1duasnue Joyiny vd-HIN 1duasnue Joyiny vd-HIN

1duasnue Joyiny vd-HIN

s NIH Public Access
Y,

Author Manuscript

Published in final edited form as:
Drug Alcohol Depend. 2008 April 1; 94(1-3): 234-245. doi:10.1016/j.drugal cdep.2007.11.022.

Age of Onset and Temporal Sequencing of Lifetime DSM-IV
Alcohol Use Disorders Relative to Comorbid Mood and Anxiety
Disorders”

Daniel E. Falk?, Hsiao-ye Yil, and Michael E. Hilton?2

1 Alcohol Epidemiologic Data System, CSR, Incorporated, 2107 Wilson Boulevard, Suite 1000, Arlington,
VA 22201-3085

2 National Institute on Alcohol Abuse and Alcoholism, National Institutes of Health 5635 Fishers Lane, MSC
9304, Bethesda, MD 20892-9304

Abstract

Context—Understanding the temporal sequencing of alcohol use disorders (AUDs) and comorbid
mood and anxiety disorders may help to disentangle the etiological underpinnings of comorbidity.
Methodological limitations of previous studies, however, may have led to inconsistent or
inconclusive findings.

Objective—To describe the temporal sequencing of the onset of AUDs relative to the onset of
specific comorbid mood and anxiety disorders using a large, nationally representative survey.

Results—AUD onset tended to follow the onset of 2 of the 9 mood and anxiety disorders (specific
and social phobia). The onset of alcohol abuse tended to precede the onset of 5 of the 9 mood and
anxiety disorders (GAD, panic, panic with agoraphobia, major depression, and dysthymia), whereas
the onset of alcohol dependence tended to precede the onset of only 2 of the 9 mood and anxiety
disorders (GAD and panic). Lag times between primary and subsequent disorders generally ranged
from 7-16 years. Comorbid individuals whose alcohol dependence came after panic with
agoraphobia, hypomania, and GAD had increased risk of persistent alcohol dependence.

Conclusion—Alcohol abuse, but not dependence, precedes many mood and anxiety disorders. If
the primary disorder does in fact play a causative or contributing role in the development of the
subsequent disorder, this role can best be described as “temporally distal.” However, in assessing
the risk for persistent alcohol dependence, clinicians should not only consider the type of comorbid
mood/anxiety disorder, but also the temporal ordering of these disorders.
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1. INTRODUCTION

Consistently high rates of comorbidity have been found between alcohol use disorders (AUDS)
and a number of mood and anxiety disorders in both national epidemiological surveys (Dawson
et al., 2005a; De Graaf et al., 2003; Grant et al., 2004; Hasin et al., 2007; Kessler et al.,
1996; Regier et al., 1990; Swendsen et al., 1998) and clinical samples (Hesselbrock et al.,
1985; Ross et al., 1988; Swendsen and Merikangas, 2000). For instance, studies using
nationally representative data from the National Epidemiological Survey on Alcohol and
Related Conditions have reported significant 12-month and lifetime associations between
AUDs and any mood disorder (odds ratios > 2.2 and 2.4, respectively) and any anxiety disorder
(odds ratios > 1.7 and 2.3, respectively) (Grant et al., 2004; Hasin et al., 2007;). Individuals
with comorbidity present great challenge to treatment since they have more severe symptoms
(Grant et al., 1996) and greater disability (Burns and Teesson, 2002) than individuals with
AUDs only, and may pose a greater economic burden to society due to their higher utilization
of treatment services (Burns and Teesson, 2002; Kessler et al., 1996).

In an effort to understand the etiological underpinnings of mood/anxiety disorder and AUD
comorbidity, Lehman et al. (1989) reviewed several theoretical causal pathways where: a) the
mood/anxiety disorder causes the AUD (e.g., as individuals engage in “self-medication”
attempting to alleviate psychological distress); b) the AUD causes the mood/anxiety disorder
(e.g., asalcohol exacerbates or induces psychological symptoms); ¢) both disorders are initially
unrelated, yet exacerbate each other; and d) an unknown antecedent factor gives rise to both
disorders.

