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In this Commentary, which also appeared in The Journal of Clinical Psychiatry (2007;68:1404-1410), 5 expertsin the field of psychiatry discuss smoking
and smoking cessation in patients with psychiatric disorders. This Commentary covers a topic that is particularly relevant to primary care physicians,
who should be aware of the special issues surrounding smoking and mental iliness, as well as the barriers to cessation that psychiatric disorders may
present, in order to improve the health of their patients. —Larry Culpepper, M.D., M.PH.

PHYSICIANS DISCUSS SMOKING AND
SMOKING CESSATION IN PATIENTS
WITH PSYCHIATRIC DISORDERS

Smoking is known to pose serious

health risks and is particularly common in
patients with mental illness, but clinicians
sometimes fail to address smoking among
these patients. However, patients with
mental ilIness are able and should be
encouraged to quit smoking. While
maintaining awareness of the special
issues regarding smoking motivation and
smoking cessation among these patients,
clinicians should promote cessation
whenever possible and help patients

who have quit to sustain cessation.

On February 16, 2007, Alan J. Gelenberg,
M.D., from the Department of Psychiatry
at the University of Arizona, assembled
agroup of expertsin order to discuss
smoking in patients with mental illness.
Their discussion appears here.
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Smoking Cessation in Patients
With Psychiatric Disorders

Alan J. Gelenberg, M.D.; Jose de Leon, M.D.;
A. Eden Evins, M.D.; Joseph J. Parks, M.D.;
and Nancy A. Rigotti, M.D.

Dr. Gelenberg: Smoking is an important concern for psychiatrists and
their patients. Data show that about 1 person in 5 in the general population
smokes or uses tobacco products and that smoking is the leading cause of
preventable death in the United States.? Patients with mental illness have a
higher rate of smoking than the base popul ation® and smoke twice as many
cigarettes as smokers without mental illness.* The good news is that more
approaches, both pharmacologic and psychosocial, are available now to
help people, including psychiatric patients, stop smoking.

IMPORTANCE OF ENCOURAGING CESSATION

Dr. Gelenberg: How effective are we at making the various behaviora
and pharmacol ogic cessation interventions avail able to people with mental
illness?

Dr. Parks: We certainly could do much better. Clinicians do not often
address smoking during patient interviews,® but a simple encouragement
from a doctor to stop smoking usually resultsin at least temporary cessa-
tion or temporary reduction in the number of cigarettes smoked per day.°®
Many clinicians are not familiar with the appropriate use of nicotine re-
placement products, and so do not routinely offer them to patients.” How-
ever, it helps the relationship with the patient when we address smoking
because it shows that we care about their general health as well as their
psychiatric health.

Dr. de Leon: Use of tobacco is generally not addressed in substance-
dependence treatment programs. In my study® of alcohol, drug, and smok-
ing cessation, about 45% of the people with severe mental illnesswere able
to stop using alcohol or drugs, but only 10% stopped smoking. If smoking
is mindfully addressed, cessation rates may increase. When speaking with
other psychiatrists, | emphasize the need for talking to patients about their
smoking and including that information in the patient’s chart.

Dr. Gelenberg: Just aswe ask about alcohol and drugs of abuse, inquir-
ies about tobacco use should be aroutine part of every patient’s initial his-
tory taken by any physician, including psychiatrists.

Dr. de L eon: A couple of questions’ from the Fagerstrom Test for Nico-
tine Dependence®™* (Table 1) can give the clinician an idea of how ad-
dicted the patient is. At the least, the clinician needs to ask how much the
patient is smoking and how soon after waking up he or she starts smoking.
If somebody starts smoking within the first 5 minutes after waking up, that
isasign that he or sheisvery addicted. Waiting more than an hour isasign
that he or sheisless addicted.

