug product in interstate
commerce after the sffective date of this
final rule that is not in compliance with
- the regulstion is subject to regulatory
‘action. . ‘ o
In response to ths proposed rule on
OTC smoking deterrent drug products,
five manufacturers and one physician
submitted comments. No requests wers
received for oral hearing before the
Commissioner of Food and Drugs.
Copies of the comments received are on
public display in the Docksts
Managsment Branch {address above),
Additienal information that has come to
the agency’s attention since publication
of the proposed rule is also on public
display in the Dockets Management
Branch. - @ ' )
L The Agency’s Conclusions on the
Commenis ’ »
A4ne comment reguested that the.
semdition of a smoking deterrent -
include reduction in smoking as a viable

goal. The comment asserted that
spidemiologic studies and empirical -
research on smaking-related pethology

support reduction in smoking as being

a8 valid a goal as cessation of smoking.
The comment stated that medical
documentation and ressarch (Refs. 1
through 5) have shown thet morbidity

- and mortality are directly related to the

amount of cigareties smoked; thersfors,
& reduction in smoking is a self-evident
beneficial health measuve,

In the advancs notice of propesed
rulemaking for OTC smoking deterrent
drug products {47 FR 490 and 482), the
Panel stated that “drugs which are
purported mersly to reducs smoking
without the objective of stopping
smoking entirely are & waste of the
consumer’s tima and money because of
rapid and virtually univérsal
recidivism.” Thersfore, the Pansl
concluded that labeling claims of
reduction in smoking rather than -
stopping {cessation) should be Category
11 {47 FR 4986).

_In the notice of propesed rulemaking
(50 FR 27552 and 27553}, the agency
stated that recent reports in the
literaturs {Refs. 8, 7, and 8) have
indicated thet reduction in smoking, or

* controlled smoking, should bs
_considersd as an alternative to

abstinence, because of the generally
disappointing cutcomss of traditional

abstinence-oriented smokixng-treatment

studies. The agency noted that evidence
on the effect of controllsd smoking on
the heelth of the individual smoker has
been contradictory. Some studies
indicated that although smickers may
reduce the number of cigarettes smoked
or progressively switch to low nicotine-
low tar (LN/LT] cigarettes, they
inadvertently increase their puff
volume, puff frequency, or depth of
inhalation and thereby increase smoke-
related health risks {Refs. ¢ through 12}.
Other studies suggested that smokers
who reduce the numbers of cigarettes or
switch to LN/LT cigarsttes do not

compensate by increasing puff volume, -

frequency, or depth of inhalation (Refs.
6,7, 8,13, 14,and 15). Even-so, thers

‘is insufficient evidence to show that a

significant reduction in smoking will
lead to cessation er that reduction will
lower the health risks associated with
smoking (Ref. 12). The agency stated
that if sufficient evidence becomes -
available demonstrating that a reduction
in smoking results in a significant
health benefit to consumers or that
reduction in smoking will lead to
cessation, then well-controlled studies
to establish the safety and efficacy of
smoking deterrent drug preducts in
reducing smoking will be needed. Thesa
studies should include eppropriate

objective measurements that account for
compensatory behavior in smoking end

should be of sufficient length so thet the

results are meaningful. Therefore,
because of a lack of adequate data, the
agency did not include smoking "
reduction claims in the tentative final
monograph. The sgency further stated
that should sufficient data regarding

‘reduction claims becoms svailable

befare the publication of ths final
monograph, the agency would censider
ineluding reduction in smoking cleims
in the final monograph. As discussed in
comment 2, the only date submitted to
support a reduction in smoking claim
for OTC smoking deterrent drug
products were found to be inadequats.
The agency is awars of a recent study
by Rennard et al. (Ref 18) suggesting
that short-term smcking reduction may
be associated with an improvement in