Disentangling the temporal sequencing of these disorders is a step toward establishing the real-
life plausibility of these pathways. To this end, researchers have distinguished between primary
versus secondary disorders (Compton, et al., 2000; De Graaf et al., 2003; Grant et al., 1996;
Hesselbrock et al., 1985; Kessler et al., 1996; Kessler, et al., 1997; Swendsen, et al., 1998;
Zilberman et al., 2003). Operationally, a “primary” disorder is one whose age of onset precedes
that of another “secondary” disorder. Thus, by comparing the age of onset of psychological
and alcohol use disorders among comorbid individuals, and consequently determining the
likelihood of their primary versus secondary status, the existence of some etiological pathways
may be supported while others may be ruled out.

Previous temporal sequencing studies have led to inconsistent or inconclusive findings. For
example, Kessler et al. (1997) found that major depression was 1.7 times more likely to precede
alcohol abuse in women, whereas De Graaf et al. (2003) reported the opposite, that alcohol
abuse was 1.3 times more likely to precede major depression in women. This and other
inconsistencies may be potentially due to a variety of methodological differences and/or
limitations including a) use of differing versions of DSM criteria to obtain clinical diagnoses
(Cho et al., 2002; De Graaf et al., 2003; Hesselbrock et al., 1985; Kessler et al., 1996; Kessler
etal., 1997; Merikangas et al., 1998; Powell et al., 1987; Ross et al., 1988; Swendsen et al.,
1998) b) aggregating data across genders (Kessler et al., 1996; Merikangas et al., 1998;
Swendsen et al., 1998), psychological disorders (Bakken et al., 2003; Cho et al., 2002; Kessler
etal., 1996; Merikangas et al., 1998; Swendsen et al., 1998), and any AUDs (Ross et al.,
1988; Swendsen et al., 1998) versus analyzing them separately and c) using clinical versus
epidemiological samples (Bakken et al., 2003; Hesselbrock et al., 1985; Powell et al., 1987;
Ross et al., 1988).

Although a number of epidemiological studies have reported the age of onset of psychological
disorders and AUDs in the general population (Burke et al., 1990; Christie et al., 1988; Kessler
et al., 2005), few have systematically examined the age of onsets of these disorders and their
lag times among comorbid individuals. De Graaf et al. (2003) reported lag times between the
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onset of mood disorder and alcohol dependence in comorbid men and women. In their analysis,
however, mood disorders were aggregated and treated as one group, thus obscuring potential
differences in lag times among specific mood disorders. Similarly, Kessler et al. (1996)
compared the onsets of aggregated “mental disorder” and “addictive disorder” classes. Other
studies reported the age of onset of major depression and any AUD in comorbid individuals,
according to temporal sequencing status (Grant et al., 1996; Hanna and Grant, 1997). These
studies, however, aggregated alcohol abuse and dependence, and did not provide data on other
mood or anxiety disorders.

A number of studies have documented an association between comorbidity and negative
clinical correlates, such as disorder severity (Cho et al., 2002; Grant et al., 1996; Hanna and
Grant, 1997; Hasegawa et al., 1991; Hesselbrock et al., 1985; Powell et al., 1987; Swendsen
et al., 1998). Less is known, however, whether the clinical risk associated with comorbidity
varies as a function of temporal sequencing status. In other words, which groups of comorbid
individuals, if any, have a worse prognosis: those with primary mood/anxiety disorders or those
with primary AUDs? Most studies investigating this line of research questions have focused
on major depression (Grant et al., 1996) or bipolar disorder only (Goldstein et al., 2006) or
have aggregated across disorders (Kessler et al., 1996), thus ignoring the independent impact
of specific disorders. Other studies have evaluated the impact of specific primary psychological
disorders, but not primary AUDs, in predicting persistence of AUD (Kessler etal., 1997; Ross,
1995).

