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Foreword

The relationship between tobacco use and detrimental effects on
health is clear. It is less clear how we can best assist those who
are dependent on tobacco in their efforts to control or abstain
from its use.

Tobacco dependence, with its pharmacological and behavioral
complexity, has been the object of numerous and diverse forms of
intervention. No single technique has been generally effective.
This is not surprisng. Rather, substantial clinical and laboratory
research efforts have pointed to multiple determinants in the
maintenance of the behavior. This in turn dictates that the most
effective interventions will, likewise, have multiple components.

In general, administration of drugs to treat drugs dependence is
neither novel nor universally effective; this generalization
certainly holds true for tobacco. Over the years, many drugs have
been tried as treatments for tobacco dependence; most have been
proven to be ineffective when tested under well designed research
conditions. Yet, given the millions of smokers who have difficulty
stopping their use of tobacco, the potental value of a pharmaco-
logical agent as an adjunct to the treatment of tobacco dependence
is evident.

Recently, several agents have been introduced or recommended on the
basis of controlled trials. This volume reviews and samples the
most recent literature and scientific work on nicotine and tobacco
dependence. The findings point to the utility of integrating
behavioral and pharmacological treatment strategies in tobacco
dependence and have implications for the development of therapeutic
interventions for other dependence disorders.

Jerome Jaffe, M.D.
Acting Director
National Institute on Drug Abuse
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Tobacco Use, Treatment
Strategies, and Pharmacological
Adjuncts: An Overview

John Grabowski, Ph.D., and Sharon M. Hall, Ph.D.

INTRODUCTION

The colorful history of tobacco use has been reviewed by several
authors (e.g., Bell and Grabowski 1983; Jaffe and Kanzler 1981;
Surgeon General®s Report, (USDHEW) 1964, 1979; Ray 1972; Jarvik 1970
and has been described in numerous historical treatises and papers.

The suggested hazards of tobacco use were enumerated shortly after
its introduction to Europe in the 16th century. At the same time
its presumed virtue as a general purpose medicament was extolled
(Ray 1972). Since then the proponents and opponents of tobacco use
have vigorously debated their positions. Ample evidence of
potential harm has accumulated indicating disease conditions
correlated with tobacco use. These data have been presented in many
scientific articles and in the summaries provided by the Surgeon
Generals®™ Reports between 1964 and 1984.

The wealth of findings on adverse health effects of tobacco use have
generated vigorous efforts in two domains. The first is development
of techniques to prevent young nonusers from initiating tobacco

use. The second is to establish optimal techniques for eliminating
tobacco use in those who smoke or otherwise consume tobacco
products. A concise statement of the character of the dilemma is
often attributed to Mark Twain: “l can quit smoking if 1 wish; I%ve
done it a thousand times."™ Recent restatements of this problem by
scientists are evident in the change of focus from cessation alone
(i.e., quitting). to maintenance of cessation (e.g.. USDHHS 1980;
Hall 1980, 1984).

Efforts to eliminate tobacco use began a short time after its
introduction. Diverse remedies have been described, some ludicrous,
others macabre. In recent years, five categories of reasonable
cessation efforts have had prominence, including: (1) public
intervention or information campaigns, (2) "self-help" programs, (3)
group support programs, (4) individualized behavioral intervention
programs, and (5) pharmacological interventions. Although
identified as distinct and separate, many efforts, of course, have
combined elements of the various approaches. Indeed, most recently



it has become evident that optimal programs may include combinations
of behavioral intervention, group support, and use of
pharmacological adjuncts (e.g.. Hall and Killen, this volume).

INFORMATION AND LEGISLATIVE MASS [INTERVENTIONS

The five cessation intervention categories differ in a variety of
ways. One dimension is degree of external intervention which
usually covaries with the size of the population intervened upon.
For example, there have been several forms of governmental efforts
to reduce tobacco use. One is announcements to the press. Although
these efforts have been ongoing for many years, they became clearly
focused following publication of the first Surgeon General®s Report
(USDHEW 1964). Other widely distributed public health messages are
the advertising campaigns developed by the National Cancer

Institute, National Heart, Lung, and Blood Institute, Office on
Smoking and Health, and the National Institute on Drug Abuse.

Still another media-based effort is that developed by the National
Cancer Institute and the National Heart, Lung. and Blood Institute.
The program had a local television news personality go through his
or her personal smoking cessation program in full view of the
public. Throughout the several weeks of the program, viewers were
encouraged to follow the instructions and guidance by the status
model provided. These broad-based public efforts reach large
numbers of people, with varying degrees of effect. An advertising
campaign reaches many people but can, by virtue of the technique,
convey only simple messages. The "Status Model' strategy reaches a
lesser number. provides many specific and clear instructions on
smoking cessation techniques, but has no genuine followup
interaction provisions.

Other broad efforts with less personal "direction” have taken the
form of substantial tax increases on tobacco products and labelling
of tobacco products as well as advertising (in the United States,
cigarettes only) with warnings. Indeed, the rotational warning
label system used in other countries will soon be introduced in the
United States.

Taxation, an indirect mechanism, can have a dramatic effect on many
people if properly implemented. To the extent that price affects
purchase, consumption is likely to be dramatically altered if the
increase is large. Data from a Canadian report (Ontario Council of
Health 1982) indicated a clear relationship between cigarette price
and consumption. With some exceptions, it is evident that cigarette
consumption is highest in countries where price is lowest. In those
countries where extremely high taxes have been levied (e.g.,
Norway), the consumption of manufactured cigarettes declines, but
there is increased likelihood that smokers will "roll their own."
However, they do not override the effect of the tax; i.e.,
consumption remains lower than before the tax. The Canadian report
suggests that the optimal taxation is one which doubles the price.
It results in decreased consumption but does not induce a dramatic
shift from manufactured to hand-rolled cigarettes. It appears that
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price increases are most likely to decrease purchases by young
people (Lewit 1983). This may generate a considerable benefit in
prevention.

Large-scale programs sacrifice precision, are variably successful,
and resultant indicators of change are indirect. However, it is
probable that these advertising and social intervention approaches
have had an effect, since major shifts in populations smoking and
numbers of smokers have occurred. Since at least some of these
efforts are based on advertising strategies with documented
effectiveness, parallel consequences in affecting smoking behavior
can justifiably be assumed.

Nevertheless, it has been suggested that mass communication
strategies do have limits. For example, they appear to require an
underlying foundation of receptive personal views, social influence,
and environmental circumstances favorable to enhancement of the
message (USDHHS 1982, 1984). In the case of tobacco use, this
change in perspective is only gradually occurring. In addition, it
is unclear whether the message and favorable conditions extend to
all forms of tobacco use or are limited to cigarette use. If
current public understanding of hazards is limited to cigarette
smoking, one unfortunate effect of current mass communication
efforts might be a shift by some individuals from one preparation
form to another (e.g., cigarettes to chewing tobacco).

Overall it appears likely that just as an integrated effort is
optimal at the individual level, it is necessary to combine diverse
elements in the health and behavior messages aimed at broad
audiences. Legislative, health agency, and broadcast media efforts
in concert will be most effective, interacting with the messages
provided at the individualized program level.

SELF-HELP PROGRAMS IN SMOKING CESSATION

There has been recent emphasis on self-help and other "cost-
effective" approaches. The concept of self-help has gained pop-
ularity for a number of reasons. Popularity derives in part from
popular notions of "self-control," "free will," and "bootstrap"
progress. Such efforts are also considered to be economical of time
and money by some. Evidence of less immediate cost in a given
program can probably be provided. However, 'self-help" programs may
rely heavily on diverse long-term efforts which are both expensive
and time-consuming. Thus, the actual effectiveness of the program
may reflect decades of costly advertising, legislation. and
influence on the individual and his or her social group. These
efforts include the time and money spent in preparing elaborate
self-help materials, as well as media and other public health
efforts supportive of nonsmoking. Also, the success rates for
unassisted self-help "bibliotherapy" (Glasgow and Rosen 1978) are
generally not substantial, although some favorable results have been
noted (USDHHS 1982).



Self-help materials probably require a user well versed in the
strategy and goal of the self-help approach. The level of
sophistication required of the user may deter some individuals and
preclude success of others. Thus, it is likely that such materials
are best used in concert with instruction from a knowledgeable
professional. It is perhaps ironic that substantial efforts have
been made to develop intensive clinically guided therapies for users
of various other drugs associated with less persistent drug-seeking
than cigarettes. The cigarette smoker is more often relegated to
the self-help efforts.

A comment is warranted about the individuals who quit "cold turkey,"
without assistance. In this culture, the volume and scope of the
antismoking campaigns and materials are such that most, if not all,
smokers have been influenced in some degree, and thus have received
some aid in quitting. It should also be noted that only a small
percentage (10%-27%) of those who engage in "spontaneous cessation"
continue as nonsmokers for 1-5 years. In addition, as many as 90%
of smokers verbalize an interest in quitting. There- fore, the need
for effective intensive interventions remains.

GROUP AND SOCIAL SUPPORT PROGRAMS

A number of public agencies (e.g., American Cancer Society; National
Heart, Lung, and Blood Institute), private nonprofit groups (e.g-,
American Lung Association). and for-profit groups (e.g., Smokenders)
have implemented smoking cessation programs. The common element in
the programs resides in use of a standardized intervention package
with groups which meet regularly. Social pressure and social
reinforcement are common treatment mechanisms. The leaders of all
such programs typically strive to develop behavioral analysis skills
in the participants. The smokers (now exsmokers) learn to examine
the behavior itself and the conditions under which it occurs, and
they plan a cessation date. Some form of followup intervention is
characteristic. These programs have varying degrees of success,
which may be influenced by many factors, including leader expertise
and subject characteristics. Unfortunately, few data are available
on the long-term results of such programs. That is. all tend to be
effective in producing cessation, but the rate at which cessation is
maintained is not clear. Furthermore, it is likely that particular
intervention strategies will be more effective with some people than
with others. Indeed, the problem in terms of success is likely to
parallel that observed for the common treatment approaches for many
behavioral disorders. That is, there is a need to match each client
with an appropriate therapy.

INDIVIDUALIZED PROGRAMS

Individualized smoking programs are uncommon. The number of
cigarette smokers who actually seek a clinician for an
individualized behavioral intervention program is probably minimal,
although no data are available. However, this does not take into



account physician-implemented, pharmacological interventions which,
with the introduction of nicotine gum, will likely be extremely
common but lacking in meaningful behavioral intervention

components. For example, 700,000 prescriptions for the gum were
written in its first 2-1/2 months on the market (Consumer Reports
1984). The appropriateness of applied behavioral techniques
coinciding with administration of this pharmacological adjunct is
unknown, despite the manufacturer®s efforts to educate physicians in
its optimal use. However, the effort may well be enhanced by recent
coverage in professional information sources (e.g., JAMA 1984).

A substantial literature of case reports, as well as more systematic
experimental analyses of smoking behavior and cessation attempts has
been reviewed. The primary problem with individualized programs
will be, of course, that they are costly. On the other hand, if
individualized programs, or standardized programs with latitude for
individual modification, can be demonstrated to be effective for
many clients. the long-term benefits in reduced medical costs may be
substantial. It appears that integrated programs of the sort
described by Hall and Killen (this volume) or Pomerleau and
Pomerleau (1977) will prove most useful in the quest for successful
intervention. Again, the broader view suggests that all will be
more effective against a backdrop of concerted public health
advertising, legislation, and other social interventions.

PHARMACOLOGICAL INTERVENTIONS

Over the years, a wide range of agents has been proposed as possible
pharmacological adjuncts for treatment of cigarette smoking. In an
interesting review, Kozlowski (1984) has noted that completely
ineffective pharmacological techniques have been promulgated as
"cures" for tobacco use. Various studies have also examined
mechanisms by which pharmacological agents demonstrably effective
for other purposes might alter cigarette smoking.

Pharmacological Interventions for tobacco use derive from several
assumptions in part related to putative 'reasons" for smoking.
While many properties of nicotine align it with prototypic
"stimulant-like" drugs, cigarette smokers often refer to calming
effects.

Multiple possible origins exist for these reported disparate
effects. There may, of course, be dose-dependent variations in the
dominant effect of nicotine (Domino 1973). The behavioral effects
of nicotine may be dependent on the baseline level of activity of
the individual. This has been amply demonstrated with other
behaviorally active agents. Thus, a rate-dependent decline, or
"subduing effect,” may occur under conditions of high activity,
while rate-increasing, or "activating'" effects may emerge when
baseline activity is low. The possibility of interaction between
certain classes of behavior and observed effect may be important.
Interaction of doses, behaviors, and environmental conditions may be
perceived as enhancing or decreasing activity. For example,



increasing focus of attention and decreased distractibility may,
despite their derivation from a stimulant action, be effectively
calming to the smoker.

An entirely different and seldom considered mechanism by which
""sedative" actions might be achieved are those associated with
regulation of carbon monoxide levels or potential interactions
between this gas and nicotine. Thus, while nicotine is likely the
dominant pharmacological reinforcer in tobacco use, maintenance of
comparatively high carbon monoxide levels cannot be ignored in terms
of potential behaviorally relevant physiological effects. Finally,
another source for the apparent disparity in the reported effects of
smoking may also reside in the pharmacological profile of nicotine
itself. While nicotine is often noted for its similarity to drugs
such as dextroamphetamine. it differs along several dimensions
(Domino 1973), although the effects on standard measures of rates of
behavior are similar. The critical issue in all such discussions
appears to be dose. It must be recalled that the doses obtained via
smoking are relatively low, and it is in the low dosage range that
primarily stimulant-like effects have been reported.

Depending on the effects of nicotine thought to be dominant in
maintaining tobacco use, sedatives, anxiolytics, or stimulants might
be administered to decrease cigarette smoking. Indeed, the range of
options parallels that for other forms of pharmacological
intervention in cases of drug dependence. Another alternative
approach is blocking of nicotine®"s effects. The most obvious and
direct strategy, however, 1is to administer nicotine itself in an
alternative form. Several authors have provided overviews of the
rationale for various pharmacological strategies for smoking
cessation (e.g.. Kozlowski 1984; Schuster et al. 1977; Jarvik

1973). In the main, these reside in substitution for the presumed
primary effect.

The optimal and practically unattainable drug would, of course,
reduce cigarette use independent of the subject or client"s 'desire"
to stop smoking. Sedatives and anxiolytics have generally been
noted to be ineffective in reducing smoking in either acute or
longer term demonstrations (e.g., Whitehead and Davies 1964;
Schuster et al. 1977; Kozlowski 1984). Thus the notion of parallels
with "anxiety-reducing” agents is minimized despite the common
subjective report of this property of tobacco self-administration.
Conversely, the view of tobacco use as having generalized energizing
characteristics for which other "stimulant-like" drugs might
substitute is countered by the results of Whitehead and Davis (1964)
and Schuster et al. (1977). Indeed, Schuster et al. (1977) reported
acute increases in cigarette smoking as a function of dextro-
amphetamine administration.

Other drugs administered to decrease tobacco use have included
lobeline, naloxone, propranolol, alkalizing agents, and

mecamy lamine. Schuster et al. (1977) demonstrated that lobeline has
no practical effect at the doses recommended. It is nevertheless
sold over the counter under several brand names. Naltrexone. a
relatively short-acting narcotic antagonist, has been reported to
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reduce puffs/cigarette, and number of cigarettes over its duration
of action (Karras and Kane 1980), although the elaborate
neurochemically based rationale for its effectiveness is not
compelling, since general reductions in food and water intake have
also been observed. Nevertheless, given the current availability of
longer acting variants, e.g., naltrexone, further research might be
of interest. In addition, some investigators appear to be defining
more precisely the specific neuroregulatory and reinforcement
mechanisms of smoking (Pomerleau and Pomerleau 1984). Propranolol,
an effective antihypertensive which has also been noted to relieve
some physiological correlates of anxiety, has been reported to be
ineffective in a large double-blind study (Farebrother et al. 1980).

The rationale for the use of sodium bicarbonate or other alkalizing
agents to change urine pH and thereby sustain nicotine blood levels
has complex underpinnings. As Schachter et al. (1977) noted,
increasing urine alkalinity "can have at best trivial effects on
plasma level nicotine." Nevertheless, the approach gained some
acceptance because of presumed interactions between stress, nicotine
metabolism, and urine pH, and the belief that the alkalizing effect
would, under certain conditions, not be trivial. There are at
present few proponents of using the alkalizing strategy in smoking
cessation programs. However, much has been published in the
scientific and popular press on the topic.

One other proposed pharmacological intervention, mecamylamine, is
logically reasonable but may be lacking practical merit. It has
been argued, as is mentioned by Henningfield and Nemeth-Coslett
(this volume) and Henningfield et al. (1982) that mecamylamine, as a
nicotine blocking agent, might be a useful adjunct in smoking
cessation. There is clear evidence of mecamylamine®s effectiveness
in blocking nicotine"s action at doses which have no untoward
effects. Theoretically, its value is apparent, and a cogent case
for its utility was made more than a decade ago by Jarvik (1973).
However, Jaffe (1973) noted, with respect to use of narcotic
antagonists in treatment of opiate abuse, that antagonist treatment
is "largely a promise unfulfilled.” The problem parallels that
arising in the use of dlsulfram in the treatment of ethanol abuse,
or naltrexone for opiates, i.e., patients select other options.

In the main, pharmacological adjuncts without at least modest
inherent reinforcing properties have not been widely accepted by
patients (e.g., Grabowskl et al. 1979; Grabowski 1984). In this
regard, mecamylamine would likely be no exception, particularly when
more reinforcing options such as nicotine exist. Nevertheless, the
potential utility of the drug in patients who are "highly motivated"
or for whom nicotine is contraindicated is considerable.

Effectively blocking nicotine®s direct effects may therefore have
promise if combined with behavioral intervention strategies.

Indeed, the potential clinical utility of mecamylamine has been
demonstrated in a study by Tennant et al. (1983) and was considered
a "viable withdrawal treatment for some case of recalcitrant
nicotine dependence.”" The most obvious pharmacological adjunct is
nicotine itself, and it is the major focus of the present volume.
Introduction of a nicotine-laced chewing gum approved by



the U.S. Food and Drug Administration in the spring of 1984 has
generated considerable interest in both the scientific and lay
communities. It has been extensively discussed in the scientific
and quasi-scientific literature and lay press (e.g., Consumer
Reports 1984). The origins of the widespread interest are likely
three-fold. First, the U.S. distributor has, of course, made
sweeping publicity efforts. Second, the scientific community is
encouraged not only by the therapeutic implications of the product,
but also by its usefulness in human research requiring nicotine
administration. Third, it is probable that much of the
cigarette-using population of the U.S. has been awaiting a "magic
bullet” which would eliminate the behavior and alleviate all
discomfort coinciding with cessation, however ill-advised this view
may be.

The rationale for administration of nicotine gum to maintain
cigarette abstinence is clear. It entails substitution of one
nicotine preparation form for another. It parallels in some
respects administration of methylphenidate or antidepressants for
treatment of cocaine abuse (Kleber and Gawin 1984; Khantzian 1983),
the use of methadone for heroin abuse, or perhaps controlled
administration of various sedatives or anxiolytics in the treatment
of alcohol abuse.

Since nicotine is dominantly "stimulant-like" at the lower doses
typically self-administered by tobacco users, the
cocaine-methylphenidate analogy is perhaps most apt (e.g--
Henningfield and Nemeth-Coslett, this volume). Therefore, positive
reinforcing effectiveness, rather than "withdrawal symptoms," may be
the primary factors maintaining self-administration (Hatsukami et
al., this volume). Substitution of a distinctly similar alternative
agent, or the same agent in a different form, is reasonable. It
precludes the loss of reinforcing effects of self-administration
while terminating the behavioral components which exist at high
strength in long-time smokers.

Krivokapich et al. (this volume) have evaluated cardiovascular
effects of nicotine gum. They have further substantiated its
apparent absence of pronounced cardiovascular effects within the
recommended dosage range. Given the fact that for individuals in
good health, the effects of nicotine at standard doses are
relatively safe, clear advantages exist in self-administration of
nicotine via the buccal route, rather than combined with the diverse
chemical and particulate constituents in cigarette smoke. Indeed,
while not specifically approved for treatment of chewing tobacco
use. nicotine-laced gum conceptually approximates the behaviorally
ideal adjunct in this case also.

The issue of effectiveness of nicotine gum in smoking cessation is,
of course, as complex as the behavior itself. As discussed by
Herning and Jones (this volume). differing behavioral patterns exist
among smokers, most of which lead to inhalation of significant
amounts of nicotine; these can be modulated by administration of
gum. Henningfield and Nemeth-Coslett (this volume), among others,
make an excellent case for the role of nicotine in the maintenance



of cigarette smoking and report data concerning the characteristics
of nicotine self-administration via the buccal route (gum
preparation form).

Further supporting the case for nicotine self-administration as an
important factor in maintaining cigarette smoking for some
individuals is the report by Hatsukami et al. (this volume) which
provides data suggesting the importance of positive reinforcement as
a major factor sustaining smoking behavior. Their data add to the
case that behavioral correlates of smoking and cessation, rather
than physiological symptomatology per se, must be the primary focus
of cessation maintenance efforts. The data also further support the
potential usefulness of nicotine-laced chewing gum in attaining this
goal. Hughes and Hatsukami (this volume) further delineate the
physiological and behavioral parameters of nicotine administered via
the buccal route.

The crucial issue concerning nicotine gum as a pharmacological
adjunct is whether it does, in fact, increase cessation maintenance,
an issue explicitly addressed in this volume by Schneider and
Jarvik. Russell and Jarvis, Fagerstrom and Melin, and Hall and
Killen. It is evident that smoking is a behavior modulated and
determined by complex interacting behavioral, social, sensory, and
pharmacological Tfactors.

Schneider and Jarvik (this volume) address the clinically pertinent
individual characteristics. Their data point to the relationship
between degree of behavioral dependence on cigarette smoking and the
effectiveness of the gum. Russell and Jarvis (this volume), in
addition to providing a thorough review, address the relevance of
individual social factors and the role of the clinician in cessation
efforts. They note on one hand the direct effect of the gum, but
likewise note that whatever placebo effects may exist can be used to
advantage.

Fagerstrom is among the most experienced investigators of the gum"s
effects in clinical settings. Fagerstrom"s notable efforts with
both development of innovative measures of dependence and analysis
of the usefulness of the gum in clinical settings have been of value
to numerous investigators. These studies and strategies are
reviewed in this volume.

It appears that behavioral programs combined with nicotine gum and
emphasis on relapse prevention produce the best outcome (e.g., Hall
et al. 1985; Hall and Killen, this volume). These group-based
procedures, which rely on social reinforcement, including a variety
of specific positive reinforcement and punishment techniques, and
which include followup support, will likely prove the most
beneficial strategy for most smokers.

AN INTEGRATED VIEW OF PHARMACOLOGICAL ADJUNCTS AND TREATMENT

Concerns which have existed about pharmacological adjuncts for other
drug-use problems also prevail with respect to nicotine gum and



would likely arise for any other new agent. Many of these concerns
were addressed during the course of the U.S. Food and Drug
Administration®s review of data in support of efficacy of nicotine
gum.

The fundamental question, of course, is whether or not the gum will
effectively enhance smoking cessation. If nicotine is the primary
pharmacological agent maintaining tobacco use, then administration
of nicotine in alternative forms providing similar nicotine blood
levels should be effective in terms of the pharmacological

component. Nicotine gum does this, but there are differences in
onset characteristics which make it less likely to be effective as a
reinforcer (although Henningfield and Nemeth-Coslett, this volume,
indicate that chewing characteristics can alter onset).

IT it is effective as a reinforcer, the question arises whether it
is likely to be misused or used excessively for its positive
reinforcing effects. An objective analysis suggests that this is
possible, although the most likely form of "misuse"™ will probably be
continuation of use beyond the tentatively recommended period of 3
to 6 months. Indeed, several investigators have already suggested
that use of the gum at higher doses for longer periods will probably
generate more favorable long-term abstinence percentages.
Interestingly, this parallels data available for other substitution
treatments (Dole and Nyswander 1983).

The issue is whether "misuse" or prolonged use of the gum is likely

to be a significant problem. In Switzerland, where the gum is
available without prescription, no significant problems have been
reported. In any case, another point arises when prolonged use is

considered. Chronic use of the gum results in nicotine levels
paralleling those which an individual would attain through smoking.
These are achieved without the bolus and rapid onset produced by
smoking which could arguably be a problem to individuals with
cardiovascular problems. Thus, the hazards of carbon monoxide,
hydrocarbons, particulate matter, and numerous chemicals are
eliminated when the individual chews the gum rather than smokes
cigarettes. Obviously, the gum does not have the hydrocarbon and
chemical hazards associated with chewing tobacco. Overall, the
health advantages in terms of reduced risk using the gum are
numerous.

Questions about conditions of use and usefulness do exist. Results
of many studies with the gum have been equivocal. Others have
produced more favorable results. However, as with other
pharmacological adjuncts for drug abuse or tobacco use which have
been mentioned, the gum is not a "magic bullet" or panacea. It is
likely that many people will at first use the gum without success.
The critical determinants of successful use appear to be related to
whether the gum is, in fact, used as a pharmacological adjunct in
conjunction with an appropriate array of behavioral intervention
techniques and environmental influences. This volume and the
literature in general adequately amplify the need for such a
combined strategy in this and other areas of health and behavior.
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Rational Basis for Chemotherapy
of Tobacco Dependence

R. Nemeth-Coslett, Ph.D., and Jack E. Henningfield, Ph.D.

The forms of tobacco use are many, and it is likely that their
number is matched by equally varied controlling variables. All the
usual forms of tobacco use, however, share at least one

commonality: nicotine is extracted from the tobacco and ingested in
a manner that permits its distribution to the central nervous

system. The tobacco cigarette is the prevalent means of nicotine
self-administration in Western society, and cigarette smoking is the
primary form of tobacco use addressed by legislative, research, and
treatment efforts.

In 1983, the United States Public Health Service categorized
cigarette smoking as a form of drug dependence in which nicotine was
held to be the critical substance (USPHS 1983). Consistent with the
drug dependence model of cigarette smoking, in 1984 a
pharmacotherapeutic aid (nicotine gum) for the treatment of tobacco
dependence was approved by the Food and Drug Administration. This
paper will briefly review nicotine dependence and its implications
for the use of chemotherapy in the treatment of tobacco dependence
with respect to cigarette smoking.

TOBACCO DEPENDENCE: A DECEPTIVELY COMPLEX PHENOMENON

At first brush. tobacco dependence would seem readily amenable to
study. In the form of cigarette smoking. the behavior is public,
practiced by many, and appears to involve a simple act with a simple
product. However, cigarette smoking has resisted many attempts at
quantitative study, and studies have yielded data which often
appears contradictory at the most elemental levels. For instance,
the role of dose in the control of cigarette smoking has remained
unclear despite decades of study. Since dose-response relations are
arguably the most critical quantitative relations to be assessed in
pharmacologic studies, the absence of consensual agreement as to the
nature of dose-response relations has undoubtedly hindered the
understanding and treatment of cigarette smoking.

There are specific reasons for some of the ambiguity concerning the
role of dose in cigarette smoking. Table 1 provides a partial list
of factors which obscure quantitation of dose-response functions.
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These factors and others have been more thoroughly discussed
elseswhere (cf. Benowitz, 1983; Henningfield, 1983, 1984;
Kozlowski, Rickert, Robinson and Grunberg, 1980). In brief,
compared to most other forms of drug self-administration, cigarette
smoking involves a wider variety of confounding factors. In alcohol
studies, for instance, ounces of ethanol ingested can be specified
with great reliability, and resulting blood ethanol levels are
related in some orderly fashion to these values. Similarly, in
studies of sedatives, stimulants and opioids, the number of
milligrams of actual drug which is swallowed or injected may be
readily specified. In the case of cigarette smoking there is often
disagreement as to which parameter to specify and the means of
specification. One consequence of these difficulties was to delay
the positive classification of cigarette smoking as a form of drug
dependence. The next two sections will provide the evidence for
this classification.

TABLE 1. Obstacles to the quantitation of dose-
response functions in studies of cigarette smoking.

0 Many reports do not include any quantitative
measure of dose.

o Multiple dose parameters (e.g.. nicotine, tar
and CO are frequently confounded.

o0 Substances of possible functional significance
(e.g., tar. CO, C02) are especially difficult
to specify since they are not even present in
an unlit cigarette.

o Federal Trade Commission dose level estimates
are not necessarily related to either cigarette
content or yield by the smoker.

o The behavior of cigarette smoking varies across
smokers and even across puffs within a single
cigarette.

o A variety of factors may affect absorption of
smoke constituents (e.g., smoke pH, inhalation
depth).

COMMONALITIES AMONG CIGARETTE SMOKING AND DRUG ABUSE

For centuries, a variety of parallels have been drawn between
tobacco use and the use of opiates, alcohol and other substances.

It seemed obvious to many observers of social behavior and
physiologic effect that these substances were different from other
substances of ingestion. such as food. Indeed, the American Indians
knew that as other vegetables were "food for the stomach,' '"tobacco
provided food for the spirit."” Beyond these general observations, a
variety of points common to cigarette smoking and classically
studied forms of drug dependence (e.g., narcotic addiction and
alcoholism) have been identified. The various commonalities have
been described in greater detail elsewhere (Henningfield, CGriffiths
and Jasinski; 1981; Jaffe and Kanzler, 1979) and are summarized in
Table 2.
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TABLE 2. Common factors in tobacco use and drug dependence.

o Spread is socially mediated and is persistent.

o Patterns of relapse are similar following
treatment.

0 Use persists in face of damage (individual &

social).