. lower respirstory tract inflammation in

heavy smokers. However, the authors
noted that smokers who reduce smoking
compensate for decreased numbers of
cigarettes by smoking sach more deeply
and thoroughly. The authors alse stated
that caution must be exercised in-
interpreting the implications of the
study. The authors noted that the data
do not show unequivocal suppart for
smoking reduction as a therapeutic

strategy, but merely show improvement

in subclinical lower respiratory tract
inflammation. It is not known whethsr
similar inflammatory changes and
improvements with smoking reduction
could be observed in lighter smokers,
Stating that smoking reduction will
never be a substitute for cessation, the
authors conclude that a prospective
double-blind investigation of the long-
term results of smoking reduction

© techniques seems warranted,

Although the epidemiological studies
submitted indicate that the effects of
smoking are doss-related, i.e., the
greater thé dose the greater the adverse .
sffect, they do not distinguish between
populations with one level of exposure
who later adopt another level {heavy or

 light). Some of the submitted studies

have examined the cumulative doss,
which is defined as the tote! number of
cigarettes consumed in a lifetime, and
its effects on mortality. Generally these
studies have shown that the lowsr the

- overall dose, the lower the overall risk

compared to those smokers who

consume larger quantities of cigarettes, , -

However, these epidemiological studies

do not show that the reduction in health

risks associated with smoking resulted
from reduction of smoking alone (lower
dose and fewer cigarsttes smoked).
Rather, the overall reduction results are
reported as caused by one or ell of
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several factors, such as decrease in tar
and nicotine content of cigarettes
smoked, increase in number of ysars
since smoking cessation, awareness of
hermful effects of smoking, cessation of
smoking, or a decline in individuals
starting to smoke. Thersfore, based on
these studies, the agency cennot
conclude that the health benefits
reported result from a reduction in the
number of cigarettes smoked per day per
individual. ,
In the 1283 Surgeon General’s report
on *“The Health Consequences of
Smoking: Cardiovascular Disease,” no
evidence wes found to suggest that ‘any
level of cigarette smoking is safe with -
 regard to coronary heart disease risk
{Ref. 17). The report mentions that
studies have shown, however, that those
who quit cigarette smoking experience a
substantial decrease in coronary heert
disease mortality and an improvement
in life expectancy. - o
In the 1990 Surgeon General’s report
on “The Health Benefits of Smoking
Cessation,” one of the major ,
conclusians was that smoking cessatio
has major and immediate health benefits
for men and women of all ages (Ref. 18).
Benefits apply to persons with and
without smoking-related disease. No
similar data were discussed that related
to benefits resulting from reduction of
. smoking. As the agency stated in the
tentative final monograph, as discussed
. ghove, if sufficient svidence is provided
demonstrating that a reduction in
smoking leads to cessation or resuits in
a significant health benefit to o
consumers, the agency will consider
reduction claims for smoking deterrent
drug products, ‘ co
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2. One comment submitted & number’
of published articles and studies _
purporting to show that lobeline sulfate

. is a safe and effective aid in reducing

smoking among those people who wish
ta do so, in addition to aiding cessation
of smoking (Ref. 1).

The studies submitted by the
comment in support of lobeline sulfate
for-a claim of reduction in smoking were

. previously discussed by the Panel in its

report (47 FR 490 at 497) in
consideration of lobeline sulfate for a

- claim of cessation of smoking.

(Cessation of smoking was the only

¢laim recognized by the Panel as
appropriate for an OTC smoking
deterrent drug product.) The Panel ‘
concluded that the studies were -
insufficient to demonstrate effectiveness
of the ingredient as a smcking deterrent.
The agency agrees with the Panel’s
assessment. No new studies have been
submitted to support cessation claims.
The agency has further reviewed the
resubmission of the data for lobeline
sulfate submitted in response to the
agency’s request in the tentative finel
monograph for-data on “reduction”.in
smoking leading to cessation or
lowering the health risks associated
with smoking (see comment 1 above).
The agency concludes that the data are
also insufficient to support aclaim of
reduction in smoking. The studies
measure only short-term reductions, i.a:,
3 to 7 days, in the number of cigarettes
smoked per day and do not examine
long-term reductions, i.e., 4 months to 1
year. . . o - .
If reduction in smeking claims are to
be considered acceptable, criteria
similar to those needed to establish
“cessation” should be used to establish
“reduction” in smoking s a viable goal.
The Panel stated that the length of &
smoking deterrent study should be &t
least 4 weeks: 1 waek of pretest and at
least a 3-week study period (47 FR 480
at 499). Like cessation, for a reduction -