Dr. Evins: If smoking isincluded as a vital sign in patient charts, doc-
tors will discuss smoking with patients more often and advise quitting.*?
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Table 1. Fagerstrom Test for Nicotine Dependence®

1. How soon after you wake up do you smoke your first cigarette?
Within 5 minutes = 3 points
6-30 minutes = 2 points
31-60 minutes = 1 point
Over 60 minutes = 0 points
2. Doyou find it difficult to refrain from smoking in places where
it is forbidden?
Yes =1 point
No = 0 points
3. Which cigarette would you most hate to give up?
First cigarette of the day = 1 point
Any other cigarette during the day = 0 points
4. How many cigarettes do you smoke per day?
10 or fewer = 0 points
11-20 =1 point
21-30 = 2 points
31 or more = 3 points
5. Do you smoke more in the first hours after waking than during
the rest of the day?
Yes =1 point
No = 0 points
6. Do you smoke when you are so ill that you are in bed?
Yes =1 point
No = 0 points
Results:
Low Nicotine Dependence = 0-3 points
Medium Nicotine Dependence = 4-5 points
High Nicotine Dependence = 610 points

@Reprinted with permission from K.O. Fagerstrom, Ph.D.

However, many doctors seem to have a therapeutic nihil-
ism about the ability of patients with major mental illness
to quit smoking. Patients with major mental illness, even
schizophrenia, can be both highly motivated and persis-
tent in attempts to quit smoking.”® They understand that
successful cessation can help reduce their elevated risk for
smoking-related morbidity and mortality. However, their
level of addiction ishigh.

SPECIAL CESSATION ISSUES FOR
SMOKERS WITH SERIOUS MENTAL ILLNESS

Dr. Gelenberg: What are some of the special issues
and considerations involved in helping patients with psy-
chiatric disorders in various settings to stop smoking?
Should we give different guidance to doctors who care for
our most seriously mentally ill patientsin the public health
system than we would give to primary care doctors
who practice in an outpatient setting or even to psychia-
trists treating middle-class, basicaly intact, ambulatory
patients?

Dr. Parks: Many patients with mental illness have
more difficulty quitting smoking compared with smokers
without mental illness.® However, they can stop smoking.
People with mental illness such as schizophrenia may
smoke differently than other people, inhaling more deeply
S0 that they consume higher doses of nicotine.**> They
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also spend alot of their disposable income on cigarettes.
Many of them try to quit repeatedly, and each of those ces-
sation trials is helpful for them. They reduce some; they
quit for awhile. The only different guidance | would give
isthat cessation is going to be alonger process for patients
with serious mental illness. The clinician conducting the
cessation intervention will need to repeat the prompts to
psychiatric patients more frequently than to smokersin the
general population, but that is because of the general prob-
lems with new learning that you see with severe chronic
mental illness. Other than that, the approaches we use are
similar. We have to keep it simpler and repeat more often,
but, most of all, we just have to do it.

REASONS FOR ELEVATED SMOKING
AMONG PATIENTS WITH SCHIZOPHRENIA
AND OTHER MENTAL ILLNESS

Dr. Gelenberg: The observation that people with
schizophrenia and other major mental illnesses smoke at a
higher rate than the general population is certainly an old
one, but, over the years, several hypotheses about the rea-
son for this have been advanced. Some have thought that
smoking helps patients counteract side effects of medica-
tion. Others have thought that smoking is an attempt at
self-medication to correct some of the core symptoms of
schizophrenia.