The present study addresses the aforementioned limitations and gaps in the literature by using
data from the NESARC (2001-2002). The NESARC is the largest known epidemiological
comorbidity survey conducted to date (n=43,093) and is based on a nationally-representative
U.S. sample. Most importantly for the present study, the NESARC utilizes DSM-IV criteria to
obtain lifetime diagnoses for a number of psychiatric conditions, including alcohol abuse and
dependence, and nine mood and anxiety disorders (MADSs). The large sample size utilized for
the assessment of age of onset of these disorders allows for more reliable temporal sequencing
estimates.

The major aims of the present study are four-fold:

1. To document the age of onset of DSM-IV AUDs and MADs in the general and
comorbid population in the United States.

2. To describe the temporal sequencing of the onset of AUDs relative to the onset of
specific comorbid MADs.

3. Toestimate the lag times between the onsets of AUDs and comorbid MADs disorders.

4. To determine if the onset order of prior-to-past-year AUDs relative to comorbid
MAD:s is associated with the persistence of AUDs, as indicated by the presence of
past-year AUDs.

All study aims are investigated by gender.

2. METHODS

2.1. Data

The NESARC is a national household survey designed and conducted by the National Institute
of Alcohol Abuse and Alcoholism (NIAAA). Wave 1 NESARC used a multistage stratified
probability sample representative of civilian, noninstitutionalized adults (age 18 and older)
residing in the United States, including all 50 states and the District of Columbia. Military
personnel living off base and persons living in non-institutionalized group quarters housing,
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such as boarding houses, shelters, and dormitories, were also included (Grant et al., 2003). The
sampling frames for housing units and group quarter units were derived from the Census
2000/2001 Supplementary Survey and the Census 2000 Group Quarters Inventory,
respectively. The NESARC over-sampled Blacks, Hispanics, and young adults (ages 18-24)
to allow for more reliable estimates of these groups. Data were collected via face-to-face,
computer-assisted interviews in household settings. From each household, one adult was
selected for interview. The overall response rate for NESARC was 81 percent, derived from a
sampling frame response rate of 99 percent, a household response rate of 89 percent, and a
person response rate of 93 percent. Details of the NESARC sampling design and methodology
can be found in “Source and Accuracy Statement for Wave 1 of the 2001-2002 National
Epidemiologic Survey on Alcohol and Related Conditions” (Grant et al., 2003).

Respondents with a lifetime DSM-IV AUD or at least one of the nine MADs (including 4 mood
disorders: major depression, dysthymia, mania, and hypomania; and 5 anxiety disorders: panic
without agoraphobia, panic with agoraphobia, specific phobia, social phobia, and general
anxiety disorder) were selected as the study sample (N = 19,504).

2.2. Measures

2.2.1. Clinical Disorder Assessment—All clinical diagnoses in this study are lifetime
diagnoses. They were ascertained by the NIAAA Alcohol Use Disorders and Associated
Disabilities Interview Schedule — DSM-IV Version (AUDADIS-IV) (Grant et al., 2001), a state-
of-the-art structured diagnostic interview designed for use by lay interviewers. The AUDADIS-
IV uses an extensive list of symptom questions to operationalize separate diagnoses on the
basis of DSM-1V criteria.

AUDADIS-1V diagnoses for alcohol abuse and dependence required respondents to meet
DSM-1V criteria for at least 1 of 4 abuse criteria and at least 3 of 7 dependence criteria,
respectively. Symptoms of dependence were required to cluster together within the same 1-
year period in order for a respondent to meet dependence criteria. In this paper, the category
“alcohol abuse” is limited to individuals with alcohol abuse only and not in combination with
alcohol dependence, whereas the category “alcohol dependence” includes dependent
individuals with or without alcohol abuse. The test-retest reliabilities of the AUDADIS-IV
alcohol disorder diagnoses were excellent, exceeding kappa (k)=.74 (Grant et al., 2004). The
validity of these diagnoses has been well-documented in a number of studies (Grant et al.,
2004; Harford and Grant, 1994; Hasin et al., 1997a; Hasin et al., 1997b; Hasin and Paykin,
1999; Nelson et al., 1999; Ustun et al., 1997).