“in smoking claim the agency does not-—

consider it necessary that the drug be
taken for 3 weeks. However, an .
evaluaticn of effectiveness should tek
place at least 3 weeks after the drug is
started. Although any difference
between the drug and placebo for -
periods shorter then 3 weeks may be
statistically significant, the agency does
not consider the difference to be
clinically significant. Because follow-up
data on changes in smoking behavior
have indicated that most smokers who
reduce their smoking without totally
stopping return to baseline smcking
levels (Ref. 2), the agency concludes that
a study in support of a claim of - :
reduction in smoking must demonstrate
long-term reductions in total smoke-
exposure. It should be noted that, if the
only dependent variable to be measured
is the “number of cigarettes smcked per
unit time,” applying data analysis to
only this variable may not be sufficient
to support a reduction claim because
individuals may compensate for
changes in nicotine levels (see comment
1 above). For long-term effectiveness,
the smoking status of the subjects
should be evaluated at the end of 4
months. Recidivism is greatest within 4
months {Ref. 3), and this follow-up
period should adequately indicate long-.
term effectiveness of the treatment.
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Thus, based on the short length of time
these studies were conducted, the

_ncy concludes that the resubmitted
Jata are inadequate to establish a long-
term reduction in total smoke exposure
or any significant lowering of health
risks that would result in lifetime health
benefits from the use of lobeline sulfate
for the reduction of smoking. Further,.
the agency is not aware of any studies
on lobsline sulfate that document long-
term reductions in the number of
cigarettss smoked per day far the
majority of smokers.

Because of insufficient data, the
agency concludes that these studies are
of littls valus to establish that lobelins
sulfate aids reduction or cessation of
smoking,

The Panel (47 FR 490 at 497) cited
seven othar placebo-controlled studies
on the effectivensss of lobeline sulfate,
all of which it found to be inadequate.
The Panel concluded that studies on
lobelins sulfate as a smoking dsterrent
have shown conflicting results and that
. further testing was necessary to
sstablish effectiveness. The agsncy
agrees that further testing of this
ingredient for both *cessation” and
“reduction” claims is necessary. The
agency points out that publication of
. this final rule does not preciude a

“manufacturer’s testing an ingredient.
T"bwever, manufacturers are encouraged
wereonsult with the agency regarding -
protocols bsfore the initiation of a
. study. Well-controlled clinical trials
conducted generally in accord with the
Pane!’s tecommended guidelines (47 FR
498 to 500) arid including the types of
measurements discussed above would
be required to suppart thess claims,

Should adeguate data establishing
general recognition of safety and -
ifectivensss become available, such
data may be submitted in a citizen
petition to establish a monograph. {See
21 CFR 10.30 and 330,10(2)(12).)
However, marketing of products
containing these active ingredients may
. not continue while the studies are being

-conducted and the data are being
- evaluated by the agency. : ;L

After the administrative record for.
this rulemaking had closed, a clinical
study protocol was submitted to the
agency in support of lobeline sulfate as
.an OTC smoking deterrent (Ref. 4), The
agency has provided comments on this
protocol (Ref. 5); however, no study
‘results havs been submitted to date.
Therefore, at this time, lobeline sulfate
is not considered a monograph
ingredient in this final rule, ~
S : ,
<y wositment No, C8; Docket No, 81N-
0027, Dockets Management Branch.

(2) *The Health Consequences of Smoking:
Cardiovascular Disease. A Report of the,
Surgeon General,” U.S. Department of Health

- and Human Services, DHHS Publication No.

