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If one judges solely by the cumulative table of contents of
the official journal of the American College of Neuropsychopharmacology, Neuropsychopharmacology, the intersection where epidemiology meets neuropsychopharmacology
is quite empty. When one looks elsewhere, the traffic becomes visible, with a scope that encompasses topics such as
the characteristics of incarcerated drug users, adolescent
drug use, epidemics of drug taking, the ‘‘overmedication’’
of American society, and postmarketing surveillance of new
neuropsychopharmacologic drug products (e.g., see refs.
1–4).
One of the possible reasons that epidemiologic research
articles have been seen rarely in Neuropsychopharmacology is
the generally nonexperimental and observational character
of the studies. In this respect, epidemiology shares features
of astronomy, geology, ecology, and other sciences in which
the evidence comes mainly from field studies, without the
benefit of maximal control over experimental error and
sometimes with heavy reliance on retrospection. This reliance on retrospection has been a source of considerable criticism, and a countervailing trend has developed toward prospective, longitudinal, and even randomized experimental
studies in epidemiology. Nonetheless, the scale and environment of epidemiologic research introduce constraints not
seen elsewhere in human biology and the biomedical sciences, even when epidemiology harnesses the power of a
randomized trial.
Against a such a background, the primary goal of this
chapter is to describe the focus of epidemiologic research
in drug dependence and to elucidate the contributions that
such research can make when connected with that in other
areas of neuropsychopharmacology. A secondary goal is to
aid neuropsychopharmacologists who may wish to know
more about what can be learned by collaborating with epidemiologists.
For focus, this overview concentrates on the clinical syn-

James C. Anthony: Johns Hopkins University, School Of Hygeine And
Public Health, Baltimore, Maryland.

dromes of drug dependence, as defined in recent diagnostic
and statistical manuals of the American Psychiatric Association (e.g., DSM-III, DSM-IIIR, and DSM-IV) and the
tenth revision of the World Health Organization International Classification of Disease (ICD-10). The chapter is
organized in relation to five main rubrics or subheadings
for the subject matter of epidemiologic research. Under each
rubric is included a selection of recent examples of epidemiologic evidence regarding drug dependence.

THE FIVE MAIN RUBRICS OF
EPIDEMIOLOGY
Morris (5) described seven ‘‘uses’’ of epidemiology, which
can be simplified in relation to the five ‘‘rubrics’’ or main
subheadings of epidemiology listed in Table 109.1. These
five rubrics offer an easily remembered way of organizing
the central research questions and subject matter of this
branch of biomedical science (6). Each rubric corresponds
to a research question, and each research question demonstrates the substantive research focus of epidemiology and
creates an opportunity to explain some of the concepts,
principles, and methods that are used to make progress in
epidemiology.
To some extent, the progress of an individual epidemiologic investigator can be plotted in relation to a mastery of
the concepts, principles, and methods that fall under each
rubric listed in Table 109.1. In time, it may prove useful
to plot the progress of epidemiology over generations of
scientists in terms of the relative balance of attention to the
more advanced rubrics. To some extent, progress may be
represented by increased attention to issues addressed under
the last three rubrics: causal inference, causal mechanisms,
and means of prevention and control. As progress is made
in future generations, the attention given to estimating how
many people are affected and describing how cases are distributed within a population, from place to place or during
successive seasons or years, may be correspondingly reduced.
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TABLE 109.1. THE MAIN RUBRICS AND RESEARCH QUESTIONS OF EPIDEMIOLOGY, AS APPLIED TO
CLINICAL SYNDROMES OF DRUG DEPENDENCE
The Rubrics

General Issues

1. Quantity
(Prevalence and incidence)
2. Location (variation)

How many?

3. Causes (Etiology)

Why?

4. Mechanisms

How?

5. Prevention and Control

What can be done?

Where?

Research Questions Associated with Each Rubric
“In the population, how many are becoming new cases of drug dependence?”
“How many already have become drug-dependent?”
“In the population, does the frequency or occurrence of drug dependence
cases vary from place to place, from time to time, or in relation to
individual-level characteristics, conditions, or processes?”
“In the population, why do some people become drug-dependent while
others are spared?”
“What sequences of circumstances, conditions, and processes lead to the
development of drug dependence?”
“What can be done to prevent, reduce, or ameliorate the adverse
impact of drug dependence?”

Adapted from Anthony JC, Van Etten ML. Epidemiology and its rubrics. In: Bellock AS, Hersen M, eds. Comprehensive clinical psychology, first
ed. New York: Pergamon, 1998, with permission.

RUBRIC 1, QUANTITY: ‘‘IN THE
POPULATION, HOW MANY ARE BECOMING
CASES?’’
Concepts and History
The first and most basic of the rubrics of epidemiology
involves quantification of the disease burden. Generally, in
epidemiologic research on disease states or health events,
the main research questions under the rubric of quantity
are these: ‘‘In the population of interest, how many people
are affected?’’ and ‘‘How many people are becoming affected?’’ Expressed as a proportion of the total population
size, the first question concerns the prevalence of the condition. Expressed as a rate, the second question concerns the
incidence of the condition.
As a concept at the level of individuals within a population, the prevalence of a disease can be discriminated from
its incidence. Prevalence relates to ‘‘an individual’s probability of being a case’’ at some point in time or during a specified interval, whereas incidence concerns ‘‘the individual’s
probability or risk of becoming a case for the first time.’’
Accordingly, an incident case is one that has just become a
case (6).
Examples of Epidemiologic Evidence
under the Rubric of Quantity
Preclinical research describes a broad range of species that
self-administer psychoactive drugs, sometimes to a point
of maladaptation and self-harm. These studies have also
demonstrated substantial within-species individual differences in predisposition to initiate or sustain drug-taking
behavior. Clinical studies under controlled laboratory conditions have clarified that drug self-administration can be
shaped by manipulating the profiles of available reinforcers,
and by increasing the availability of nondrug reinforcers.
Nevertheless, these laboratory studies have not been able to