Personality types overlap.

Centrally (CNS) acting substance (drug) is

delivered.

The drug is a reinforcer for animals.

Deprivation increases drug seeking behavior.

Tolerance develops with repeated use.

"Therapeutic effects"™ may be produced.

Patterns of self-administration and dose-

response functions are orderly.

o o

OO0 o oo

These commonalities among various forms of drug dependence and
tobacco use provide a rational basis for the theory that tobacco use
may occur as a form of drug dependence. In brief, tobacco use,
particularly in the form of cigarette smoking, is an orderly
behavior that is lawfully controlled by the same behavioral and
pharmacologic variables as are more commonly studied forms of drug
dependence. The commonalities also suggest that treatment
strategies which have proven effective in drug dependence may be
applied to the treatment of cigarette smokers.

NICOTINE AS A DEPENDENCE-PRODUCING DRUG

While any substance may, under some conditions, be compulsively
used, substances characterized by a certain constellation of
features are likely to be compulsively used and abused under a much
broader range of conditions, including those which lead to damage.
In brief, the compound must be psychoactive (produce centrally
mediated effects on mood and feeling states), must have euphoriant
qualities similar to those of reference drugs (e.g., morphine,
amphetamine. ethanol). and must serve as a biologic reinforcer (be
voluntarily self-administered). Other qualities such as the ability
to produce tolerance and physiologic dependence are interesting and
may be of functional significance but are neither necessary nor
sufficient determinants of drug dependence.

Two lines of study involving human subjects were undertaken by the
Addiction Reseach Center of the National Institute on Drug Abuse.
The first involved pharmacodynamic analyses which assessed the
psychoactivity of nicotine and its possible qualities as a
euphoriant. A variety of parameters were assessed when nicotine was
given in the form of tobacco smoke and intravenous injections. The
second line of study assessed the reinforcing properties of
intravenous nicotine in cigarette smokers. The intravenous studies
were critical in determining whether nicotine, in the absence of the
usual confluence of stimuli involving the cigarettes themselves
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(e.g., social and cultural), was characterized by the constellation
of pharmacologic properties typical of those of known drugs of abuse.

Psychoactivity and Euphoriant Properties of Nicotine

The initial study showed that nicotine was psychoactive and produced
orderly effects on measures of psychoactivity (Henningfield et al.
1985). Following either smoke inhalation or i.v. administration,
nicotine was discriminated from placebo, and dose strength estimates
were directly related to nicotine dose. These self-reported effects
peaked within about 1 minute and dissipated within 3 to 5 minutes.
Certain physiologic responses were also dose-related and showed
similar temporal patterns of onset and offset: heart rate, pupil
diameter, electroencephalographic response (Lukas and Henningfield
1983). A subsequent study showed that the ganglionic blocker,
mecamylamine. attenuated physiologic and self-reported effects of
nicotine (Henningfield et al. 1983). Variability of response on
self-report measures was lower when nicotine was given intravenously
than when it was given in the form of tobacco smoke, suggesting that
the stimuli provided by cigarette smoking confound discrimination of
the effects of nicotine.

Euphoria is objectively defined by the observation that
administration of the drug, under controlled experimental
conditions, produces dose-related increases in scores on the Liking
scale of the Single-Dose Questionnaire, and scores on the Morphine
Benzedrine Group (MBG or Euphoria) scale of the Addiction Research
Center Inventory (ARCI) (Jasinski et al. 1984). In this study,
nicotine, like drugs known to be abused, produced significant
dose-related increases in scores on both the Liking and MBG scales
(Henningfleid and Jasinski 1982; Jasinski et al. 1984).
Additionally, intravenous injections of nicotine were most commonly
identified as a prototypic euphoriant drug (cocaine) by subjects
with extensive drug abuse histories.

These studies confirmed that nicotine produced critical functional
effects of tobacco smoke and that nicotine is a psychoactive drug
with properties of a euphoriant. These findings are consistent with
those obtained in animal drug discrimination studies in which it has
been shown that nicotine is readily discriminated and that its
discriminative properties are more stimulant-like than
depressant-like (cf.. review by Henningfield and Goldberg 1984).

Reinforcing Properties of Intravenous Nicotine

The ultimate test of whether nicotine is a dependence-producing drug
is, in the abstract, a very simple test: namely, to determine if
nicotine injections serve as positive reinforcers and thereby
strengthen behavior leading to their administration. Practically,
however, there are many difficulties in the safe and ethical conduct
of such a study, and the initial study was only completed about 2
years ago (Henningfield et al. 1983). The critical finding of this
study was that intravenously available nicotine was
self-administered by each of the subjects tested. Furthermore,
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patterns of self-administration were similar to those of humans
smoking cigarettes or of animals self-injecting cocaine in analogous
experimental preparations (CGriffiths et al. 1980).

When saline was substituted for nicotine, patterns of injection were
irregular and total number of Injections generally was lower. In a
subject who stated that he disliked taking injections of any kind,
the pattern of acquistion was similar to that of animals which are
given access to intravenous nicotine for the first time (see
Goldberg et al. 1982): Number of injections gradually increased
across sessions; then, when saline was substituted for nicotine, the
number of injections rapidly declined across sessions. Subsequent
studies showed that nicotine was preferred to saline when both
substances were concurrently available (Henningfield and Goldberg
1983a); that mecamylamine pretreatment attenuated the nicotine
preference (Henningfield 1983); and that the lever was pressed as
many as 1600 times per nicotine injection (study in progress).

The human self-administration study findings are consistent with
animal studies in which nicotine has been shown to serve as a
positive reinforcer in a variety of species including primates and
nonprimates, and under a variety of experimental conditions (cf.
review by Henningfield and Goldberg 1983b). It is noteworthy that
establishment of nicotine as a reinforcer in animals eluded many
investigators until effective confluences of parameters were
discovered. Such Initial difficulty was not unique to nicotine but
also characterized initial efforts to determine whether or not
ethanol would serve as a reinforcer in animals (Melsch 1977).

CIGARETTE SMOKING AS A FORM OF DRUG DEPENDENCE: SUMMARY AND
IMPLICATIONS FOR NICOTINE-BASED CHEMOTHERAPY

Nicotine is a prototypic drug of abuse, and many cigarette smokers
are likely to be dependent. Strong, albeit circumstantial, evidence
was provided by observations of the many critical commonalities
between cigarette smoking and more commonly studied forms of drug
dependence. Direct evidence was that the drug itself (nicotine, in
isolation from tobacco smoke). was characterized by a profile of
pharmacologic effects typical of that of known drugs of abuse such
as opiates, stimulants, and alcohol. These data indicate that the
role of nicotine in cigarette smoking is similar to the role of
other constituent drugs of abused substances. That is, despite the
apparently lower biologic reinforcing efficacy of nicotine than some
of the more commonly studied drugs of abuse (Henningfield and
Goldberg 1983b), the functional role of nicotine in tobacco smoke is
similar to the role of cocaine in coca leaf use, to the role of
morphine in opium poppy use, to the role of tetrahydrocannabinol
(THC) i1n marijuana use, and to the role of ethanol in alcoholic
beverage consumption.

The perspective that cigarette smoking often occurs as a form of
drug dependence has specific implications for chemotherapeutic
treatment strategies. A variety of nonspecific chemotherapeutic
approaches to the treatment of cigarette smokers has been
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reported. Most provide little documented efficacy; they have been
reviewed elsewhere (Grabowski and Hall, this volume; Gritz and
Jarvik 1977; Jarvik 1977).

One specific chemotherapeutic approach for drug dependence is to
substitute a safer and more manageable form of the drug for the
substance of abuse. The ultimate goal of such an approach is
subsequently to withdraw the patient from the substituted drug. The
currently available substitution pharmaceutical is the nicotine
resin complex or nicotine chewing gum (American Hospital Formulary
Service 1984). Use of nicotine gum in treatment of cigarette
smoking is the subject of other chapters in this monograph and will
not be discussed in detail here. Rather, a few observations will be
made, following directly from the above-presented data, which show
that cigarette smoking is a form of drug dependence. In addition,
some preliminary data which bear on these observations will be
presented.

Effective chemotherapy of other kinds of drug dependence is complex
and involves systematic application of a variety of pharmacologic
and behavioral strategies (cf. Grabowski et al. 1983). A major
pharmacologic factor concerns the dose level of the chemotherapeutic
drug. Table 3 summarizes a few of these dose-related issues.

TABLE 3. Dose-related issues in chemotherapy of drug dependence

o0 Dose must be sufficient to provide relief of
withdrawal or deprivation effects.

o The rate of drug entry to the CNS is critical and
may determine whether the particular route of
administration used provides an acceptable
substitute.

o Patient compliance in taking the therapeutic agent
may vary as a function of dose.

o The degree to which nontherapeutic drug taking is
suppressed may vary as a function of dose.

The importance of control over dose suggested the need for further
study of such relations regarding the nicotine-delivering chewing
gum. Two issues were of interest. The first was the possible
functional effects of the rate at which individual pieces of gum
were chewed. Since the nicotine in the gum is bound to an
ion-exchange resin, chewing is required for its release; thus, rate
of chewing should be one determinant of the rate at which nicotine
is extracted from the gum. Results from a preliminary study of the
effects of chewing rate are described below. The second issue
concerned the fact that only one dose level of the gum is
commercially available. In preliminary studies we found that rates
of voluntary smoking were not affected by scheduled administration
of either placebo or 2 mg gum, but were suppressed when subjects
were given 4 mg gum (Jasinski et al. 1984; Nemeth-Coslett and
Henningfield 1985). Furthermore, in a subpopulation of
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heavy-smoking male polydrug abusers, little subjective or
physiologic response was observed following administration of either
2 mg cr 4 mg gum. This observation suggested that, as is the case
with other therapeutic drugs. there is a wide range of individual
variability in response to a given dose, and that doses which are
not tolerated by some patients may be safe and even necessary for
others. Results from a preliminary study are also presented below in
which such subjects were given either two or four pieces of 4 mg gum
to chew.

PRELIMINARY STUDY: EFFECTS OF CHEWING RATE RESPONSE TO NICOTINE GUM

Four male subjects (average age = 34 years, range = 20-50)
participated while residing on a pharmacology research ward. Their
average weight was 75 kg (range = 67-100kg). and they smoked an
average of 30 cigarettes per day (range 20 to 40 cigarettes, each
delivering 1.1 mg nicotine). Mean scores on the Fagerstrom
Tolerance Questionaire (Fagerstrom 1978) were 10.0 (range = 9-11).
During predesignated days, each subject was cigarette deprived for 8
hours, after which time a I-hour test session was begun.

Physiologic and self-report measures were collected during the
initial 10 minutes of the test session. Subjects were then provided
with one 4 mg piece of nicotine gum (Nicorette) which they were
instructed to chew at a fixed rate for the next 10 minutes. Rates
were set at one chew every 1, 2, 4, or 8 seconds, and compliance was
assured by a nurse who observed that the subject was chewing in
response to a timed "beep" which had been pretaped on a recorder.
Each subject was exposed to the four different chew rates using a 4
X 4 Latin Square design. Most physiologic and self-reported
responses were measured at 5-minute intervals. Visual line analog
scores of positive (“'pleasurable'™) and negative (“unpleasurable™)
were collected at 15-second intervals for the first 240 seconds
after gum chewing and then at 5-minute intervals for the remainder
of the test session. Additionally, measures of expired air carbon
monoxide level were collected immediately before and after each
session.

Preliminary analysis of the data suggests that chewing rate altered
magnitude and duration of self-reported effects of the gum. Figure
1 shows the total visual line analog score (sum of negative and
positive responses) at each observation for subject CO. Variability
across subjects was considerable, however, and precluded meaningful
lumping together of the data. No chewing rate produced significant
increases on scales of the Addiction Research Center Inventory or
the Single-Dose Questionnaire (Jasinski et al. 1984).

21



s ! SUBJECT CO
S ar-

@

S | SEC

(&}

n 2

P 2 SEC

~ /\/\

4 SEC
2oL 7 esec N~
g L 1 | ] 1 _]
° o | 2 3 4

MINUTES POST-GUM

FIGURE 1. Values of self-reported scores on a lo-centimeter
visual line analog scale, summed from both positive and
negative effects, as a function of chewing rate and time after
the gum was chewed (x-axis).

This study suggests that chewing rate does make a difference in the
response to gum-delivered nicotine. It also raises several
additional issues, some of which are being addressed in an ongoing
study in which the amount of nicotine extracted from the gum, and
nicotine plasma levels, will be assessed. An immediate implication
is that the same kinds of difficulties in quantification of
dose-response relations which occur when subjects are given
cigarettes to smoke under uncontrolled conditions may arise when
subjects are given gum to chew with no specification of the rate at
which It is to be chewed.

PRELIMINARY STUDY: HIGH DOSES OF NICOTINE GUM

This study assessed the safety and effects of nicotine in subjects
who were known to be relatively insensitive to 2 mg gum. The
average age of the subjects was 33 years (range = 23-53). and they
had smoked an average of 13 years (range = g-17). Their mean score
on the Fagerstrom Tolerance Questionaire was 9.7 (range = 8-11).
Subjects chewed either two or four pieces of 4 mg gum (total
nicotine dose either 8 mg or 16 mg). Each piece of gum was chewed
at a rate of 1 chew every 2 seconds for 10 minutes. Two subjects
were tested at each of the dose levels twice a day for 2 days while
two other subjects received one dose a day for 2 days. Immediately
following gum chewing, subjects were asked to report verbally any
side effects, their liking for the gum, and to rate the strength of
the gum. Additionally, a staff nurse was required to record any
observable signs or symptoms displayed by the subject.
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The most common signs reported by the staff nurse were belching and
hiccups. which showed a slight increase following exposure to 16 mg
when compared to 8 mg. Other signs included restlessness, watery
eyes, and irritability. However, for the six observations collected
at each of the two doses, no observable effect was noted on four of
the occasions following B mg chewing, and no effect was noted on two
occasions following 16 mg chewing.

Subjects reported nausea and throat irritation more than any other
symptoms. One subject reported no effect at either the 8 mg or 16
mg dose. Other complaints included nervousness, dizziness,
headache, and heartburn. There was little increase at the 16 mg
dose when compared to the 8 mg dose. Two subjects reported a
dose-related increase in magnitude of effects between 8 mg and 16
mg, and three of the four subjects said that they would not
voluntarily chew four pieces again but would chew two pieces. Two
of these three subjects reported effects similar to those produced
when marijuana was smoked (“'high') at both doses and reported liking
the feeling. The fourth subject reported no effects at either dose
and identified the drug as placebo ("blank™).

This study showed that high doses of nicotine-delivering chewing gum
can be safely given. It is not clear what specific subject
characteristics determine the tolerable dose level. For example,
both body weight and level of nicotine intake would be factors of
suspected importance. It is also remains to be determined whether
high doses are of greater therapeutic efficacy for this population
of cigarette smokers. The high doses produced some effects
characteristic of those produced by drugs of abuse (“high'™), but did
not elevate scores on objective scales used to quantitate abuse
liability.

DISCUSSION

A variety of theoretical, social, and treatment implications result
from the identification of cigarette smoking as a form of drug
dependence which is functionally similar to other forms of drug
dependence. One implication related to nicotine-based chemotherapy
is the role of dose, whether altered by chewing rate or by amount of
nicotine-containing gum that is chewed. The results of the
preliminary studies which were described raised more questions than
they answered. However, some tentative conclusions may be drawn.
First, rate of chewing may have functional consequences with regard
to the effects produced by the gum. Second, subjects can tolerate
higher chew rates and gum dosage levels than are typically employed
in current treatment approaches (e.g.. Hughes and Miller 1984).

The observation that manipulations which affect the effective dose
of a chemotherapeutic agent may have functional consequences is not
surprising. Dose is a critical factor in other kinds of
chemotherapy, and studies with nicotine in human and animal subjects
show that nicotine"s effects are dose related. Additionally,
clinical observations (e.g.. one patient®"s description of how he
used the nicotine gum: "I chew quick till | get the taste, then 1
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taper off') suggest that some patients have discovered on their own
that chewing rate makes a difference in the effects of the gum.
What is surprising is the lack of attention paid to dose in many
studies of the behavioral pharmacology of the gum and of its
treatment efficacy.

The finding that cigarette smoking may occur as a form of drug
dependence offers exciting possibilities, burdens, and hope:
Possibilities of applying chemotherapeutic treatment strategies to
the treatment of cigarette smoking; the burdens of closely examining
existing cigarette treatment programs and applying fundamental
principles from drug dependence and alcoholism programs; and hope
that these efforts will improve on the past rather dismal treatment
programs. As shown by Hall and Killen elsewhere in this monograph.
treatment approaches which apply both behavioral and pharmacologic
treatment strategies are more effective that those which address
only the pharmacologic or the behavioral aspects of tobacco
dependence.
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The Titration Hypothesis
Revisited: Nicotine Gum Reduces
Smoking Intensity

Ronald I. Herning, Ph.D., Reese T. Jones, M.D.,
and Patricio Fischman, M.D.

| NTRODUCTI ON

Smokers alter puffing and inhalation patterns in response to
changes in the characteristics of the cigarettes they snoke.

I ncreasing ventilation or decreasing draw resistance increases
smoking intensity (Dunn 1978; Sutton et al. 1978; Henningfield
and Griffiths 1980). Shortening cigarette | ength increases
puffing rate and the total number of cigarettes smoked (CGol dfarb
and Jarvik 1972; Gitz et al. 1976; Ashton et al. 1978; Russell
et al. 198Ca). When snokers take nore puffs per cigarette, the
intercigarette interval increases (Giffiths et al. 1982). Wen
forced to snoke at nore frequent intervals, they reduce puff
volume (Gitz et al. 1983). Snokers who switched from niddle to
low tar cigarettes increased their puff size and a mathematically
derived exposure index, but not the nunber of puffs, puff dura-
tion, interpuff interval, or butt |ength (Pawbone et al. 1978).
Decreasing the machi ne-determ ned nicotine yield of cigarettes

i ncreased the nunber of cigarettes snoked in the 16 studies
reviewed by Stepney (1980). Decreasing machine-deternined nico-
tine delivery of cigarettes smoked increases puff volume (Adams
1978; Creighton and Lewis 1978; Herning et al. 1981; Cust and
Pickens 1982). Only Dunn and Freiesleben (1978) reported no

rel ationship between puff volume and decreased machi ne nicotine
del i very.

These studies support the nicotine titration hypothesis. That is,
smokers adjust their snoking patterns to obtain an optimal dose of
ni cotine from whatever cigarette they are smoking. Presunably,
this dose produces sone optinal blood or brain |evel of nicotine.
Had ni cotine blood | evels been neasured in these studies, the
titration hypothesis night have been confirned.

Studi es where snokers were given cigarettes of different nachine-
deternmined yields and nicotine blood |evels were obtained do not
appear to support the titration hypothesis. Wien snmokers are
switched frommid-nicotine yield cigarettes to high machine yield
cigarettes, nicotine blood | evels are higher (Ashton et al. 1979,

27



1981; Benowitz et al. 1982). when snokers are switched from md-
to lowyield cigarettes, the corresponding bl ood | evel s decrease
(Russel | et al. 1972; Ashton et al. 1979 1981; Benowitz et al.
1982). If smokers actually titrate, the nicotine blood |evels for
the different cigarettes should be simlar. However, only Russell
et al. (1972) found equal blood |evels when cigarettes yielding
1.32 ng and 3.2 nmg nicotine were conpared. H Il and Marquardt
(1980) noted sinilar nicotine netabolite |evels (cotinine) when
tar and nicotine machine yield were manipul at ed.

Thus, these cigarette-switching studies have adequately denmon-
strated that subjects change puffing patterns in the direction
predicted by the titration hypothesis, but they have failed to
show that the adjustment leads to sinilar blood |evels. The
interpretation of these studies is conplicated because high- and
| owyield conmercial cigarettes contain equival ent anounts of
nicotine (Renowitz et al. 1983), and bl ood nicotine or cotinine
| evel s do not correlate with machine yield of nicotine in |arge
sanmpl es of snokers (Russell et al. 1980b; Benowitz et al. 1982;
Herning et al. 1983b).

Suppl ement al nicotine or pharnacol ogi cal nani pul ati ons whi ch nodu-
late nicotine's effects or its excretion alter smoking patterns.
Oral doses of nicotine or infusions reduced smoking (Johnston
1942; Lucchesi et al. 1967; Jarvik et al. 1970). Stolerman et al.
(1973) found mecanylanine, a nicotine antagonist, increased smok-
ing rate. Nal oxone, an opiate antagonist, reduced the nunber of
puffs on a cigarette as well as the number of cigarettes snoked
per day (Karras and Kane 1980). The manipul ation of urinary pH
to alter nicotine excretion nodified cigarette smoking (Schachter
et al. 1977). Except for a study by Kumar et al. (1977, experi-
mental alterations which either blocked nicotine effects or

i ncreased nicotine blood | evels produced the expected changes in
snmoki ng behavi or.

The latter studies provide support for the nicotine titration
hypot hesi s and support the use of supplermental nicotine as adjunct
to smoking cessation therapy. Slow release buffered nicotine gum
(Nicorette) now available provides the researcher another oppor-
tunity to test thenicotine titration hypothesis in controlled

| aboratory studies. The previous studies giving suppl enental
nicotine did not nmeasure nicotine blood |evels. Al though snoking
behavi or changed, there is no evidence that the experinmental mani-
pul ati on produced similar nicotine blood levels. |If subjects are
indeed titrating nicotine, blood |evels should be equal when

suppl emental nicotine and placebo are given. The present study
eval uat es whet her snmokers given placebo or nicotine gumreduce
the intensity with which they smoke as conpared with snokers given
pl acebo and whether blood |evels are reasonably similar on nico-
tine and placebo gum test sessions.
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METHODS
Subj ect s

One female and five males served as subjects. They were 31.7 %
3.3 (rmean and standard deviation) years old The subjects snoked
30.8 + 7.4 cigarettes per day with 6.0 + 26 of these cigarettes
smoked in the norning. All subjects had snoked for at |east 10
years and snoked their current brand for 2 years or nore. The
machi ne-determned nicotine yield of their current cigarette was
1.14 £ 0.19 my. They snoked their current brand during each of
the two ad lib snoking sessions.

Experinmental Procedure

During each of two norning sessions, the subjects snoked their

sel f-sel ected brand of cigarette while chewing either nicotine or
pl acebo gumin a counterbal anced order. The subjects were asked
to remain abstinent fromcigarette snoking fromthe night before.
The experinental sessions lasted 4 hours. The subject sat in a
confortable reclining chair during this time and either read or
listenedto music. During this period the subject could snmoke at
anytime. Before and 2 minutes after snoking, blood was drawn for
nicotine &ermnations. Expired breath sanples were collected 10
mnutes after each cigarette and tested for carbon nmonoxide |evel.
During smoking, puff and inhalation patterns were nonitored (see
below). During the first half hour of each hour the subjects
chewed either placebo gumor gumcontaining 2 ng of nicotine in a
buffered sl ow rel ease resin (Nicorette, supplied by Merrell Dow)
according to the instructions in the package insert. Before and
25 minutes after chew ng, blood was drawn for nicotine |evels.
During a given norning session, each subject received four pieces
of one type of gumor the other. The gum was administered in a
doubl e-blind fashion The lab sessions were separated by 5 or
nore days. Heart rate and bl ood pressure were neasured at half-
hour intervals.

Measurement of Smoking Patterns

Puff vol unme and duration were nmeasured by a single transducer

flow meter. The flow neter consists of a plastic cigarette hol der
connected via flexible tubing to a Statham pressure transducer

(Model PMBTC). Each cigarette snoked was precalibrated with known
air flows, as in our previous studies (Herning et al. 1981 1983a,b).
I nhal ed vol ume and duration were measured by an Anbul atory Moni -
toring inductance plethysnograph Respitrace). The plethysmograph
was calibrated with a Collins (Mdel 06031) water spironeter using
the nethod described by Watson (1979).

The anal og signals fromthe flow neter and pl et hysnograph were
digitized every 40 ms fromstart of the puff for a period of 8
seconds. Puff and inhalation measures were nunerically cal cul ated
from digital values. W calculated puff volume from flow using
nunerical integration which involves dividing the area under the
flow curve into small trapezoids. These trapezoids are then added
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together to obtain volunme. Puff duration is the interval from
start to end of puff where the flow val ues are nonxero. Inhaled
volunme is volune at maximal inhalation after a puff. The duration
of inhalation is interval fromstart of the puff to maxi mal inha-
lation. Thus, it is half the actual duration of inhalation. Puff
and inhal ation duration were measured to the nearest 1/25 of a
second while interpuff interval was nmeasured to the nearest second.

Bi ochemi cal Measures

Bl ood sanples were drawn froma forearmvein at hal f-hour inter-
vals, imediately before smoking, and 2 nminutes after the |ast
puff. Sanples were assayed for nicotine using the gas chromate
graphi c method described by Jacob et al. (1981). An Ecol yzer
(Series 2000) nonitor was used to determine the CD levels from the
expired breath sanples.

Data Anal ysis Concerns

W hypot hesi zed that the subjects would reduce the frequency and
intensity of snoking when given nicotine gum conpared to placebo.
Since our hypothesis inplied the direction each measure woul d
change when the subjects chewed nicotine gum one-tail probability
val ues were appropriate for the t-test on these smoking measures.
For exanple, our hypothesis tests especially for reduction in the
nunber of cigarettes snoked on the nicotine gumday as conpared to
the pl acebo day.

We al so hypot hesi zed that nicotine blood | evels would be equal on
both test days. Thus, in such a test the area under the nicotine
bl ood | evel curves (AUC) on both sessions should be equal. This
statistical test is a test of the null hypothesis. Such a test
presents sonme statistical problens. The lack of differences, if
observed, could be due to excessive variability in the measures or
to no actual difference in the neans. One cannot be sure. One
method to protect against this problemis basing the test against
the null hypothesis by adjusting the probability levels to make
finding a difference easier. Thus, for the test on nicotine AUC
a probability level of 0.10 was used. An additional problemin
testing whether nicotine blood |evels are equal revol ves around
the issue of what is a biologically significant difference in
levels. Certain differences in the WC nay be found, but are they
bi ol ogical ly inportant? Thus, testing the titration hypothesis
has some practical problens.

RESULTS

The area under the curve (AUC) for nicotine tended to be higher
during the nicotine gum session (2945 ngemneni-1) as conpared to
the placebo gum session (1925 ngeminem -1). This difference was
significant (t=2.16, df=l,5, p<.10) at the increased probability
level. That is, our test subjects appear not to be titrating.
The individual nicotine curves are presented in figures 1, 2, and
3. Before it was concluded that the subjects were not titrating,
an unexpected conplication was noted. Three of the subjects had
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hi gher bl ood nicotine levels on the gum day. These subjects
smoked all or the mpjority of their cigarettes during the nicotine
session while actually chewing the nicotine gum Both theactive
and pl acebo gum have an al kal i ne buffer which increases buccal
absorption of the nicotine. These subjects were perhaps obtaining
more nicotine with the gumthan they m ght have w thout chew ng

it W tested for this possibility. A tw factor analysis of
variance with gum (placebo versus nicotine) and snoking period
(chewi ng versus not chewing) as factors was used to test for any
differential increase in nicotine blood |levels while chewi ng gum
The increase in nicotine blood | evels with snoking was signifi-
cantly (F=4.4, df=1,53, p<.05) |larger when the subjects were

chewi ng gum (8.0 ng/m ) than when they were not chewing (5.1

mg/ m). Thus, regardless of the type of gum nicotine blood

l evel increased nore during periods of gum chew ng. Under such
unexpected nicotine delivery conditions, titration may have been
difficult.

Snoking patterns were nodified by the nicotine gum The nean
nurmber of cigarettes snoked during the I-hour session was signifi-
cantly less (t=2.23, df=5, p<.05, one-tailed) for the nicotine gum
(4.3) than the placebo gum session (5.3). Mean interpuff inter-
val, puff volune, puff duration, inhaledvolune, and inhaled dura-
tion are listed in table 1 for all subjects on both test sessions.
The nmeans are calculated fromall puffs during a given session.

To sinplify the analysis of these nmeasures, a single exposure
index (El) was calculated for each session fromequation (1).

N
EI = © EI; (1)
i=1

where N equals the nunber of cigarettes snoked.

Each El is calculated by (2) for each cigarette.

El ; =(bo+bye MDOSE; +bye NP, +bge | Pl +bye PV, +bge PD, +bge | Vi +bye I DIy (2)

MDOSE; = machine determined yield for cigarette i
Npi = nunber of puffs for cigarette i

IPl; = interpuff interval for cigarette i
PVi = puff Volume for cigarette-i
PD = puff duration for cigarette i
I'Vi = inhalation volume for cigarette i
ID = inhalation duration for cigarette i
The by, b, . . . b, were derived froma nmultiple regression of the

above measures used to predict the increase blood nicotine levels
in alarge sanple (N=104) of snpkers used in our previous study
(Herning et al. 1983b). Thus, the b's were calculated from an

i ndependent sanple of subjects. The b's were 15.35, 8.35, -0.18,
-0.25, 0.12, -3.06, -4.46, and 0.59, respectively.