Dr. Evins: Over the years, we have learned an ex-
traordinary amount. We have known for decades that
smoking—not nicotine but smoking—increases metabo-
lism of antipsychotic medicines, so smokers with schizo-
phrenia have a lower ratio of serum concentration to dose
of antipsychotics and other medications that are metabo-
lized by the cytochrome P450 system.'®? |n the past dec-
ade, evidence has accumulated that implicates dysregu-
lation of the neuronal nicotinic acid acetylcholine receptor
system in the pathophysiology of schizophrenia.®* Post-
mortem studies and positron emission tomography (PET)
imaging studies show reduced expression of nicotinic
receptorsin the hippocampus and reduced smoking-rel ated
upregulation of the high affinity or a,3, receptors in the
cortex, hippocampus, and caudate.??**-* Nicotine im-
proves deficits in auditory sensory gating in those with
schizophrenia® and their healthy, nonsmoking first-degree
relatives.®

Nicotine improves attention or inhibitory function in
schizophrenic patients to a greater extent than in the gen-
eral population.®*° Until recently, these studies have been
conducted with smokers who had been withdrawn from
smoking for abrief period, usually overnight, so you often
could not be sure if this improvement was merely due to
areversal of some of the detrimental effects of nicotine
withdrawal or not. However, arecent study* of nonsmok-
ers show that nicotine improves attention in people with
schizophreniaas well as controls, but thereis a differential
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or amost disease-specific improvement in inhibitory
processing in patients with schizophrenia. Nicotine helps
these patients have more control over their responses and
inhibit impulsive responses.

Dr. de Leon: | do not really like the self-medication
hypothesis,** because most (3 of 4) people with schizo-
phrenia start to smoke before the ilIness is diagnosed.***

Dr. Gelenberg: In the last few decades, it has become
increasingly clear that the vulnerability to acohol de-
pendence has a genetic component independent of psychi-
atric disorders. Besides the influence of simply growing
up in ahousehold where your parents smoked, to what ex-
tent might there be a genetic component to smoking, per-
haps akin to the deficit in nicotinic receptors or nicotinic
receptor firing in patients with schizophrenia that we
discussed?

Dr. Evins: Up to 70% of the variance of smoking be-
havior is thought to be attributable to genetic factors, and
several genes have been associated with smoking cessa-
tion success, smoking relapse, nicotine dependence, crav-
ing, and the amount of nicotine one consumes.**° Genetic
variation is now being examined as away to identify indi-
viduals who are at risk for nicotine dependence or relapse
and, perhaps more clinically relevant, those who may re-
spond better to one treatment or another.®-%

Dr. de Leon: People respond differently to med-
ications; | am sure that this is also true for agents of
abuse. Your genetic background makes you more sus-
ceptible to respond positively to one drug rather than an-
other. | think there is an overlap between the genetics of
nicotine dependence and acohol abuse, and that is why
they tend to co-occur. There may be a similar overlap be-
tween nicotine dependence and schizophrenia, but asso-
ciations between nicotine dependence and alcohol and
drug abuse are stronger than associations between smok-
ing and schizophrenia.>®

| have been doing a study of 4000 patients asking
which substances of abuse are their favorite, and, without
a doubt, nicotine is the one that they prefer. It is also the
substance that is hardest for them to quit.

Dr. Rigotti: Because many children try a cigarette but
only some of them become nicotine-dependent, genetic
differences may predict who will develop nicotine de-
pendence. Right now, we do not know enough about these
genetics for it to influence our treatment, although we are
trying to identify characteristics of patients who might
respond better to one treatment than another.

Dr. Gelenberg: People who develop acohol depen-
dence often have a more profound recollection of their
first drink than people who do not become alcohol-
dependent. Is someone with a genetic predisposition for
nicotine dependence likely to say, “It was a peak experi-
ence when | had my first cigarette at age 15" ?

Dr. Evins: To my knowledge, those data have not been
published. Those who have the more negative experience
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are the fast metabolizers, so they essentially have nicotine
withdrawal very quickly after being exposed to nicotine. |
think the strongest data right now show that those with
very fast metabolism of nicotine are much more likely to
become addicted.>

SMOKING CESSATION TREATMENTS
FOR PATIENTS WITH MENTAL ILLNESS

Dr. Parks: The hypotheses about the reasons for
increased smoking among the mentally ill may help us
to understand the illnesses or develop new therapies for
treating mental illness, but they do not help us address the
smoking that our patients are doing now. The point is that
these patients are dying 25 years younger than the general
population,® and they are dying of smoking-related ill-
nesses—heart disease and lung disease. We spend more
time trying to understand why they smoke than trying to
understand what we can do to reduce their smoking and
prevent premature mortality.