characterize the likelihood of becoming drug-dependent in
free-living human populations. At the group level, with population-averaged estimates, this task has been accomplished
by means of epidemiologic research in the community.
Consider the group of internationally regulated, controlled
drugs such as cannabis, cocaine, and heroin, and consider
a clinical syndrome defined by the co-occurrence of sustained use of one or more of these drugs with features such
as tolerance or withdrawal, with or without signs and symptoms of secondary harm (e.g., loss of a job, recurrent infection or abscess, drug overdose), as encompassed by the
DSM-III concept of ‘‘psychoactive drug use disorders.’’ The
first research to estimate the risk of becoming a DSMdefined case of ‘‘drug use disorder’’ was a coordinated set
of prospective follow-up studies conducted as part of the
National Institute of Mental Health Epidemiologic Catchment Area Program. Case ascertainment was via the diagnostic interview schedule method. Based on field survey
evidence from these prospective studies of communitydwelling adults, most never treated for drug problems and
studied between 1980 and 1985, the risk for becoming a
case of ‘‘drug use disorder’’ was estimated at 1.1% per year
for a community-dwelling adult in the United States (standard error, 0.4%). In other words, of the literally thousands
of adults who did not have drug use disorder at the start
of the follow-up interval, drug dependence or a related drug
use disorder developed during the 1-year follow-up interval
in just over 1% (7).
Ethanol was treated as a separate drug, with ‘‘alcohol use
disorder’’ defined in terms of sustained use, tolerance or
withdrawal, and secondary harms. Based on the Epidemiologic Catchment Area evidence, for a community-dwelling
adult in the United States, the risk for becoming a case of
alcohol use disorder was estimated at 1.8% per year (standard error, 0.4%), a risk some 70% greater than that for
the development of dependence or a related disorder involving an internationally regulated psychoactive drug (7).
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Roughly 10 years after the Epidemiology Catchment
Area field studies, the National Comorbidity Survey provided new epidemiologic evidence to complement these estimates of the risk for becoming a case of drug use disorder.
Although entirely retrospective and cross-sectional in character and lacking the prospective features of the Epidemiologic Catchment Area studies, the National Comorbidity
Survey produced useful information necessary to estimate
how many users of various classes of drugs had acquired a
clinical syndrome of drug dependence, with the syndrome
defined and made operational in relation to the DSM-IIIR
criteria (8). Based on its nationally representative sample of
community-dwelling Americans between 15 and 54 years
of age in the early 1990s, the National Comorbidity Survey
estimated how many persons had started taking each of
several different drugs (e.g., alcohol, cannabis, cocaine), and
also how many of them had become dependent on each
drug (i.e., alcohol dependence, cannabis dependence, cocaine dependence). On this basis, it was possible to derive
a population-average estimate for each drug; once someone
had started taking a drug, how likely was it that he or she
would have become drug-dependent?
From epidemiologic data derived retrospectively and
cross-sectionally in the National Comorbidity Survey, it was
determined that for persons who had consumed tobacco on
at least once occasion, the probability of having become
tobacco-dependent was an estimated 33%. Among persons
who had consumed heroin, DSM-IIIR heroin dependence
had developed in about 23% (standard error, 5.6%).
Among those who had taken cocaine, cocaine dependence
had developed in an estimated 16% to 17% (standard error,
1.5%), a value not too distant from that observed for alcohol
dependence, 15% (standard error, 0.7%) (8).
The estimated probability that a clinical syndrome of
dependence had developed was somewhat lower for users
of cannabis, the psychostimulant drugs, anxiolytic–sedative–hypnotic drugs, hallucinogens such as lysergic acid diethylamide (LSD), and inhalant drugs (e.g., glue, gasoline).
For example, among stimulant users, the estimate was about
1 in 9 (11%; standard error, 1.6%). For cannabis users, it
was 1 in 11 (9%; standard error, 0.7%). Figure 109.1 shows
these and other epidemiologic estimates based on the National Comorbidity Survey data (8).
The interpretation of epidemiologic estimates of this type
can be tricky. These estimates certainly do not reflect which
drugs are associated with a greater potential for dependence
than others. In the community at large, exogenous factors,
such as the relative availability of a drug (e.g., tobacco vs.
cocaine), influence whether drug dependence has a chance
to develop once drug use is initiated. In addition, some drug
users do not survive from the time of first use to the time
of field survey assessment, either dying or disappearing from
the sampling frame of the epidemiologic survey before a
diagnostic assessment can be completed (see ref. 8). Despite
limitations such as these, estimates of this type draw atten-
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FIGURE 109.1. Estimated probability of drug dependence
among drug users, by drug group. (From Anthony JC, Warner LA,
Kessler RC. Comparative epidemiology of dependence on tobacco, alcohol, controlled substances, and inhalents: basic findings from the National Comorbidity Survey. Exp Clin Psychopharmacol 1994;2:244–268, with permission.)

tion to the variability in response to drugs such as nicotine
and cocaine, even when laboratory studies demonstrate the
robust reinforcing functions served by these drugs. In counterpoint, the laboratory studies demonstrate more limited
reinforcing functions served by cannabis and LSD. Nonetheless, DSM-IIIR dependence syndromes appear to have
developed in a substantial proportion of alcohol, cannabis,
and hallucinogen users (Fig. 109.1).
A slightly different, and more complex, epidemiologic
estimate has been derived by dividing the number of currently dependent drug users by the number of currently
active drug users (see refs. 9–16). The complexity starts in
estimating the numerator of the ratio; here, it is necessary
to mix the probability of becoming dependent with the
probability of continuing to be dependent. Complexity is
sustained in estimating the denominator of the ratio. To
focus on currently active drug users, it is necessary to mix the
probability of starting to use the drug with the probability of
continuing to use the drug. An additional complexity enters
the picture because drug dependence, as a process, becomes
one of the determinants of whether a person continues to
use a drug once drug use has been initiated. Hence, the
force of persisting drug dependence is exerted not only in
the numerator of this ratio but also in its denominator. In
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TABLE 109.2. ESTIMATED PROPORTION OF ACTIVE DRUG USERS WHO
REPORT FEATURES OF ACTIVE DRUG DEPENDENCE

Drug or
Drug Group
Cocaine
Cannabis
Alcohol
Tobacco

Number of
Active Drug
Users in the
Sample

Estimated Proportion
with One or More Clinical
Features of Active Drug
Dependence (%)

709
3,444
14,596
8,187

38
42
23
60

Estimated Proportion
with Three or More
Clinical Features
of Active Drug
Dependence (%)
18
17
8
34

Data from National household survey on drug abuse: main findings, 1998. DHHS publication No. (SMA)
00-3381. Rockville, MD: Department of Health and Human Services, Substance abuse and Mental
Health Services administration, 2000.

consequence, the resulting estimate cannot be interpreted
as a risk for becoming dependent, much less as an indication
of relative dependence liability. At best, this estimated ratio
reflects the proportion of active drug users who may, in
theory, require drug dependence treatment services—that
is, it is an indicator of burden. This kind of statistic may
be helpful in planning services. Its utility in etiologic studies
is compromised by its complexity.
Table 109.2 presents the most recently published drugspecific estimates for the proportion of active drug users
who have currently active drug dependence, based on the
1998 National Household Survey on Drug Abuse in the
United States (14). Reading the table, one can see that 709
recently active cocaine users were included in the nationally
representative survey sample of community-dwelling respondents ages 12 years and older. According to the population estimates, among active cocaine users in the study population, 38% reported at least one of seven active clinical
signs or symptoms of cocaine dependence, and an estimated
18% reported at least three active clinical features. Applied
in an estimate of burden in the general population, these
values indicate that about 0.7% of the study population
have a cocaine-related problem and about 0.3% have three
or more cocaine-related problems, perhaps meriting treatment or intervention services. By comparison, the corresponding estimates for cannabis, based on 3,444 active cannabis users in the sample, indicate that 42% of active
cannabis users reported at least one cannabis dependence
problem and 17% reported three or more clinical features
of cannabis dependence. In terms of population burden,
an estimated 3.6% of the study population have an active
cannabis problem and an estimated 1.5% have three or
more active features of cannabis dependence. Values for
alcohol and for tobacco cigarettes are included in Table
109.2 for comparison with the values for cocaine and cannabis.
An increasing number of epidemiologic studies have
started to produce estimates of this type, helping to quantify
the number of affected cases in various parts of the world