The NESARC also provided diagnoses for all mood disorders (i.e., major depression,
dysthymia, mania, and hypomania) and anxiety disorders (i.e., panic without agoraphobial,
panic with agoraphobia, general anxiety disorder (GAD), specific phobia, and social phobia).
Consistent with the DSM-1V, these diagnoses were classified as syndromes such that to meet
criteria for a particular disorder, respondents had to endorse the requisite number of symptoms
within a specified time frame. The data set includes both hierarchical and non-hierarchical
diagnoses (i.e., including those induced by medical conditions or substance use). For the
purpose of the current study, the latter were used in the analysis since all mood and anxiety
disorders, regardless of their original causes, could possibly precipitate or be precipitated by
the onset of an AUD and consequently play a role in the continued persistence of the AUD,
one of the key outcomes of this study. The AUDADIS-IV test-retest reliabilities of these
diagnoses ranged from fair to good (k=.42 for specific phobia to k=.64 for major depression)
(Grant et al., 2004). The validity of these diagnoses was demonstrated by the high statistical

Iror brevity, panic without agoraphobia will be referred to as “panic” in the remainder of the paper.
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significance of most of these diagnoses as predictors of mental disability using the Short-
Form-12v2 (Grant et al., 2004;Ware et al., 2002).

2.2.2. Age of Disorder Onset and Lag Time—Age of disorder onset was retrospectively
obtained from retrospective self reports. Respondents meeting criteria for a particular lifetime
disorder were asked how old they were when they had the first episode of that disorder?.
Answers were recorded as age in years. Missing data for age of disorder onset among
individuals with a given psychiatric disorder ranged from 1% (major depression) to 9.5%
(alcohol abuse). Lag times between two comorbid disorders were calculated by subtracting the
age of onset of the earlier-occurring disorder from the age of onset of the later-occurring
disorder.

2.2.3. Temporal Sequencing—Individuals with lifetime comorbidity of a MAD and AUD
were categorized into one of three temporal sequencing groups based on the relative age of
disorder onset:

MAD Primary — the age of onset of the MAD preceded the age of onset of the AUD

Concurrent — the MAD and the AUD both initially occurred at the same age

Alcohol Disorder Primary — the age of onset of the AUD preceded the age of onset
of the MAD

2.2.4. Persistence of AUD—A dichotomous outcome variable was created to describe
whether individuals with a prior-to-past-year AUD still met criteria for a past-year AUD (coded
1) or had sustained partial or full AUD remission (coded 0).

2.3. Analysis

Descriptive statistics were calculated for the mean age of onset of all disorders and for the
corresponding lag times between the onset of AUDs and MADs. In order to determine the
extent to which one disorder precedes the other, for each MAD, an alcohol primacy ratio (APR)
was also calculated by dividing the proportion of primary AUD by the proportion of primary
MAD. An APR greater than 1 indicates a tendency for the AUD to occur before the MAD,
whereas an APR less than 1 indicates a tendency for the MAD to occur before the AUD.