34



TABLE 1
Mean Snoking Patterns for Placebo and N cotine Gum Session

Snmoki ng Measur e

Ge

No. of
Subj ect Type G gar- No. of I nt er puf f Puf f I nhal ed
Nurber of Gum ettes Puffs I nterval vol une Duration Vol une Dur ati on
(sec) (m) (sec) (L) (sec)
1 Pl acebo 6 51 51.5£17.7 49.1+16.1 2.2+0.6 0.68%0. 22 2.7+0.5
Ni cotine 4 36 54.1+20. 2 58.£20.6 2.4%0.6 0. 4610. 16 3.1+0.6
2 Pl acebo 8 74 37.4420.0 54.9+15. 8 1.8£0.5 0. 67+£0. 15 4.6%1.2
Ni cotine 7 73 29.+15. 3 41.7+15. 4 1.7£0.7 0. 44+0. 12 4.4+1. 4
3 Pl acebo 6 43 54.2435.3 43.8+18.6 1.8£0.7 0. 45+0. 10 3.240.8
Ni cotine 5 38 45.7427.1 46.2£21.3 2.1£0.9 1.77+0. 64 3.9x1. 4
4 Pl acebo 3 34 39.5425.5 45.7£12.7 1.6+0.7 0. 82+0. 47 4.041.3
Ni cotine 4 48 29.6x17.1 49.2+8.8 1.5+0. 4 1.32+0. 47 3.4%0.8
5 Pl acebo 4 22 71.8+28.0 65.8%24.5 2.1£0.7 1410. 64 5.0£1.3
Ni cotine 3 20 66.1x42.9 83.2+28. 6 2.2#0.6 1.67+0. 73 4.812.0
6 Pl acebo 5 46 45.5+28. 6 22.1+8.7 1.240. 4 0.42+. 14 4.4x2.0
Ni cotine 3 33 38.1£30. 2 18.6+ 6.7 1.1:0. 4 0. 58+0. 23 3.3£1.5
Pl acebo 5.3t 45.0% 49.3+14.8 47.2+14.6 1.8%0.4 0. 68+£0. 35 4.1+1.1
1.7 17.5
Ni cotine 4.3+  41.3% 43.1£16.5 49.9+19.6 1.9£0.5 1. 03%0. 70 3.8%0.8
1.5 18.0




The El for the placebo session (81.6) was significantly |arger
(t=2.14, df=5, P<.05) than the corresponding El (63.6) for the

ni coti ne gum session. The area under the curve for CO tended to
be I ower on the nicotine session (2222 PPMsec) than the placebo
session (2606 PPMsec), but the difference in means was not signi-
ficant. Although CO did not clearly indicate increased smoking on
the placebo day, it paralleled the El neasure. The values for
each subject are plotted in figure 4. Points bel ow the diagonal
line indicate an increase in the intensity of snmoking on the

pl acebo day. Points above the diagonal line indicate an increase
in the intensity of smoking on the nicotine day. Distance from
the diagonal l|ine indicates the magnitude of change. The plots

are remarkably similar. Subject 4 is the only snoker not reducing
hi s snoki ng behavi or while on the nicotine chewing gum

Heart rate (F=4.65, df=9,45, P<.05) increased over the snoking
session froma pre nean of 62.9 to a maxinmum of 69.2. No differ-
ence in the increase was observed on the two test sessions. The
changes in systolic blood pressure over a given session or over
both sessions were not statistically significant fromthe pre
test. Diastolic blood pressure increased with snoking froma pre
mean of 69.3 to a maximum level of 75.2. This increase, although
significant (F=3.17, df=9,45, p<.05), was sinmilar on both test
sessions. The maxi mal increase for both heart rate and diastolic
bl ood pressure occurred at the 2-hour sanple No further in-
creases were observed.

DI SCUSSI ON

Ni cotine chewi ng gum reduced the frequency and intensity of
smoking in our subjects. The change in smoking behavior was
reflected in a conposite index of nunber of puffs, inter-puff
interval, puff volune, puff duration, inhaled volume and duration.
A decrease in carbon nonoxi de was al so observed, but the differ-
ence in CO AUC between sessions was not statistically different.
The conposite exposure index appeared to be the nore sensitive of
the two nmeasures. Since the conposite index weights all aspects
of smoking behavior, individual differences in regulation can be
taken into account. However, a very sinple neasure of snoking,
that is, nunber of cigarettes snoked, was also significantly
reduced. Whether snoking behavior neasures were sinple or COm
pl ex, our subjects snoked | ess on the nicotine gum session than
on the placebo session.

The reduction in snoking is simlar to that found by Johnston
(1942) and Lucchesi et al. (1967) with intravenous doses of nico-
tine and by Jarvik et al. (1970) with nicotine tablets. It is
uncl ear why Kumar et al. (1977) did not find such a reduction in
snoking intensity. One possible reason is that the subjects in
the Kumar experinent were not abstinent before testing as were
the subjects in other studies and thus were relatively nicotine
satiated at the tine of testing.
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FIGURE 4. The CO AUC val ues (top) and exposure index val ues
(botton) are plotted for each subject on both test sessions.

The pl acebo session values are plotted on the x-axis and nicotine
session values are plotted on the y-axis. Each point is |abeled
with a subject nunber. Values below the diagonal indicate in-
creased snmoking intensity on the placebo day.
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In previous studies testing the titration hypothesis by adnin-
istering supplemental nicotine while the subjects were free to
smoke, nicotine blood |evels were not neasured. |f subjects are
titrating, one mght expect the nicotine blood |levels to be
simlar in sessions where suppl enental nicotine was given and
sessions where no supplenmental nicotine was administered. Despite
variability, the nicotine levels were higher in the nicotine gum
session at the 0.1 level of significance The increase in nico-
tine level s was due to half the subjects snmoking their cigarette
whi | e chewing gum on nicotine sessions. The gum (both placeboand
ni cotine) changed the pH of the nouth which resulted in increased
ni cotine absorption. The increased nicotine absorption may have
made titration more difficult

Since only six subjects were tested, these results nmayor nay
not generalize to a heterogeneous sanple of snokers. Different
results mght he obtained with |ess dependent or ol der, nore
dependent snokers Cur sanple of snokers were in their late
twenties and early thirties, had snoked for 10 years, and were
now snoking one and a half to two packs a day.

In our study, the nicotine AUC was different between sessions
However, differences in nicotine blood | evels between the two
experimental sessions did not produce significant cardiovascul ar
changes between sessions. Thus, it could be argued that the
differences in blood | evel s between sessions were not physio-

| ogically meaningful. Srmokers may have a range of blood |evels
which are sufficient to produce the cardi ovascul ar andsubjective
effects they desire or to reduce the withdrawal synptons they seek
to avoid. Precise titration to identical blood |evels may not be
necessary.

SUMMARY

Suppl emental nicotine gumreduced the intensity of smoking in six
one-and-a-half to two-pack-a-day snokers. The study involved two
4-hour sel f-paced smoking sessions where nicotine and pl acebo
chewing gum were administered in a double-blind fashion. Puff

vol une, puff duration, inhaled volume, inhaled duration, and
interpuff interval were calculated for each puff on each cigar-
ette. Blood was drawn for nicotine levels at regular intervals as
well as before and after each cigarette Cardiovascul ar neasures
were made at regular intervals. The nicotine gum reducedsmoking
frequency and intensity as predicted by the titration hypothesis
Precise titration (i.e., equal nicotine blood | evels on both test
days) was confounded by changes in snoked nicotine delivery pro-
duced by the gum The gum whether placebo or active, increased
smoked ni cotine absorption. However, while nicotine blood |evels
were slightly higher on nicotine gumday, the differences may not
be biol ogical |y meaningful since heart rate and bl ood pressure
increases were simlar on both days. Difficulties testing the
titration hypothesis are discussed
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Cardiovascular Effects of Nicotine
Gum and Cigarettes Assessed by
ECG and Echocardiography

Janine Krivokapich, M.D., and Nina G. Schneider, Ph.D.
John S. Child, M.D., and Murray E. Jarvik, M.D., Ph.D.

| NTRODUCTI ON

Cigarette snoking is one of the nost firmy established risk
factors for coronary heart disease (Kannel 1981). This risk can
be dramatically reduced by discontinuation of cigarette smoking
(Doll and Peto 1976; Harmmond and Garfinkl e 1969; Kannel 1981).
Unfortunately, snoking cessation prograns have |ow | ong-term suc-
cess rates (Evans and Lane 1980; Raw 1978; Schwartz 1979).
Several investigators attribute the maintenance of snoking
behavior to a dependence upon nicotine (Gitz 1980; Jarvik 1970;
Russel | 1980). N cotine induced wi thdrawal synptons and nicotine
seeking may account for cessation difficulty and high rel apse
rates. N cotine chewing gumwas introduced as a nmeans of treating
the pharnacol ogi cal dependence during cessation of smoking (Ferno
et al. 1973). The 4 ng dose results in blood levels of nicotine
simlar to a cigarette although wthout the “bolus” effect (see
Russel | and Jarvis in this volume). The 2 ng dose results in even
| ower blood levels. The purpose of using nicotine gumis to
prevent abrupt wthdrawal from nicotine and consequent synptons
and craving while supplying a substitute oral activity. Several
recent studies attest to its efficacy in the alleviation of
wi thdrawal (Hughes et al. 1984; Schneider et al. 1984; West 1984).
Enhanced success rates in smoking cessation have been denonstrated
in a nunber of recent placebo-controlled trials (Fagerstrom 1982:
H al marson 1984; Jarvis et al. 1982; Killen et al. 1984; Schneider
et al. 1983). Since its introduction in the United States in
1984, this preparation is now w dely available by prescription for
the treatment of snoking dependence.

The purpose of this study was to exam ne and conpare the acute
effects on the cardiovascul ar system of nicotine delivered by
smoking cigarettes versus chewing nicotine gum Low and high
nicotine cigarettes (0.2 ng and 2 ng) and 2 ng and 4 ng nicotine
gum formed the four treatnent conditions with each subject serving
as his own control for all conditions. Cardiovascul ar eval uation
included blood pressure, heart rate, electrocardiographic
monitoring, and N-node echocardiography, perforned before and at
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intervals up to 90 minutes after nicotine was introduced in eith
formto healthy nale snokers. Psychol ogi cal responses wer
elicited to deternmne whether there were any subjective response
to treatment.

MATERI ALS AND METHODS
Subj ect s

Fourteen paid volunteers were obtained through advertisements i

the UCLA school newspaper. Subjects selected were nales wh
smoked at |east one pack a day for two years or nmore and who wer

healthy and active. Exclusion criteria included any history o
cardiac, respiratory, gastrointestinal, or peripheral vascula
disease. Subjects were required to be free of nedications. On th
first day of the study, a brief nedical history was taken and
pertinent physical examnation was perforned on each subject by
cardiologist. This was followed by obtaining a resting bl oom
pressure (BP) neasurenent, a 12-lead electrocardi ogram (ECG, an
an M node echocardi ogram (ECHO). |f these tests were all wthi

normal limts and the echocardi ogram was easily obtainable and o
good quality technically (i.e. the subject was echogenic), the
subject was recruited for an additional four days of study. Si
mal es, ages 23 to 32 (nean age 27.3 £ 3.6 years), forned the final
study group. Subjects snoked an average of 26 + 5 cigarettes pe
day for an average of 8.8 * 5.1 years. Results of the
cardi ovascul ar tests were available to subjects' physicians upo
request.

Material s

H gh nicotine (2.0 my) and low nicotine (0.2 ng) cigarettes were
provided by the National Cancer Institute. Merrell Dow Pharma-
ceuticals of Indianapolis, Indiana, provided 2 ng and 4 ng nico-
tine gum which was manufactured by A B. Leo in Sweden. The gum
(Nicorette) contained nicotine bound to an ion exchange resin
which permitted the controlled release of nicotine. The gum was
buffered to allow for rapid absorption through the buccal nucosa.
Chewed gum was sealed in plastic containers and returned to
Merrel | Dow Pharmaceuticals for deternination of residual nico-
tine. The residual anount was then subtracted fromthe initial
dose to estimate the nicotine dose delivered.

Measur enent s

Cardi ovascul ar measurements were taken in the supine position. A
sphygmomanonet er was used to obtain the systolic and diastolic
bl ood pressure (BP) fromthe right armin mm mercury (Hg). The
mean BP was cal culated as the difference between the systolic and
diastolic BP, divided by three, and added to the diastolic BP.
El ectrocardi ograns were taken wth a Hew ett-Packard
el ectrocardi ograph. Standard echocardi ographic techniques were
used to obtain Mnode echocardiograns. The follow ng measurenents
from the echocardi ogram were made in triplicate and averaged w ng
a nini-conputer (ECHO COWP by Digisonics, Inc., Houston, Texas):
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1) left ventricular end-diastolic dinension (LVEDD) in mm at the
onset of the R wave of the simultaneously recorded
el ectrocardiographic lead Il; 2) left ventricular end-systolic
di mension (LVESD) in mm 3) left ventricular ejection time
(LVET) in seconds fromthe duration of aortic valve systolic
opening; and 4) heart rate. From these neasurenents the |eft
ventricular fractional shortening percent (FSY%LVEDD LVESD/ LVEDD)
and velocity of circunferential fiber shortening (VCF=FS% LVET)
were cal cul ated.

Car bon nonoxi de | evel s were nmeasured by having the subject hold
his breath for 20 seconds and then exhale into a carbon nonoxide
(CO collection bag. The CO level was neasured in parts per
mllion on an Ecolyzer. A baseline CO |level was taken on the
first day of the study before the subjects were asked to abstain
from smoking after 12 amon the day of study. On the follow ng
four treatment days, CO |levels were obtained prior to treatnent
after abstinence from cigarettes for at least 11 hours and at 10
and 90 minutes after the beginning of each treatnment.

psychol ogi cal neasures were obtained to determ ne whether subjects
experienced subjective state changes over time and across
treatments. Four itenms were tested on a | o-point verbal scale. The
four items were: Are your hands shaky? |s your heart beating
faster? Do you feel nore alert? and Do you feel I|ightheaded?
This scale was used previously and found sensitive to subjective
changes from pre- to post-snoking (Schneider 1978). On the 10-
point scale 1 represented “not at all" and 10 represented “very
much.” In order to reduce randomerror and give the subject an
opportunity to respond as exactly as possible, the imediately
precedi ng response was read to the subject just before he gave his
cur rent response.

Pr ot ocol

After informed consent was obtained, potential subjects who were
still smoking were individually screened at 11:00 AM on Mondays.
Six subjects were recruited for an additional four days of study.
Subj ects underwent testing of the four conditions (2 ng and 4 ng
nicotine gumand 0.2 ng and 2 nmg nicotine cigarettes) from 11:00
AMto 1:00 PMon the next four days in a randomy assigned order.
Subj ects were asked to abstain from smoking after 12: 00 AM on each
test day but not prior to the initial Mnday visit. In addition,
they were to abstain fromcaffeine in any formafter 9:00 AM on
each treatment day. Snoking abstinence was verified by testing
the exhal ed carbon nonoxide | evels. The dose of nicotine in the
gumor cigarette was unknown to the investigator at the tine of
testing and the echocardiograns and ECGs were read by two
observers w thout know edge of subject identity or of test
condi tion.

On each test day, baseline heart rate (HR), BP, ECG and ECHO were
performed with the subject supine in a hospital bed prior to
smoking a test cigarette or chewing a gum Follow ng the baseline
nmeasurenents, repeat RR, BP, ECGleads 1, aVF, and V5, and ECHO of
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the left ventricle and aortic root were performed at 5, 10, 20,
30, 45, 60, and 90 minutes after the test condition was started.
The test questions were repeated at 5, 30, 60, and 90 ninutes
after the beginning of a treatment and carbon nonoxi de nmeasurenent
was nade at 10 and 90 mi nutes.

Smoki ng and chewi ng procedures were strictly controlled as fol -
lows: The cigarette was lit and held by the subject, who was
instructed to take one puff every 30 seconds, hold each puff in
for 5 seconds, exhale, and relax for 25 seconds. The timing was
nmonitored and 10 puffs were conpleted in 5 mnutes. For the gum
treatment the subject chewed hard for 5 seconds and then held the
gum in the cheek (for absorption) for 25 seconds. This cycle was
tined and repeated every 30 seconds for 30 mnutes. Thi s
procedure nmaxinmized and controlled the nicotine release while
mnimzing side effects.

Desi gn

The design of the study was a 2x2x8 factorial for HR BP, and
echocar di ographi ¢ nmeasures, The first factor was type of treat-
ment (gum vs. cigarettes); the second factor was dose (high vs. low
nicotine); and the third factor was the 8 time periods at which
measurenents were taken. Psychol ogical testing results nmade up a
2x2x5 factorial and CO rmeasurenents a 2x2x3 factorial.

Statistics

Repeat ed measures anal ysis of variance (ANOVA) with trends were
performed on the data using a BVDP Statistical Software Program
One-way anal ysis of variance was used to conpare baseline val ues
across treatments for each neasure. F tests for repeated neasures
were used to conpare differences between baseline and 5 nminute
val ues and baseline and 30 nminute values for heart rate and nean
BP. These anal yses were pre-planned and based on data for peak
bl ood | evels of nicotine reported after cigarette snoking (5
m nutes) and after gumchewi ng (30 mnutes) (Russell et al. 1980).
Level of significance was chosen as p < 0.05 unless otherw se
stated.

RESULTS
Ni cotine Content in Chewed Gum

The average anount of nicotine absorbed by the subjects fromthe 2
nmg and 4 ng nicotine gumwas 1.1 + 0.2 ng and 2.7 = 0.4 of nico-
tine, respectively. These were estimated from val ues obtained for
nicotine remaining in chewed gum Thus, the high dose nicotine
gum appeared to supply at least twice as nuch nicotine as the |ow
dose nicotine gum Five of six subjects reported an aversive or
burning taste with the 4 ng gumand two of six subjects reported a
burning taste with the 2 ng gum Addi tional side effects
consi sted of nausea and belching in tw subjects, and soreness of
the throat in two others.
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Car bon Monoxi de Level s

Baseline levels of CO obtained before the subjects were asked to
abstain from snoking are listed in table 1. CO levels obtained
i mrediately prior to each treatment and at 10 minutes and 90
mnutes after the treatnent began are also listed in table 1 with
ANOVA statistics presented in table 2. A main effect of condition
(p=0.02) was noted which can be attributed to the significant rise
in COat 10 ninutes for the cigarettes conpared to the gum The
condition x time interaction was significant at the p<.005 |evel.
There was no significant main effect of dose or dose x treatnent
interaction.

Heart Rates
The baseline and post-treatnent HR responses are listed in table 3

as nmeans + SD for each condition with ANOVA statistics listed in
table 2. The nmeans are plotted in figure 1. There were no

TABLE 1. Carbon Monoxide Levels (ppm
Sub 1 2 3 4 5 6 X + SD

Base 25.0 26.0 5.0 26.0 57.0 40.0 29.8+17. 4

c1

Pre 17.0 140 45 11.0  10.0  21.0  12.945.8
10' * * 7.5 220 19.0  33.0  20.410.5
90" 13.0 140 6.0 16.0 140 27.0  15.0%6.8
CH

Pre 6,5 17.0 4.0 110 8.5 21.0 11.3%6.5
10’ 25.0 10.0  20.0  19.5  30.0  20.9%7.4
90’ 9.0 18.0 6:0  16.0  13.5  23.0  14.246.2
GL

Pre 175 125 3.0  1L0 8.0 21.0 12.2%6.5
10' 14.5 4.0  12.0 9.0 20.0  11.946.0
90’ 15,0 11.5 3.5 9.0 7.0 140  10.0%4.4
GH

Pre 19.5  10.5 4.0  11.0 8.0 240 12.8:7.5
10' * 120 5.0  16.0 9.0 250  13.4%7.6
90' 12,5 10.5 4.0  13.0 8.0 19.0  11.2%5.1

Base, CO levels on Day 1 of study prior to abstention; CL,
cigarettes containing low (0.2 ng) nicotine; CH ~cigarettes
containing high (2 ng) nicotine; G, gum containing low (2 ng)
nicotine; GH,£ gum containing high (4 ng) nicotine; Pre,
imedi ately prior to intervention after at least 11 hours
abstention fromcigarettes: ppm parts per nillion: Sub, subject;
* 10 minute CO neasurenent had not been added to protocol at the
time of study.
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TABLE 2. Analysis of Variance Statistics (p values)

Cco HR SBP DBP MBP LVEDD LVESD FS% VCF
Cond 0. 02 0.61 0.74 0.54 0.57 0.92 0.76 0.69 0.95
Dose 0.18 0.01 0.01 0. 06 0.31 0.11 0.20 0. 88 0.87
Ti ne 0. 005 0.001 0.001 0.0009 0.0001 0.08 0.0004  0.0008 0.09
Cond X Dose 0.12 0.67 0.71 0.26 0.30 0.78 0.87 0.54 0.16
Cond x Tine 0.0005 0.003 0.001 0.10 0.01 0.37 0.11 0.46 0.99
Dose x Tine 0.77 0.29 0.96 0.43 0.61 0.51 0.33 0.61 0.43
Cond x Dose 0.70 0.16 0.57 0.53 0.85 0.91 0.50 0.24 0.11

x Tinme

Cond, condition of cigarette vs gum dose, low vs high nicotine; CO carbon nmonoxide; HR
heart rate; SBP, systolic blood pressure (BP); DBP, diastolic BP. MBP, mean BP; LVEDD,
left ventricular (LV) end diastolic dinmension; LVESD, LV end systolic dinension;, FS%
fractional shortening; VCF, velocity of circunferential fiber shortening; n=6 for all
measures except n=4 for CO



significant differences anong the baseline values. A main effect

of time (p=0.001) was observed with an increase in heart rate from
baseline for all conditions with a return to near baseline val ues
by 90 mnutes. The significant dose effect (p=0.01) indicated
that the higher doses of nicotine regardless of condition had a
greater effect on heart rate than the | ower doses. This dose
effect was not interactive with time or condition. A significant
condition x time interaction (p=0.003) revealed different peaks in
time dependent on treatnent (i.e., cigarettes vs. gum. The peak
HR for the 90-minute study period was recorded at 5 ninutes after
the intervention began for the 0.2 ng and 2 ng nicotine cigarettes
with an increaseover baseline of 7% and 28% respectively. The
increase in HR noted with the 2 ng nicotine cigarettes was
significant (p<0.001). There was an insignificant 6% increase in
baseline HR with the 2 ng nicotine gum observed at 5, 20, and 60
m nutes. The peak HR for the 4 ng nicotine gumrecorded at 30
mnutes post-treatnent represented a 12% increase which was al so
not significant (p=0.18).

El ect rocar di ogr ans
No changes occurred in the QRS conpl exes, ST segments, or T waves

inleads 1, avF, or V; at any time during the various interven-
tions. In addition, no ectopy was detected.

TABLE 3. Cardiovascul ar Measures

e o & GH & cH G GH

Heart Rate Mean BP
Baseline 67%9 64+7 64+9 677 72+3 738 717 7317
5 mn 72+9 82110 68+l 0O 7149 742 80+8 70t5 73%8
10 min 70+11 74+l 0 65+l 1 728 71 6 754 71+5 7448
20 min 70t9 7317 68+l 1 756 68+7 7318 70+4 7315
30 nmin 6611  69+9 6617 759 6715 71 £6 70t4 7317
45 mn 65+9 717 651 0 7247 6715 6917 72+2 7316
60 mn 62+10 70+11 68+11 69+8 6716 71 £6 70+x3 706
90 mn 66+9 668 6015 65+11 686 73x3 71 +3 7315

Systolic BP Diastolic BP
Baseline 101+7 103+10 103+10 1068 5713 5848 56+7 578
5 mn 10319 11247 1A 7 |0O1+£12 60+3 64+7 55%5 59+7
10 min | 0Ot12 | 447 | 2+7 103+9 5716 60+5 5617 5949
20 min 971 1 @+IO0 987 103+6 53+8 58+7 57+4 58+7
30 min 96110 1A 7 99+8 10219 5216 55+6 56+4 59+7
45 mn 977 99+10 99+6 | 01+10 5316 55+7 58+2 5817
60 mn 9611 2 | OOt7 97+5 | R+10 525 5716 57+3 5448
90 min 97411 100+9 99+9 104+11 5346 60+2+57+4 58+7

CL, low (0.2 mg) nicotine cigarettes; CH high (2 ng) nicotine
cigarettes: G, low (2 ng) nicotine gum GH, high (4 ng) nicotine
gum heart rate in beats/nin; BP in mmHg; values are neans %SD.
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(mnutes) for the four test treatnents: 0O, low (0.2 ng) nicotine
cigarettes; m, high (2 ng) nicotine cigarettes; o, low (2 np)
nicotine gum @, high (4 ng) nicotine gum n=6. B, baseline.
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Figure 2. Mean bl ood pressure in mm Hg plotted versus tinme
(mnutes) for. the four test treatnents: g, low (0.2 ng) nicotine

cigarettes: ® | high (2 ng) nicotine cigarettes: ¢, low (2 ng)
nicotine gum @, high (4 my) nicotine gum n=6. B, baseline.

49



Bl ood Pressure

The systolic, diastolic, and nean bl ood pressurevalues for the
four conditions are listed in table 3. The mean BP is plotted in
figure 2. No significant differences anong baselineval ues for
treatnent conditions for systolic, diastolic, or nean BP's were
noted. There was a significant condition x time interaction for
systolic (p=0.001) and mean (p=0.01) BP. 'lbis is attributed to an
increase in both of these neasures for cigarettes at 5 ninutes in
contrast to a decrease or no change in these nmeasures after gum
treatment (table 3). A peak rise in systolic BP of 2% and 9% and
peak rise in diastolic BP of 4%and 12% were recorded at 5 ninutes
for the 0.2 ng and 2 ng nicotine cigarettes, respectively. The
systolic BP did not rise above baseline for the 2 ng and 4 ny
nicotine gum and the diastolic BP rose less than 4%at anytinme
interval for both the 2 ng and 4 ng nicotine gum The mean bl ood
pressure rose a maxi mum of 3% and 10%for 0.2 ng and 2 ng nicotine
cigarettes, respectively, at 5 mnutes. The mean BP did not rise
nore than 1% above baseline at any time for the nicotine gum

Echocar di ographi ¢ Measur es

The mean values for LVEDD and LVESD from ECHO are listed in table
4 inmm No significant differences anbng baselines for the 2
vari abl es were observed. A significant time effect for LVEDD of
0.08 and for LVESD of 0.0004 was present. However, there were no
significant effects on LVEDD or LVFSD by dose or condition, and no
significant interactions (table 2). The normal range for LVEDD in
our laboratory is 38 - 57 mmand the normal LVESD is 21-39 nm No
val ue for the LVESD or LVEDD was out of the normal range during
any part of the study.

The fractional shortening (FS) per cent is normally between 28%
and 488. The values obtained in this study appear in table 4 and
were all within the normal range. There was a significant
(p=0.0008) main effect of tinme. The maxi mum change from baseline
val ues was recorded over the first 10-20 m nutes post-treatnent
and was a decrease of 3% 3% 11%and 9% for 0.2 ng and 2 ny
nicotine cigarettes and 2 ng and 4 ng nicotine gum respectively.
By 90 minutes, FS%was within 3% of baseline values. There were
no significant condition or dose effects or any significant inter-
actions between or anong condition, dose, and tinme (table 2).

Finally, the velocity of circunferential fiber shortening (VCF)
was within the normal range of 0.89 - 1.60 at all times for all 4
conditions (table 4). No significant time, dose, or condition
effects or any significant interactions were found (table 2).

Psychol ogi cal testing

The only significant change (p<0.05) in subjective state reported
for the 4 questions was for "Do you feel I|ightheaded?" . For this
question there was a significant condition x time interaction
(p<O 004) manifested by a significant increase in perceived |light-
headedness at 5 minutes for the 2 ng nicotine cigarettes, only.
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TABLE 4.  Echocar di ogr aphi ¢ Measures

CL CH GL GH CL CH G GH
LVEDD LVESD
Baseline  50+2 50+l 49+2 51+5 33+2 33+l 32+l 33+2
5 nin 4942 514 49+2 50+4 33+2 34+3 32+ 3342
10 min 5042 5143 49+2 5145 34+3 34%2 34+2 34+2
20 nin 5042 51+3 4842 5245 3312 34+3 3242 3442
30 min 49+1 51+3 49+2 52+5 32+2 34+2 33+2 34+3
45 nin 4913 51+3 4942 51 45 3242 3342 334 3413
60 mn 50+1 5045 4942 51+4 32+2 32+4 32+l 33£3
90 nin 48+2 50+2 50+3 51+6 3242 332 32+2 34+3
ES VCF
Basel i ne 35+1 35+3 | .15+0.06 1.09+0 10 1.13t0 11 1.12+0. 03
5 mn 333 3412 34+3 34+3 1.07+0. 13 1. 13%0. 10 1.07+0.09 1.14#0.11
10 min 3344 33+2 31+3 3343 |.08+0. 11 | . %4+0. 08 | . 2+0. 14 1.07+0. 10
20 min 333 3442 33+3 3244 1.08+0. 13 [.10t0.12  1.1040.10  1.05%0.13
30 mn 35+3 3313 3343 34+3 1.14+0. 12 1.03+0. 11 1. 05+0. 09 |. 0610 13
45 min 3443 3412 33+3 3442 1.08+0. 12 1.08+0.12 |.96+0.10 1.12+0. 14
60 nin 35+3 372 34+3 35+1 1.06+0.14 1.15+0.12 1.11x0 09 |.I1+0.06
90 min 34+2 3342 34+4 34+3 [.10£0.10 1.07+0.10  1.08#0.10  1.06%0.16

CL, low (0.2 ng) nicotine cigarettes; CH high (2 ng) nicotine cigarettes: G, low (2 ng)
nicotine gum GH high (4 nmg) nicotine gum LVEDD, left ventricular end diastolic dinension
in mm LVESD, left ventricular end systolic dimension in nmm FS, fractional shortening in %
val ues are neans #*SD.