and for selected subgroups of the population, such as young
adults. For example, Grant (15,16) estimated that alcohol
dependence developed in about 20% of drinkers, that drug
dependence developed in about 19% of persons initiating
illicit drug use, and that 16% of active illicit drug users were
dependent on illicit drugs. In addition to other recent U.S.
survey estimates for the number of active dependence cases
among active drug users (10,11,13,14,17), estimates have
now been made for national populations or subpopulations
in Australia, the United Kingdom, Germany, and other
countries (18–20).
Against the background of rapidly accumulating prevalence estimates based on cross-sectional epidemiologic surveys, prospective studies and incidence estimates for the
drug dependence syndromes have progressed much more
slowly. Although prospective studies are much more difficult to complete, they cannot be omitted if we are to understand the force of drug-related morbidity, and distinguish
the separate conditions and processes that promote the initiation of drug dependence, as distinct from the conditions
and processes that sustain drug dependence once the syndrome has started. In this respect, it is unfortunate that the
Epidemiologic Catchment Area estimates, now more than
15 years old, are currently our most authoritative values
for the risk for the development of alcohol or other drug
dependence in the U.S. adult population (7). Elsewhere in
the world, prospectively gathered data on the incidence of
clinically defined syndromes of alcohol or other drug dependence (21), sometimes obtained with rigorous methods in
quite isolated populations (e.g., 22), are very limited.
Much of the postmarketing surveillance of a population’s
actual experience with newly distributed medicines falls
under the first rubric of epidemiology. Recent efforts to
monitor the abuse potential of tramadol (Ultram) demonstrate the utility of epidemiologic concepts, principles, and
methods at the intersection of epidemiology with neuropsychopharmacology (23).
Before we leave the rubric of quantity, it may be useful to
note that several generations of epidemiologically oriented

Chapter 109: Epidemiology of Drug Dependence

scientists have attempted to estimate the number of ‘‘hardcore’’ drug users in the United States by extrapolating from
the number of cases seen in treatment, law enforcement, or
other facilities. In the earliest reports, the approach involved
guessing the number of untreated or nonincarcerated drug
users for every case registered in treatment or known by
law enforcement authorities. Since the 1960s, sophisticated
mathematical estimation procedures have been used, with
advanced statistical treatments such as projections from
truncated Poisson distributions and capture–recapture
methods (see ref. 24).
This work is at the margin of the scientific enterprise.
It may be understood best for its enduring political popularity. As a source of authoritative scientific evidence, it is of
dubious value and based on assumptions that are not well
tested and may never be testable. In a brief, pithy article,
Newman and Cates (25) made this point 30 years ago, quoting from the classic study by Terry and Pellens (26): ‘‘As
a matter of fact, it is not necessary to know the exact number
of users or even the minimal extent, to realize that there
are a large number [of addicts] and that the problem is
serious.’’ Newman and Cates also summarized an observation made by the very talented epidemiologist Leon G.
Hunt, whose work is mentioned in the next section. Hunt
was quoted as saying, ‘‘The question is not whether there
are three or four million [addicts], but that the number is
several million rather than only several hundred thousand’’
(25).
The view espoused by Newman and Cates (25) actually
was much more harsh. They wrote, ‘‘The great disparity of
the findings of studies using different methods of enumeration generally ensures that data will be found to support any
position, and contradictory information is simply ignored.’’
They concluded, ‘‘Objectives of studies that are intended
to measure the incidence and prevalence of addiction must
be reassessed in terms of experience. It is necessary to ask
candidly what impact such research has had in the past and
to question the premise that knowledge, for its own sake,
is sufficient justification [to undertake these studies.]’’ This
sentiment is especially appropriate in an era of dramatically
increased investment by the U.S. government in surveys to
estimate the number of active drug users in populations
at the state level, with sample sizes for the U.S. National
Household Survey on Drug Abuse growing from under
10,000 respondents per year in the early 1990s to more
than 70,000 respondents per year in the early twenty-first
century.
RUBRIC 2, LOCATION (VARIATION): ‘‘IN
THE POPULATION, IS THERE ANY
VARIATION IN THE OCCURRENCE OF
CASES?’’
Concepts and History
The best epidemiologic studies to quantify the occurrence
of drug dependence also have had a more general purpose
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of studying variations in prevalence or incidence in relation
to characteristics of place (e.g., geographic variation), time
(e.g., from year to year), or person (e.g., male vs. female
drug users). Often, the analyses to disclose variation are not
intended to produce links in a chain of causal inferences.
Rather, the purpose of these analyses is description, as in
Fig. 109.2, or they may be a necessary step of clarifying
variation before anyone undertakes a more probing causal
analysis or new investigation (6).
Examples of Epidemiologic Evidence
under the Rubric of Location
Two of the most robust findings from epidemiologic studies
on the location of drug dependence cases within population
subgroups are a male excess and an excess in the age group
15 to 44 years old, disclosed by both prevalence differences
and relative risk estimates (see ref. 7). To be sure, the male
excess in the occurrence of drug dependence can be contradicted with certain evidence involving some specific drugs,
such as those in the group of anxiolytic, sedative, and hypnotic medicines. In addition, in some places, the use of
opium derivatives is commonplace in persons in the later
years of middle age and among the elderly, and several studies have noted a slight upturn in the risk for alcohol dependence during the last decades of life, at least among men
(27). Nonetheless, these exceptions help prove the more
general rule.
A recent intriguing discovery about male–female differences in drug use within the United States is that a male
excess is found at the earliest stages of drug involvement;
boys are more likely than girls to be exposed to opportunities
to try illicit drugs. However, once presented with the opportunity, they are equally likely to try a drug (28). Furthermore, once drug use has started, women are almost as likely
as men to become drug-dependent (12.6% vs. 16.4%), alcohol and cannabis being two noteworthy exceptions (8).
When cases are located in relation to time, the past 35
years have seen a marked increase in the prevalence of illicit
drug use, mainly between 1965 and 1980, as illustrated for
the United States in Table 109.3. Analyses of retrospective
data from the Epidemiologic Catchment Area studies and
the National Comorbidity Survey have highlighted corresponding differences in the experiences of successive birth
cohorts born during the first two-thirds of the twentieth
century. According to this evidence, the risk for drug dependence has been markedly greater in persons born since
World War II than in prior birth cohorts (17,29–31).
The location of cases in relation to geography also has
been scrutinized in descriptive epidemiologic studies. Figure
109.2 provides a cartoon summary of an apparently epidemic spread of heroin use in the United States during the
Vietnam War era, based on the analyses of Hunt (24) of
heroin-dependent persons entering treatment and their age
at onset of heroin use. Figure 109.3 pertains to the more
recent outbreaks of cocaine involvement among young peo-
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FIGURE 109.2. Retrospectively constructed geographic spread of the epidemic of heroin use in
the United States during the Vietnam War era. Data from age at onset of cases admitted to
treatment facilities. (From Greene MH, Kozel NJ , Hunt LG, et al. An assessment of the diffusion
of heroin abuse to medium-sized American cities. Washington, DC: Special Action Office for Drug
Abuse Prevention, 1974, with permission.)