Logistic regression models were used to assess whether the onset order of AUDs relative to
MADs, among individuals with prior-to-past-year AUD, is associated with the outcome,
persistence of AUDs, as measured by the presence of past-year AUD. The models estimated
odds ratios (ORs) (and 95% confidence intervals (Cls)) for past-year AUD. The main predictor
of interest was temporal sequencing status, a three-level categorical variable, including two
prior-to-past-year, temporal sequencing groups (i.e., MAD primary and AUD primary) as well
as a non-comorbid referent group consisting of individuals with prior-to-past-year AUD
without the MAD in question. For convenience, this referent group is referred to as the AUD
only group. Individuals with no history of AUD (i.e., MAD only) were excluded from these
models since the outcome is conceptualized as persistence of AUD. All ORs were adjusted for
the number of years since the onset of the AUD to account for the fact that a) individuals with
more recent AUD onset are more likely to have past-year AUD (Dawson et al., 2005b), and b)
the temporal sequencing groups are confounded by this variable. For instance, respondents in
the MAD primary group were more likely to have a more recent AUD onset than those in the
AUD primary group.

2NESARC age of onset questions for DSM-1V disorders used for these analyses can be viewed by accessing the online version of this
paper at http://dx.doi.org be entering doi:XXXXXXXX.
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All statistics and models presented were estimated separately for men and women. In addition,
the significance of sex differences was evaluated using z-score tests (for APR differences), t-
tests (for lag time differences), and via the interaction between sex and temporal sequencing
status (in the pooled persistence models). The significance of APRs was assessed using the
Taylor series linearization method with the Proc Ratio procedure of SUDAAN (Research
Triangle Institute, 2005). All analyses were conducted using SUDAAN to adjust for the
complex sampling design effect of the NESARC.

3. RESULTS
3.1. Age of Onset of Lifetime AUDs and MADs in the General Population

Table 1 shows that, in the general population, alcohol dependence appeared at an earlier mean
age of onset than six MADSs: panic, panic with agoraphobia, GAD, mania, major depression
and dysthymia. Alcohol dependence appeared at about the same mean age of onset as
hypomania (24.1 yrs vs. 23.3 yrs). Alcohol dependence appeared at a later mean age of onset
than two disorders: specific phobia and social phobia. Results were similar for alcohol abuse,
which appeared at a slightly earlier mean age of onset than alcohol dependence. In general, the
same pattern of results held when men and women were examined separately.

3.2. Temporal Sequencing of Lifetime AUDs and Other MADs among Comorbid Individuals

3.2.1. Alcohol Dependence—In general, the temporal sequencing of alcohol dependence
relative to other MADs (Table 2) among comorbid individuals reflects the relative mean age
of onset of these disorders observed in the general population. Alcohol dependence tended to
precede (or to be temporally primary to) two of the MADs: panic and GAD. Alcohol
dependence tended to follow two MADs: specific phobia and social phobia. For five MADs,
the data showed an equal balance of cases where alcohol dependence was primary to the MAD
or vice versa: panic with agoraphobia (though borderline significance is achieved in this case),
dysthymia, major depression, hypomania, and mania. Note, that this does not mean that alcohol
dependence and the MAD tended to be experienced concurrently. Concurrent appearance of
both alcohol dependence and a MAD was relatively infrequent, ranging from 3-14%. All of
these results showed the same pattern for both men and women.

3.2.2. Alcohol Abuse—Results for alcohol abuse (Table 3) were somewhat more
pronounced than those for alcohol dependence. In this case there were five (instead of two)
disorders where abuse was primary to the MAD: GAD, panic, panic with agoraphobia, major
depression, and dysthymia. MADs tended to be primary to alcohol abuse for two disorders:
specific phobia and social phobia. For two disorders, the data showed an equal balance of cases
where alcohol dependence was primary to the MAD or vice versa: hypomania and mania.
Again results among men and women were similar, except that men were significantly more
likely than women to have alcohol abuse occur before major depression and GAD.

As shown in both Tables 2 and 3, even where the APR's were approximately equal to one, it
does not mean that the timing of the alcohol use disorder and the MAD were concurrent. Thus,
an examination of the lag time between the onset of one condition and the other can be
revealing.