Dr. Evins: That isavery good point.

Dr. Gelenberg: | understand that we have several dif-
ferent types of cessation treatments, psychosocia behav-
ioral and pharmacologic. In recent years, the U.S. Food
and Drug Administration (FDA) approved nicotine re-
placement. We have an antidepressant, bupropion, which
is approved under a different brand name for smoking ces-
sation. Recently, a new product with a different mecha-
nism of action, varenicline, has become available. If a pa-
tient comesto me this afternoon and says, “| want to quit,”
how do | decide which treatment approach to use?

Dr. Rigotti: The U.S. Public Health Service guide-
lines™ for treating tobacco use and dependence were pub-
lished in 2000, and | think they are till relevant. The
guidelines were for general medical patients, not specifi-
cally for psychiatric patients, but the guidelines were the
result of an extensive meta-analysis of existing literature at
that time, and they concluded that there were effective
treatments.

The evidence of efficacy was examined for 2 types
of treatments—psychosocial support and medication.® In
terms of psychosocial support, the most effective types
of treatment were psychoeducational, habit-changing,
cognitive-behavioral strategies that help smokers identify
their cues to smoke and then begin to break the link be-
tween the cue and the smoking. People begin to learn alter-
native ways of coping with urges and cravings to smoke.
Social support was aso recommended, both within the
context of the treatment and outside the context of the
treatment, which sometimes means going to a formal pro-
gram that provides support or finding a buddy who is a
nonsmoker.

In terms of medication, the recommendation was that
al forms of nicotine replacement were essentially the
same.*® Consequently, a form of nicotine replacement or
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the sustained-release form of bupropion were considered
first-line drugs, based on the fact that they were all FDA-
approved for the indication of smoking cessation and that
they each approximately doubled quit rates compared with
placebo. The second-line drugs were nortriptyline and clo-
nidine. More recently, varenicline, which workswith a dif-
ferent action, was approved. The guidelines did not make a
recommendation about the specific type of cessation aid to
use with patients but said that it was up to patient prefer-
ence and physician judgment, perhaps weighing the vari-
ous side effects.

In my own experience, it makes the most sense to first
ask the patient if he or she has ever tried to quit before,
what cessation aids he or she has used, and how well the
aid worked. Often people can build on their previous quit-
ting experience, and | think that patients should have arole
in deciding what they think will work. Do they want a pill?
Do they want a patch, gum, lozenge, or some other treat-
ment? Sometimes, financial issues are involved, and it is
simply amatter of what is best covered by their insurance,
which isapublic insurance in many cases.

Dr. Parks: Different people will be motivated by dif-
ferent reasons to stop smoking. Some are motivated by the
health reasons; others are motivated just by the amount
of money it costs them. We need to be careful in our pa-
tient interviews to search the full range of reasons to stop
smoking, whether it is health, money, social relationships,
or just not wanting to smell like stale cigarettes.

Schizophrenia

Dr. Evins: For some time, it was recommended that
patients with schizophrenia not take bupropion because of
its mild dopaminergic properties, but those recommenda-
tions were made before any studies on thisissue were pub-
lished. There are now several studies” " of bupropion for
smoking cessation in patients with schizophrenia, and bu-
propion seems to be well-tolerated. It does not cause in-
crease in psychosis and may, if anything, improve depres-
sive or negative symptoms.

We have no new cessation strategies for people with
psychiatric illness. We have what is out there for the gen-
eral population but perhaps in higher doses—combining
a short-acting nicotine replacement therapy with a longer
acting patch or combining nicotine replacement therapy
and bupropion—than you might consider using in the gen-
eral population.