TABLE 109.3. ESTIMATED PREVALENCE OF ILLICIT
DRUG USE IN THE UNITED STATES

Survey
Year
1971–72
1979
1985
1991
1992
1993
1994
1995
1996
1997
1998
a

Number
of Survey
Respondents

Estimated
Proportion
with a
History of
Illicit Drug
Use (%)

Estimated
Prevalence
of Recent
Illicit Drug
Use (%)

3,760a
7,224
8,021
32,594
28,832
26,489
17,809
17,747
18,269
24,505
25,500

15–22a
31.3
34.4
34.1
33.3
34.2
34.4
34.2
34.8
35.6
35.8

N/Aa
17.5
16.3
11.1
9.7
10.3
10.8
10.7
10.8
11.2
10.6

Data from the National household servey on drug abuse: main
findings, 1998. DHHS publication No. (SMA) 00-3381. Rockville, MD:
Department of Health and Human Services, substance abuse and
Mental Health Services administration, 2000.

FIGURE 109.3. Estimated geographic distribution of coca paste
smoking among Chilean youth, 1999. (From Dormitzer C, Caris L,
Anthony JC. Parental attention and risk of coca paste smoking in
Chile: preliminary data from the 1999 national school survey in
Chile. Rockville, MD: Department of Health and Human Services,
2000, with permission.)
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ple living in Chile and shows a substantially greater prevalence of coca paste (‘‘pasta base’’) smoking in areas in the
north of the country, near the borders with coca-producing
countries, than in the south of the country (32).
What is common to all these epidemiologic observations
is that they describe, but do not explain or account for, the
observed variation. We know that men have been more
likely to become drug-dependent than women, but the studies that produced solid evidence on this variation have not
helped us explain why this is so. The same is true for the
epidemiologic observations of birth cohort differences,
which prompt speculation about the greater availability of
illicit drugs but then beg the question of what prompted
the greater availability. The patterns of epidemic spread of
heroin use in the United States remain unexplained, and it
is possible that the exclusive attention to treated cases in
the study of Hunt (24) may have produced a biased impression of the temporal sequencing of spread through different
areas. Finally, at one level, the north–south pattern of coca
paste smoking in Chile may be interpreted as a manifestation of proximity to the coca-producing countries, but no
probing analysis has confirmed the impression that coca
paste is substantially more available in the north. More
probing epidemiologic analyses are required to confirm the
impression left by initial descriptive observations of this
type.
RUBRIC 3, CAUSES: ‘‘IN THE POPULATION,
WHY DO SOME BECOME AFFECTED WHILE
OTHERS ARE SPARED?’’
Concepts and History
What differentiates the rubric of ‘‘causes’’ from the rubric
of ‘‘location’’ is the degree to which the analysis is oriented
toward explaining and accounting for the observed phenomena, rather than merely describing the patterns of occurrence. To the extent that the search for causes can lead
us toward more effective intervention maneuvers, work
under this rubric merits a special status; many regard this
search as one of the highest callings of epidemiology (33).
Nonetheless, numerous examples show that epidemiologic
research can have a considerable impact on the health of a
population even before the search for causes is complete.
John Snow’s effective demonstration that proper water sanitation can reduce or prevent outbreaks of cholera anticipated Robert Koch’s identification of Vibrio cholerae by several decades. Epidemiologic evidence plotting an offspring’s
risk for Down syndrome by age of the mother at the time
of delivery created one pathway toward effective prevention
of trisomy 21 and associated conditions, although we still
do not know the causes of the trisomies. HIV prevention
efforts directed toward the unsafe sex practices of gay men
in the United States helped to change the dynamics of the
HIV/AIDS epidemic in the early 1980s, when many be-
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lieved AIDS to be caused by inhalant drug use (‘‘poppers’’)
and before isolation and identification of the AIDS-causing
virus (6).
In some instances, weak links in the chains of disease
causation have been spotted by epidemiologists working
with basic quantitative methods, such as cross-tabulation or
plotting of incidence estimates, as was done for maternal
age and risk for Down syndrome. Complex diseases and
conditions such as the drug dependence syndromes do not
yield so readily; what might seem to be an apparently simple
‘‘chain’’ of causation actually turns out to be a complex
‘‘web’’ of causation of multifactorial origin.
As in the other sciences allied with neuropsychopharmacology, epidemiology sometimes can turn to the power of
randomized, controlled trials and multiple replications for
definitive evidence of the web of causation. However, a great
many of the important questions in the intersection between
epidemiology and neuropsychopharmacology cannot be answered with randomized, controlled trials; in some instances
of ‘‘natural experiments,’’ the concept of replication leaves
much to be desired.
With respect to a ‘‘natural experiment’’ that may never
be repeated, we have the experience of members of the U.S.
Armed Forces who served in Vietnam. Virtually all Vietnam
veterans were exposed to the opportunity to try heroin
within a span of a few months in-country; many (but not
all) tried heroin when the opportunity arose (34). When
diagnostic interview schedule field study methods were used
to assess a large representative sample of Vietnam returnees,
almost 20% of the study sample qualified as cases of active
heroin dependence during the tour of duty. Nevertheless,
no more than a fraction continued to use heroin or remained
heroin-dependent once they returned stateside to home.
O’Brien et al. (35) have suggested that heroin availability
had much to do with this situation. Studying Vietnam veterans who came home to urban areas known for heroin availability, they found substantially higher fractions returning
to heroin use. Nonetheless, even in this study sample, a
great many heroin users did not come back from Vietnam
to the United States and return to heroin dependence once
they had settled in urban areas. These results challenge conventional notions of any inherent addictive quality, abuse
potential, or dependence liability of heroin as a chemical
substance. During an era of discovery that genetic predispositions are prominent among causes of drug dependence,
these ‘‘subject as own control’’ results from once-in-a-lifetime natural experiments demonstrate that environmental
contingencies also are important (36,37).
The Vietnam era research also highlights the necessarily
observational character of much epidemiologic work; no
responsible investigator would undertake a randomized,
controlled trial of exposure to heroin in otherwise drugnaı̈ve young adults. Recent evidence on the early onset of
drug use raises similar issues. Since the 1960s, epidemiologic
evidence from observational studies has accumulated about
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Estimated
risk of
developing
a drug problem,
within one year
after starting
drug use, and
within seven
years after
starting drug use
(%), for early-onset
drug users
versus later-onset
drug users
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FIGURE 109.4. Estimated risk for the development of a drug
problem 1 year after the start of illicit drug use and 7 years after
the start of illicit drug use, by age at onset of illicit drug use. Data
from National Institute of Mental Health Epidemiologic Catchment Area Program, 1980–1984. (From Anthony JC, Petronis KR.
Early-onset drug use and risk of later drug problems. Drug Alcohol
Depend 1995;40:9–15, with permission.)