(PHS) 84-50204, U.S. Government Printing
Office, Washington, DC, 1983,

(3) “Guidslinss for Research on the
Effectivensss of Smoking Cessation Programs.
A Committee Report,” National Interagency
Council on Smoking and Health, New York,
1874,

{4) Comment No. LET24, Dockst No. 81N~
0027, Docksts Management Branch.

(5) Letter from W.E. Gilbertson, FDA, to L.
Freeman, Pharmequest Corporation, coded
LET30, Dockst No. 81N-0027, Dockets’
Managemeént Branch. :

3. Two comments submitted studies
in support of the effectiveness of silver
acetats and requssted its reclassification
from Category I to Category I as an
OTC smoking deterrent. One comment
submittsd a double-blind, placebo-
controlied clinical study (Refs. 1 and 2},

- and the sscond comment submitted an

open-label, parallel-group design study
(Refs. 3 through 8). '

The agency does not find the studiss
sufficient to support the reclassification
of silver acetate from Category 11l to
Category L In the double-blind, placebo-
controlled study, the effectiveness of -
silver acetate was compared with

- placebo in 282 subjects who wanted to

stop smoking. The study was conducted
for 21 days with a 4-month follow-up.

On day 21, effectiveness was assessed

by chemical means. During the study
period, data on the cessation of smoking
‘were obtained by self-reporting and
confirmed by blood carboxyhemoglobin

Jevels and urinary nicotine metabolites:

Although the design, methodology, .
and conduct of the study were sufficient
to assess the sffect of silver acetate in
helping one to stop smoking, the agency
finds that in the analysis of the data an
inappropriats criterion of “treatment -
success’ was used. The study defined
“"treatment successes” as those
individuals who stopped smoking as
measured on the basis of self-reporting,
confirmed by blood carboxyhemoglobin
levels and urinary nicotine metabolites.
Individuals were considered “treatment
failures” if they had not stopped’
smoking by day 18 of the 21-day study.
The assessment of the data collected to
determine the effectiveness of the drug
was, therefore, limited to a 3-day period

(days 18 to 21) of the 21-day study. The

agency does not consider a 3-day period
of abstinence from smoking to be a

_sufficient predictor of the effectiveness

of a drug that is intended to result in
smoking cessation. The agency believes
that in a study with this objective, .
subjects should stop smoking within the
first 24 to 48 hours after beginning the
drug and should be considered -

“treatment successes” only if they-
abstain from smoking for the remainder
of the study (whether or not the drug is
taken the entire time). Even if this
criterion were not applied, the results
obtainad from the study were only
marginally significant at best. Fiftesn
‘out of a total of 136 subjects in the silver
acetate group quit smoking in contrast
to 6 out of 146 subjects in the placebo
group. This yielded smoking cessation
rates of 11 and 4.9 percent for the silver
acetate and placebo groups, - :
respactively, The difference between the
two groups was statisticaily significant,
p=0.03, using a one-tailed t-test. This is
not an impressive result because there
was a low quit-rate in the placebo
group. Further, the study lacked
information and details such as case
report forms, subjsct diary cards, and

- the point at which each subject {drug

and placebo) quit smoking during the 3-
week study and 4-month follow-up.
The sécond study was an open-label,
parallel-group study comparing the
effectiveness of a chewing gum
containing 6 milligrams {mg) of silver

* acetate with a chewing gum containing

2 mg of nicotine alkaloid per piece and
an ordinary sugarfree chewing gum
(placebo). Subjects were randomized
into one of thres groups as follows:
silver acstate group, 220; nicotine
group, 220; and placebo group, 88..
These groups were subdivided into
groups of 22 subjects each to facilitate
group therapy. Each subgroup of 22 was
further divided into groups of 4 tc 6
subjects to encourage discussion of
problems related to smoking cessation.
Subjects were evaluated during sight '
visits over a period of 6 months, During’
the first five visits, held weekly, the
subjects were given group therapy in the
form of educational films and lactures.
Three additional meetings were heid at
the end of 6 and 12 weeks and 6
months, ‘At the end of the first visit,