DI SCUSSI ON

This study was designed to conpare the cardiovascular effects of
smoking a 0.2 ng or 2 ng nicotine cigarette with chewing a 2 ng or
4 ng nicotine gum and to begin to exam ne the safety of using
ni cotine gumas a nethod of smoking cessation.

The work of the heart, or oxygen demand, is dependent on four
maj or factors: RR preload, afterload, and contractility. RR can
easily be directly measured. A significant increase in RR above
baseline was noted only for the 2 ng nicotine cigarettes and
consisted of a 28%increase from64 + 7 to 82 + 10 beats/mn noted
at 5 minutes. Tachmes et al. (1978) reported heart rate and BP
responses in eight healthy snoking subjects (five men and three
wonen) before and after snmoking |ow nicotine (0.3 ng) and high
nicotine (2.0 ng) cigarettes. Their plotted mean val ues recorded
at baseline and at 5 mnutes after snoking agree al nost precisely
with our data, although S.D's were not reported. The increase in
AR from baseline to 5 minutes for both | ow and hi gh nicotine
cigarettes was significant at p<0.05 in their study. The
difference in sanple size (n=8 vs. n=6) nmmy account for the
difference. Aronow et al. (1971) performed a simlar study in
mal e patients with a history of angina and found an increase in HR
from71.0 + 11.0 to 86.8 £ 9.2 after snoking a high nicotine
cigarette (2 ng) and an increase from72.4 + 11.1 to 81.0 + 9.4
after snoking a low nicotine cigarette (0.3 ng). Both of these
i ncreases were significant.

The peak HR for the 4 ng nicotine gum was recorded as a 12%
increase at 20 and 30 mnutes, but this change was not
significant. The timng of the peak HR correlates with previously
reported peak plasma nicotine levels after chewi ng gum (McNabb et
al. 1982; Russell et al. 1980). Whberg et al. have reported a 15%
increase in HR at 30 mnutes after chew ng nicotine gum containing
4 nmg of nicotine for 30 minutes using a sinmlar protocol (NYberg
et al. 1982). This corresponded with peak whol e blood nicotine
I evel s which were also recorded by themat 30 minutes. Thus, a
singl e dose of nicotine gumresulted in no significant change in
HR in contrast to the significant increase observed with a single
high nicotine cigarette over the 90 ninutes studied. However, it
is noteworthy that the peak HR achieved with 4 ng nicotine gum was
greater than that observed with 0.2 ng nicotine cigarettes.

The mean BP, which is dependent on both the systolic and diastolic
pressures, provides an indirect nmeasure of afterload on the heart.
The only significant changes (p<0.05) observed in the systolic,
diastolic, and mean BPS were a 9% 12% and 10% i ncrease from
baseline noted at 5 mnutes for the 2 ng nicotine cigarettes. The
systolic and diastolic BPs recorded after gum chew ng began were
all less than the baseline, although not significantly I|ess,
indicating no effect of nicotine gumon BP. W did not observe
the 7% increase at 30 minutes in systolic BP reported previously
with 4 ng nicotine gum (Nyberg et al.). Their protocol differed
fromours in that their subjects chewed the gum for 10 seconds
instead of 5 seconds every 30 seconds. This may have been
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responsi bl e for the higher absorption of nicotine that they
reported of 3.3 ng (range 2.9-4.0 ng) and nay have resulted in the
increase in systolic BP at 30 mnutes.

The two renaining deternminants of cardiac work are the preload (or
stretch on the left wventricle) and contractility. The
echocar di ographi cal |y derived LVEDD provi des a neasure of prel oad,
and FS% and VCF provide neasures of contractility. None of these
echocar di ographi ¢ nmeasures showed treatnent effects. Thus,
nicotine gumin a single dose given to healthy nmales with no known
cardi ovascul ar di sease does not increase the work of the heart or
adversely affect its function.

Raeder et al. (1979) assessed cardiac contractility using PEP,
(pre-ejection period corrected for HR) and PEP/LVET in healthy
mal e snokers and found no significant changes related to smoking
low nicotine (0.1 ng) and high nicotine (2.6 ng) cigarettes. Qur
data is in agreement with this study but is in slight variance
with a study by Rabinowitz et al. (1979) in 16 subjects (14
smokers). They reported an increase in LVEDD of 6% (cf. our 2%
increase), in LVESD of 3% (cf. our 3% increase), and an increase
in VCF of 13% from 1.12 + 0.06 to 1.26 = 0.09 (cf. our 4%
increase) after snoking a high nicotine (2.5 ng) cigarette.

The experinental studies were performed after subjects had
abstained from cigarettes for at |east eleven hours. Mean
baseline CO values for our six subjects were 29.8 + 17.4 while
snoking, and 12.4 + 6.2 after abstaining for at |east 11 hours.
This average 58% reduction in CO levels is simlar to data for 27
subj ects previously studied with CO levels of 43.3 + 15.3 while
snoking and 16.4 = 6.7 after abstinence for |less than 1 day
(unpublished data). This represented a 62% reduction in CO |levels
and was consistent with abstinence.

As expected, CO levels increased for both cigarette conditions
i mredi ately post-treatnent, and such differences were not observed
for the gum conditions. The results are simlar to previously
reported values (Aronow et al. 1971). No significant difference
in the increase in CO levels at 10 ninutes between the 0.2 ng and
2 mg nicotine cigarettes indicated that the differential increase
in HR seen with the 0.2 ng vs. 2 ng nicotine cigarettes was |ikely
due to the nicotine content and could not be ascribed to a
variation in CO | evels.

The only significant change in subjective state was an increase in
i ght headedness reported at 5 mnutes for the 2 ng nicotine
cigarettes. The value for 0.2 ng nicotine cigarettes was in-
creased at 5 minutes but not significantly. This subjective
sensation may have been related to the increased CO and/or the
rapid delivery of nicotine by cigarette snoking. It is unlikely
that the increase in HR noted woul d be perceived as an increase in
I'i ght headedness.

In sunmary, our study has shown no significant effect of 2 ng or 4
ng nicotine gum after a single dose on HR BP, electrocardio-
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graphi c parameters, or echocardiographic nmeasures of left ventri-
cular function. This suggests that this nodality may be a safe
nmethod from a cardiovascul ar perspective to use as an adjunct in
smoki ng cessation therapy. W did not, however, exanine the
cardiovascul ar effects after multiple doses of gum as would be
used clinically or give the gumto patients with significant
cardi ovascul ar or pul nonary disease. Both of these issues will
require further study of nicotine gum
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Characterization of Tobacco
Withdrawal: Physiological and
Subjective Effects

Dorothy Hatsukami, Ph.D., John R. Hughes, M.D., and
Roy Pickens, Ph.D.

Tobacco deprivation has been found to produce many symptoms in
chronic smokers. While increased craving for tobacco is most com-
monly reported, a wide variety of other symptoms have also been
reported, including changes in physiological, psychomotor and sub-
jective functioning (see Jaffe and Jarvik 1978; USDHEW 1979; Shiff-
man 1979). This observation has led to the belief that a tobacco
withdrawal syndrome exists which implies a physical dependence to
tobacco. However, at the present time, it is unclear if all or any
of the reactions following tobacco deprivation are in fact indica-
tors of physical dependence. This uncertainty exists in part
because of the lack of systematic and comprehensive studies of
tobacco withdrawal similar to the classical studies such as those
which have examined opiate withdrawal symptoms (Himmelsbach 1942).
The classical studies of withdrawal phenomena have tended to ex-
amine a variety of signs and symptoms in a prospective fashion with
measurements obtained on repeated occasions both during baseline
and drug deprivation. In contrast, most previous investigations on
tobacco withdrawal symptoms have been either retrospective, em-
ployed only a limited number of measures, employed no baseline
period or failed to include control groups. Furthermore, in order
to define reactions to tobacco deprivation as a true withdrawal
syndrome, it is necessary to rule out the possibility that these
symptoms are attributable to removal of drug action, to a loss of a
reinforcer, or a disruption of a habit. A careful examination of
tobacco withdrawal is important not only to better understand fac-
tors which maintain smoking, but also to develop more effective
smoking treatment procedures. For example, if specific signs and
symptoms after tobacco deprivation are due to pharmacological with-
drawal, then pharmacological intervention to treat these symptoms
may provide the best treatment outcome.

Over the past few years we have been conducting studies to deter-
mine reliable and valid indicators of tobacco withdrawal. We have
also attempted to determine if nicotine replacement can reduce the
number or intensity of tobacco withdrawal symptoms. Two studies
have been completed describing the characteristics of tobacco
withdrawal, and one study has been completed determining if
withdrawal symptoms can be alleviated with nicotine replacement.
This paper will describe the results of these studies, as well as
investigations currently underway.
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TOBACCO WITHDRAWAL SYMPTOMS IN A CONTROLLED ENVIRONMENT

In the first study (Hatsukami et al. 1984), a prospective examina-
tion of tobacco withdrawal symptoms was undertaken while subjects
(chronic smokers) lived in a controlled environment. Subjects were
hospitalized in the General Clinical Research Center of the Univer-
sity of Minnesota Hospitals. This Center is a federally funded
unit established to support clinical research, and contains its own
staff of physicians, nurses, and dieticians as well as its own
biochemical laboratory and kitchen facilities. In the study, sub-
jects (N=27) were hospitalized for seven consecutive days. For the
first 3 days, they were allowed to smoke ad lib while a battery of
tests (see table 1) was administered 1-2 times a day. For the next
4 days, subjects in the experimental group (N=20) were required to
abstain from all tobacco use, while subjects in the control group
(N=7) were allowed to continue to smoke ad lib. Compliance was
monitored by random carbon monoxide breath samples and observations
by the nursing staff.

The study has yielded several interesting findings. First, few of
the measures changed significantly after tobacco deprivation. Of
the 37 measures examined, significant effects were found with only
9. Physical measures that changed significantly were a decrease in
heart rate, and increases in caloric intake and body weight. Sub-
jJective measures increasing significantly were craving for tobacco,
confusion and depression-dejection scores on the POMS, and reports
of number of awakenings and duration of awakenings during the sleep
period. The only other significant change was reports by observers
that the subject had difficulty concentrating (table 2). The re-
maining 28 measures in table 2 did not change following tobacco
deprivation.

As part of the study, the time course of withdrawal measures was
examined over the 4 days of tobacco deprivation. Self-report symp-
toms such as craving for tobacco, confusion, number of awaken-

ings and duration of the awakenings, and depression-dejection
peaked within 24 to 72 hours after tobacco deprivation and then
declined. Caloric intake increased over the first 72 hours of
tobacco deprivation and decreased after 96 hours, while weight con-
tinued to increase. Similarly heart rate decreased initially with
a slight increase after 96 hours of deprivation. This finding
would indicate that some of these symptoms may not solely be due to
the removal of a pharmacological effect.

There may be several reasons for our failure to find significant
changes in measures that other studies have reported following
tobacco deprivation. One reason may be our inclusion of a control
group. We found that addition of the control group eliminated find-
ings that would have been significant if only a baseline/depriva-
tion comparison had been made. For example, restlessness increased
significantly from baseline to the deprivation period for subjects
in the experimental group. However, there was also an increase in
this measure for subjects in the control group over the same period
of time. Thus, the inclusion of a control prevented an erroneous

57

485-874 0 - 85 - 3



Table 1

Measures Employed in the Studies on Tobacco Withdrawal Symptoms and
Effects of Nicotine Gum on Tobacco Withdrawal Symptoms

Measures Study | Study 11 Study 111 Study 1V
(Inpatient) (Outpatient) (Nicotine (Recent
Gum) Investigation)
Objective Measures
Vital Signs
Heart Rate

Supine X X X X
Orthostatic X X X

Blood Pressure
Supine Systolic
Supine Diastolic
Orthostatic Systolic

Temperature

Respiratory Rate

€ > < > >
€ € > ¢ <

Appetitive Behavior
Body Weight
Caloric Intake/Eating
Fluid Input
Fluid Output

€ > > >
> >
> >
> >

Psychomotor Behavior
Level of Activity
Reaction Times

Simple

Choice

Errors
Tremor

Self-Report Measures

Shiffman-Jarvik Tobacco
Withdrawal Questionnaire® X X

Profile of Mood States
Scale?

Self-Rating Checkllst

Stanford Sleep Scale*

Behavioral Qbsgrvatlon
Checklist, X X X

>

€ >€ D€ >
2C > > >

><
> < ><
< > >

! Includes scores on craving for tobacco, stimulation/sedation, appetite, psycho-
;ogical discomfort, physical symptoms scales.

Includes scores on anxiety-tension, anger-hostility, depression-dejection,
fatigue, confusion. vigor scales.

Incluses ratings of cigarette craving, irritability, anxiety, difficulty con-
centrating, restlessness. headache, drowsiness, gastrointestinal disturbances,
fatigue, impatience, hunger, eating, somatic complaints.

* Includes reports on number of awakenings. durations of awakening, duration of
sleep. quality of sleep, latency of sleep.

For Study I, includes observations on restlessness, argumentativeness, slow
movements, drowsiness, poor concentration. For Study Il. includes observations
on irritability, anxiety, restlessness and impatience.
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Table 2

Significant Changes Following Tobacco Deprivation
and Effects of Nicotine Gum on Tobacco Withdrawal Symptoms

Measures Study | Study 11 Study 111 Study 1V
(Inpatient) (Outpatient) (Nicotine (Recent
Gum) Investigation)

Objective Measures
Heart Rate
Supine
Drthostatic
Body Weight
Caloric Intake/Eating
Tremor

+ +o

Self-Report Measures
Shiffman-Jarvik

Craving + a a +

POMS
Tension-Anxiety + *
Depression-Dejection +
Confusion + + * +
Anger-Hostility
Vigor -

+
*
+

Self-Rating Checklist
Craving
Irritability
Anxiety
Difficulty Concentrating
Restlessness
Impatience
Hunger
Somatic Complaints
Sleep Problems

* % % % *

=~ =TI - TR - TR - -~ TR - )
N R
*»

L=~ T - - - -

Standard Sleep Scale
Number of Awakenings
Duration of Awakenings +

+
+
+

Behavioral Observation
Checklist
Difficulty Concentrating +
Irritability
Anxiety
Restlessness
Impatience a

o
++ + o
* % % *o
[V~ TR - TR 1)

measure not employed in study

increase

decrease

significant effect of nicotine gum on tobacco withdrawal symptoms

1+ o
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conclusion from being drawn, as would have happened if data from
only the experimental group had been analyzed.

A second reason we found few tobacco withdrawal symptoms may be
related to the type of environment in which the study was con-
ducted. In a controlled hospital environment, subjects are not
exposed to many of the stimuli that are typically associated with
their smoking. If environmental factors play a role in determining
the intensity of tobacco withdrawal symptoms (Pomerleau 1981), then
hospitalization may have minimized the intensity of those symptoms.

The third reason for our failure to find withdrawal symptoms that
others have reported may be the large between-subject variability in
our data. This would reduce the likelihood of our obtaining a sta-
tistically significant effect. For example, for blood pressure

and temperature, some subjects showed an increase, other showed no
change, while still others showed a decrease on these measures.
Across subjects, such effects tend to cancel out, leaving no net
change for the group.

TOBACCO WITHDRAWAL SYMPTOMS IN THE NATURAL ENVIRONMENT

In the first study, lack of environmental stimuli typically asso-
ciated with smoking was suggested as one reason for relatively few
withdrawal symptoms being found. A second study was therefore con-
ducted to examine tobacco withdrawal symptoms as they occur in the
natural environment. This study was part of a larger investigation
designed to examine the effects of nicotine gum on tobacco with-
drawal symptoms (Hughes et al. 1984). The project was conducted
with outpatients who returned to the smoking clinic for measurement
of withdrawal symptoms. After two evenings of baseline measure-
ment, subjects were randomly assigned to either nicotine or placebo
gum groups in a double-blind manner. Subjects were then asked to
stop smoking, chew nicotine gum or placebo gum ad lib, and return
to the smoking clinic for measurements on the first, second, and
fourth evenings of tobacco deprivation.

For our present purposes, only data from the placebo group (N=49)
will be examined. (The effect of nicotine gum on tobacco withdrawal
symptoms will be described in a later part of this paper.) Since
the study was double-blind, the effects of subject and experimenter
expectancy on tobacco withdrawal symptoms were controlled. The
measures employed in this study are shown in table 1.

In this study, the physiological measures that changed signifi-
cantly following tobacco deprivation were supine and orthostatic
heart rate. Both decreased with tobacco deprivation. Measures on
the self-rating checklist that changed significantly were craving
for tobacco, irritability, anxiety, impatience, difficulty concen-
trating, and restlessness. All increased with tobacco deprivation.
The results obtained with the Profile of Mood States (POMS) were
similar to the results obtained with the self-rating checklist,
where significant increases in the anger-hostility, anxiety-ten-
sion, and confusion scores, and decreases in the vigor score were
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obtained. Behavioral observations by others tended to confirm the
self-report results, where significant increases in irritability,
anxiety, restlessness, and impatience were obtained. Other signi-
ficant changes reported by subjects included decreased tremulous-
ness, increased hunger, increased eating, increased somatic com-
plaints, and increased number of awakenings during sleep and sleep
problems. As in the first study, most of these withdrawal symptoms
began shortly after onset of tobacco deprivation and peaked 24-48
hours later.

Compared to the inpatient study, the outpatient study found a
greater number of significant changes following tobacco withdrawal
(see table 2). The symptoms found in common in the two studies
were a decrease in heart rate and increases in craving for tobacco,
difficulty concentrating, eating behavior, and number of awakenings
during sleep. Unlike the previous study, however, the outpatient
study results included no statistically significant increase in
body weight, duration of awakening during sleep, or depression-
dejection score on the POMS. On other common measures, a decrease
in tremulousness, an increase in anger-hostility and tension-
anxiety scores, and a decrease in vigor score on the POMS were
found in the outpatient study but not in the inpatient study.

EFFECTS OF NICOTINE ADMINISTRATION ON TOBACCO WITHDRAWAL SYMPTOMS

Do tobacco withdrawal symptoms result from nicotine deprivation?
Other studies attempting to answer this question have focused on
whether frequency of smoking cigarettes is related to severity of
withdrawal and have obtained equivocal results (Shiffman 1979). In
the present study, however, we attempted to determine whether nico-
tine gum relieves tobacco withdrawal symptoms. This study is im-
portant not only in determining whether physiological dependence on
nicotine can occur, but also for clinical reasons. If relapse to
smoking is related to the appearance of aversive nicotine withdrawal
symptoms following tobacco deprivation, then attenuation of with-
drawal symptoms by other forms of nicotine administration could
improve smoking cessation success rates (Russell et al. 1980).

Subjects were 100 smokers who met the criteria for Tobacco Depen-
dence and who had a history of Tobacco Withdrawal as defined by the
DSM 111 criteria (APA 1981). Subjects were randomly assigned to
either a nicotine (2 mg) gum or placebo gum group. Following 2
days of smoking baseline, all subjects were required to undergo

4 days of tobacco deprivation, during which time they were
instructed to chew the gum (either nicotine or placebo) on a PRN
basis. Measures employed are shown in table 1. Only those symp-
toms that changed signficantly following tobacco deprivation in the
placebo group were examined in the analysis.

The nicotine gum group reported significantly less irritability,
anxiety, difficulty concentrating, restlessness, impatience, and
somatic complaints after smoking cessation than the placebo gum
group on the self-rating checklist. Reductions in these withdrawal
symptoms were confirmed by subjects® scores on the Profile of Mood
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States and by observer ratings. Nicotine did not reduce the in-
crease in cigarette craving, hunger, eating, and insomnia, or the
decrease in tremulousness and supine heart rate that occurred after
smoking cessation. The effect of the nicotine was evident on the
first day of deprivation and throughout the 4-day tobacco depriva-
tion period.

In summary, it appears the nicotine relieves some, but not all, of
the symptoms of tobacco deprivation. There are a number of factors
which may account for the failure of the gum to relieve all tobacco
withdrawal symptoms. For example, the gum dose that was used in
the study may have been inadequate. Second, it may be that nico-
tine must be given in a bolus form (i.e., as delivered in smoking)
to relieve some symptoms of withdrawal (Russell and Feyerabend
1978). Third, there may be other psychoactive ingredients in to-
bacco in addition to nicotine which are correlated with physiologi-
cal dependence on tobacco (Jarvik 1981). Fourth, tobacco with-
drawal symptoms may be controlled by behavioral or psychological as
well as a pharmacological factors (Falk 1971; Jaffe and Jarvik
1978).

CURRENT  INVESTIGATIONS

A study is currently being undertaken to determine the within-
subject reliability of tobacco withdrawal symptoms. The study
employs a modified single-subject A-B-A-B experimental design.
Following an intial 48-hour period during which baseline measures
are obtained while subjects smoke ad lib, subjects are required to
undergo a 96-hour period of tobacco deprivation. After the depri-
vation period, subjects are asked to resume smoking for a 96-hour
period (during the latter half of which additional baseline meas-
ures are obtained). This second baseline period is followed by a
second 96-hour tobacco deprivation period. Preliminary analysis of
the data from three subjects showed that decreases in supine heart
rate and in vigor score on the POMS, and increases in caloric in-
take, anger-hostility, and number of awakenings during sleep occurred
consistently both within and across subjects during both periods of
deprivation. In five out of six measurement periods, craving and
confusion score on the POMS also increased. Measures which showed
consistent effects of tobacco deprivation within but not across
subjects include orthostatic heart rate change. All other vari-
ables showed inconsistent changes between and within subjects over
the two tobacco deprivation periods.

SUMMARY

In total, our studies show that changes which occur reliably and
consistently in chronic smokers after tobacco deprivation include:
(1) decreased heart rate, (2) increased caloric intake/eating, (3)
increased number of awakenings during sleep, (4) increased craving
for tobacco, and (5) increased confusion, as measured by the POMS.
Other changes that were found to occur after tobacco deprivation in
some but not all of our studies include decreased orthostatic heart
rate, increased irritability, and decreased vigor score on the
POMS.

62



Previous investigators have found a consistent effect of tobacco
deprivation on heart rate (Gilbert and Pope 1982; Knapp et al. 1963;
Parsons and Hamme 1975; Weybrew and Stark 1967; Glauser et al. 1970;
Myrsten et al. 1977; Murphee and Schultz 1968). Although decreased
blood pressure (Knapp et al. 1963; Murphee and Schultz 1968) and
changes in other vital signs such as temperature (Gilbert and Pope
1982; Myrsten et al. 1977; Ague 1974) have been reported, our pre-
sent studies and studies by others (Weybrew and Stark 1967; Glauser
et al. 1970) failed to find a significant deprivation effect on
these measures. Perhaps the contradictory findings are a function
of the reliability of the measures themselves or of the population
tested.

Caloric intake has been found to increase in both animals and
humans after nicotine or smoking cessation (Gruneberg 1982; Myrsten
et al. 1977; Wack and Rodin 1982). These results are consistent
with studies which have found that smoking cessation causes an
increase in body weight (Wack and Rodin 1982). However, previous
studies disagree on how smoking cessation causes weight gain. Our
inpatient study is believed to be the first to simultaneously
measure changes in caloric intake, fluid retention, and physical
activity after tobacco deprivation. In the study, caloric intake
increased but fluid retention and physical activity did not change.
The increases in weight may not be accounted for solely by
increases in caloric intake. There may be other factors such as
decreased basal metabolic rate which cause the increase in weight.

Other studies have also reported sleep disturbance or insomnia
among tobacco-deprived smokers (Larson et al. 1961; Weybrew and
Stark 1967). Studies directly monitoring sleep have found a
decrease in duration awake (Soldatos et al. 1980), increased REM
sleep (Soldatos et al. 1980; Kales et al. 1970; Parsons et al.
1975), and increased Stage 1V (>50% delta waves) sleep (Parson et
al. 1975; Parsons and Hamme 1975). Thus, objective data indicate
that after tobacco deprivation smokers actually sleep longer, which
contradicts subjective reports of insomnia.

Difficulty concentrating after tobacco deprivation has also been
reported by other investigators (Weybrew and Stark 1967; Franken-
hauser et al. 1971; Myrsten et al. 1977; Wynder et al. 1967). The
difficulty may be reflected in poor performance shown by tobacco-
deprived smokers on driving simulation (Heimstra et al. 1973) and
vigilance (Ashton and Stepney 1982) tasks. Furthermore, smokers
deprived of tobacco have shown an increase in slow wave activity
(Ulett and Itil 1969) and slower dominant alpha frequency (Knott
and Venables 1977) which are associated with a hypoexcitation state
and perhaps a decrease in attention (Knott and Venables 1977;
Ashton and Stepney 1982).

Subjective reports of craving for tobacco, increased irritability,
and decreased vigor have been widely cited in other studies (Shiff-
man 1979). Craving for tobacco has been found to be the most pre-
valent withdrawal symptom reported by exsmokers, with up to 90
percent of smokers who quit reporting a craving for tobacco (Guil-
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ford 1966). While most of these mood changes have been obtained by
self-report, two studies have employed objective measures of irri-
tability or anger. Hutchinson and Emley (1973) found that masseter
muscle contraction increased in frequency in 7 of 8 subjects with-
drawn from tobacco. Schechter and Rand (1974) found higher aggres-
sion scores in chronic smokers on the Buss Aggression Machine when
subjects were deprived of cigarettes than when allowed to smoke.

The time course for symptoms that were examined after tobacco
deprivation would suggest that some of the symptoms are not primar-
ily due to the removal of a pharmacological effect and consequently
a return to values prior to the onset of smoking. The onset of
most symptoms was rapid (within 24 hours of onset of deprivation),
reached a peak in 36 to 72 hours, and then gradually declined.
Other investigators have also noted that the peak in tobacco with-
drawal symptoms based on subjective reports occurs between 24 and
48 hours (Shiffman and Jarvik 1976). If these symptoms would have
been due to return to baseline, symptoms would not have shown the
"overshoot" or '"'rebound"™ pattern that has been found in the opiate
withdrawal syndrome (Himmelsbach 1942).

Our study indicates that nicotine appears to affect the occurrence
of some but not all symptoms of tobacco withdrawal. Previous stud-
ies have also found that administration of nicotine minimizes to-
bacco withdrawal symptoms (Hughes and Hatsukami, this volume). The
only symptom that has been consistently found to be reduced by the
administration of nicotine has been irritability.

Another method of determining whether tobacco withdrawal symptoms
are a result of nicotine deprivation is by examining the signs and
symptoms after nicotine gum deprivation. In a recent study, West
and Russell (in press) have shown that symptoms occur after cessa-
tion of long-term nicotine gum use. They found that among indivi-
duals who have been using 2 mg gum for at least a year, cessation
from gum use led to increases in reported irritability, depression,
hunger, tiredness and restlessness, and decrease in ability to con-
centrate and ability to cope. In addition, they found significant
decreases in heart rate. Interestingly, these symptoms are similar
to those we found among smokers undergoing tobacco deprivation
(i.e., irritability, hunger, decrease in ability to concentrate,
and decreased heart rate).

Inevitably, attempts to clarify the characteristics of tobacco
withdrawal generate questions that need to be addressed in further
investigations. More research is necessary to determine which
changes observed following tobacco withdrawal are specifically the
result of removal of the pharmacological effects of the drug and
subsequent return to baseline, the result of interrupting a posi-
tively reinforced behavior (Falk 1971), the occurrence of a disrup-
tive event, or true pharmacological withdrawal symptoms. In
addition, further research is required to determine which symptoms
of tobacco withdrawal result from deprivation from nicotine.
Determination of the symptoms which are a result of behavioral
dependence or physical dependence on nicotine can lead to more

64



directed treatment approaches. For example, craving for tobacco
does not seem to be affected by nicotine replacement, therefore
behavioral management may be necessary for symptoms of craving
rather than pharmacological intervention with nicotine.
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Short-Term Effects of Nicotine Gum

John R. Hughes, M.D., and Dorothy Hatsukami, Ph.D.

Pharmacological treatments of drug dependence vary in their
approach. Medications may make drug administration aversive (e.g.,
disulfiram). block the reinforcing effects of the drug (e.g-,
naltrexone), substitute for the drug (e.g., methadone), or relieve
the discomfort of drug withdrawal (e.g., benzodiazepines).

Based on these approaches, several types of medications, such as
taste adulterants, stimulants, and tranquilizers have been tested as
aids to smoking cessation (Kozlowski, in press; Raw 1978; Grabowski
and Hall, this volume). Most of these medications have not been
efficacious. Nicotine chewing gum is the exception (Hughes and
Miller 1984). The major hypotheses to explain the efficacy of
nicotine gum are that the gum substitutes for the reinforcing
effects of cigarettes or that the gum relieves tobacco withdrawal
symptoms.

This article will review studies of the short-term effects of
nicotine gum that test these two hypotheses. Although we will
attempt some conclusions, the reader should be aware that, as with
most drugs (Thompson and Johanson 1981), the effects of nicotine
depend on several conditions. For example, differences in dose,
duration and route of administration, drug history, external
stimuli, genetics, personality, rate of ongoing behavior, schedule,
time since drug ingested and tolerance can produce marked differ-
ences iIn nicotine®s actions (Aston and Stepney 1982; Emley and
Hutchinson 1984; Gilbert 1979; Goldberg et al. 1983; Henningfield
1984; Henningfield and Goldberg 1983; Hughes, in press; Mangan and
Golding 1984). For example, differences in external stimuli (Gold-
berg et al. 1983). instructional set (Hughes et al., in press-a).
and schedule (Goldberg et al. 1983) can determine whether nicotine
will serve as a reinforcer or a punisher. Thus, when we summarize
"the" short-term effects of nicotine gum, the reader should realize
the results obtained in laboratory studies may not generalize to
those obtained in medical practice.