Dr. Gelenberg: So, if a smoking patient has a chronic
psychotic disorder like schizophrenia, approach it more or
less the same way, with afew modifications, asyou would
with anyone in the general population?

Dr. Evins: Make the psychoeducational support more
concrete, and perhaps give more than one form of pharma-
cotherapy. Otherwise, the cessation strategies are mostly
the same in the general population and in patients with
mental illness.
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Dr. de Leon: | would aso like to point out that, be-
cause smoking increases the metabolism of clozapine,
olanzapine, and typical antipsychotics, doses of those
medications need to be increased in smokers, and subse-
guent smoking cessation can raise the blood levels of
these drugs,™® so the psychiatrist has to lower the dose
and closely follow these patients to avoid side effects.

Dr. Evins: Short-term cessation treatment (i.e., 8 to
12 weeks) may not be adeguate for patients with schizo-
phrenia, in particular. If they have nicotinic receptor hy-
pofunction at baseline, their receptors do not upregulate
normally when they smoke. Then, when they stop smok-
ing, you should not expect their receptor function to nor-
malize during abstinence. Long-term treatment with a
nicotinic agonist may be required to reduce the high
rates of relapse that occur when patients with schizo-
phrenia discontinue nicotine dependence treatment.**¢

Dr. Gelenberg: Rather than advising short-term nic-
otine treatment using patches or gum, would you sug-
gest long-term treatment for people with serious mental
illness?

Dr. Evins: Yes. We need to test this hypothesis, but
our understanding of nicotinic receptor hypofunction in
thisillness tells us that these patients may initially need
higher doses or more treatment to quit smoking, and we
may need to continue treatment chronically.

Dr. Gelenberg: | think the reason that understanding
nicotine in the context of a disorder of fundamental sen-
sory gating like in schizophrenia is relevant in today’s
clinical world is because it gives us some hints about
how cessation might be different in these patients. The
basic concept of smoking cessation is to get someone
over the hump of withdrawal and then leave them on
their own. But in patients with schizophrenia, if thereis
a fundamental deficit in cognitive processing that nico-
tine helps to reverse, then chronic nicotine replacement,
perhaps in a vehicle better than what we currently have
available, might assist people with schizophreniato quit
smoking long-term.

Dr. Rigotti: Working with smokers who have major
mental illnessislikeworking with patients without men-
tal disorders who are very addicted to nicotine. Some-
times they need more than one medication, sometimes
more than two, and sometimes for a prolonged period of
time. The idea that nicotine dependence is something
that can be cured within afairly short time frame is true
for some patients but not for all patients. | would submit
that patients with chronic mental illnesses are in the cat-
egory of those who might need chronic treatment. Many
of them do try to quit and can be hel ped with medication,
but they relapse at high rates, which would suggest that a
longer period of treatment, perhaps lifelong treatment,
might be required.

Dr. deL eon: An article® focusing on one patient with
schizophrenia, who had tried to quit smoking 20 timesin
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his lifetime prior to coming in for specialized treatment,
reported that to get this patient to quit smoking, it took a
total of 16 doctor visits over 18 months, while he made
8 more quit attempts. Both counseling and nicotine re-
placement therapy were used. Ten follow-up visits over
the next 3 yearsindicated continued abstinence. That isa
major effort which may not be possible in facilities with
limited resources.

A study® of cessation and continued abstinence at 12
months in patients with psychotic disorders using be-
havioral therapy and pharmacologic treatment found that
treatment worked for aminority of patients. Among those
who completed all treatment sessions, point-prevalence
abstinence rates were 30.0% at 3 months and 18.6% at
both 6 and 12 months. Continuous abstinence rates at 12
months were 0.7% in the comparison group, and 3.4% in
the treatment group, with a maximum of 7.1% in those
who attended all sessions. A need exists for finding new
cessation treatments that will benefit people for whom
the current treatments have poor outcomes.