" subjects were instructed to choose a day

to quit smoking,. At the sixth visit,
subjects were instructed to reduce their
chewing gum cunsumgtion. Ths
primary sfficacy variable was the quit
rate (proportion of subjects who had not
smoked during the past 6 months since
ths beginning-of the study), based on
subject self-reporting and measurements
of expired carbon monoxide levels. A .
follow-up questionnaire was sent to the
participants after 1 year to determine
-their smoking status,

Because of major flaws in design,
.conduct, and analysis, this study does.
not meet the requirements of an
adequate and well-controlled study. The
methods for assessing the subjects’
response; as reported in the study
results, were not.defined in the original
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protocol. The protacol did not include

a plan for statistical analysis. The

inclusion criteria were inadequate

because subjects who did not wish to
chew gum were permitted to participate
in the study. Thus, this allowed subjects
who did not chew gum in all treatment
groups, which mede it hard to
differentiats treatment effects. The study
was not conducted under blind '
conditions, and adequate measures were
not taken to minimize bias. As
acknowledged by the investigators, the
placebo group wes virtually nonexistent
because more than half of the placebo
subjects also chewed the nicotine gum

(obtained from the market). Further,

subjects in all groups chewed placeba-

gum in addition to orin lieu of their
assigned gum. At the end of the study,

15 percent of the subjects using the

nicetine gum and placebo gum still used

these gums, but only 4 percent of the
silver acetate gum group still used this
m. :

Because of deficiencies in the
presentation of the data and analysis of |
the study, the statistics for the expired
carbon monoxide level (i.e., the primary
efficacy variable) cannot be used to
verify the reported success rate at the
end of 6 months. The data provided
consisted of only the mesns and
standard error of the carbon monoxide
level of each treatment group at each
visit. No individual subject data listings
were provided and, thus, no objective
measure is available for evaluation
which allows for confirmation of
smoking cessation. Therefore, the

_agency cannot confirm the number of
subjects who had not smoked during the
g-month study. - »

The success rates reported at 26

weeks were not statistically significant:

nicotine gum 43 percent, silver acetata
-gum 38 percent, placebo gum 34 percent
{Ref. 5}, These results are not surprising
because a large number of the placebe
“subjects used the nicotine gum. After
seversl statistical comparisons were
made using these data, the investigators’
reported resulis suggested that silver
acstate was statistically significantly
“better than the nicotine gum or placebo
for some subgroups. This result
indicates that any number of
permutisations could have been
attempted until e particular comparison
is significant. However, the multiple
comparisons reported in the results,
having been mede ad hoc; limit the
significance of any of the reportsd
findings. Additionally, because thera
were placebo subjects in the active
treatment groups and, thus, no true
~ placebo group existed, the comparisons
are.a futile exercise.

Because of the deficiencies in the
above studies, the agency concludes that
further studies are needed to establish
the effectiveness of silver acstate as a
smoking deterrent drug product
ingredient. The agency’s detailed
comments and evaluations on the data
are on file in the Dockets Management
Branch (Refs. 7, 8, and 9). o

* After the administrative record for
this rulemaking had closed, two clinical
study protocols were submitted to the
agency-in support of silver acetate as an
OTC smoking deterrsnt (Ref. 10). The

. agency has provided comments on these

protocols (Réf, 11); however, the final
results from these studies have not been
submitted. Therefore, at this time, silver

.acetate is not considered & monograph

ingredient in this final ruls.
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II. The Agency’s Final Conciusions on
OTC Smoking Deterrent Drug Products

The agency has determined that no
active ingredient has been found to be
generally recognized as safe and
sffective and not misbrandsd as an OTC.
smoking deterrent,

Inn the Federal Register of November
7, 19890 (55 FR 46914}, the egency
published a final rule in 21 CFR Part
310 establishing that certain active
ingredients that had been under