3.3. Lag Times between Onset of Lifetime AUDs and MADs

3.3.1. When the AUD is Primary—In general, the lag times between primary AUDs and
subsequent MADs were quite long, even in cases where the APR approached unity (Table 4).
The average lag time from alcohol dependence to MADs ranged from 7.6 years (hypomania)
to 12.2 years (GAD), which was generally shorter than that from alcohol abuse to MAD,

ranging from 8.9 years (hypomania) to 16.3 years (GAD). The shorter lag times were mostly
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due to the earlier onset of MADs among individuals with primary alcohol dependence than
among those with primary alcohol abuse. When analyzed separately by sex, women, as
compared to men, had significantly shorter lag times from alcohol abuse to panic, major
depression, dysthymia, and GAD (all p’s<.05).

3.3.2. When the MAD is Primary—The lag times from the onset of MADs to subsequent
alcohol dependence were generally similar to those of subsequent alcohol abuse. These ranged
from 7.1 years (dysthymia) to 14.0 years (specific phobia) (Table 5). However, for panic with
agoraphobia the lag time to alcohol dependence was significantly shorter than that to alcohol
abuse. This was mostly due to the later onset of panic with agoraphobia among individuals
with alcohol dependence as compared to individuals with alcohol abuse. Conversely, the lag
time from social phobia to alcohol dependence was significantly longer than that to alcohol
abuse. This was mostly due to the later onset of alcohol dependence than abuse among those
with social phobia. Results were similar for men and women, except for alcohol abuse
comorbid with panic and social phobia.

3.4. Temporal Sequencing Groups as Predictors of AUD Persistence

3.4.1. Alcohol Dependence—In general, individuals with a history of comorbid MADs
were more likely to have persistent alcohol dependence than individuals with alcohol
dependence only, as suggested by the large number of ORs greater than 1.0 for the two
comorbid groups compared to the non-comorbid referent group in Table 6. However, this
increased risk associated with comorbidity was only statistically significant when the following
three MADs came before alcohol dependence: panic with agoraphobia, hypomania, and GAD.
Noteworthy is the fact that compared with non-comorbid individuals (i.e., those with prior
alcohol dependence only), no significant increase in the risk of persistent alcohol dependence
was found among comorbid individuals with primary alcohol dependence. No gender
differences were observed in these patterns.

3.4.2. Alcohol Abuse—In contrast to alcohol dependence, the majority of ORs for persistent
alcohol abuse in the total sample were less than 1.0 (Table 6), suggesting that both comorbid
groups (i.e., MAD primary and alcohol abuse primary) were less likely to have persistent
alcohol abuse than the alcohol abuse only referent group. Few gender differences were
observed, except that women with alcohol abuse primary to dysthymia were less likely than
men to have persistent alcohol abuse.

4. CONCLUSION AND DISCUSSION

The ages of onset of the lifetime DSM-IV disorders presented in this study are in line with those
found in previous major epidemiological studies, with phobias having the earliest onset, other
anxiety disorders and mood disorders having the latest onset, and AUDs having an onset in
between (Christie et al., 1988; Kessler et al., 2005). With age of onset generally occurring
before age 35, psychiatric disorders have been called “chronic diseases of the young” (Insel
and Fenton, 2005, p. 590). This is even more true in comparison to the onset of chronic physical
disorders, which are most likely to occur in late middle-age or old age (Murray and Lopez,
1996).

One of the major findings of this study is that temporal sequencing patterns vary considerably
across MADs, even within the same disorder class. For instance, among anxiety disorders, the
phobias, at one extreme, are about 5 times more likely to occur before than after alcohol abuse,
whereas at the other extreme, GAD is 4.6 times more likely to occur after than before alcohol
abuse. These results argue against the practice of aggregating across MADs in temporal
sequencing studies. Furthermore, the variation of these temporal sequencing patterns in the
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comorbid population is consistent with the pattern of age of onset of disorders in the general
population — disorders with an earlier age of onset in the general population are more likely
to be primary in comorbid individuals.