EFFECT ON SMOKING BEHAVIOR

The effects of nicotine on smoking vary widely both between and even
within studies (Brantmark et al. 1973; Ebert et al. 1984; Kozlowski
et al. 1975; McM Turner et al. 1977; Ohlin and Westling 1975;

Russell et al. 1976; Westling 1976). Of the 16 comparisons in these
studies, 7 showed nicotine gum decreased smoking and 9 did not.
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These contradictory results may be due to differences in subjects
(those who were vs. were not trying to quit), sample size (8 vs. 92
Ss), design (within- vs. between-group design), dose (1 vs. 2 vs. 4
mg). Schedule of dosing (e.g-. single vs. ad-lib administrations).
duration (30 min vs. 2 wks). and dependent measures (self-report vs.
objective measures and frequency vs. topographical vs. biochemical
measures). Whether any of these differences do, in fact, control
whether nicotine gum influences smoking might be determined by
looking for an association between positive results and a method-
ological procedure (e.g.. use of smokers trying to quit) across the
studies. Unfortunately, the small number of studies and the fact
that the different methods are confounded with each other prohibits
such an analysis. About the only conclusion that can be reached is
that, at this time, a conclusion cannot be reached.

EFFECT ON CIGARETTE CRAVING

Perhaps the major hypothesis to explain the efficacy of nicotine gum
is that the gum relieves craving for cigarettes during abstinence.
Tests of this hypothesis have thus far been restricted to examining
the effects of nicotine gum on subjects® endorsements of descrip-
tions of craving, such as desire to smoke, thoughts about cigar-
ettes, difficulty refraining from smoking, urges to smoke, hunger
for a cigarette, and awareness of not having a cigarette. Nicotine
gum decreased some of these measures of craving in some subjects in
three small studies (Russell et al. 1977; Ryden 1975; Schneider et
al. 1977). However, nicotine gum did not decrease these measures of
craving in large, placebo-controlled trials of the gum (Hughes et
al. 1984; Jarvis et al. 1982; Ohlin and Westling 1975; Schneider et
al. 1984; West et al. 1984). Thus, the weight of the evidence does
not support the hypothesis that the efficacy of nicotine gum is due
to its ability to relieve craving.

There are several reasons why nicotine gum might not reduce cigar-
ette craving. First, the route of administration (oral vs. inhal-
ation) might be crucial. Oral nicotine produces low levels of
nicotine (Hughes and Miller 1984) that might be insufficient to
reduce craving. However, previous studies have shown that nicotine
via other routes of administration, e.g.. capsules (Jarvik et al.
1970) or intramuscular (Johnston 1942) and intravenous (Henningfield
et al. 1983; Lucchessi et al. 1967) injections decrease smoking and
cigarette craving. Unfortunately, none of these studies reported
examining self-reported craving during abstinence. Oral nicotine
also does not reproduce the "bolus™ injection of nicotine from smok-
ing. Bolus injections may be essential to replicate the effects of
smoking (Russell and Feyerabend 1978). However, Kumar et al. (1977)
found that intravenous bolt of nicotine did not decrease smoking
frequency. Second, other ingredients in tobacco may control the
desire for a cigarette. Although there are several reasons to be-
lieve nicotine is the major psychoactive ingredient in tobacco, the
psychopharmacological properties of several thousand other compounds
in tobacco have not been tested (Jarvik 1977). Third, craving may
be controlled by environmental factors. Smoking occurs many times
per day, in a variety of situations, and produces a psychoactive
effect quite rapidly (i.e.. within 7 seconds); thus, the opportun-
ities for environmental conditioning are great. Recent studies with
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amphetamines suggest that once a conditioned drug response is estab-
lished, the response may no longer be influenced by agonists or
antagonists of the drug (Benninger and Hahn 1983). If this is true,
then once tobacco craving is conditioned to environmental cues,
nicotine alone may no longer reduce craving.

A fourth possibility is that nicotine reduces craving only in the
more 'dependent” smoker (Hughes. in press-b). The results of
Russell®s study (1977) are consistent with this hypothesis in that
they suggest the reduction in cigarette craving by nicotine gum
varies widely across smokers. To test this hypothesis we divided
smokers in our study into a dependent and nondependent group accord-
ing to their scores on the Tolerance Questionnaire (Fagerstrom
1978). We then compared the reduction in cigarette craving from
nicotine and placebo gum between the two groups. The reduction in
craving was the same for dependent and nondependent smokers; thus,
the hypothesis that nicotine reduces craving only in the more
dependent smoker was not supported.

Finally, there is the possibility that self-reported craving is a
poor measure. Perhaps better measures would be direct, objective
tests of nicotine self-administration during abstinence such as
concurrent access (Hughes et al., 1in press) to tobacco and non-
tobacco cigarettes or the amount of work to obtain nicotine or
tobacco (Griffiths et al. 1982).

The inability to document that nicotine gum reduces craving during
abstinence may have clinical implications. At present, when smokers
are prescribed nicotine gum, they are told the gum will reduce
cigarette craving. Perhaps instead smokers should be told not to
rely on the gum to relieve all craving and be encouraged to develop
a plan to deal with craving that does not respond to the gum (e.g-,
engaging in alternative behaviors or avoidance of cues). When
smokers are prescribed nicotine gum, they are also told to use the
gum whenever craving for a cigarette occurs. If nicotine gum does
not reduce craving, perhaps they could be told to use the gum on a
fixed time schedule instead of a PRN schedule. Fixed time schedules
might be preferable to PRN schedules as the former schedule helps
extinguish conditioned craving responses and decreases the proba-
bility that use of nicotine gum itself will become conditioned to
craving cues. Another alternative is that smokers should be told to
use the gum not when cigarette craving occurs, but rather when
withdrawal symptoms occur (see below).

EFFECT ON TOBACCO WITHDRAWAL

Abstinence from smoking induces a variety of withdrawal symptoms
(Hatsukami, this volume; Shiffman 1979). Several double-blind,
placebo-controlled studies have tested the effect of nicotine gum on
tobacco withdrawal. Some studies correlated withdrawal symptom
ratings into a total withdrawal discomfort score. These withdrawal
scores consisted of a single global self-report rating (Russell et
al. 1976; Westling 1976). number of symptoms reported (Puska et al.
1979). or a cumulative score based on the sum of intensity ratings
for individual symptoms (Fagerstrom 1982; Hughes et al. 1984; Killen
et al. 1984: Schneider et al. 1984). In all but one of these
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studies (Puska et al. 1979). nicotine gum reduced total withdrawal
discomfort (see figure for an example).

In terms of individual withdrawal symptoms, the only effect of
nicotine that was consistent across studies was a reduction in
irritability, anger, and frustration (table 1). Depression was also
reduced by nicotine gum in two of the four studies.

Abstinence from cigarettes produces behavioral as well as self-
report changes (Hatsukami et al. this volume). Our study examined
the effects of nicotine gum on such behavioral changes by collecting
observer ratings of abstinent smokers. Observers (e.g., spouse or
employer) rated subjects who received nicotine gum less irritable,
anxious, restless, and impatient than subjects who received placebo
gum (table 2). Thus, nicotine gum produced behavioral changes that
occurred in the natural environment and were apparent to persons
near the smoker.

Abstinence often produces weight gain. Post cessation weight gain
may be due to several factors, e.g.. increased hunger, increased
consumption of sweets, decreased resting metabolic rate, or de-
creased motor activity (Grunberg. in press; Hatsukami et al. this
volume; Hughes et al. 1982; Wack and Rodin 1981). Nicotine de-
creases appetite, increases resting metabolic rate, and increases
physical activity (Grunberg, in press); thus, nicotine gum could be
expected to counteract the weight gain associated with smoking
cessation. Two double-blind placebo-controlled trials reported that
subjects who received nicotine gum reported less hunger (Jarvis
1982) and gained less weight (Bantmark et al. 1973) at 6-month
followup than subjects who received placebo gum. In contrast,
similar trials by Puska et al. (1979). Hall et al. (in press) and
Hjalmarson (1984) found no difference in weight gain or hunger be-
tween those on nicotine gum and those on placebo. Also, both West
et al. (1984) and we (Hughes et al. 1984) found that nicotine did
not reduce hunger during the first few days of abstinence.

Although this evidence suggests nicotine gum does not decrease post
cessation weight gain, clinical trials of nicotine gum may not be
fair tests. This is because some subjects in a clinical trial will
relapse to smoking. Since nicotine gum keeps people from smoking
and since abstinence increases weight. then nicotine gum will appear
to increase weight gain due to its-therapeutic efficacy. To truly
test the effect of nicotine gum on post cessation weight gain. a
study must prevent attrition-back to smoking and study the effect of
nicotine gum on weight gain only in abstinent smokers.

Another less well-documented effect of abstinence from smoking is
analgesia. Milgrom-Friedman et al. (1983) examined whether nicotine
gum would influence abstinence-induced analgesia. They studied non-
smokers, smokers smoking ad lib, abstinent smokers who chewed nico-
tine gum, and abstinent smokers who did not chew nicotine gum. Each
group had a tourniquet applied to one arm and then reported the time
to onset of pain and the time until the pain was intolerable. Ab-
stinent smokers who chewed nicotine gum reported pain onset similar
to that of abstinent smokers who did not chew gum. Both these
groups had a pain onset longer than that of smokers smoking and
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Figure. Mean and standard error of daily discomfort score by
experimental condition and drug group for our nicotine gum study
(Hughes et al. in press). Open circles = placebo, closed circles =
nicotine.
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Table 1.

Effects of nicotine gum on the commonly reported
symptoms of tobacco withdrawal

Brantmark Puska Jarvis Hughes West
et al. al. 1979 et al. 1982 al. 1984 et al. 1984
DSM-111 Criteria
Irritability/Anger/Frustration None None Reduced Reduced Reduced
Anxiety/Tension None None None Reduced
Difficulty Concentrating None None Reduced None
Restlessness/Impatience Reduced None
Headache None None
Drowsiness/Alertness Reduced
Gastrointestinal Problems None
Other Criteria
Depression None None Reduced Reduced
Fatigue None None
Hunger Reduced None None
Insomnia None None




Table 2. Behavioral effects of nicotine gum?®

F value for

Variable Group Baseline Abstinence Nicotine < Placebo”

Irritability Placebo 0.4 0.9
10.7**

Nicotine 0.5 0.6

Anxiety Placebo 0.6 1.1

4.7*

Nicotine 0.6 0.7

Restlessness Placebo 0.4 0.9
7.5*

Nicotine 0.6 0.8

Impatience Placebo 0.5 1.0
10.5**

Nicotine 0.7 0.7

2 All ratings based on scale of O=not present, 1=mild, 2=moderate,
and 3= severe. All standard errors <0.15.

® F value for the interaction that the increase in the behavioral
rating would be less for the nicotine group than for the placebo
group, df=(1,79).

* p<.05

*%k p<_01
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nonsmokers. Thus, nicotine gum did not reverse abstinence-induced
analgesia.

In summary, nicotine gum decreases both self-reported and observed
symptoms of tobacco withdrawal. The most consistent effect of nico-
tine gum is to decrease irritability/anger/frustration. Whether the
gum reduces other withdrawal phenomena, such as weight gain, is
unclear.

BIOCHEMICAL/PHYSIOLOGICAL  EFFECTS

One hypothesis to explain the ability of nicotine gum to decrease
withdrawal symptoms is that the gum dampens the arousal associated
with tobacco withdrawal. The only biochemical effects of nicotine
gum that have been tested are its effects on serum glucose and ex-
creted catecholamines. Gennser et al. (1975) and Manning and
Feyerabend (1976) reported that neither the 2 mg nor the 4 mg gum
changed the blood glucose of pregnant women. West et al. (1984)
reported that the fall in excreted catecholamines during abstinence
was similar in nicotine (2 mg) and placebo groups.

The physiological effects of nicotine gum that have been examined
are its effects on cardiovascular function, tremor, and, in one
study, evoked potentials. Most studies of the cardiovascular
effects of nicotine gum on nonsmokers and nonabstinent smokers
report that the 4 mg gum, but not the 2 mg gum, increases heart rate
(Fredholm and Sjorgen 1979; Gennser et al. 1975; Jarvik 1982;
Manning and Feyerabend 1976; Nyberg et al. 1982). Neither dose of
gum influenced EKG measures or blood pressure (Fredholm and Sjorgen
1979; Nyberg et al. 1982). A report that the 4 mg gum decreases
skin temperature (Fredholm and Sjorgen 1979) was not replicated
(Nyberg et al. 1982). Among the studies of the effect of nicotine
gum on the cardiovascular response of abstinent smokers, two
reported that nicotine gum 2 mg dampened the fall in heart rate
during abstinence (Schneider et al. 1984; West et al. 1984);
however, our study (Hughes et al. 1984) failed to replicate this
finding. In addition, our study (Hughes et al. 1984) found that
nicotine gum tended to reduce the increase in orthostatic response
(i.e., the increase in heart rate upon standing) after abstinence.

The two other physiological responses that have been studied are
tremor and evoked potentials. The 4 mg, but not the 2 mg, dose of
gum increased hand tremor in nonabstinent smokers (Shiffman et al.
1983). The 2 mg dose also failed to counteract the decrease in
tremor after abstinence in our study. Finally, nicotine gum has
been reported to have the same effect as smoking on visual evoked
potentials (Milgrom-Friedman et al. 1981).

In summary, the effects of the gum on biochemical and physiological
indices of arousal appear to be dose-dependent; i.e., the 4 mg gum
does cause some changes, but the 2 mg gum does not appear to have
any significant effects.

75



TIME COURSE OF NICOTINE EFFECTS

The time course of a drug"s effects may be crucial to its ability to
produce therapeutic effects. The onset of nicotine gum®s effects
appears quite rapidly (see figure). In two studies, the gum reduced
total withdrawal discomfort within 24 hours (Hughes et al. 1984,
West et al. 1984) and in a third study within 48 hours (Schneider et
al. 1984).

The duration of the effects of nicotine gum has not been well
studied. In our study, the effect of the gum tended to decrease
over four days (see figure) and a similar effect appeared to occur
in the study of Schneider et al. (1984). Unfortunately, no studies
have tracked gum effects over longer periods.

Schneider and Jarvik (1984) also demonstrated an interaction between
time of day and the effect of the gum such that the nicotine gum
reduced withdrawal symptoms later in the day more than it reduced
withdrawal symptoms earlier in the day. Whether this interaction
was due to diurnal variation in the intensity of withdrawal symptoms
or in the intensity of nicotine effects is unclear.

NICOTINIC VS. EXPECTANCY EFFECTS

Subjects in "double-blind" studies of psychoactive drugs can often
tell if they are receiving active drug (e.g., Brownell and Stunkard
1982, Johnson and Hughes 1976). There is anecdotal evidence that
smokers (Schneider et al. 1977) and their therapists (Fagerstrom
1982; Westling 1976) are able to discriminate nicotine from placebo
gum. Such knowledge of drug receipt may produce expectancies that
will influence tobacco withdrawal symptoms (Gritz 1980) and the
efficacy of nicotine gum (Fagerstrom and Strom 1981); thus, it is
particularly important to verify that any effects of nicotine gum
are not actually expectancy effects.

In our study we directly tested whether the reduction in withdrawal
symptoms by nicotine gum could have been due to subjects® identi-
fication of whether they received nicotine or placebo gum (Hughes
and Krahn, in press). Although many subjects in our study could
identify their drug assignment, the effect of nicotine gum on with-
drawal discomfort was present independent of identification of drug
assignment (table 3).

SIGNIFICANCE

The studies reviewed indicate that nicotine gum does relieve
withdrawal discomfort. This fact might be interpreted to support
the hypothesis that tobacco withdrawal is due to nicotine depriv-
ation (e.g.. Schachter 1978); however, the logic of this inter-
pretation can be questioned. Demonstration that a drug relieves a
syndrome is consistent with, but not equivalent to, a demonstration
that the syndrome is due to deprivation of the drug or class of
drugs. Morphine relieves congestive heart failure but congestive
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Table 3. Analysis of variance of withdrawal discomfort
score by drug group and belief of drug assignment

Identification of Drug Assignment

Correct Incorrect Uncertain
Placebo 5.34 2.14 3.03
(n=19) (n=15) (n=16)
Drug Group
i i 1.10 0.03 0.74
Nicotine (n=34) (n=6) (n=9)

F for main effect of drug group (1,90)=14.8, p<.001
F for interaction between drug group and belief (2,89)<1.0, p>.10

t for nicotine < placebo within correct identification group
(14)=14.4, p<.001

t for nicotine < placebo within incorrect identification group
(16)=1.7, p=.06
t for nicotine < placebo within uncertain (24)=2.1, pp.04
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heart failure is not due to morphine deprivation. Several alter-
native explanations are available. Perhaps nicotine relieves
irritability, etc., regardless of its source.

Another interpretation of the finding that nicotine reduces with-

drawal discomfort is that this indicates the efficacy of nicotine

gum is due to its ability to relieve withdrawal. However, none of
the previous studies have directly related reduction in withdrawal
discomfort by nicotine to improved long-term cessation success.

In summary, many of the short-term effects of nicotine gum are
consistent with theories that nicotine dependence plays a role in
maintaining smoking. However, other results directly contradict
this hypothesis and crucial tests of the hypothesis (e.g., does
nicotine gum relieve withdrawal which then improves cessation?) have
not been reported.

FUTURE RESEARCH

In the introduction we mentioned that several nonpharmacologic
factors can control nicotine®s actions (e.g., instructional set).
Thus, one explanation for the many inconsistent results of studies
of nicotine gum is that nonpharmacologic factors that control nico-
tine"s actions varied across the studies. If this is true, then
empirical studies are needed to determine those factors that are
necessary and sufficient for nicotine gum to have beneficial ef-
fects. For example, studies that contrast different doses (1 vs. 2
vs. 4 mg). durations of administration (1 vs. 3 vs. 6 months),
schedules (fixed time vs. ad-lib) or subjects (‘“dependent” vs.
"nondependent” smokers) must be more useful than simple outcome
studies pitting nicotine gum vs. a standard treatment.
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Nicotine Gum vs. Placebo Gum:
Comparisons of Withdrawal
Symptoms and Success Rates

Nina G. Schneider, Ph.D., and
Murray E. Jarvik, M.D., Ph.D.

until recently, the importance of nicotine in smoking and the
existence of nicotine-specific withdrawal have been hard to
demonstrate empirically. Several investigators succeeded in
focusing attention on nicotine and presenting a strong case for
nicotine as the critical factor in smoking dependence (Gritz 1980b;
Jarvik 1970; Russell 1980; Russell and Feyerabend 1978). However,
smoking is a complex dependence in which pharmacological and
psychosocial reinforcement systems are confounded. What we have
needed is a direct means of testing the relative contributions of
these factors to why people smoke, to variations in individual habit
patterns, and to why cessation is difficult and relapse rates high.

The introduction of nicotine gum and its placebo counterpart (Ferno
et al. 1973) has provided a means of manipulating nicotine intake
independent of the behaviors associated with the habit. The idea of
varying nicotine levels and studying withdrawal is not new. Manip-
ulation of nicotine was reported as early as 1942 by Johnston using
repeated doses of nicotine in injections. Johnston (1942) adminis-
tered the injections to himself and several volunteers and reported
dysphoric reactions upon their abrupt cessation. In laboratory set-
tings, intravenous nicotine studies provide basic Information for
the role of nicotine in smoking (Henningfield et al. 1983; Feyer-
abend et al. 1985). For application in cessation studies, the
intravenous method is impractical.

Surprisingly, snuff has not been used to vary nicotine levels in the
study of withdrawal nor in any formal cessation procedure. Given
that there are snuff users and absorption of nicotine is rapid
(Russell et al. 1980a). nasal snuff use may approximate the nicotine
delivery in a cigarette best while eliminating the habit rein-
forcers. Gritz et al. (1981) have noted that comparable levels of
nicotine can be achieved using chewing tobacco as with cigarettes.
In our own laboratory experience, we have found smokers reluctant to
switch to snuff in attempting cessation. Similarly, another means
of separating nicotine from the other reinforcers of smoke would be
in the use of nicotine-free cigarettes. These could be used in a
long-term cessation study and would allow alteration in nicotine
intake with controls for psychological variables. Unfortunately,
nicotine-free cigarettes have also been unacceptable to smokers even
for short periods in an experimental context.
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Finally, one of the most promising tools for the study of the role
of nicotine in withdrawal and cessation may come with a transdermal
nicotine patch (Rose et al. 1984). This would allow, as does nico-
tine gum, the testing of withdrawal and cessation in a potentially
acceptable form and for prolonged periods of time.

For the present, we have access to nicotine gum in several doses.
Nicotine gum is both easily self-administered and well received by
smokers. It allows for the manipulation of nicotine intake during
smoking abstinence while holding psychosocial and sensory factors
constant. Russell et al. (1976a). Russell et al. (1977); Russell et
al. (1980b); and McNabb et al. (1982) have demonstrated that nico-
tine in gum can theoretically produce blood levels sufficient to
prevent nicotine withdrawal. In addition, the slow buccal absorp-
tion does not produce the peak nicotine "boll"™ delivered in smoke.
Controlling nicotine withdrawal and nicotine seeking should enhance
success rates if nicotine is important in cessation. In effect, the
active and placebo gums allow for systematic testing of the role of
nicotine in the appearance and alleviation of withdrawal and in the
cessation process.

The specific questions we addressed in testing may be summarized for
outcome as follows: 1) Will use of nicotine gum enhance success
rates over placebo? 2) Under what conditions (dispensed, clinic-
support) will this occur?

The specific questions regarding withdrawal are: 1) Is there
nicotine-specific withdrawal? 2) Can nicotine replacement with gum
be effective in alleviating or preventing withdrawal? 3) Are
certain symptoms or emotional states more responsive to nicotine
replacement than others?

While there are many questions concerning selection of smokers (see
Jarvik and Schneider 1984) and parameters for proper use, the
present article will focus on outcome and withdrawal data. Results
are summmarized for two studies (clinic and dispensary) in which
outcome and withdrawal have been tested. Both published and
previously unpublished findings are reported.

OUTCOME

In several of the initial gum studies, titration was the focus of
study (Brantmark et al. 1973; Russell et al. 1976b; Turner et al.
1977). In the first two studies, active gum reduced tobacco
consumption compared to placebo controls. However, the efficacy of
nicotine gum is best studied when total smoking abstinence is
required. Several efforts to study total cessation with nicotine
gum were marred by lack of chemical verification (e.g., Puska et al.
1979). absence of long-term followup (e.g., Malcolm et al. 1980) or
inadequate controls. Raw et al. (1980) found improved cessation
rates with nicotine gum but compared those results to a
"psychological™ control tested 2 years earlier.

Prior to our study, several investigators reported the advantage of
nicotine gum over placebo, depending, in part, upon the support
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conditions. Jarvis et al. (1982) implemented a cessation study in
which clinic support was provided and cessation was verified with
carbon monoxide. Nicotine gum significantly elevated success rates
at 1 year compared to a lower dose "placebo™ control. The placebo
in that study was an unbuffered 1 mg nicotine gum which could
produce an active effect if enough was chewed (20 pieces). However,
conceptualized as a dose-response study, the results suggest that
the more nicotine replacement, the greater the success. Jarvis et
al. (1982) also reported that success rates were elevated for
nicotine gum when restarts were included. For a detailed
description of this study, see Russell and Jarvis, this volume.

Fagerstrom (1982) reported striking success rates in a Swedish
clinic for both nicotine and placebo groups with a significantly
higher success rate for the active gum subjects at 6 months. This
significant effect, however, disappeared at 1 year although the
trends still favor the active gum. In this study, as in Jarvis et
al. (1982). success is attributed to the interaction between active
gum use and clinic support.

In the above studies, the subjects were studied by researchers
knowledgeable in the effects and appropriate use of gum. In a study
reported by the British Thoracic Society (1983). nicotine gum plus
advice and a smoking dangers booklet did not improve success rates
over advice alone, advice plus the booklet, or placebo gum plus
advice and the booklet. Rates were low (between 8-12%) across
groups. The authors attribute their poor findings to the population
(chest clinic patients who may have been unmotivated) and to poor
instructions but concluded that their study reflects instructed use
in the real world. In a critique of that study, Jarvis and Russell
(1983) take issue with that conclusion and point out additional
flaws in the study. To those criticisms it should be added that
nicotine gum in the British Thoracic Society study (1983) was given
with "instructions to substitute it for a cigarette when there was
an urge to smoke." From our own pilot work, we have found that
allowing any smoking with chewing undermines cessation.

The issue of what conditions of support may be necessary for success
with nicotine gum was the focus of our outcome testing (Schneider et
al. 1983). Two studies had been designed to test the efficacy of
nicotine vs. placebo gum use. In one, clinic support was provided
for both groups; in the other, gum was "dispensed” with minimal
intervention. The latter was intended to mimic administration of,
gum by physician prescription where little support and/or followup
may be provided. The most recent clinical replications (Hall et al.
1984; Hjalmarson 1984; Killen et al. 1984) and recent physician
studies (Jamrozik et al. 1984; Russell et al. 1983) are discussed
later.

Method

In both studies, subjects were heavy smokers (30-35 cigarettes a
day) in good health who had tried repeatedly to quit smoking. The
studies were double-blind, and subjects were allowed to chew the gum
ad Llib both in terms of daily number of pieces and length of time on
gum. The clinic study included measures of withdrawal which are
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described in the next section. Baseline questionnaires and repeated
measures testing are listed in table 1. The tests listed under
repeated measures were all given at baseline with the exception of
the questionnaires on side effects and gum use.

TABLE 1

Materials

Baseline Materials - All Subjects

1. Consent Forms

2. Subject Bill of Rights

3. Health Screening

4. Smoking and Quitting History

(includes demographics)

Motivation Questionnaire

5: Expectations Questionnaire
Why 1 Smoke

8: Smoking Occasions

9. Why I Want to Quit

10. Fagerstrom Tolerance Questionnaire

11. Weight Questionnaire

12. Gum Instructions

13. Address Sheet

14. Subject Comments and Questions

Repeated Measures - Clinic Groups

1. Pulse Rate
2. Weight
3. Daily Abstinence - 2 Scales:

Schneider Smoker Complaint Scale (SCS)
Shiffman-Jarvik Scale
4. Mood Checklist
5. Carbon Monoxide
(as verification in all groups;
as feedback in clinic groups)
6. Side Effects
I Gum Use - Satisfaction and Open-Ended Remarks

Treatment

Treatment consisted of either 2 mg nicotine gum or placebo gum. The
low dose (2 mg) was chosen to avoid side effects associated with

4 mg gum although eventually mixed use of both doses may prove ad-
vantageous (see Schneider et al. 1977). Subjects were instructed to
chew each piece slowly for 20 to 30 minutes to insure the release of
nicotine. Buccal absorption was explained. Weaning from nicotine
may be said to begin with the switch from cigarettes to gum in terms
of both the slower absorption and reduced speed of reinforcement.
With 2 mg gum the immediate blood levels are reduced compared to
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4 mg gum or a 1.2 mg cigarette as noted earlier. Three-month
prolonged use of 2 mg gum has also recently been shown to produce
significantly less nicotine than cigarettes or 4 mg gum (McNabb
1984). The oral-manipulative component of gum use was expected to
aid cessation while not disrupting extinction of smoking behaviors.

Procedure

Subjects were given the baseline questionnaires for survey purposes
and for assessment of their selective and predictive value.
Baseline scores were obtained for all repeated measures and tests
(see table 1).

Sixty subjects participated in the clinic study - 30 subjects in the
nicotine group and 30 subjects in the placebo group. Total
abstinence was required and was verified at all test intervals
(including daily the first week) with carbon monoxide expired air
analyses. Following baseline testing (always on a Friday), clinic
subjects were instructed to quit the next Monday morning and were
given pieces of gum to take home. Subjects then came to the
laboratory dally for 1 week for testing (withdrawal, CO, pulse rate,
gum use, weight) and for individual support sessions with the
experimenter. The sessions lasted between 1/72 and 1 hour. Clinic
subjects were also asked to fill out withdrawal scales at home in
the morning and evening for the first week of abstinence (see
withdrawal section). Followup test intervals (including ail
measures and support) occurred weekly for 4 additional weeks and
then at 3 months, 6 months, and 1 year. Not counting baseline, this
amounted to a total of 12 visits for subjects completing the study.

The dispensary groups consisted of 13 nicotine gum subjects and 23
placebo gum subjects. Testing at baseline was identical for clinic
and dispensary groups. However, subjects in the dispensary groups
did not return to the laboratory for first-week testing and
support. One appearance was required (on Thursdays) for gum
supplies and CO verification of abstinence in the first week.
Thereafter, subjects appeared once a week for 4 more weeks and at 3
months, 6 months, and 1 year for verification and supplies. No
testing (besides CO) was allowed at any of the followup intervals.
Thus, the baseline testing and abstinence checks served as minimal
intervention compared to the clinic groups.

Results

Results of the clinic study and dispensary study appear in Schneider
et al. (1983). A survival analysis was performed on outcome curves
for both groups in the clinic study. The success rates are
presented in figure 1. The nicotine group was significantly more
successful than the placebo group in abstinence over time (p<.03).
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Clinic Group Success Rates: Nicotine vs. Placebo Gum

Adapted from Schneider et al. (1983). Copyright 1983, Pergamon
Press, Ltd.

As can be seen from figure 1, the differences between groups are
most apparent at 3-4 weeks and at 6 months. The groups are fairly
equivalent during first-week treatment and separate by the second
week with a peak difference at 6 months (28%). Between 6 months and
1 year, relapse in the nicotine group reduces the difference to 10%.