age at first illicit drug use and the subsequent risk for drug
problems, including drug dependence, as illustrated in Fig.
109.4. Very simple cross-tabulations of study data were
enough to bring this association to light (38–42).
Many observers have been convinced by this cross-tabular evidence and have inferred that drug dependence can be
prevented by delaying the onset of illicit drug use. Nonetheless, some observers have noted that persons who start using
drugs at an early age have more time to experience the hazards of drug use (38) or have other characteristics that make
it seem that early age at onset is to blame for the excess
when alternative explanations are more plausible (43,44).
In addition, basic cross-tabulations typically cannot rule out
the possibility of an underlying common predisposition,
laid down at conception or later in development, that manifests itself not only in an earlier age at onset of drug use
but also in a greater risk for becoming drug-dependent. If
some predisposition regulates both age at onset and risk for
drug dependence (e.g., something linked to a predisposition
toward anxiety disorders or antisocial behavior), then efforts
to delay age at onset of drug use may have a limited effect
on risk for drug dependence.
In this type of context, a direct randomized, controlled
trial is out of the question; no one would deliberately expose
children to illicit drugs for the sake of experimental confirmation of the observational evidence. Instead, epidemiologists have turned to alternative approaches. First, the life
table method developed by Edmund Halley (of comet fame)

was used to clarify that the risk for drug problems is not
simply a consequence of the fact that early-onset drug users
have more time to experience drug problems (Fig. 109.4).
Then, ‘‘survival analyses’’ were completed for different strata
of the population (e.g., males vs. females) to rule out some
of the worrisome predispositions that might lead to a distorted and imperfect view of causal relationships (38).
Whereas a randomized, controlled trial may call on randomization to bring distorting predispositions into balance, epidemiologists seek an approximation of this balance via stratified analyses of observational study data or by ‘‘matching.’’
Just as a clinical researcher may match subjects by age or
sex, epidemiologists create more homogeneity within ‘‘risk
sets’’ by matching subjects on measured variables thought
to represent confounding predispositions. Some of these
confounding predispositions are genetic and can be
matched within monozygotic twin pairs, or they are environmental and can be matched within neighborhoods of
residence (6). Second, over and above stratification and
matching, multiple regression methods and other forms of
the generalized linear model have been used to make statistical adjustments for an array of suspected confounding variables, too many to control via matching or stratification.
Finally, indirect randomized, controlled trials are being undertaken in a final push to challenge the belief that the early
onset of drug use causes drug dependence. These indirect
trials involve the random allocation of preventive interventions intended to delay the onset of drug use; subsequent
post-intervention follow-up tests whether delayed onset of
drug use is followed by a reduced risk for drug dependence.
In summary, whereas trialists may use a direct randomized, controlled trial to probe suspected causal relationships
in the setting of a laboratory or experimental clinic, in the
context of population research, epidemiology turns to tools
such as stratification, matching, statistical modeling, and
the indirect randomized, controlled trial, in which the causal
factor is a proximal target for intervention and the condition
to be prevented is a more distal outcome (6). Of course,
many trialists also make use of stratification, matching, and
statistical models—for example, when they anticipate that
randomization will not yield completely balanced distributions or when randomization has failed to bring suspected
confounding variables into balance. In this sense, a methodologic intersection exists between epidemiology and neuropsychopharmacology, the epidemiologist typically working with larger and less restricted samples at the population
level rather than the smaller samples of patients seeking help
seen in most clinical trials.
Examples of Epidemiologic Evidence
under the Rubric of Causes
Challenging epidemiologic problems have surfaced in research on the suspected hazards of illicit drug use and neuropsychopharmacologic drug products. For example, during
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the height of the cocaine epidemic in the late twentieth
century in the United States, ethnographic studies of cocaine users and a limited number of case reports from psychiatrists drew attention to symptoms of panic anxiety, experienced not only during episodes of cocaine intoxication
but also afterward. Because of some resonance with pharmacology and neurobiological theory, several clinicians inferred that cocaine use was precipitating panic attacks and
panic disorder in persons who had not experienced them
previously (45,46). Nonetheless, the ethnographic study
samples were small (e.g., see ref. 47), and the research was
based on relatively uncontrolled study designs (e.g., assessors
were not blinded with respect to the suspected causal hypothesis).
In addition, it may not come as a surprise that cocaine
users visiting psychiatrists had an apparent excess of a psychiatric condition. The well-known Berkson’s bias (48) can
account for a false appearance of comorbidity when samples
are clinical rather than epidemiologic.
With Berkson’s bias in mind, several epidemiologists investigated the suspected causal link of cocaine use to panic
attack and panic disorder, each with the strengths of study
methods that involved double-blinding with respect to the
causal hypotheses (i.e., neither the clinical assessors nor the
study participants knew that the hypotheses would be
tested). One community sample study of young adults was
oriented to anxiety in general rather than to discrete panic
attacks specifically, and its general evidence about anxiety
did not support the published clinical observations (49).
However, drawing prospectively ascertained incident cases
of first-time panic attack from within the Epidemiologic
Catchment Area study sample, and using multiple regression methods to constrain a range of suspected confounding
variables, another epidemiologic study produced statistically
robust evidence that cocaine users in the community are
about three times more likely to experience panic attacks
than are age- and neighborhood-matched nonusers (46). A
third study, which applied a new case-crossover research
design for epidemiology to data from the National Household Survey on Drug Abuse, produced an estimated relative
risk not too distant from the one observed in the prospective
Epidemiologic Catchment Area studies (RR ⳱ 3) (50).
This example of a suspected psychiatric hazard of cocaine
use illustrates how epidemiology makes use of study procedures such as standardized diagnostic assessment, doubleblinding, matching, and multiple regression to strengthen
the basis for causal inference from evidence based on nonrandomized observational studies. Nevertheless, more work
has actually been done and the history of epidemiologic
research is longer on the ‘‘other side’’ of co-occurring psychiatric disturbances and drug dependence, where the observed
‘‘comorbidity’’ is thought to arise because the psychiatric
disturbance leads to drug dependence. Perhaps the oldest
tradition of this type of comorbidity research started with
clinical observations about sociopathy and criminal back-
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grounds in drug dependence cases sent to federal narcotics
farms. For example, clinical investigators such as Kolb and
Pescor (51) estimated that as many as 50% to 60% of incarcerated cases qualified as antisocial or socially maladapted,
with evidence of social maladaption generally predating
drug use.
The potential for a type of Berkson’s bias is ripe in this
context; one should not be too surprised to find an excess
of socially maladapted persons among incarcerated prisoners
of any stripe. Even so, it was more than 25 years after the
initial observations before a proper epidemiologic investigation of this relationship was undertaken. This investigation
was a ‘‘nonconcurrent prospective study’’ of children seen
in child guidance clinics of the 1920s, some with recordbased evidence of childhood rule breaking and deviance,
and others without such evidence. The research team secured old child guidance records in the 1950s, and by the
early 1960s they had successfully traced, reengaged, and
used standardized diagnostic survey methods to assess the
vast majority of the sample, who were then well into adulthood, mostly within or beyond the end of the effective
period of risk for the development of drug dependence.
To the extent that any single study can do so, this classic
epidemiologic investigation set to rest most of the concerns
about Berkson’s bias and showed that prior childhood deviance is linked to a subsequent risk for dependence on heroin
and other ‘‘narcotic’’ drugs, with the evidence tending to
support a causal inference linking earlier deviance with later
drug problems (52,53).
Numerous subsequent observational studies followed
along this path, with the strength of community samples
outside clinics and prisons, but generally with cross-sectional and retrospective research designs (53). One noteworthy exception was the Woodlawn Project ‘‘concurrent prospective study’’ of a large sample of first-graders recruited
in the mid-1960s and followed later as teenagers and then
as young adults. The teenage follow-up study produced evidence that resonated with the nonconcurrent prospective
evidence from the child guidance study sample. Namely,
an excess occurrence of ‘‘heavy’’ drug use was noted among
teenage boys whose first-grade teachers had rated them as
‘‘aggressive’’ rule-breakers in the classroom (54; M. Ensminger, personal communication). Subsequent follow-up,
when the teens had matured to adulthood and entered the
fourth decade of their lives, showed an excess occurrence
of cocaine use in association with teacher-rated aggression
measured more than 20 years beforehand.
It is difficult to imagine a direct randomized, controlled
trial to test the causal influence of antisocial, deviant, or
aggressive behavior on later risk for drug dependence. Regrettably, the observational studies described to this point
do not rule out the possibility of an underlying diathesis or
predisposition that gives rise both to unruly behavior and
to drug dependence, the first coming developmentally earlier in the expression of the diathesis, and the second devel-
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opmentally later (see ref. 55 for a recent discussion). This,
of course, is one of the main problems of causal inference
in contemporary ‘‘psychiatric comorbidity’’ research. Other
problems include ‘‘shared methods covariation’’ resulting
from heavy reliance on self-report and recall in the measurement of drug dependence and other psychiatric disturbances, and problems associated with an assumption that
coarse-grained age-of-onset data can illuminate which condition came first, even when the prodrome of the conditions
is known to develop insidiously, often over a span of years
(56).
Fortunately, some twin and adoption paradigm research
has clarified the issue of shared genetic and environmental
predispositions toward antisocial behavior and the problems
associated with drug dependence (57,58). In addition, an
indirect randomized, controlled trial has been completed to
evaluate a new developmentally sensitive modality of drug
prevention programming and to shed new light on the suspected causal influence of early deviance, aggression, and
rule breaking. A detailed description of the indirect randomized, controlled trial is beyond the scope of this chapter and
can be read elsewhere (59,60). Nevertheless, in brief, the
research design involved a repetition of the Woodlawn
Project recruitment of a large sample of first-graders (n ⳱
2,311), but with random assignment of the children to a
‘‘good behavior game’’ condition, which involved a teacherled classroom-based intervention designed to improve the
behavior and rule abidance of children and promote their
social interactions, versus control conditions (either the
standard curriculum or a ‘‘mastery learning’’ curriculum
designed to improve reading achievement). The children
assigned to the experimental interventions were kept in the
same primary school classrooms and the same conditions
for 2 years, during which they received increasing ‘‘doses’’
of the behavior and reading curriculum. The children assigned to the ‘‘standard-setting’’ or control classrooms also
were kept together for 2 years and received just the usual
and customary curriculum of the local public school system.
Follow-up assessment of the children who grew up and
went to school in this urban public school system occurred
on an annual basis from grades 3 to 4 of primary school to
grades 7 to 8 of middle school. These assessments involved
private face-to-face interviews with each child, in which
standardized survey research methods with blinding (assessors did not know which children had received which intervention) and teacher ratings were used. Once the children
were old enough, they were allowed to mark their answers
on an answer sheet that could not be read by the assessor
and was sealed in an envelope for later data entry. The
assessments also involved ratings by the teachers in these
later grades; the middle school teachers knew that the children had been in a prevention experiment, but they did not
know which of the three conditions the child might have
received during the first 2 years of primary school.
Life table and regression analyses of the follow-up teacher