_consideration in a number of OTC drug

rulemaking proceedings were not
generally recognized as safe and
effective. That final rule was effective-
on May 7, 1981 and inciuded in

§ 310.545(a}{(19) the following
ingredients that had been previcusly -
considered under this rulemaking for
use as active ingredients in smoking

deterrent drug products: clove,
coriander, eucalyptus oil, ginger
{Jamaica), lemon oil {terpeneless), ‘& .
licorice root extract, menthol, meth¥i~
salicylate, quinine ascorbate, silver
nitrate, and thymol. The final rule in -
this document establishes that any
smoking deterrent drug product for CTC
‘use is not generally recognized as safe
and effective and expands the above-
listed nonmonograph ingredients to
include all other OTC smoking deterrent
active ingredients. These additional
ingredients includs, but ere not limited
to, lobeline (in the form of lobeline
sulfate or natural lobelia alkaloids or
Lobslia inflate herb), povidone-silver
nitrate, and silver acetate, which were
reviewed by the Panel and the agency. .
Therefore, any ingredient that is labeled,

. represented, or promoted for use as an
. OTC smoking deterrent is considered

nonmonograph and misbranded under
section 502 of the act (21 U.S.C. 352}
and is a new drug under section 201{p)}
of the act (21 U.S.C. 321{p)), for which
an approved application under section
505 of the act {21 U.S.C. 355) and 21
CFR part 314 of the regulations is
required for marketing. In appropriate
circumstances, a citizen petition to
establish a monograph may-be
submitted under 21 CFR 10.30 in lieu of
an application. Any such OTCdrug .~
product initially introduced or initialgy
delivered for introduction into iterstaty
commerce after the May 7, 1991
sffective date of the final rule
mentioned above or the effective date of
this final rule that is not in compliance
with the regulation is subject to
regulatory action.

In order to avoid a duplication in
listing smoking deterrent active
ingredients in more than one regulation
and for eass in locating these
ingredients in the CFR, the agency is
listing all of these ingredients in a single
regulation in 21 CFR 310.544 entitled
“drug products containing active
ingredients offered over-the-counter
(OTC) for use as a smoking dsterrent.”
Accordingly, § 310.545(e}(19) is being
removed. '

No comments were received in
response to the agency’s request for
specific comment on the economic
impact of this rulemaking {50 FR 27552~
at 27556). The agency has examined the
ecenomic consequences of this final
rule in canjunction with other rules
resulting from the OTC drug review. In -
a notice published in the Federal
Register of February 8, 1983 {48 FR
5806}, the agency announced the
availability of an assessment of thy ™
economic impacts. The assesemey
determined that the combined impscis
of all the rules resulting from the OTC
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drug review do not constitute a major
rule eccording to the criteria established
-hy Executive Order 12291. The agency
thersfore concludes that no cne of these
Tules, including this final rule for OTC
smoking deterrent drug products, is a
major rule, v
The economic assessment also
concluded that the overall OTC drug
review was not likely to have a
significant economic impact on a
substantial number of small entities as
defined in the Regulatory Flexibility Act
{Pub. L. 96-354). That assessment
included a discretionary regulatory
flexibility analysis in the event that an’
individual rule might imposs en
unususl or disproportionate impact on
small entities. However, this particular
rulemaking for OTC smoking dsterrent
drug products is not expected to pose
such an impact on small businessss
because only a limited number of
products are affected. Eleven smoking
deterrent ingredients were covered in
the earlier final rule that was effective
on May 7, 1991. This final rule covers
three additional ingredients. Therefore,
the agency certifies that this final rule
will not have a significant economic
impact.on a substantial number of small
entities,
The agency has determined under 21
CFR 25.24{(c}{6) that this action is cf a
- type that does not individually or

tumulatively have a significant effect on

thie humen environment. Therefors,
neither an environmental assessment
nor an environmental impact statement
is required, o
List of Subjects in 21 CFR Part 310