Success curves for the two dispensary groups are presented in figure
2. The data in figure 2 indicate that neither 2 mg nor placebo gum
was effective in cessation when no support or guidance was offered.
After 1 week, both groups had dropped to the same level and by 1
year, low rates of 8% for nicotine and 13% for placebo were
observed. It should be noted that subjects stopped using gum in the
dispensary groups within the first few days to 1 week of the study.
The only difference in the clinic and dispensary groups following
baseline testing and instructions was the first-week support and
testing provided for the clinic groups. It is assumed that the
clinic appearances indirectly and directly encouraged the subjects
to continue gum use.

With support, nicotine gum clearly enhanced short-term (6-month)
success rates over placebo (Schneider et al. 1983). These clinic
results are consistent with the placebo-controlled findings of
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Adapted from Schneider et al. (1983). Copyright 1983, Pergamon
Press, Ltd.

Fagerstrom (1982) and Jarvis et al. (1982), although in the latter
success rates between treatments were still significant at 1 year.
The differences between the groups in the Jarvis et al. (1982) study
were as high as 47% with nicotine gum vs. 21% treated with an un-
buffered 1 mg nicotine placebo. When a stricter criterion of out-
come was used in which no relapses between the initial assessment
and end assessment were allowed, these figures remained significant
at 31% in the active group vs. 14% in the placebo group.

In a study comparing nicotine gum to placebo gum (Hjalmarson 1984),
success rates were also doubled at 1 year, with 29% abstaining in
the active gum group vs. 16% in the placebo group. In Hall et al.
(1984) and Killen et al. (1984), the value of clinic support in
combination with active gum use was demonstrated in a different
format. In Hall et al. (1984), subjects were assigned to either
nicotine gum with minimal intervention, intensive behavioral treat-
ment by itself, or to a combination of the intensive behavioral
treatment plus nicotine gum. The combination of the nicotine gum
plus the intensive treatment produced better success rates than the
other two conditions. This was significant at the 3-month and
6-month intervals, but not at 1 year. This was validated with blood
cotinine levels and those with the higher levels appear to be helped
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more by nicotine gum than those with lower levels at the start of
the study. Interestingly, and in contrast to the physician studies
to be discussed below, the low contact nicotine gum group did better
than the behavioral only group; however, the low contact group did
meet four times over a 3-week period, which in itself constitutes
some intervention.

In Killen et al. (1984) the subjects were assigned to one of three
conditions: nicotine gum only, skills training only, or a combi-
nation of skills training and nicotine gum. There was some inter-
vention in the nicotine gum only group in that they attended a
clinic weekly for 7 weeks to receive gum and complete assessments.
Abstinence rates at 10-1/2 month followup were 23% for nicotine gum
only, 30% for skills training only, and 50% for a combination of the
skills training plus nicotine gum. Carbon monoxide and thiocyanate
levels verified the subjects® reports of abstinence. In this study
a combined treatment doubled the rates obtained with nicotine gum
alone.

The studies which look at some form of dispensary tactic show mixed
results. In our study, simply dispensing nicotine or placebo gum
resulted in early failure and in no differences between the groups.
Similar findings were observed in the British Thoracic Society
(1983) and Jamrozik et al. (1984) studies. The British study has
been correctly critiqued by Jarvis and Russell (1983) and, in
general, problems with dispensing may be due to inadequate
instruction and training in proper gum use.

While the clinical studies clearly show that support systems are
instrumental in producing successful cessation, we cannot conclude
that dispensing cannot be successful. It may be that variables
involving the carefully instructed use of the active gum may play a
part in its viability as a smoking cessation tool. For example,
Russell et al. (1983) reported a study in which there was a
nonintervention group; a second group receiving advice to stop
smoking, a booklet, and a warning of followup; and a third group
receiving the same as the second group but with the offer of
nicotine chewing gum. The results showed that the overall rate of
cessation is lower than anything observed in clinics. For the
no-advice group there was a 3.9% success rate, for advice only a
4.1% success rate, and for advice plus nicotine gum an 8.8% success
rate. However, when the data were analyzed by the amount of gum
used, those subjects who used more than one box of gum had a
long-term success rate of 24% after validation. This is a
surprisingly high success rate considering the very minimal
intervention in this study. It suggests that if we can identify the
use variables which enhance success, we can increase success rates
with the dispensing of gum. This is particularly important in that
physicians can prescribe this preparation and have the opportunity
to help in the treatment of cigarette smoking.

In a variation of the low contact physician studies, Fagerstrom

(1985) looked at short- vs. long-term followup with nicotine gum vs.
no gum. He found significant differences between nicotine gum and
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no gum groups at 1 year with validation. Again, the rates were
lower than in any of the clinical studies, but differences were
still observed. At 12 months the following was reported for four
groups: a group given advice, long-term followup, and nicotine gum
showed a 27% success rate. Advice, short-term followup, and
nicotine gum yielded a 22% success rate. Advice, long-term
followup, and no gum reduced success to 15%. Finally advice,
short-term followup, and no gum produced a low 3% success rate.

The clinic and physician studies taken together show that success
rates can be enhanced 1) with active gum compared to no gum or
placebo, and 2) with support vs. minimal or no behavioral
intervention. It should be noted that in the present study it is
not necessarily known which aspects of the support system
contributed to success. On the one hand, individual attention and
problem-solving were offered by the experimenters. Lowered carbon
monoxide levels served as positive feedback. Test taking, in
itself, may have helped by allowing the subject an outlet for
dysphoria and the difficulty of quitting. Thus, strong
psychological support was provided in the First week and ensuing
followup visits. On the other hand, by coming to the laboratory
daily, the subject was encouraged to continue using the gum. Side
effects and fears associated with use could be allayed and increased
use tested in a "safe" setting. It may be this initial monitoring
of use per se that accounts for success.

One final issue that also has not been systematically tested is that
of length of use. Several investigators have observed post hoc that
longer use (3 to 4 months) may be a significant factor in outcome
(Russell et al. 1980b, 1983; Wilhelmsen and Hjalmarson 1980) and
that by extending use past at least one box, success rates can be
elevated.

In summary, initial use and prolonged use of nicotine gum may both
figure prominently in outcome. We cannot conclude from the present
work that the enhancement of success with clinical support is due to
psychological factors alone. Use variables (dose, number of pieces,
length of time on gum, instructions) must be defined through
controlled evaluation. We suggest that appropriate dose and
carefully instructed use are critical and that intervention should
focus on long-term relapse prevention. Ultimately, a combination
consisting of physicians advising patients to stop, treatment of
pharmacological dependence, and long-term behavioral training and
support could provide the most valuable smoking cessation inter-
vention to date.

WITHDRAWAL

Underlying the development of nicotine gum and its use in cessation
are the assumptions that nicotine withdrawal occurs and that its
alleviation through a replacement procedure will improve success
rates. The questions are 1) Can nicotine-specific withdrawal be
demonstrated? and 2) If so. will replacement other than in bolus
smoke delivery be effective? |If nicotine gum alleviates or prevents
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symptoms compared to placebo, then it is effective. By inference,
withdrawal symptoms (to the degree they are relieved) can be
attributed to the removal of nicotine per se. Ultimately, symptom
relief should correlate with short-term and/or long-term success in
cessation.

In the early studies using nicotine gum, titration effects, by
combining gum and smoking and continued partial reinforcement with
smoking, precluded the assessment of withdrawal. Brantmark et al.
(1973) acknowledged that their attempts to measure withdrawal were
rendered ""'meaningless' because of the simultaneous use of gum and
smoking. In Puska et al. (1979) the same problem is encountered.

In a recent and interesting study by West et al. (1984), smokers®
baseline blood levels were taken and compared in one group with a
switch to an ultra-low nicotine cigarette. It was observed that
plasma nicotine concentrations dropped 60% when they were switched
to the ultra-low cigarette. A slight drop in heart rate and an
increase in hunger were observed with the lowered levels. However,
it was not paralleled by typical withdrawal symptoms such as
irritability. Ironically, this is consistent with the concept of a
lesser replacement of nicotine with nicotine gum. That is. in both
instances the partial amount of nicotine obtained provides enough
nicotine to alleviate irritability. Although some physiological
changes were observed in this study, nicotine-specific withdrawal
will probably be best demonstrated by comparing nicotine replacement
to no replacement.

In Jarvis et al. (1982). withdrawal symptoms were measured in
nicotine and placebo groups during total abstinence from smoking.
Ratings of withdrawal were taken once a week and averaged across 6
weeks. Unfortunately, abstinence was confirmed with carbon monoxide
breath analyses only at 1 year and not at earlier intervals. It
should also be noted that not all subjects attended all sessions,
although this probably occurred for both groups. The authors used
an unbuffered 1 mg nicotine gum as their placebo which, as they
point out, can produce a pharmacological effect when enough is
chewed (20 pieces). In this sense, the study is a dose-response
comparison. Given these qualifications, this remains one of the few
early tests of withdrawal during total abstinence. Jarvis et al.
(1982) reported significantly "less irritability” and "less hunger"
for the 2 mg group compared to the 1 mg unbuffered controls.

Several other symptoms were reduced in the 2 mg group but these
differences were not significant.

In our clinic study, withdrawal measures were obtained daily for 5
days for 50 subjects remaining abstinent. Twenty-six subjects
formed the nicotine group and 24 formed the placebo group. To
insure completion of scales, the scales were given in the laboratory
(in-lab) each day. Carbon monoxide tests were also taken daily to
confirm self-reported abstinence.

Pulse rate was taken as a physiological measure of withdrawal.

Subjective responses were obtained using a Smoker Complaint Scale
(SCS), the Shiffman-Jarvik (1976) Scale, and a mood checklist.

92



Ratings were obtained for four physical symptoms associated with
withdrawal from smoking (Shiffman 1979). Because of item wording
and scaling problems in the Shiffman-Jarvik Scale, the study focus
was on the SCS. This scale was derived from smokers® reports on the
nature of withdrawal symptoms experienced in previous cessation
attempts. These reports were obtained from pilot subjects and
subjects in a "cold turkey" study. Responses were scaled so that |1
represented "very definitely not" and 7 represented "very defi-
nitely.” The SCS consisted of the following 14 items: anxiety,
irritability, fluctuations in mood, craving for cigarettes, concern
about weight, trouble sleeping, disorientation, impaired concen-
tration, depression, feeling left out, restlessness, hostility,
annoyance, and frustration. Where items overlapped with the
Shiffman-Jarvik Scale (e.g., irritability), responses were checked
for consistency between the scales. The mood checklist is described
in the following section along with those results. The four
physical items included: nausea, constipation, diarrhea, and
headache.

Results

Pulse rate and SCS total scores appear in Schneider et al. (1984).
Pulse rates decreased significantly for placebo subjects (15 bpm
over 5 days) compared to a slight reduction in those using active
gum (4 bpm over 5 days). For SCS totals a repeated measures ANOVA
with trends was performed on the data. A significant effect of
treatment was observed (p<.03) as well as a significant quadratic
treatment x time interaction (p<.0l). The pattern was as follows:
baselines did not differ between groups (separate ANOVA); for both
groups there was a rise from baseline to Day 1; thereafter,
withdrawal in the placebo group continued to increase in severity
while symptom reduction occurred in the nicotine group. Differences
between groups were significant for Days 2, 3, and 4, By Day 5, the
group scores tended to merge. When baselines were covaried, the
results were the same except that the quadratic component became
linear. Figures for the pulse rate and withdrawal findings by
treatment are presented in Schneider et al. (1984).

We also attempted to look at which items were more sensitive to
nicotine replacement than others (previously unreported data, table
2). As can be seen from table 2. almost every symptom on the SCS
scale except for weight concern and craving showed a significant
increase from baseline smoking levels to abstinence days. In
addition, annoyed, hostile, irritable, and fluctuations in mood
showed significant changes between groups with frustration and
depression showing borderline effects.

Craving and weight concern showed no effects on the SCS. From the
Shiffman-Jarvik Scale, craving was assessed by asking the question
differently in two ways: Do you have an urge to smoke right now?
and do you miss a cigarette? On that questionnaire those two items
showed significant quadratic treatment effects at the p<.05 level.
Given that craving is one of the most important issues, these three
items taken together suggest that semantics are going to be a key
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TABLE 2

Item Analyses for the SCS Scale*

Withdrawal Symptom Main Effect Main Effect Interaction
Time Treatment
Annoyed p<.001** p<.008
Hostile p<.001** p<.03 p<05**
Irritable p<.00l p<.05 P<.03
Fluctuations in Mood p<.0l p<.05 P<.04
Frustration p<.001** p<.06 ns
Depression p<.002** p<.07 ns
Left Out p<.02** ns ns
Anxiety p<.0o0l ns ns
Concentration p<.001 ns ns
Disorientation p<.0o0l ns ns
Restlessness p<.00l ns ns
Trouble Sleeping ns ns P<.01
Concern About Weight ns ns ns
Craving ns ns ns

*Analyses of Variances were performed on each item and included
baseline and 5 days of abstinence.

**These differences disappeared when baseline was used as a
covariate. Thus, there was an initial rise from baseline (still
smoking) to abstinence days but no additional differences in
temporal course beyond that rise.

issue in assessing 'craving." These data represent a preliminary
analysis of the item-by-item data for this study. Hunger on the
Shiffman-Jarvik Scale was significantly reduced with nicotine gum
(p<.05) compared to placebo gum, whereas for the item measuring
weight concern no differences were found.

It should be kept in mind that with ad lib use we are not certain to
what degree differences in amount of chewing accounted for the
results. For example, where there are no differences between
groups, It may be that more pieces of 2 mg gum or a higher dose is
indicated, particularly in the first week. In a current
uncontrolled clinical trial it has been observed that lethargy,
spaciness, and disorientation respond to the 4 mg dose of gum where
the 2 mg dose is less effective. Also, consistent and minimal use
of 2 mg gum (10 to 15 pieces daily) helped reduce symptoms such as
anxiety, irritability, and restlessness better than low level (6 to
6 pieces daily). A dose-response study should define the extent to
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which symptoms can be alleviated with nicotine gum (Schneider,
unpublished data; manuscript in preparation).

An ANCOVA was also performed on the withdrawal data described above
for treatment x sex. Thus, these results are the same as the SCS
totals described above except that conditions are subdivided into
male and female. The treatment x sex findings are graphed in figure
3. The number of subjects within each category were as follows:
nicotine gum female (12); nicotine gum male (14); placebo gum female
(14); placebo gum male (10).

The main effect of treatment was significant (p<.05), and there is
little overlap between treatments (both placebo groups vs. both
nicotine groups in figure 3). The pattern (with baselines covaried)
showed a significant quadratic component (p<.0l) with all groups
reporting withdrawal at Day 1. separating during the middle 3 days,
and merging at Day 5. No main effect of sex was observed and there
were no interactions between treatment and sex over time. This may
have been a consequence of the small sample size when groups are
divided in this manner. It is tempting to explore possible gender
effects further in a larger sample. As Gritz (1980a) has noted,
male/female differences have received little attention.

The pattern of responding suggests that nicotine gum may not be
effective in first-day withdrawal. This could be a consequence of
anticipation factors, of inadequate dose (including the initial

60 SCS Nicotine Female = @ - weee
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Nicotine Male = O
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Baseline Day 1 Day 2 Day 3 Day 4 Day 5

FIGURE 3
SCS Withdrawal Responses by Treatment and Gender
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change from inhalation bolus to gum). improper gum use (subjects may
have waited for first clinic visit). or may be attributable to
changes with cessation (e.g., loss of ritual behaviors). The
effectiveness of the gum becomes apparent as cessation progresses.

A dose-response study should clarify whether symptoms can be
alleviated entirely with replacement.

In addition to totals, specific items, and sex differences, we
looked at a time-of-day effect in compliant subjects. Subjects were
asked to fill out the withdrawal scales at home in the morning and
evening. Of the 50 abstinent subjects providing the in-lab data, 3.2
cooperated in filling out the home scales. These results have been
reported in Schneider and Jarvik (1984). The basic finding was a
treatment x time-of-day effect. For placebo subjects, the severity
of withdrawal symptoms was significantly higher than nicotine
subject responses and increased in the evenings compared to a more
stable withdrawal level in the nicotine group. The results indicate
that withdrawal varies within a given day as well as across days and
that nicotine is implicated in these fluctuations.

Mood Effects

A mood checklist (items were taken from the POMS mood scale)
included 27 items reflective of positive and negative states.
Thirteen items were positive: active, alert, carefree, cheerful,
clear-headed, considerate. efficient, friendly, full-of-pep, lively,
optimistic. proud, and relaxed. Thirteen items were negative:
angry, bad-tempered, confused, hopeless, miserable, muddled,
nervous, sad, shaky, spiteful, tense, unworthy, and worn-out. One
item was dropped (ready-to-fight) because some subjects perceived
this as positive and others as negative. In responding, the subject
checked as many of the adjectives as applied at the moment. There
was no mandatory responding on a scale as required with the SCS
items. Responses were recorded as total number checked for the 13
positive items and total checked for the 13 negative items. These
totals were obtained for baseline scores and for each of the 5 days
of abstinence. For the positive items, the results (previously
unreported) are presented in figure 4.

A repeated measures ANOVA with trends was performed on the positive
item totals for all days. The results showed a significant effect
of treatment (p<.0l) as well as a significant quadratic treatment x
time effect (p<.02). Subjects on nicotine gum showed only a slight
decrease in positive responses checked. For placebo subjects, the
drop from baseline to Day 1 is fairly sharp and stays lowered
through the first few days. Note that for the SCS scores, the
effects are also quadratic but the separation between groups does
not occur until Day 2.

The results for negative items (also previously unreported) are
consistent with the positive affect pattern by treatment. Placebo
gum subjects showed a greater increase in negative responses than
nicotine subjects. The repeated measures ANOVA with trends showed
no significant main effects or overall interactions, so a
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Positive Items Checked During
5 Days of Abstinence From Smoking

significant quadratic treatment x time effect was ignored. The
problem with the negative item testing was that a floor effect
occurred. Out of the 13 possible responses, mean responding ranged
from 0.50 to 1.70 for the placebo group and 0.53 to 1.11 for the
nicotine group. A review of the items suggests that a social
desirability effect may have been operating. The items are very
strongly negative and tend to go against feelings of self-worth that
a smoker trying to quit may be seeking. Because the items are
checked, there is no qualifying of the response. By contrast, we
were able to assess negative changes in state with the SCS through
use of scaled responding and through use of specific complaints
associated with smoking cessation.

The withdrawal findings for 5 days of first-week abstinence provide
support for the proposed mechanism of action with gum use during
cessation. Nicotine replacement alleviated or prevented symptoms
compared to nonreplacement with placebo. These findings have been
supported by recent reports in the literature of nicotine-alleviated
withdrawal (Hughes et al. 1984; West et al. 1984).

In the Hughes et al. (1984) study, symptoms of withdrawal were
measured in 100 smokers. After baseline measurement subjects
received either nicotine or placebo gum in a double-blind study and
were tested in the first, second, and fourth evenings of abstin-
ence. Hughes et al. (1984) report reductions in irritability.
anxiety, difficulty concentrating, restlessness, and impatience
between groups, with nicotine gum alleviating the symptoms. The
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nicotine replacement did not reduce increases in craving. hunger,
eating, insomnia, tremulousness, or supine heart rate after
cessation.

In West et al. (1984) 48 smokers were either given 2 mg nicotine gum
or a .5 mg unbuffered nicotine gum *“placebo” for 24 hours of
cigarette deprivation. In that study, the 2 mg gum alleviated
irritability, depression, and difficulties with social interaction,
but not hunger or ability to concentrate. As in our study, the drop
in heart rate was reduced with active gum. In West et al. (1984)
and Hughes et al. (1984) the authors conclude that nicotine
replacement reduces symptoms of withdrawal and that nicotine
deprivation plays a significant role in producing these effects.

In a recent paper, West (1984) has summarized the four studies
representing tests of withdrawal during total abstinence. In
conclusion, we suggest that with proper dosage we may reduce most,
if not all, symptoms of withdrawal. Maintenance of higher blood
levels will be important while the person is already reducing levels
of nicotine from cigarettes. As the person adjusts to changing
levels, relief should require less and less replacement with gum.
However, we cannot view nicotine dependence and withdrawal as
operating only in the short term. Urges to smoke long after
cessation may represent conditioned nicotine-seeking and coping
behavior.

SUMMARY

Our data and that of researchers in the area clearly provide
evidence for nicotine-specific withdrawal and its relief with
nicotine gum. In addition, outcome efficacy is enhanced when
nicotine gum is combined with behavioral treatment.

Nicotine gum appears to be valuable both as a systematic tool and as
a means of combatting short- and long-term nicotine seeking that
contribute to maintenance of smoking and the inability to quit.
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Nicotine Chewing Gum in Smoking
Cessation: Efficiency, Nicotine
Dependence, Therapy Duration, and
Clinical Recommendations

Karl-Olov Fagerstrom and Bo Melin

This paper will deal with four topics pertinent to nicotine gum:
(1) A review of the placebo-controlled trials of the nicotine gum;
(2) An analysis of how nicotine dependence interacts with nicotine
gum therapy; (3) An analysis of duration of nicotine gum therapy;
and (4) Experiences and recommendations derived from clinical
practice.

REVIEW OF CONTROLLED TRIALS WITH NICOTINE GUM

The review covers smoking cessation studies that satisfy the
criteria of (a) placebo control, (b) blindness, (c) randomization of
subjects, and (d) long-term followup.

Table 1 shows the studies that meet the above requirements. The

studies are characterized in terms of additional therapy format,
number of subjects, time of followup and abstinence rates.

TABLE 1 Outcome from Placebo-Controlled Cessation Studies

Trial % nonsmokers Fol low- Additional N
Active Placebo up at therapy

Fee, Stewart *+ 1982 13 9 | year Lectures 352
Puska et al. * 1979 35 28 6 months Group 160
Fagerstrom 1982 49 37 I year Individ. 96
Jarvis et al. 1982 47 21 | year Group 116
Malcolm et al. 1980 23 5 6 months Individ. 210
BTS 1983 10 14 | year None 802
Hjalmarson 1984 29 16 | year Group 205
Schneider et al. 1983 30 20 1 year Group 60
Jamrozik 1984 10 8 6 months Indlvid. 200

* No CO-verification of claims
+ Only 18% of subjects were followed up
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Eight of the nine studies show an advantage for the nicotine gum,
although it does not, in most cases, reach statistical signifi-
cance. When the studies are analyzed in terms of setting and the
therapist®s profession, it is evident that the best results are
obtained by psychologists experienced in smoking cessation therapy
and working in a cessation clinic with probably more motivated and
dependent patients (Fee and Stewart 1982; Fagerstrom 1982; Jarvis et
al. 1982; Hjalmarson 1984; and Schneider et al. 1983). That does
not mean that psychologists®™ interventions are inherently better.
Rather, physicians and other health care professionals would obtain
the same effects if they used it in the same ways as it is used
within a special cessation clinic.

NICOTINE DEPENDENCE

The concept behind the nicotine gum is that, while substituting
nicotine gum for cigarettes, the need for nicotine can be satisfied
while the psychosocial part of tobacco dependence may first be
addressed. In the next step the pharmacological dependence of
nicotine should gradually be dealt with. The smoker®"s dependence on
nicotine is, thus, a crucial factor in the therapeutic rationale of
the nicotine gum. Nicotine dependence varies considerably from
smoker to smoker, and a hypothesis would be that the more the smoker
is dependent on nicotine, the better the effect of the gum should be
relative to placebo or a non-gum condition. In Table 2 is a scale
(Fagerstrom Tolerance Questionnaire) for measuring the dependence of
nicotine among smokers (Fagerstrom 1978).

The questions are individually scored and summed to provide a
composite score in the range from O to 11, in which the higher
values reflect greater dependence. The results from the published
studies, where nicotine dependence has been related to nicotine or
placebo gum are presented in table 3.

The Fagerstrom (1982) study defines high dependence as 8 points and
above and low dependence as up to 6 points. In the second Fager-
strom report (1984), as in the rest of the studies, the patients
have been divided into halves, split by the median value 6 or 7
points. The followup times are for Fagerstrom (1984) and Jarvik et
al. (1984) 12 months, for Fagerstrom (1982) 6 months, and for
Christen et al. (1984) 6 weeks. As can be seen from table 3, the
increased likelihood among high nicotine dependent smokers to reach
long-term abstinence with the help of nicotine gum is greatly
enhanced.

DURATION OF NICOTINE GUM THERAPY

When smokers who are trying to quit are offered nicotine gum without
any instructions concerning how long they should use it, the
duration of use varies considerably. Some will only use a few
pieces of gum throughout the whole therapy, while 5-10% will have
difficulties in terminating nicotine gum use. How long then should
nicotine gum treatment be continued in order to secure the best
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TABLE 2 The Fagerstrom Questionnaire

Questions Answers Points Score

1 How soon after you wake do Within 30 min 1 -
you smoke your First After 30 min 0 -
cigarette?

2 Do you find it difficult to Yes 1 -
refrain from smoking in NO 0 -
places where it is forbidden;

e.g., 1In church, at the

library, in cinemas, etc?

3 Which cigarette would you The first one in 1 -
hate most to give up? the morning
Any other 0 -
4 How many cigarettes a day 15 or less 0 -
do you smoke? 16-25 1 -
26 or more 2 -
5 Do you smoke more frequently Yes 1 -
during the early morning No 0 -
than during the rest of the
day?
6 Do you smoke if you are Yes 1 -
so ill that you are in bed No 0 -

most of the day?

7 What is the nicotine level 0.9 mg or less O -
of your usual brand of 1.0mg - 1.2 mg 1 -
cigarettes? 1.3 mg or more 2 -

8 Do you inhale? Never 0 ~

Sometimes 1 -~
Always 2 ~

long-term abstinence rates? At the moment there are few scientific
data on which to draw. Russell et al. (1980) suggest that "it might
be worth encouraging smokers to persist with the gum for at least 4
months." To support their view they rely on clinical experiences
and a finding from a trial by Raw in 1980, where 67% of the patients
using the gum for 3 months or longer were abstinent at 12 months in
contrast to the overall figure of 38%. Another figure, cited by
Russell et al. (1980). is a 68% 4-year abstinence rate obtained by
Wilhelmsen and Hjalmarson (1980) for the subjects who had used
nicotine gum for at least the first 4 months. However, the
abstinence rate at 4 years was the same for those persons who were
neither smoking nor chewing gum at 4 months after stopping smoking
(Hjalmarson 1982). In a placebo-controlled trial from the Addiction
Research Unit, Maudsley Hospital, some data pertinent to the length

104



TABLE 3 Abstinence Rates in Relation to Nicotine or Placebo Gum and
Nicotine Dependence

High dependent N Less dependent N

Nic. Placebo Nic. Placebo

gum gum gum gum
Fagerstrom (1982) 71% 39% 35 75% 65% 40
Fagerstrom (1984) 26 5% 67 32 13 76
Christen et al. (1984) 46 9 80 28 12 113
Jarvik et al. (1984) 41 8 17 0 30 8

* No gum

of chewing were reported by Jarvis et al. (1982). The Il-year
abstinence rate for the subjects chewing for 3 months was 75% for
nicotine chewing and 62% for placebo gum. In another controlled
trial (Fagerstrom 1982), no difference in long-term abstinence rates
could be seen as a function of time on nicotine gum.

The fact that long-term chewers of nicotine gum generally have good
or excellent abstinence rates should not be surprising and may not
be caused by gum use. Both longer use and abstinence may be
modulated by a third variable such as motivation. A long-term
chewer is a former smoker who has managed to terminate, and maintain
non-smoking for a number of reasons. Nicotine chewing gum is one of
several factors in obtaining and maintaining abstinence, and it may
serve as both a dependent and an independent variable.

At the Smoking Cessation Clinic in Uppsala, Sweden, a prospective
study has been completed (Melin 1984). "Time on gum" has been
deliberately manipulated for 121 consecutive patients. They were
randomized into 1 (n=61) or 6 (n=60) months of nicotine gum use.
They were given access to the gum for their respective time without
instructions to continue chewing until the deadline. In addition to
nicotine gum, they received the standard, individual, cognitive
behavioral-oriented counseling offered at the clinic. The number of
sessions varied according to the subjects®™ need. Both 2 and 4 mg
doses of the gum were used, according to the need of the subject.
Figure 1 shows that the 6-month group is somewhat superior to the
one-month group at 3 and 6 months. However, the long-term
abstinence rates are equal, since many of the 6-month subjects
relapsed when gum therapy was discontinued at 6 months. Thirty-nine
percent were abstinent in the I-month group at 12 months follow-up
and 32% in the 6-months group.

Many subjects, forced to cease chewing nicotine gum at 1 month,
relapsed. Since their treatment protocol allowed for individual
variation in the number of sessions given each patient, a post hoc
analysis of number of sessions given the groups was made to deter-
mine if the nonpharmacological part of the treatment compensated for
discontinuing chewing. No significant difference was seen during
the first month. However, when the whole length of treatment was
reviewed, 5-7 months after quitting, the I-month group
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Figure 1: Abstinence Rates Over Time for 1 Months and 6 Months
Nicotine Gum Treatment

had significantly more treatment sessions than the 6-month group
(8.5 compared to 7.2, t=2.0, p<.05). It appears that time on
nicotine gum was unintentionally traded for more nonpharmacological
treatment sessions.

Optimal time on nicotine gum may therefore interact with the degree
of psychological support given. The less support, the more the
ex-smoker has to rely on nicotine gum, and vice versa. At the
moment, no hard scientific evidence exists for recommending any
specific duration of nicotine gum therapy. The best advice
available today is to keep in close contact with the ex-smoker and
let him or her determine the duration.