ratings and self-reported age at first use of tobacco provided
evidence consistent with the preventive hypotheses; (a) boys
who had received the good behavior game intervention were
rated as better-behaved than their counterparts in the other
study conditions (p ⬍.05), and (b) the risk of starting to
smoke tobacco by age 13 or 14 years was substantially
greater for boys in the ‘‘standard-setting’’ control classrooms
than in those who had spent first and second grades in the
‘‘good behavior game’’ classrooms (RR ⳱ 2.0; p ⬍.05).
Consistent with the observational evidence suggesting that
deviant or aggressive behavior is a stronger determinant of
drug use for boys than for girls, the ‘‘good behavior game’’
effect was less pronounced among the girls (59). Current
continuing follow-up of these study participants into their
young adult years, supported by the National Institute of
Mental Health and the National Institute of Drug Abuse,
will reveal whether the apparent intervention effects are
long-lasting and influence the risk for the use of other drugs
and the development of drug dependence.
Whereas an indirect randomized, controlled trial of this
type is a challenge and requires follow-up over spans of
time that exceed typical durations of National Institutes of
Health grant awards, this type of experimental investigation
of the suspected causal link of early deviance or aggression
to later drug use and dependence is indispensable when the
task is causal inference. Random assignment of the children
to different intervention conditions helps to bring into balance an array of suspected confounding variables. Thereafter, careful measurement and regression modeling help to
constrain what randomization has not constrained. Although it is not possible to make a random assignment
of children to higher or lower levels of rule breaking and
aggressive behavior, it is possible to assign them at random
to interventions designed to reduce these levels.
Of course, no single indirect randomized, controlled trial
will settle the outstanding issues about this form of psychiatric comorbidity. The case for causal inference will depend
on completion of more indirect trials along these lines, with
each replication adding strength to the chain of inference
and web of causation.
Other forms of ‘‘comorbidity’’ with drug dependence
have come under scrutiny in epidemiologic research, most
recently an observed co-occurrence involving the anxiety
disorders, especially phobic disorders (61). One can expect
a more rapid acceleration of epidemiologic attention to the
link of anxiety disorders to alcohol or other drug dependence, with time from the first nonexperimental observations to the first indirect randomized, controlled trial measured in years rather than in decades, as was the case for
the link of childhood deviance and antisocial behavior to
drug dependence. In this context, it may be important to
note another feature of the Woodlawn Project findings,
which drew attention to the combination of shyness and
aggression or rule breaking among boys. The Woodlawn
Project report noted an interaction of shyness and aggres-
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sion, directing attention mainly to the excess risk for heavy
drug use among boys who were rated in first grade as being
both shy and aggressive. However, careful inspection of the
Woodlawn Project study data indicated that the observed
interaction depended heavily on a quite low occurrence of
drug use among the boys who were shy but not aggressive.
In other words, in the absence of aggression, being shy and
not having many friends may help protect an inner city
youth against the risks of illicit drug use. The link to current
anxiety disorders and comorbidity research involves the
prominence of phobias in the observed association with alcohol and other drug dependence, and the Woodlawn
Project measurement of shyness as a trait that encompasses
not having very many friends, being socially withdrawn,
and staying on the fringes of or outside social groups (54).
Before we leave the rubric of causes, several recent studies
merit special mention because of their pertinence in the
genetic epidemiology of drug dependence. The Vietnam
Veteran twin study is especially noteworthy because it is
seeking to partition genetic, shared and nonshared environmental influences across a sequence of transitions leading
to drug dependence. Unique to this study is its attention
to the transition from before to after the first exposure to
opportunities to try drugs (62). The importance of this transition in etiologic research on drug dependence is discussed
in the next section, under the heading of causal mechanisms.
The work of Kendler and colleagues (63,64) is noteworthy for its initial focus on female twins and its spotlight on
gene–environment interactions. This work is leading us to
a better understanding of how genetic predispositions may
have an important influence on entry into risk-laden environments, where exposure to drugs and drug taking becomes more likely, over and above any influence of inherited
characteristics on responses to drug exposure. In a related
line of work on parent–child interactions, Kendler et al.
(65) have recently added new evidence that parental coldness or aloofness may affect the occurrence of alcohol or
other drug dependence, but the evidence is not generally
supportive of an influence of active parenting styles (e.g.,
authoritarianism). Of course, evidence to the contrary exists,
including some new evidence on how children shape the
parenting behaviors displayed by their mothers and fathers
(66). Soon, results will be available from indirect randomized, controlled trials in which interventions have been used
to increase the aspects of parenting behavior suspected of
being most influential in early drug involvement (e.g., supervision and monitoring). Here, the causal inference is supported by a fairly solid body of observational evidence contributed by many different research groups (67–71).
Nonetheless, as in the link between sociopathy and drug
dependence, replications from indirect randomized, controlled trials are apt to provide the most definitive evidence
regarding these issues of causal inference. In time, indirect
randomized, controlled trials with large epidemiologic samples will probably be performed, possibly with specific tar-
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gets identified and characterized through elaborations of
the human genome project. For example, one can imagine
research on parental influences on drug taking that includes
measurement of parenting behaviors in addition to inherited determinants of persistent drug use, such as the alleles
controlling the cytochrome P-450 enzyme, which is important in nicotine metabolism (72).
RUBRIC 4, MECHANISMS: ‘‘HOW DO
SEQUENCES OF CIRCUMSTANCES,
CONDITIONS, AND PROCESSES LEAD TO
DISEASE?’’
Epidemiology as a discipline places emphasis on studies of
the ‘‘natural history’’ of disease, in part because of its early
confluence with clinical medicine, bacteriology, and virology. Here, natural history may be understood as the outward manifestations of an evolving causal process and the
expression of causal mechanisms that lead toward the fatal
or nonfatal resolution of the condition under study. In the
study of diseases, ‘‘clinical course’’ can be differentiated
from ‘‘natural history’’ once clinical attention can make a
fundamental difference. Before then, what we see is natural
history. Once effective treatment maneuvers have been
started, what we see is the clinical course, or natural history
modified by clinical attention.
Until recently, when the concept of natural history was
applied in the epidemiology of drug dependence, most attention was given to observable ‘‘stages’’ and ‘‘developmental sequences.’’ For example, Robins (73) and Winick
(74) advocated decomposition of the addiction process into
stages. They specified a pre-initiation stage that involved
first exposure to an opportunity to try a drug. Thereafter,
some presented with an opportunity go on to try the drug,
whereas others do not. Among those who actually try the
drug, the drug-using stage may or may not be followed by
another stage—transition into drug dependence. Some
users actually ‘‘mature out’’ of stages of very serious drug
use (e.g., see ref. 74).
In the work of Kandel and Davies (75), the natural history of drug involvement is conveyed as a stage developmental sequence in which different drugs are tried, first
legally available beer or wine, then hard liquor or tobacco,
then marijuana as the first ‘‘illicit’’ drug in the sequence,
then other illicit drugs. The last development in Kandel’s
sequence is use of prescription psychotherapeutic medicines
(Fig. 109.5) (85); others have confirmed this position for
prescription drug use (86).
Nonetheless, some observers have argued that this ‘‘gateway description’’ of sequences from drug to drug may rest
solely on different levels of availability or opportunity to
use different drugs. Other investigators have challenged the
stage transition concept as applied to drug dependence and
youthful tobacco smoking (77). They have advocated an
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STAGE 1