Administrative practice and
procedure, Drugs, Labeling, Medical
devices, Reporting and recordkeeping
requirements, . :

erefore, under the Federal Food, -
Drug, and Cosmetic Act and under
authority delegated to the Commissioner
of Food and Drugs, 21 CFR part 310 is
amended as follows: oo

- PART 310—NEW DRUGS
1. The authority citation for 21 CFR
part 310 continues to read as follows:

Authority: Secs. 201, 301, 501, 502, 503,
505, 508, 507, 512-518, 520, 801(a), 701, 704,

' 705, 706 of the Federal Food, Drug, and

Cosmetic Act {21 U.S.C. 321, 331, 351, 352,
353, 355, 356, 357, 360b-360f, 360j, 361{a), -
371, 374, 375, 378); secs. 215, 301, 302{a)},
351, 354-360F of the Public Health Service
Act {42 U.8.C. 216, 241, 242{a}, 262, 263b— _
263n). '

2. New § 310.544 is added to subpart
E to read as follows:

§310.544 Drug products containing active °

Ingredisnts offered over-the-counter (OTC)

- for use as a smoking dstsrrent,

(2)-Any product that bears labeling
claims that it “helps stop or reduce the
cigarette urge,” “helps break the '
cigarette habit,” “helps stop or reduce
smoking,” or similar claims is a
smoking deterrent drug product. Cloves,
coriander, sucalyptus oil, ginger
(Jamaica), lemon oil (terpeneless),
licorice root extract, lobeling (in the
form of lobeline sulfate or natural
lobelia alkaloids or Lobelia inflata herb),
menthol, methy! salicylate, povidone-
silver nitrate, quinine ascorbate, silver
acetate, silver nitrate, and thymol have -
been present as ingredients in such drug
products. There is a lack of adequate
data to establish general recognition of
the safety and effectiveness of these or
any other ingredients for OTC use as a
smoking deterrent. Based on evidence
currently available, any OTC drug
product containing ingredients offered
for use as a smoking deterrent cannot be
generally recognized as safe and
effective, i :

(b) Any OTC drug product that is
labeled, represented, or promoted as a
smoking deterrent is regarded as a new
drug within the meaning of section
201(p) of the Federal Food, Drug, and
Cosmatic Act (the act), for which an
approved application or abbreviated

application under ssction 505 of the act
and part 314 of this chapter is required

“for marketing. In the absence of an

approved new drug application or |
abbreviated new drug epplication, such
product is also misbranded under

- section 502 of the act,

(c) Clinical investigations designed to
obtain evidence that any drug product
labeled, represented, or promoted for

. OTC use as a smoking detsrrent is safe

and effective for the purposs intended
must comply with the requirements and
procedures governing the use of
investigational new drugs set forth in
part 312 of this chapter. -

{d) After May 7, 1891, any such OTC
drug product containing cloves, :
coriander, eucalyptus oil, ginger
(Jamaica), lemon oil {terpensless),
licorice root extract, menthol, methyl
salicylate, quinine ascorbate, silver
nitrate, and/or thymol initially
introduced or initially delivered for

‘intreduction inte interstate commerce

that is not in compliance with this
section is subject to regulatory action.
After December 1, 1993, any such OTC
diug product containing lobeline (in the
form of lobeline sulfate or natural
lobelia alkaloids or Lobelia inflata herb),
povidene-silver nitrate, silver acetate, or
any other ingredients initially
introduced or initially delivered for
introduction into interstate commerce
that is not in compliance with this

section is subject to regulatory action.

§310.545  [Amended]
3. Section 310.545 Drug products

. containing certain active ingredients

offered over-the-counter (OTC) for

" certain uses is amended by removing

and reserving paragraph (a)(19),
- Dated: March 3, 1993.
Michael R. Taylor, .
Deputy Commissioner for Policy.
[FR Doc. 93-12776 Filed 5-28-93; 8:45 am}
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