EXPERIENCES AND RECOMMENDATIONS FROM CLINICAL PRACTICE

Many smokers feel anxious about terminating smoking. Smokers
seeking help often expect and are afraid of physiological and
psychological reactions that they have encountered in earlier
unsuccessful attempts. Describing the nicotine gum®s effect on
physiological abstinence and concurrently conveying a skilled and
experienced therapist®s commitment to giving psychological support,
usually creates a therapeutic effect on patients” anxiety and
instills a sense of optimism despite several prior cessation
attempts. Naturally, a warm and accepting attitude may increase the
likelihood of a favorable outcome. The therapeutic atmosphere with
renewal of nicotine gum prescription as well as other methods of
nonpharmacological support does motivate the patients to come to
scheduled appointments.

Consumption of gum is likely to vary across patients. Most patients
chew about 8-10 pieces of gum per day, but there are considerable
individual differences. The patients usually chew the gum for 2-3
months. After 3 months most of the patients cease chewing. About
5-10% will have difficulties in stopping using the gum and need
strong psychological support to finally break their addiction to
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nicotine. One way to handle the patients who find it difficult to
give up using nicotine gum may be to have them switch to a
nicotine-free chewing gum. Sometimes patients may simply have
developed a new habit (gum chewing) and may be quite able to stop
using nicotine.

At the clinic in Uppsala. where the authors have been working, the
abstinence rate rose by about 15% when nicotine gum was introduced
in the treatment. However, it should also be kept in mind that
nicotine gum alone -is seldom sufficient. Nicotine gum is a comple-
ment to psychosocial treatment for helping people to stop smoking
(see Hall and Killen, this volume). We have not observed any severe
side effects in the 6 years during which nicotine gum has been used
in our clinic. As long as chewing instructions are appropriately
given, the adverse reactions usually involving taste and irritation
in throat and stomach can be well controlled. It is found that
nicotine gum is tolerated by approximately 90% of the smokers.

Recommendations
* Nicotine gum should be used only when smoking is completely
terminated and not in conjunction with successive reduction of
smoking.

* When nicotine gum is prescribed, it should be in sufficient
quantity and for a sufficiently long time period. The exact
quantity and time period are best judged by the patient. The
more nicotine-dependent smokers usually chew more pieces per
day, need nicotine gum for a longer period, and also tend to
prefer the 4 mg strength more often than the less dependent
smokers.*

Nicotine dependence should be assessed. If the smokers*”
dependence score is in the upper half of the distribution
(usually about 7 points and above), it is a strong indication
for prescribing nicotine gum.

It is firmly recommended that a sample of nicotine gum should be
kept in the therapist"s office. Let the patients chew a piece
of gum while instructed and supervised. This will facilitate
the acceptance of nicotine gum and the choice between 2 and 4 mg
dosage.*

Since many patients are at high risk for relapse when nicotine
gum therapy is discontinued, it is suggested that an appointment
be made with the patients after nicotine gum chewing has
terminated.

*Note: The 4 mg gum is not currently available in the U.S.
Dosage must be adjusted by number of pieces chewed.
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Theoretical Background and Clinical
Use of Nicotine Chewing Gum

M. A. H. Russell, FRCP, FRCPsych., and

M. J. Jarvis, MPhil.
If we accept the fact that the use of tobacco inits
various preparations is a formof drug addiction, even
though a pleasant one not affecting crimnal statistics,
we can nore readily help our patient when he finds that
his problemhas gotten out of hand
John L. Dorsey, MD, FACP, Baltinore, Maryland, 1936.

| NTRODUCTI ON

For many years canpaigns and treatnents to pronote snoking
cessation have had disappointing results. In our view, this is
because for nost snmokers cigarette snoking is a formof drug
dependence and our programmers have failed because they have not
taken this sufficiently into account. But the prospects are now
brighter for nmore successful intervention in the future

Firstly, there is nore widespread appreciation of the addictive
nature of snoking and, secondly, the devel opnent of nicotine
chewi ng gum has provided the first effective aid to overconing the
phar macol ogi cal problem of withdrawal. But it is crucial that the
pendul um does not swing too far towards over-reliance on

phar macol ogi cal treatments and neglect of the inportant social and
psychol ogi cal factors which are a fundanental part of all addictive
di sor ders. It is also inportant that the |abelling of snoking as
an addiction does not lead to the belief that pernanent cessation
is therefore inpossible for snokers who are addicted. An addictive
state is in no way inpossible to overcome, although it is likely to
be difficult and therefore to require conmtment, planning, and
possibly support as well.

Anot her significant recent advance that gives grounds for expecting
nore success in the future is the recognition of the value and
cost-efficacy of mninal intervention or self-help, and the
potential role of physicians in applying this approach. Mst
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important of all, perhaps, is the possibility that physician

advi ce coul d be conbined synergistically with the use of nicotine
gum Besides enhancing the efficacy of brief advice to stop
snoking, it is likely that the availability of nicotine chewing gum
will in turn encourage physicians to be nore active in advising and
hel ping their patients to give up snoking

It is our purpose first to discuss briefly the nature of snoking as
a form of drug dependence. This provides the theoretical basis for
devel opi ng pharnacol ogi cal approaches to cessation. W then focus
on nicotine chewing gumas the first pharmacol ogi cal approach with
proven efficacy and discuss the theoretical rationale for its use
its node of action, and various practical aspects necessary for
effective use in different settings. Finally, besides its use as
an effective aid to cessation, it has provided a neans for
advanci ng know edge of the role of nicotine in smoking

SMKI NG AS A FORM OF DRUG DEPENDENCE

Peopl e smoke cigarettes for nmany reasons - social, psychol ogical,

sensory, behavioural, and pharnmacological. But of all these the
phar macol ogi cal notives are the nost powerful and the nost
fur&ental. |If tobacco contained no nicotine, there would be no

problem  People wouldn't smoke it, nor would they snuff it or chew
it.

Al t hough peopl e begin to snoke for social and psychol ogi ca
reasons, pharmacol ogi cal notives gradually take over as the smoker
| earns to inhale and a regul ar dependent snoking pattern becomes
established. This escalation to dependence usually takes two or
three years but sonetinmes occurs far nore quickly. Qher factors
such as taste, snell, sensory irritation, and behavioura
conmponents such as handling also become inportant. This is mainly
through frequent and cl ose association with the pharmacol ogi ca
effects of nicotine. In other words, they are secondary. Wt hout
the presence of nicotine few people woul d devel op a strong taste
for tobacco

Many surveys have shown that at |east three out of every four
snokers want to stop snmoking or have tried to stop - some of them
many times. Surveys al so show that only about one in three snokers
succeeds in stopping permanently before the age of 60. Thus nost
peopl e snoke not because they really want to, but because they
cannot easily stop. In other words, they smoke because they are
hooked and dependent on nicotine. Blood nicotine |evels of snokers
vary widely, from5 ng/m to over 70 ng/m, with an average |eve
for heavy snokers of about 35 ng/m. The distribution of peak

bl ood nicotine concentrations just after a cigarette is shown in
figure 1 for a sanple of heavy snokers. Although the curve for
snokers in the general population would be sonewhat to the left,
nmeasur abl e pharnmacol ogi cal effects are produced with blood nicotine
levels of 10 ng/m or less. It is thus apparent that nost regul ar
snokers inhale and absorb sufficient nicotine to produce
pharmacol ogi cal effects.
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Figure 1. Distribution of peak plasma nicotine
concentrations in a sanple of 393 heavy smokers (250 women,
143 nmen) with a nmean cigarette consunption of 30.1 per day

Bl ood was taken 2 minutes after conpleting a cigarette during
the afternoon of a day of usual snoking. The average pl asma
ni cotine concentration was 35.8 ng/m (SD 13.7) and was not
significantly different between men and women

It is not our brief here to go into all the pharmacol ogi cal effects
of nicotine or into the details of the evidence for its role in
smoking and the tobacco wthdrawal syndrome. But it should be
enphasi sed that the nodern cigarette is a highly efficient device
for getting nicotine to the brain. The smke is mld enough to be
i nhal ed deeply into the alveoli of the lungs fromwhere nicotine is
rapidly absorbed into the bl oodstreamto reach the brain within
about 7 seconds. This neans that the inhaling cigarette snoker
receives a rapid intravenous-like "shot" or bolus of nicotine to
the brain after each inhaled puff. This contrasts with the sl ower
steady rate of absorption from chew ng tobacco or non-inhal ed cigar
smoking.  Furthernore, the nicotine concentrations in the
post-inhal ation boli must be many times higher than those neasured
in mxed venous blood after conpletion of a cigarette. The pattern
of pharmacol ogi cal effects is no doubt correspondingly different
following the different forns of intake

PHARMACOLOG CAL  APPROACHES

The concept of pharmacol ogi cal approaches to snoking cessation is
not new. In 1936, Dorsey suggested the use of lo&ine as a
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substitute for nicotine because of some putative pharnacol ogi ca
simlarities (Dorsey 1936). But the pharmacol ogical effects of
lobeline are weak. It does not substitute for nicotine in anim
experiments, and clinically it has never proved superior to
placebo. The story is sinmlar for other potential substitutes
Anphetanine, for exanple, increases snoking behaviour rather than
dinminishing it, and sedatives have no effect in tranquillizing
doses. The subtle dual stinulant and sedative actions of nicotine
appear to be unique. Aninmals discrimnate these actions fromthose
of all other drugs that have been tested (Hendry and Rosecrans
1982), and there is evidence for its effect on specific nicotine
receptors in the brain (Abood et al. 1981) in addition to its
classical effects on aceylcholine receptors

Recept or bl ockade i s another potential pharnacol ogi cal approach

A drug that blocks the rewarding effects of nicotine could
theoretically be used as an agent of extinction. Beta-adrenergic
bl ockade by propranol ol has been shown to bl ock the periphera
effects of snoking on heart rate and bl ood pressure (Carruthers
1976). However it has no effect on reducing subjective
satisfaction from snoking and has no potential, therefore, as a
means to produce extinction. Mecanylanmne, on the other hand, is a
bl ocker of the nicotinic receptors of acetylcholine and appears to
effectively block some of the subjective effects of nicotine
(Henningfield and Jasinski 1983). Its short-termeffect is to

i ncrease snoking behaviour (Stolernman et al. 1973), possibly in an
attenpt on the part of snmokers to overcone the receptor bl ockade
But this is not an appropriate test of its potential as an aid to
snoking cessation. Mre prolonged use woul d be necessary to test
its capacity to produce extinction. It is our view, however, that
cognitive factors and the capacity of humans to discrimnate

bet ween conditions of snoking with and without necanyl am ne nake it
unlikely that an extinction nodel based on ol d-fashi oned | earning
theory would work. For sinilar reasons pharnacol ogi cal aversion
therapy with drugs such as emetine and aponorphine is unlikely to
be effective. There is no punishnent-nmodel drug for smoking, such
as disulfiram for alcohol abuse. There is also no prospect of one
since none of the known netabolites of nicotine are aversive in
realistic concentrations. Al this |eaves nicotine substitution as
the only feasible potentially effective pharnacol ogi cal approach to
snhoking cessation

NI COTI NE SUBSTI TUTI ON

There are many potential routes for administering nicotine

Besi des the rate of absorption and other issues relating to

bi oavai l ability, the therapeutic potential of a particular route
will also depend on factors such as safety and socia

acceptability. A nunber of routes can be excluded inmediately. In
the case of ingestion, absorption is slow and nost of the nicotine
is metabolised by the liver to metabolites which are
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pharmacol ogical [y inert. N cotine suppositories or pessaries woul d
be inconvenient and unacceptable. Injections would need to be
repeated too frequently to be practical, and would not be feasible
for widespread use. Transdermal delivery certainly has potentia
but has not yet been developed in the case of nicotine. This

| eaves the three routes - lungs, buccal and nasal mucosae - which
have been used for tobacco for over 500 years

O these three routes, the rate of absorption through the lungs is,
as nentioned earlier, far and away the nost rapid. This is sinply
a matter of surface area, that of the lungs being roughly
equivalent to the size of a tennis court. Athough it is
technically possible to produce aerosols with particles snal

enough to reach the alveoli, to our know edge no satisfactory

ni cotine aerosol has yet been devel oped. W have seen and tested
four. They have been either too clumsy or have failed to produce
potentially useful blood nicotine concentrations. Irritancy to the
throat has been another nmjor problem A notable exception has
been the devel opment of a vaporiser shaped like a cigarette
(Jacobson et al. 1982). Inhalation through this device enables
nicotine in vapour formto be taken into the lungs. It is not
excessively irritating and is capable of producing therapeutically
useful blood nicotine concentrations. If a problemof safety can
be overcone, such a device would be well worth further study.

The historical fact that tobacco has been chewed and taken as "wet"
snuff in the north and "dry" snuff in the nose suggests that
absorption of nicotine by either route is sufficient to produce
pharmacol ogi cal effects. Blood nicotine concentrations after "wet"
and “dry” snuff have been shown to be equivalent to those produced
by cigarette smoking (Gitz et al. 1981; Russell et al. 1981)
Various nicotine-containing | ozenges and tabl ets have been produced
fromtime to time for help with snoking cessation, but they have
never been systematically tested, and in nost cases their nicotine
delivery has been inadequate for therapeutic val ue

Ni coti ne-containing chewing gum on the other hand, has been
extensively tested (see below). One possible linmtation of
nicotine gumis that the rate of nicotine absorption is slow
conpared with inhaled cigarette snoking. Prelinminary study with a
nasal nicotine solution (NNS) used as a kind of liquid snuff shows
that nicotine is absorbed nore rapidly and efficiently through the
nose than through the lining of the mouth (Russell et al. 1983a

see figure 2). Wth refinements in flavour and acceptability, it
is possible that a formof NNS could be clinically useful for those
smokers who get insufficient help fromnicotine gumor who have
problens with dyspeptic synptons.

Finally, as a general principle, it is likely that nore therapeutic
success might be expected fromthose forns of nicotine substitution
whi ch al so provide a sensory experience and a socially acceptable
behavi oural conponent to act as substrates for conditioning as
acquired secondary reinforcers
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FI GURE 2
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Figure 2. Plasma nicotine concentrations before, during, and
after chewing a single piece of nicotine chewi ng gum containi ng
4 ng (top) and 2 nmg nicotine (botton). The plasma nicotine
concentrations produced by snmoking a cigarette are al so shown as
are those produced by the non-inhal ed smoking of a |arge Havana
cigar (top) and use of a single 2 ng dose of nasal nicotine
solution (NNS) (botton). (Top is from Russell et al. Brit Md J,
280: 1599- 1602, 1980, and bottom from Russell et al. Brit Md J,
286: 683- 684, 1983). Copyright 1980 and 1983, The British

Medi cal  Associ ati on.
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NI COTI NE CHEW NG GUM

A nicotine-containing chewing gumwas first devel oped nmore than 10
years ago by Ove Ferno in Sweden for use as an aid to snoking

cessation (Ferno et al. 1973). Its purpose is to ease wi thdrawval
synptoms by providing an alternative source of nicotine and, in
addition, a substitute oral activity. |t enables the snoker to

break the habit in two stages. In the first stage, the snoker is
able to focus on overconing the behavioural and psychol ogi cal
conponents of dependence without at the sane tine having to cope
with nicotine withdrawal. The dependence on nicotine is overcone
at a later stage when there is no |onger any urge to smoke.

It should be stressed, however, that the slower rate of nicotine
absorption through the buccal nmucosa and the absence of

puf f - by-puff high-nicotine boli (see above) make the gum an

i nconpl ete nicotine substitute for snmokers who inhale. For the
same reason cigarette snokers who inhale deeply gain little
satisfaction fromcigars unless they too are inhaled. The purpose
of nicotine gum therefore, is to relieve nicotine related

wi t hdrawal synptoms rather than provide the sanme positive pleasure
as inhaled snoking.

The product

Since the early days of its devel opment the nicotine-containing
chewi ng gum (Nicorette) has been considerably refined and i nproved.
It is available in tw strengths, each piece containing either 2 ng
or 4 ng of nicotine (only the 2 my strength is available in the
United States). The nicotine is bound to a resin and its rel ease
depends on the rate and vigour of chew ng. About 90% of the
nicotine is released after 30 nminutes of normal chew ng (Ferno et
al. 1973). The gumalso contains a buffer to maintain the pHin
the nouth at about 8.5, at which the nicotine is well absorbed
through the buccal nucosa. Swallowed nicotine is absorbed and
rapidly nmetabolized inits first passage through the liver (Russell
and Feyerabend 1978).

Phar macol ogy

The rate of absorption of nicotine fromthe gumis relatively slow
(see figure 2). The peak plasma concentration is reached 15-30
mnutes after starting to chew the gum conpared with 1-2 mnutes
after conpletion of a cigarette. However, a 4 ng piece of gum
chewed every hour for 2-3 hours produces plasma nicotine
concentrations simlar to those in heavy cigarette snokers (MNabb
et al. 1982; Russell et al. 1976a and 1977; see figure 3).

Cardi ovascul ar effects, such as increase in heart rate and bl ood
pressure, produced by 4 ng gum match those after cigarette snoking,
but the 2 ng gum has |ess effect (Fredhol mand S ogren 1979; Nyberg
et al. 1982).

Ef fect on Ad Libitum Snoki ng Behavi our

In two short-termstudies in subjects who were instructed to
smoke freely wi thout making any deliberate attenpt to reduce their
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Copyright 1976, The British Medical
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snoki ng, nicotine chewing gumhad a nodest inhibitory effect on
snoki ng behavi our (Kozl owski et al. 1974; Russell et al. 1976b).
Wi | e chewing active gum the subjects snmoked fewer cigarettes,
snoked them | ess intensively, and inhaled | ess deeply (as neasured
by COHb) than when chewing a placebo gum

Effect on Wthdrawal Synptons

In an early short-termcrossover study (Russell et al. 1976b),

ni cotine chewing gumwas rated as nore satisfying than a placebo.
It was also rated as significantly nore effective at putting the
subjects off cigarettes and as nore hel pful after stopping snoking.
In nore recent clinical studies (see below), besides being nore
effective than placebo in hel ping smokers to give up cigarettes,
active gumwas significantly nmore effective than placebo at
relieving irritability, hunger, and sleepiness during the first 6

TABLE 1

Significance |evels of changes in nood and other ratings
before and after 24 hours abstinence in subjects
receiving active nicotine chewing gumor placebo

Pl acebo Active Difference
Gum bet ween
(n=21) (n=27) groups

Depr essed .06 NS . 025
Irritable .0a NS .025
Less soci abl e . 025 NS .05

Less conposed in conmpany .05 NS .a

At a | oose end .05 NS NS
Rest | ess .05 NS NS
D zzy .05 NS NS
Reduced concentration .025 .0a NS
Hunger .Qa oo NS

Note: Ratings of all the withdrawal synptoms |isted above
changed significantly in those on placebo gum In those
on active gum the only ratings to show significant
change were reduced concentration and increase in hunger.
Comparison of the changes in the two groups (3rd col um)
shows that nicotine replacenent provided by 2 ng nicotine
gum al | evi ated synptons of depression, irritability,
reduced sociability and conposure in conpany.

(See West et al., Brit J Addict, 79:215-219, 1984).
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weeks of treatment (Jarvis et al. 1982). However, the active and
pl acebo groups differed in abstinence rates during this period, and
this may have partially accounted for the differences in withdrawal
synptom ratings.

In a study designed specifically to test the effect of partial

ni cotine replacenment on withdrawal synptons during the first 24
hours of abstinence from snoking, 48 smokers were randomy assigned
to chew either active 2 ng nicotine gum or a placebo (West et al.
1984). Subjective ratings were recorded & ore and during
abstinence. The results in table 1 show that those who received

pl acebo gum experienced a nunber of wi thdrawal synptoms during
abstinence, whereas those given active gum experienced very few

I'n other words, the active gumwas successful in alleviating sone
but not all the withdrawal synptons. Simlar findings have been
reported in other studies (Hughes et al. 1984; Schneider and Jarvik
1984). It is noteworthy that these results were achieved despite
the fact that plasma nicotine concentrations on the active 2 ng gum
averaged only 8.3 ng/nml conpared with base-1ine smoking
concentrations of 31 ng/m and 25 ng/m for peaks and troughs
respectively (West et al. 1984). Mre effective nicotine
replacenent with 4 ng gum and/or nore experience of chew ng coul d
lead to greater relief of withdrawal synptons.

In view of the capacity of nicotine chewing gumto produce bl ood
nicotine levels conparable to smoking, albeit more slowy, in view
of its capacity to produce some of the pharnacol ogical effects of
smoking, to inhibit ad Iibitumsmking, and to relieve tobacco

wi t hdrawal synptoms, in addition to providing an oral substitute,
it would be suprising indeed if it were not also to prove a useful
aid to cessation.

CLI NI G BASED TREATMENT

Over the past 20 years, many kinds of treatnent nethods have

been tried to help people to give up snoking. These include
hypnosis, group treatnment, acupuncture, aversion therapy, and other
psychol ogi cal methods. None of these has been shown to give better
results than an equival ent ambunt of sinple attention and support
whi ch produces success rates ranging from about 10% - 25% absti nent
at |-year follow up. Drugs such as lobeline and tranquillizers
are no better than placebos, probably because they are inadequate
substitutes for nicotine (see above). In our view, the main
obstacl e to success is the addictive nature of smoking. This is
the root of the problemand, until recently, none of the cessation
met hods have been applied directly to it. However, since the

devel opnent of nicotine chewing gum the situation has changed.

In a conparative study at our clinic (Raw et al. 1980), those
treated with nicotine gumhad a success rate of 38%at |-year
follow up, conpared with only 14%for those who had intensive
psychol ogi cal treatnents. Mre recently, in a double-blind

pl acebo-controlled trial (Jarvis et al. 1982) we obtained a success
rate of 47%not snoking at |-year follow up, conpared with 21%

for those on placebo gum (see table 2). The active gum was al so
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significantly nmore effective than the placebo at relieving
withdrawal synptoms. In both these studies abstinence from smoking
was confirmed by carbon nonoxi de neasures. Adverse side-effects
were limted to gastrointestinal synptoms such as nausea,

i ndi gestion, and hiccups. These were ninor and transient and in no
case warranted discontinuance of gum use. About 7% of the subjects
becane dependent on active gum (none on placebo). Probably because
absorption of nicotine is less rapid than from snmoking, the
dependence was al so | ess severe and was usual |y overcone without
relapse to smoking. Sinilar results have been obtained in

pl acebo-controlled trials in Sweden and the U S. A (Fagerstrom
1982; H al marson 1984; Schneider et al. 1983).

TABLE 2

Treatnent with nicotine chewing gum (% abstinent)

Pl acebo Active Statistical
Gum Gum Si gni ficance
(n=58) (n=58)
Abstinent at 1 nonth 33% 62% p<.01
Abstinent at 1 year 21% 47% P<.01
Lapse-free abstinence 14% 31% P<. 025

throughout 1 year

Jarvis et al. Brit Md J, 285:537-540, 1982. Copyright 1982,
Medical ASsoci ati on.

LI M TATI ONS COF | NTENSI VE METHODS

Intensive treatnment and support at specialised smoking w thdrawal
clinics can achieve |-year abstinence rates of up to 40% but

the average is nearer 20% Even if higher success rates could be
obt ai ned, the clinic-based approach has two mgjor linitations.
Firstly, only a minority of smokers will ever attend a clinic and,
secondly, if they did attend, there are sinply too many snokers for
clinics to cope with. Fewclinics in Britain attract as many

as 200-300 clients a year, and many of these attend only once and
so do not avail themselves of the treatment offered. A relatively
busy and effective clinic is unlikely to achieve nore than 100

| ong-term ex-snokers per year and the yield of the average clinic
is probably bel ow 50 per year.
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THE M NI MAL | NTERVENTI ON STRATEGY

The rationale behind this strategy is that the yield of |ong-term
ex-smokers will be greater if the therapist/counsellor/advisor
spends less time with nore snmokers rather than focusing on
intensive effort with a few A method with a |ow but proven
success rate, achievable with minimal effort and readily applicable
to large nunbers of snokers, could be nmore useful in terns of
public health than a time-consumng intensive method with a far

hi gher success rate. In this respect we have been inpressed by the
powerful role that physicians could exercise. In the course of
their everyday work physicians have face-to-face access to the
majority of the 17 mllion cigarette smokers in Britain. Some 95%
of the British population attend their fam |y physician at |east
once in a 5-year period, and about 75%attend at |least once in a
year. Attendance rates in other devel oped countries are unlikely
to be very different

In a previous study we showed that brief advice against snoking
given by famly physicians in their own style, together with a

| eafl et and warning of followup, achieved a success rate of 5.1%
who stopped smoking within the first nonth and were still abstinent
at 1 year, conpared with 0.3%in non-intervention controls

(Russell et al. 1979). It is enphasised that these results were
based on all cigarette snokers who attended the physicians

offices, irrespective of whether they wanted to stop at the tine or
whet her they had or had not already got a snoking-related di sease
Al though snall, this effect was highly significant statistically,
and for the reasons stated above has the potential for creating
nore ex-snokers than is ever likely to occur via intensive nethods.

PHYSI CI AN | NTERVENTI ON W TH NI COTI NE CHEW NG GUM

W have recently conpleted a further study designed to see whether
the offer and prescription of nicotine chewing gum (2 ng N corette)
woul d enhance the efficacy of brief routine advice by physicians
(Russell et al. 1983b).

The target sanple conprised all cigarette snokers, aged 16 or nore
who attended the offices of 34 fanily physicians in six group
practices during a 3 1/2-week period. They were assigned by week
of attendance (in a balanced design) to one of three groups.

Goup 1 were non-intervention controls. Goup 2 received advice
to stop smoking plus a booklet and a warning of follow up

Goup 3 received the same as Goup 2 but, in addition, were
offered nicotine chewing gum If the offer was accepted, a
prescription and instruction booklet were also given, A posta
foll ow-up was done after 4 nonths and again after 1 year
Expired-air carton nonoxi de was checked in two-thirds of those
claimng abstinence at 1 year. The results are based on the 1,938
(89% who had not noved to an unknown address or died during the
year. Among these 1,938 there were 327 who did not provide
adequate data. They were counted as continuing snmokers. The main
results are shown in table 3
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TABLE 3

Mninal intervention by fanily physicians

No Advice  Advice and
Advi ce Only Ni cotine Gum
(N=584) (n=675) (n=679)
Tried to stop 36.6 46.1 61.1
Abstinent at 4 nonths 10.3 14.1 20.2
Still abstinent at 1 year
Sel f-report 6.0 6.4 11.9
Adj usted for 3.9 4.1 8.8

non-val i dation

Note: The results are showr as percentages based on all

subjects in each group. Al conparisons between the

ni cotine gumand the other groups were significant at the
p<.0®% level. (Russell et al. Brit Md J, 287:1782-1785,
1983). Copyright 1983, The British Medical Association.

As with the clinic based studies, use of the gumin a fanily
physician setting doubled the success rate achieved by advice
alone. Further analyses, which can be found in the full report
(Russel | et al. 1983b), showed that the offer and availability of
the gum achieved its overall effect in three ways. It notivated
nore smokers to try to give up snoking (p<.0d), it increased the
success rate anong those who tried (p<.05), and reduced the rel apse
rate among those who had stopped at 4 nonths (p<.05)

The greater efficacy of Group 3 intervention was achi eved despite
the fact that the results are based on all subjects and that only
53% actually tried the gum There was a conplex relation between
initial cigarette consunption, gum use, and success rate. Heavier
snmokers tended to use nore gum and heavy gum use was associ at ed
with a higher success rate. |In particular, the self-selected
subgroup (8% of Group 3) who used nore than a box of gum (105

pi eces) had a long-term success rate of 34.6% (24% after adjustment
for failed validation). These successes had had an initial
cigarette consunption prior to intervention averaging 23 cigarettes
per day conpared with 13 and 12 per day for the successes in G oups
1 and 2 respectively and 12 per day for the remaining successes in
Goup 3.
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An 8.8% success rate may at first seem uninpressive conpared wth
rates of 40% obtained with intensive methods at specialised
clinics. It may help to get it in perspective. W cal cul ated that
if the 34 physicians in this study were to continue the Goup 3
procedure routinely, the net yield of |ong-term ex-smokers (over
and above the spontaneous cessation rate in the non-intervention
controls) nold average about 38 per physician in the first year.
Extrapolated to all 28,000 famly physicians in Britain, and
assum ng they could achieve simlar results, the initial yield
woul d be around 1 million wsmkers a year, and possibly sinilar
results could be obtained for several ensuing years.

Final ly, although higher success rates could undoubtedly be

achi eved if physicians had the tine for nore intensive support and
foll ow up, we suggest that the overall yield of ex-smokers would be
greater if physicians allocated their tine by spending a little of
it with many snokers rather than a longer time with a few

| deal | y, physicians should know, by enquiring if necessary, the
current smoking status of every patient they see, advise all
cigarette snokers to stop, and offer nicotine gumand an
instruction booklet to all those who want to stop but have little
confidence in being able to succeed without help. Such activity by
physici ans could achi eve nmore than nost other approaches to snoking
cessation.