BEER OR WINE

STAGE 2
HARD LIQUOR
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TOBACCO
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TOBACCO
CIGARETTES

STAGE 3
MARIJUANA

PRESCRIBED
PSYCHOACTIVE
DRUGS

STAGE 4
OTHER
ILLICIT
DRUGS

FIGURE 109.5. Stages in the developmental sequence of adolescent drug involvement. (Adapted from Kandel DB, Yamaguchi K,
Chen K. Stages of progression in drug involvement from adolescence to adulthood: further evidence for the gateway theory. J
Stud Alcohol 1992;53:447–57, with permission.)

analysis of levels of drug involvement in terms of a hybrid
concept that allows for discrete stage transitions, but with
dimensional movement within each stage (e.g., see ref. 27).
Statistical methods for studying this hybrid transition progression model are being developed for epidemiologic research (e.g., see refs. 78,79).
A recent development has been epidemiologic research
on the natural history and clinical course of the various
clinical features of alcohol dependence (e.g., see refs.
80–82). Separate lines of clinical and epidemiologic research on the natural history of dependence on drugs other
than alcohol have also been initiated (e.g., see refs. 83,84).
RUBRIC 5, PREVENTION AND CONTROL:
‘‘WHAT CAN BE DONE TO PREVENT,
REDUCE, OR AMELIORATE THE ADVERSE
IMPACT?’’
The central position of prevention in epidemiology already
has been mentioned in this chapter, although many epidemiologists’ careers are devoted to observational studies, with
little attention to intervention research. ‘‘Control’’ is also a
key concept in epidemiology, referring to maneuvers such
as quarantine or the effective treatment of active cases to
limit spread to other persons.
During the evolution of epidemiology in the nineteenth