Dr. Evins: Abstinence rates of 20% to 30% indicate
that patients with schizophrenia can quit. The patients
who are able to stay off cigarettes probably have less
attentional impairment at baseline. | agree that we need
more effective treatments. Varenicline now is being stud-
ied in schizophrenia.

Depression

Dr. Gelenberg: There seems to be a correlation be-
tween depression and smoking® **—that smokers have a
higher rate of depression and that when people who have
a propensity to depression stop smoking, they often get
depressed again.®®

Dr. Rigotti: There is a higher prevalence of smoking
with patients with current or past mood disorders,*® but
we know less about what cessation strategies work for
this group of patients. In many trials of smoking cessa-
tion treatments, patients with mood disorders were ex-
cluded. We are learning more in this area, and, as with
schizophrenic patients, trials are needed to identify opti-
mal therapies for these patients.

In the absence of definitive data, | think clinicians can
assume that smokers with depression will perhaps need
to be treated with more medication, meaning a combina-
tion of medications, and for longer periods of time than
smokerswithout depression and should be followed more
closely after quitting in case of arecurrence of depressive
symptoms or depression.

Dr. Gelenberg: Psychiatrists treating ambulatory pa-
tients are particularly likely to be in a situation in which
a patient who has been successfully treated for depres-
sion and has been stable for the past year will decide she
wants to quit smoking. She may come into my office and
say, “By theway, Dr. Gelenberg, I'm going to stop smok-
ing.” 1 might say, “Let’s meet a little sooner than usual,
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and let'skeep avery close eye on your depression over the
next month.”

Dr. Evins: Right, and while you might have been plan-
ning to taper or stop her antidepressant treatment, if sheis
planning to quit smoking, you would want to continue the
antidepressant for at least 6 months or longer.

Dr. Parks: The first thing you want to do is congratu-
late and support her on her decision and ask what you can
do to help her be successful in not smoking. Only after
you positively reinforce the decision should you begin to
manage the potential problems.

Dr. Evins: | wholeheartedly agree. | would add that,
for people with depression, there is alot of data now for
cessation treatment with nortriptyline and bupropion.”™
It seems that they work, are well-tolerated, and appear to
be safe in patients with depression, but they work with a
mechanism that seems to be separate from their effect on
depressive symptoms.

Dr. Gelenberg: Isthere evidence supporting the use of
serotonin selective reuptake inhibitors (SSRIS) in assist-
ing smoking cessation?

Dr. Rigotti: The existing literature does not support
that they have any efficacy for smoking cessation.™

Dr. Gelenberg: If my patient is taking an SSRI for
depression and wants to stop smoking, then should |
tell her that, among the cessation agents, 2 are also
antidepressants—bupropion and nortriptyline—and that |
can add one of them to her SSRI?

Dr. Rigotti: Right, or she can try nicotine replacement.

Smoke-Free Facilities

Dr. Rigotti: Clinicians need to ask patients about the
smoking status of their homes and the cues that they get
that encourage or discourage smoking.

Dr. Gelenberg: | believe few psychiatric unitsin pub-
lic or private settings currently permit smoking, and many
of the residential and partially residential facilities where
mentally ill patients live discourage or forbid it. Obvi-
ously, patients can smoke outside.

Dr. Evins: People often fret that smoke-free hospitals
are areal problem for patients who may be having a psy-
chotic or depressive decompensation because they will
also go into nicotine withdrawal. This problem should be
alleviated with nicotine replacement therapy.

Dr. Gelenberg: The idea of smoke-free facilities
scared us when we first contemplated it 20 years ago.

Dr. Evins: The worries of the staff far exceeded any
consequences.”"®

CONCLUSION

Dr. Gelenberg: Tobacco use is more prevalent among
patients with mental illness than among the general
population. The powerful adverse impact of smoking on
longevity and a variety of health indices is well known.
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