PRACTI CAL ASPECTS OF GUM USE

Success rates achieved with the use of nicotine chewi ng gum depend
on many factors, including the degree of notivation and dependence
of clients, the intensity of psychol ogical support in the short
term and in the longer termthe degree of care given to follow up.
However, one factor is essential if the gumis to be used
successfully in any setting. This is adequate information on what
the gumwill and will not do, and careful instruction on its use.
As mentioned previously, the gumis at best a partial substitute
for cigarettes and does not provide as much positive satisfaction.
It follows that it is a treatnent aid rather than a conplete
treatnent. Snmokers who approach it naively, hoping, as many do,
that it will somehow nmagically stop their smoking w thout the need
for any effort on their own part, are inevitably disappointed and
may wrongly conclude that the gumhas nothing at all to offer. It
is therefore vital that clients be made aware of the positive and
negative aspects of the gumin order to gain maxi num benefit from
its use. The failure of a recent nulticentre trial of nicotine
chewing gumto achieve even a placebo effect may reflect anmong
other things inadequate attention to the crucial aspects of subject
instructions (British Thoracic Society 1983; Jarvis and Russell
1983). W sunmmarise in appendix 1 the main points that we have
found hel pful to commnicate to clients.
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Managenent of treatment with nicotine gumis relatively

strai ghtforward. The main issues are firstly whether all patients
need the gum and secondly whether |ong-term dependence on it is a
matter for serious concern. Mtivation to give up cigarettes is a
prerequisite for success, and it is sensible to seek evidence of
this in serious unaided attenpts to quit before considering the
offer of nicotine chewing gum Light snokers are nore likely than
heavy to stop without any formal help, but present evidence
suggests that their success rates, |ike those of heavy snokers, are
enhanced by use of the gum The main point to resolve therefore
shoul d be whether the client's history suggests that dependence as
opposed to lack of motivation has been the nmain block to achieving
snoking cessation.

Mbst people do not find it difficult to stop using the gum but a
smal | minority do becone dependent on it and may continue to use it
for a year or longer. Wile long-termuse of the gum should be

di scouraged, both because continui ng dependence on nicotine
increases the risk of relapse to snoking and because of possible
health risks of gum use per se, in our viewit is not advisable to
refuse to continue to prescribe to a client who is not snoking.
This is al most guaranteed to produce rel apse to snoking, which is
far nore harnful to health. W summarize in appendix 2 the nain

i ssues of treatnent managenent.

THECRETI CAL | MPLI CATI ONS

Li ke nost new treatments, nicotine chewing gumgiven with

ent husi asm no doubt has a strong placebo effect. Sone people
dismiss this quality with scorn. In our view, this is m staken.
As a principle, a safe placebo may be turned to better use than an
active treatment that carries a risk. Placebo response is a valid
and potentially useful psychological effect. It would seem
preferable in treatnment situations to viewit as an asset to be
used positively to enhance results rather than negatively as a
reason for undermning the value of treatnent.

There is no doubt, however, that nicotine chewing gum has an effect
over and above that of the attention-placebo response. Besides
achi eving hi gher success rates than placebo, it significantly
alleviates withdrawal synptoms, as has been discussed already.
There is one further point. In our placebo-controlled trial
(Jarvis et al. 1982) we found that anong those who were abstinent
at 1 nonth, gum consunption (number of pieces per day) correlated
with pretreatment blood nicotine concentration in the active group
(r= .48) but not in the placebo group (r= .17). Pretreatnment
cigarette consunption, on the other hand, correlated with gum use
in the placebo group (r= .47) but not in the active gum group
(r=.11). These findings were statistically significant and point
to different processes underlying the use of nicotine gum and

pl acebo gum The evidence for the specific efficacy of nicotine
chewi ng gum over and above that of attention-placebo factors is
sunmarized in table 4.
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TABLE 4

SUMMARY COF EVI DENCE FOR SPECI FI C
EFFI CACY OF NI COTlI NE CHEW NG GUM

1. Can produce bl ood nicotine |evels
simlar to cigarette snoking.

2. Produces sone pharnacol ogi cal
effects equivalent to snoking.

3. Inhibits ad libitum snoking.

4. dinical efficacy: doubles
| ong-term abstinence rates.

5. Subjectively helpful to snokers.

6. Reduces withdrawal synptons.

7. GQumuse correlates with
pretreatnent blood nicotine;

pl acebo does not.

8. About 7% becone dependent on
nicotine gum none on placebo.

Besides its use as an effective aid to snoking cessation, nicotine
chewing gum has already proved a useful tool for research.

Firstly, it has stinulated a new wave of clinical trials in which
far nore rigour has been applied than previously to inportant

net hodol ogi cal issues such as biochenical validation and success
criteria. Only recently, for exanple, has a clear distinction been
made between abstinence at 1 year followup and | apse-free
abstinence throughout the vyear.

Secondly, and nore inportantly, its effect conpared with placebo in
enhanci ng smoki ng cessation success rates, in alleviating

wi thdrawal synptons, and in inhibiting ad |ibitm smoking has

provi ded new evi dence for the role of nicotine in snoking.
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SUMMARY AND CONCLUSI ONS

In our view, nicotine chewing gumis the nmost significant single
advance achieved so far in the whole field of snoking cessation.
It is the only treatment that has yet been shown to have a specific
effect over and above that of attention-placebo factors, and this
has been denonstrated repeatedly by several research groups in
different countries. It is suitable for use as an adjunct both to
i ntensi ve psychol ogi cal nethods of treatment and to ninimal and
largely self-help types of intervention. In either case, it
approxi matel y doubl es the success rates achieved by intervention
without the use of gum It can be adninistered effectively by
psychol ogi sts and fanmily physicians and no doubt by other
adequately trained health professionals too.

The efficacy of nicotine chewing gumis not linited to the snokers
who use it. Its incorporation into a treatment or intervention
programme revitalises and nmaintains the norale of therapists.

Until the advent of nicotine gumit has required either a research
interest, financial reward, or a degree of masochismto renain for
long at the sharp end of the business of hel ping people to give up
smoking. Wthout a treatnent capable of reducing withdrawal

synpt ons, therapists became drained by having constantly to give
out encouragenent and support to help their clients to tolerate

wi thdrawal |ong enough for the difficulties gradually to wane. The
rapid and tangi ble effect of the gumin relieving wthdrawal
synptonms is a boost to the norale and confidence of client and
therapist alike. It is perceived as hel pful even by those who
fail. This encourages people who relapse to return for further
therapy. A discouraging feature with other treatments has been the
tendency for those who relapse to avoid contact with their
therapists even to the extent of not responding to data collection
at long-term foll ow up.

In viewof its efficacy, its potential for use in many settings,
its miniml demands on therapists' time, and its synergistic effect
in encouragi ng and boosting the confidence of clients and
therapists alike, it is possible that over a period of years

ni cotine chewing gum could have a significant inpact on national
snoking prevalence. But to achieve this, it is essential that it
be used correctly.
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APPENDI X 1

| NFORMATI ON FOR CLI ENTS ABQUT NI COTI NE CHEW NG GUM
AND | NSTRUCTIONS ON I TS USE

The gumis not a nmagic cure. Personal commitnent and effort are
still necessary for success.

The gum contains nicotine which is released as it is chewed and
absorbed through the lining of the nouth.

Absorption of nicotine is slower than fromcigarettes; therefore
the gum does not give the sane positive pleasure as snoking.

The gum does not stop the smoker from snmoking, but it does nake
it easier to cope without cigarettes after stopping.

The gum reduces craving for cigarettes and nakes wi thdrawal
synptons |ess severe.

Its use should be started after quitting cigarettes.

Each pi ece should be chewed for 20-30 minutes to allow all the
nicotine to be released.

The gum shoul d be chewed gently, with frequent pauses. Too
vigorous chew ng causes excessive salivation. N cotine which
is swallowed is destroyed and wasted. It may al so cause

i ndi gesti on.

A piece of gum should be chewed whenever the urge to smoke is
very strong. On average pack-a-day snokers use about 7 gums per
day.

The gum nay taste unpleasant at first and irritate the throat.
Mbst people adapt to it after persisting for a day or two, but it
may take up to a week to get used to it.

The gum shoul d be used for up to 3 nonths before attenpting to
discontinue its use. Even then it is a good idea to carry a few
pieces in case of energencies.
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APPENDI X 2

MANAGEMENT OF TREATMENT W TH NI COTI NE CHEW NG GUM

O fer only to snokers who seriously want to quit, and have tried
previously w thout success or have little confidence in succeeding
wi thout hel p, including Iight snokers who meet these criteria.

G ve usual guidelines on quitting - e.g., setting a target day for
stopping, avoiding difficult situations, etc. The gumis probably
| ess suitable for gradual cessation, but can be readily
incorporated into nmost other prograns.

Gve verbal and witten instructions to all clients, along the
lines suggested in appendix 1. In nmost countries a manufacturer's
bookl et is available.

Discontinue the gumif the client continues to snoke. W usually
warn clients who have not quit by 2 weeks that they will get no
nore if they have not quit by their next visit.

Consider 4 mg gumif the client uses nore than 15 per day of the
2 ng strength. (4 ng gumis not yet available in the U S A)

Encourage gradual withdrawal from gum after 3 nonths abstinence
from smoking. Mst will not find this difficult. Longer term
dependence develops in a few, but may be preferable to relapse to
smoki ng, which is the probable alternative if the gumis wthheld
from clients who feel they cannot do without it.

Unwant ed effects such as sore mouth, hiccups, and gastric synptons
are relatively common initially but are rarely a cause for

di scontinuance. They are often a sign of excessively vigorous
chew ng.

In our view the following conditions are cause for caution but do
not exclude use of the gum pregnancy, peptic ulcer, coronary
heart disease, hypertension, peripheral vascul ar disease. In all
these conditions continued snoking is probably nore harnful than
moderate gum use.
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Psychological and Pharmacological
Approaches to Smoking Relapse
Prevention

Sharon M. Hall, Ph.D., and Joel D. Killen, Ph.D.

This paper reports data from two studies which examined the effects
of smoking treatments combining psychological and pharmacologic
treatment methods. Nicotine chewing gum (Nicorette) was used as a
pharmacologic aid to help achieve nonsmoking and maintain absti-
nence. Aversive smoking procedures were used to produce rapid
cessation. Cognitive behavioral skills training was included to
help subjects develop strategies for identifying and coping with
high risk episodes.

NICOTINE CHEWING GUM: A PHARMACOLOGIC THERAPY

The use of nicotine gum as a therapeutic agent is based on the
assumption that smokers smoke for nicotine. The evidence supporting
nicotine as the dependency-producing agent is suggestive but incon-
clusive. The dependency premise has led to proposals of nicotine
regulation or "titration."” That is. it has been assumed that
smokers. once dependent, regulate nicotine through relatively stable
patterns of self-administration. Data supporting the nicotine
regulation model come mostly from experiments showing variation in
smoking rates accompanying experimental manipulation of nicotine
levels (for example, e.g., Mangan and Golding, 1978; Herning et al.
1981). However, the regulation in most studies is imprecise. Some
investigations. especially those correlating nicotine yield and
nicotine blood levels, have failed to demonstrate a regulation
effect (Kumar et al. 1977).

Initial trials with nicotine gum conducted in Great Britain and
other European countries produced mixed results. Russell et al.
(1976) compared 2 mg nicotine chewing gum with placebo in a
double-blind cross-over trial during which 43 smokers were either
smoking "as inclined" or were attempting cessation. Use of the gum
signficantly reduced smoking during the ad lib period, but differ-
ences between the two conditions disappeared when subjects attempted
to quit smoking. At 6-month followup, Puska et al. (1979) found 35%
abstinence for nicotine gum treatment subjects and 25% for placebo.
Malcolm et al. (1980) found 23% abstinence for gum treated subjects,
5% for placebo, and 14% for a no-drug control. Recent studies re-
ported by Russell have produced higher abstinence rates, probably
due to improvements in the formulation of the gum and to better
instructions in its use. One year COH, validated abstinence rates
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of 38% have been reported (Russell et al. 1980). These may be
increased to 67-68% for subsample which continue to use the gum for
at least four months (Russell et al. 1980; Wilhelmson and
Hjalmarsson 1980).

However, at least one recent placebo-controlled trial has failed to
demonstrate an effect for the active gum (British Thoracic Society
1983). and two others reported failures to maintain initial signif-
icant differences at l-year assessments (Fagerstrom 1982; Fee and
Stewart 1982). a negative result replicated in a sample from the
United States (Schneider et al. 1983).

ADVANCED PSYCHOLOGICAL TREATMENTS

Multicomponent psychological interventions represent ''state-of-the-
art” efforts in psychosocial approaches to smoking cessation the
relapse prevention (e.g.. Hall 1984). Treatments typically combine
aversive smoking strategies to produce quitting with behavioral
skill training. The skill training gives clients skills to suc-
cessfully overcome high risk situations.

Results from controlled investigations of multicomponent programs
have been mixed. Although some have reported 12-month abstinence
rates above 50% (Delahunt and Curran 1976; Lando 1977), the data
from most of these studies are less than persuasive. Rates are
either lower (e.g., Danaher 1977). or they are based on self-
reported abstinence without biochemical verification.

COMBINING PSYCHOLOGICAL AND PHARMACOLOGICAL APPROACHES

Most investigators agree that both psychological and pharmacologic
factors maintain smoking (Jaffe and Kanzler 1979). Therefore,
procedures enabling quitters to cope with the psychological factors
precipitating relapse combined with pharmacological management of
withdrawal symptoms may enhance long-term treatment outcomes. In
one such trial. Fagerstrom (1982) reported a 12-month abstinence
rate of 49%.

The two trials reported in this paper combined nicotine gum with
similar multicomponent psychological interventions. The studies
were designed and executed independently. One was Implemented at
Stanford University (Killen), the other at the University of
California, San Francisco (Hall).

THE STANFORD TRIAL

Sixty-four subjects were assigned to one of three maintenance
treatment conditions: (1) nicotine gum (n=22); (2) skills training
(n=20); (3) combined. The latter included gum plus skills training
(n=22). Abstinence was assessed at 6 and 15 weeks and 10.5 months
following cessation. Expired air carbon monoxide levels were
measured at all three points. Serum thiocyanate levels were
collected at 6 weeks.
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Subjects
Subjects met the following criteria: (1) did not present cardio-
vascular cr pulmonary disease symptoms; (2) were not pregnant; (3)

paid a 50 dollar deposit; and (4) obtained physician®s consent to
participate. Subject characteristics are presented in table 1.

TABLE 1

The Stanford Trial - Demographics

Mean number of cigarettes per day 31.7

Mean age 44.1

Mean number of years smoked 23.8

Mean (SD) expired air CO (PPM) 28.2 (12.5)
Mean (SD) blood cotinine (NG/ML) 192.9 (100.0)
Mean (SD) serum thiocyanate (UMOL/L) 165.9 (53.1)

Cessation Phase

A 7-week treatment program consisting of cessation and maintenance
phases was developed. The cessation phase occurred during week 1.
Maintenance training was conducted during weeks 2-7.

All subjects participated in the cessation phase, designed to
produce rapid quitting. Therapists met with participants in groups
of 10-12 in four consecutive 1.5-hour sessions. All smoking was
expected to cease after the third session so that subjects would
have achieved abstinence for 24 hours at session four.

During the first hour of each session, a four-step skills training
procedure was used to help participants develop strategies for
coping with the multiple determinants of smoking. In Step 1.
self-efficacy scales developed by Condiotte and Lichtenstein (1981)
were used to target high-risk situations. In Step 2, therapists led
group members in a discussion of potentially effective coping
strategies. In Step 3, therapists demonstrated how strategies for
selected target situations might be implemented. In Step 4.
participants rehearsed responses specific to personal high-risk
situations in front of the group. Therapists and group members
provided feedback following each rehearsal.

During the final 30 minutes of each session participants engaged in
an aversive smoke holding procedure. Imagery training with home
practice was used with smoke holding to promote more potent,
self-regulated use of aversion effects.
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Maintenance Phase

Condition 1: nicotine gum. Subjects in this condition used
nicotine gum (2 mg) for 7 weeks. Nicotine gum was begun on day 1 of
the cessation phase. Participants were informed that-a variety of
psychophysiological withdrawal symptoms accompany cessation and may
increase the chance of relapse. They were instructed to chew nico-
tine gum at each occurrence of an urge, craving, or other symptom;
they were told that symptoms would diminish within 10 to 15 minutes
of onset. Participants were also told that the gum was only viewed
as an adjunct to cessation, and that skill development and practice
were essential to continued abstinence. They were instructed to
reduce gum usage beginning in week 3 in order to terminate gum use
completely at the end of treatment. Gum was not available beyond
week 7.

During the maintenance phase, participants in Condition 1 attended a
drop-in clinic for 20 minutes once a week beginning in week 2. At
each session participants received new gum supplies if desired and
returned unused portions of gum allotments distributed at the pre-
vious session. Carbon monoxide levels were measured and self-
regulatory efficacy scales were completed.

Portions of the $50 deposit were returned for attending weekly
sessions.

Condition 2: skills training. Participants in Condition 2 met in
small, therapist-led groups during weeks 2 and 3 for additional

skills training designed to strengthen nonsmoking skills. Nicotine
gum was not administered.

In weeks 4-7 they directed their own maintenance program and
received performance feedback during weekly drop-in clinic
sessions. Participants used efficacy scales to target high-risk
situations and wrote treatment plans detailing the (a) problem
situation; (b) appropriate coping strategies; (c) change plan
implementation procedures; and (d) outcomes. Portions of the de-
posit were returned for completion of weekly homework assignments.

Condition 3: combined. During the maintenance phase, participants
in Condition 3 received the skills training program developed for
those in Condition 2 (ST). They also began; nicotine gum on day 1
and discontinued use at the end of treatment (week 7).

RESULTS

Abstinence rates are presented in table 2.

At 6 weeks, the rate for the combined group was significantly higher
than the rate achieved by the skills training condition only format

134



TABLE 2

Stanford Trial - Abstinence Rates

NG ST NG+ST
(n=22) (n=20) (n=22)
6-week followup
N 14 1 19
% Quit 64 55 86
15 week followup
N Quit 11 9 16
% Quit 50 45 73
10.5 month followup
N Quit 5 6 11
% Quit 23 30 50

(ST) (X?=3.63, p<.05, one-tailed), but not different from the gum
only format (NG). At 10.5 months, differences between the gum
formats were not significant at (p<.05) but were in the predicted
direction (X?=2.46, p<.10, one-tailed). Carbon monoxide values

were used to verify self-report: at each assessment. Thiocyanate
was used to verify reports at 6 weeks. Ninety percent agreement was
obtained between biochemical measures.

Withdrawal Symptoms

A Tobacco Withdrawal Scale, developed by Bachman (unpublished) was
used to assess the frequency and severity of withdrawal symptoms
associated with cessation. Subjects rated the severity of each of
24 symptoms on a scale ranging from 0 (no symptom) to 4 (extremely
severe). Withdrawal symptoms were collected daily during weeks

2-4. At week 3. gum users reported significantly less severe
symptoms t(48)=2.39, (p<.05). Differences at weeks 2 and 4 were not
significant but in the predicted direction.

Physical Dependence Predictors

A stepwise logistic regression analysis was conducted to examine the
utility of seven factors (Fagerstrom Tolerance Questionnaire,
reported cigarette consumption, withdrawal symptom severity, urge
severity, cotinine, expired-air carbon monoxide and serum
thiocyanate) in predicting resumption of smoking. Urge severity
accounted for about 14% of the relapse variance (X?=10.93,p<.009)

at the 15-week followup. Symptom severity accounted for about 3% of
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the variance (X’=3.95,p<.05). Suprisingly. cotinine failed to
predict relapse at any assessment.

Side Effects of Gum Use

Most users reported some side effects, but only three discontinued
use due to personal discomfort. Table 3 presents the most fre-
quently reported side effects.

TABLE 3

The Stanford Trial - Reported Side Effects

Side Effect Percent Reporting
oral soreness

hiccups 32

nausea 11
lightheadedness 20

mouth sores 14

jaw muscle ache 36

appetite loss 9

headache 23

heartburn 5

THE UNIVERSITY OF CALIFORNIA - SAN FRANCISCO TRIAL
Subjects

Subjects were 120 smokers who attended an orientation meeting and
(1) did not have cardiovascular or pulmonary disease; (2) were not
pregnant; (3) were between the ages of 21 and 55; (4) paid a $75
deposit; and (5) obtained physicians® concurrence about their health
status. Demographic and smoking characteristics of these subjects
at pretreatment are in table 4.

Subjects were assigned by order of entrance into treatment to one of
three treatment conditions. These were nicotine gum in a low con-
tact group, entensive behavioral, or combined.

All subjects were told to stop smoking on the first day of treatment

and were precautioned against smoking outside the sessions there-
after. All meetings lasted 75 minutes.
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TABLE 4

UCSF Trial - Sample Description (N=120)

N %
SEX: Male 64 53
Female 56 47
Treatment Completion:
Treatment Completers 114 95
Dropouts 6 3
Years Smoked: 1-5 Years 5 4
6-10 Years 15 13
11-20 Years 52 46
>20 Years 42 37
Pretreatment Blood X = 186.55
Cotinine Level SD = 92.94
(NG/ML) Range = 15-469
AGE X = 38
SD = 7.6
RANGE = 24-56

Intensive Behavioral Treatment

This treatment was modeled on that studied earlier in the senior
author®"s laboratory. In that trial, it produced 50% abstinence rate
at 6 months. and 39% at 1 year (Hall et al. 1982). The treatment
had two phases, a quitting phase and a relapse prevention phase.
The quitting phase consists of eight aversive smoking sessions held
during the first 3 weeks. Subjects puffed and inhaled every 30
seconds. Videotape feedback of the smoking sessions was used to
provide negative images for the smoker to use when tempted to smoke
outside the session. Carbon monoxide feedback was given before and
after each treatment session, to emphasize the physical effects of
smoking.

The relapse prevention phase had three components. These were
relaxation training, smoking situation training, and structured
feedback. Subjects were taught a modification of Benson®s (1974)
relaxation method. They made a commitment to use this technique or
another of their choosing to combat feelings of tension and irri-
tability. Subjects role-played typical relapse situations and
learned ways of rethinking responses to urges. Structured feedback
consisted of paper and pencil exercises with group discussion on the
costs of smoking and the benefits of quitting. CO levels were also
used as feedback during this phase of treatment.
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Nicotine Gum plus Low Contact Group

Four treatment sessions were held over a 3-week period. Subjects
were given detailed instructions in use of nicotine gum, including
when and how to taper off the gum. During treatment sessions, use
of the gum was monitored, reading materials were discussed, and
individual plans to quit smoking were formulated. As part of that
plan, subjects made a commitment to the group to use specific
strategies. Materials presented included three booklets: a tip
sheet taken from the American Cancer Society, information on the
American Lung Association Tel-Med Phone line, and a magazine article
on nicotine gum. Gum was available for 6 months from study start.

Combined Treatment

The combined treatment was identical to the behavioral treatment
except that nicotine gum and instructions in its use were provided
and gum was available for 6 months from study start.

Assessments were held at weeks 0 (pretreatment), 3 (posttreatment).
12, 26. and 52. Abstinence was verified by CO. Plasma thiocyanate
analyses were used to verify abstinence at 26 and 52 weeks. Blood
cotinine and Tolerance Scores were collected at pretreatment.

RESULTS

Abstinence rates are shown In table 5.

TABLE 5
UCSF Trial - Abstinence Rates

Treatment Group
Low Contact Combined Behavioral

(N=43) (N=41) (N=36)

3-Week Assessment

N Abstinent 35 39 28

% Abstinent 81 95 78
12-Week Assessment

N Abstinent 25 30 17

% Abstinent 58 73 47
26-Week Assessment

N Abstinent 20 24 11

% Abstinent 47 59 31
52-Week Assessment

N Abstinent 16 18 10

% Abstinent 37 44 28
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Differences between the Combined condition and the two single
modality treatment conditions considered together were significant
at weeks 3 (X?(1)=5.00, p<.02), 12 (X*(1)=4.50, p<.03), and 26
(X3(1)=4.05, p<.04), but not at week 52 (X3(1)=1.40, p<0.24).

Hierarchial logistic regression indicated significant treatment
condition by cotinine level interventions. For subjects above the
median, differences in abstinence rates between gum and no gum
conditions were significant at all assessments at week 3 (X°(1)=
3.89, p<.05, 26 (X°(1)-4.71, p<.03), and 52 (X*(1)= 5.31,

p<.05). A nonsignificant trend in the same direction was noted at
week 12 (X*=2.97, p<.08).

There were no significant differences between gum and no gum
conditions for subjects below the cotinine median. Results for the
Tolerance Scale followed a similar pattern, but differences between
gum and no gum for subjects above the median were significant only
at weeks 12 (p<.026) and 26 (p<.027). Cigarettes per day showed a
similar pattern, but differences were significant only at week 26
(p<.034).

Abstinence rates at each assessment for both gum and no gum
conditions for subjects above and below the median on cotinine are
shown in table 6.

TABLE 6

Number (and Percent) Abstinent at each Assessment
for Subjects High and Low
on Blood Cotinine in Gum and No Gum Treatment

Above Below
Cotinine Cotinine
Median Median
Gum No Gum Gum No Gum
(n=37) (n=17) (n=40) (n=19)
Week 3 37 (93) 13 (68) 30 (ab) 15 (88)
Week 12 27 (67) 7 (37 23 (62) 10 (58)
Week 26 21 (53) 3 (16) 18 (49) 8 (47N
Week 52 16 (40) 2 (11) 15 (41) 8 (47N
DISCUSSION
The two studies produced similar outcomes. In both, the intensive

behavioral treatment combined with nicotine chewing gum produced
some of the highest longer term abstinence rates ever reported,
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especially in relatively early assessments. Biochemical
verification of self-reported abstinence strengthens the
persuasiveness of the findings.

The results suggest that nicotine gum should be combined with
considerable psychological support. While the short-term per-
formance of subjects in Killen"s gum-only format was encouraging,
only 23% remained abstinent at 45 weeks. Relapse rates for the
other conditions were not nearly so marked. Subjects in the
gum-only format may have been less prepared to cope with psycho-
logical factors, since their exposure to the behavioral intervention
was brief. Hall"s low contact condition did not produce nearly so
sharp a relapse rate. Of these subjects, 37% were abstinent at 1
year. Several factors may have contributed to differences between
the two studies, including the long period of gum availability for
Hall"s subjects, or the emphasis on self-reliance in the low contact
groups, or the formulation of a plan and commitment to use it. It
should be noted, however, that in both studies even the low contact
conditions provided more support than patients will probably receive
when the gum is administered as a prescription drug.

Physicians should be cautioned that mere prescription of the gum
cannot be expected to produce optimal performance. Psychological
and behavioral factors clearly influence outcomes and must be
addressed if treatments are to produce durable results. How the gum
will be combined with behavioral treatments in clinical practice is
unclear, and is likely to be neglected unless considerable effort is
directed to physician education. Research designed to develop and
evaluate physician-administered treatments combining both nicotine
and psychological interventions is clearly needed.

Controlled placebo comparison trials testing the effects of the gum
and standardized psychological treatments are essential to clarify
the importance of different mechanisms in the change process.
Fagerstrom (1982) has reported 6-month abstinence rates of 63% and
45% for active and placebo gum combined with psychological therapy.
Fee and Stewart (1982) reported posttreatment rates of 46% and 33%
for active and placebo gum respectively. Given their sample sizes,
the 18% difference reported by Fagerstrom and the 13% difference
reported by Fee and Stewart were statistically significant.

However, the so-called placebo effect of the gum would appear to be
important, since abstinence rates in both placebo conditions were
respectable. Thus, as Russell notes (this volume), the placebo
effect can be used to advantage. It should also be noted that
significant differences between the active and placebo gums vanished
at 12-month followups in both reports.

Periods of gum availability have ranged from 5 weeks (Fee and
Stewart, 1982) to 1 year (Schneider et al. 1984). Research on
different gum administration schedules is also needed. Russell
(1980) suggested that nicotine gum be available for at least 4
months. The data are mixed, but relapse may be, in part, a function
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of the effects of tobacco dependence. However, we know very little
of the process by which presumed psychological and pharmacological
manifestations of dependence promoted relapse (Jarvik 1979).

The Stanford and UCSF trials examined several biochemical and
self-report measures of physical dependence. Previous work suggests
that cotinine may be a useful measure of chronic tobacco dependence
and might serve to identify those smokers most likely to relapse
following smoking cessation (Hall et al. 1984b; Zeidenberg et al.
1977). Findings from Hall"s study support the earlier work. Sub-
jects above the median cotinine level did poorly without nicotine
gum. Availability of the gum had little effect for subjects below
the median. Killen®s data showed no correlation between cotinine
levels and abstinence. Reasons for differences in outcome are
unclear. Blood samples were drawn in Hall®s study after an 8- to
12-hour cigarette fast. Thus, the levels reported represent con-
stant levels, unconfounded by length of time since last cigarette.
This was not the case in Killen"s sample, where time since last
cigarette was not controlled. However, this procedural difference
cannot entirely account for the differences between the two studies,
since Hall et al. (1984b) used procedures similar to those of Killen
in earlier work, and were able to predict outcome. In Hall"s sam-
ple, cotinine was an especially good predictor when a median split
was used, suggesting measurement at some points of the distribution
may be more reliable than at others.

The Fagerstrom Tolerance Questionnaire was also examined in both
trials. Prediction of relapse was reasonably good only in the UCSF
study.

Killen also examined measures of withdrawal symptoms severity and
urge severity. Reported urge severity accounted for about 14% of
the relapse variance at the 15-week followup. This is one of the
first studies to demonstrate a relationship between urge, strength
and relapse. Although modest, the level of prediction achieved with
this measure compares well with the predictive power of measures
such as self-efficacy or cotinine which typically account for be-
tween 10% and 15% of the variance in treatment outcome. The results
suggest that further efforts to develop measures of smoking urge may
be warranted.
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