century, a new type of professional emerged—a public
health officer equipped with newly found knowledge of epidemiology and armed with police powers necessary to protect the larger population from the threat of infectious diseases. In twentieth century efforts to mount an effective
societal response to drug dependence, the police authority
was split from the public health authority. As a result, when
most people now think of the prevention of drug dependence, what comes to mind are health education classes for
young people of school age or mass media campaigns to
publicize the hazards one faces once drug use starts. We do
not tend to think of the international, federal, state, and
local laws or police actions as societal instruments for prevention. Nor do we tend to think of early interventions for
drug-dependent cases, tracing of secondary contacts who
may be sources of sustained outbreaks, or effective treatment
of active cases as a means of preventing new cases. Indeed,
in some quarters, the opinion has been expressed that concepts of epidemiology and public health should not be applied to drug dependence because these concepts are tied
inherently to coercive actions, such as quarantine (85).
Notwithstanding these concerns, during the past quartercentury, some epidemiologists have directed attention to
the evaluation of laws and regulatory activities thought to
prevent and control drug dependence and associated hazards. Starting in the 1960s, de Alarcon (86) and Hughes et
al. (87) refined methods of tracing secondary cases and of
street outreach to curb urban outbreaks of heroin dependence. Figure 109.6 shows the pattern of spread of heroin
injection that was central to de Alarcon’s work on epidemiology and the prevention of heroin epidemics.
It may come as a surprise that epidemiologists have not
been the ones to sustain this work or build on it. For example, the most advanced efforts to evaluate drug policy have
come from systems research models that make use of epidemiologic data but are based more on econometrics and operations research than on epidemiologic principles, concepts,
and methods (e.g., see refs. 88–90). Indeed, more epidemiologic attention and evaluative research have been devoted
to community mobilization to prevent HIV infection and
AIDS than to the prevention and control of drug dependence, although a new impetus for community mobilization
is coming from drug treatment researchers (e.g., see refs.
91,92).
Noteworthy exceptions to this generalization about drug
prevention research do exist. As examples, the work of Pentz
and Perry and their colleagues (93–97) involves the mobilization of communities to shape policy and procedures, with
a core of interventions directed toward young persons of
school age. Gutman and Clayton (98) have recently urged
that greater attention be paid to ‘‘upstream’’ prevention maneuvers that affect large aggregations of communities, such
as state, federal, and even international policy initiatives. In
alcohol and tobacco research, some noteworthy examples
can be found of the evaluation of ‘‘upstream’’ interventions

Chapter 109: Epidemiology of Drug Dependence

1569

FIGURE 109.6. The person-to-person spread of heroin injection across time and space in the
United Kingdom in the 1960s. (From De Alarcon R. The spread of heroin abuse in a community.
Community Health (Bristol) 1969;1:155–161, with permission.)

(e.g., see refs. 99–102), in addition to evaluations of ‘‘downstream’’ maneuvers, such as limiting tobacco sales to minors
(103).
Recently, interest has been renewed in ‘‘multilevel’’ statistical models that take into account different levels of organization, from the community at large to the local neighborhood to the household or individual, and in models of
‘‘dependent happenings,’’ such as are seen when innovations
(e.g., drug use) diffuse from one person or group to the
next (104–106). A carryover into the domain of prevention
research has been expressed in recent articles and a textbook
(107). These developments, coupled with a greater appreciation of gene–environment transactions or reciprocities,
rather than gene–environment competition, promise to
transform and sharpen the focus of prevention research during future decades as the human genome project yields new
targets (108–110).

CONCLUSION AND FORECAST
It is possible to make an optimistic forecast regarding the
application of epidemiology to the study of drug dependence. Under the rubric of ‘‘quantity,’’ sustained growth
in the number of cross-sectional ‘‘prevalence surveys’’ that
estimate the frequency of drug dependence in various populations and subpopulations of the world is apparent. Diag-

nostically oriented national surveys, such as the National
Comorbidity Survey and the National Household Survey
on Drug Abuse in the United States, will continue to be at
center stage. The ‘‘World Mental Health 2000’’ surveys,
organized by Professor Ronald Kessler of Harvard University and Dr. Bedirhan Ustun of the World Health Organization, will enlarge these national perspectives and offer epidemiologic data on the prevalence of drug dependence in more
than 15 different participating countries. Because of the
greater difficulty and complexity of the Epidemiologic
Catchment Area studies, it is less likely that we will see
similar growth in prospectively derived estimates of the incidence of drug dependence and the risk for becoming drugdependent. Most likely, we will have to make do with approximate estimates of risk based on retrospective data from
the cross-sectional surveys.
The sustained attention given to determining the prevalence of drug dependence within the context of more general
surveys of psychiatric disturbances essentially guarantees a
raft of new findings on the location of cases and ‘‘psychiatric
comorbidity’’ within the populations of the world. We are
likely to see more and more data on the male excess in drug
dependence cases, although in some countries, because of
the use of psychotherapeutic medicines, a female excess may
be shown for some drug categories. Similarly, the excess
occurrence among 15- to 44-year-olds in comparison with
other age groups may prove to be a general rule via excep-
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tions, such as the high prevalence of heroin or opium dependence among elderly persons living in the opium-growing
regions of the world. Nonetheless, it seems that new findings
from these cross-sectional surveys will be most useful in
confirming past observations. One may hope for transformative evidence, but the work is not likely to be groundbreaking.
Under the rubric of ‘‘causes,’’ the intersection of epidemiology intersects with the human genome project provides
a basis for optimism. As discussed elsewhere, epidemiology
has a special capacity to discover environmental circumstances, conditions, and processes that modify inherited predispositions. To the extent that epidemiologic studies are
able to incorporate measurements of genetic polymorphisms
and to characterize participants as heterozygotes and homozygotes, they will disclose variations in the expression of
risk. These variations, linked to environmental conditions
or processes, will clarify the webs of causation leading to
drug dependence.
The capacity of epidemiology to yield definitive evidence
regarding macrosocial causes of drug dependence, such living within an inner city community or being of low socioeconomic status (e.g., see ref. 111), is less of a reason for
optimism. The definitive quality of research on these topics
will remain limited without a truly massive investment in
prospective studies within urban areas, and without levels
of subject cooperation and participation far in excess of what
is now achieved in these areas.
Under the rubric of ‘‘mechanisms,’’ the above-mentioned statistical advances will bear fruit once investments
have been made in longitudinal studies designed to make
the measurements required to characterize the hybrid sequences of transitions and progressions. Linked with advances in human genetics and the measurement of environmental conditions and processes, these longitudinal studies
promise advances in our understanding, but as a ‘‘basic science’’ initiative, the clinical application of this new understanding is not immediately clear.
Under the rubric of ‘‘prevention and control,’’ we will
begin to see long-term results from rigorous drug prevention
research during the first decade of the twenty-first century.
This evidence should help us to clarify central issues, such
as whether preventing the onset of illicit drug use in the
early teenage years will be followed by a reduced risk for
drug dependence in later adolescence and early adulthood.
One may hope for an intersection of etiologic research and
prevention research, but any new gains in understanding
the genetics of drug dependence may not yield practical
preventive interventions for a half-century or more.
The recently developed systems research models suffer
mainly from inadequate epidemiologic and law enforcement data (e.g., see ref. 90). However, having forged these
systems research models, the policy analysts should provoke
epidemiologists to improve the data, and it is hoped that
the societal investment in improved data will lead to more

compelling evaluations of drug policies and societal responses to drug dependence and illicit drug use.
Under this same rubric, a ray of light has begun to shine
forth from the National Institute of Drug Abuse in the
United States, where a new unit has been established to
promote research on community mobilization and efforts
at the community level to curb outbreaks of drug taking
and drug dependence. Coupled with continuing progress
in the ongoing evaluation of school-based prevention programs and mass media campaigns, this initiative represents
an important step in the next generation of progress in epidemiologic research on drug dependence.
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