Although temporal primacy is a necessary (but not sufficient) condition to establish causality
(Hill, 1965), the temporal sequencing results of the present study help elucidate the etiological
underpinnings of comorbid disorders. The fact that AUDs are much more likely to precede
than to follow 5 of the 9 MADs (panic, panic with agoraphobia, GAD, major depression, and
dysthymia) is consistent with the notion that primary AUDs may cause (or exacerbate) these
MADs. At the very least, it casts doubt on the likelihood that these MADSs caused the AUD in
the majority of cases. In the literature, several mechanisms have been offered as to how a
primary AUD could potentially lead to the development of a subsequent MAD. For example:
a) alcohol intoxication or withdrawal may cause acute, substance-induced psychological
symptoms; b) long-term alcohol use may cause changes in brain physiology leading to the
psychological sequelag; or ¢) alcohol intoxication may limit the repertoire of coping strategies
to stressful situations, leading to feelings of helplessness, inadequacy, negative affect and
anxiety (Baving and Olbrich, 1996; Lehman et al., 1989).

The present study found that only 2 of the 9 MADs assessed (specific phobia and social phobia)
are usually primary to AUDs. The temporal primacy of the phobias is in accord with findings
from the majority of the temporal sequencing studies (Cho et al., 2002; De Graaf et al., 2003;
Hesselbrock et al., 1985; Kessler et al., 1997; Ross et al., 1988; Swendsen et al., 1998) and is
expected due to the early onset of these disorders in childhood and early adolescence. The
overwhelming proportion of phobias that are primary to AUDs makes it very unlikely that
AUDs caused these MADSs in most cases. On the contrary, if anything, the phobias may have
had some influence in contributing to or causing the AUD. In this regard, self-medication
hypotheses have been offered in the literature to explain the path by which psychological
distress may lead to the onset of problem drinking (Baving and Olbrich, 1996; Lehman et al.,
1989). Itis plausible that a subset of the primary phobic individuals may have “self-medicated”
with alcohol to reduce their fear-based symptoms, ultimately leading to the development of
subsequent AUDs.

While the temporally sequencing analyses presented here are useful first step to examine
causality, it should be duly noted that temporal primacy by itself is only suggestive of causality.
Thus, while it is theoretically plausible, and perhaps tempting, to conclude that the primary
disorder caused the secondary disorder, it is also possible that common underlying factors not
assessed in this study (e.g., genetic, biologic or psychosocial factors) may have contributed to
the development of independent, casually unrelated disorders (Lehman et al., 1989).

In addition to describing the age of onset of MADs in the general population, a major advance
of this study was to also provide epidemiological data on the age of onset and lag times among
the comorbid population. The present study shows that lag times between AUDs and MADs,
regardless of which came first, were generally quite long (most ranging from 7 to 16 years).
Thus, if the primary disorder does in fact play a causative or contributing role in the
development of the secondary disorder, this role can best be described as “temporally distal.”
Interestingly, lag times between primary alcohol dependence and subsequent MADs were
shorter than lag times between primary alcohol abuse and subsequent MADs. Further
examination revealed that this was mostly a result of the earlier onsets of the dependence-
comorbid MADs as compared to abuse-comorbid MADs. If one assumes that dependence
symptoms are more severe or dehabilitating than abuse symptoms, it would make sense that
subsequent MADs occur sooner among dependent individuals, as compared to abuse
individuals, since these dependent individuals may have an increased psychological
vulnerability.
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While sex differences are commonly noted in the general alcohol research literature, the present
study found few significant differences in the temporal sequencing patterns and lag times
between men and women. This result is most similar to De Graaf et al. (2003) who found no
sex differences in temporal sequencing between AUDs and mood disorders. The few sex
differences found in the present study showed that women were more likely than men to have
primary major depression and GAD relative to alcohol abuse. These findings are similar to
those of Kessler et al. (1997), who, using the 1990-92 National Comorbidity Study (NCS),
reported that women generally had larger proportions of primary anxiety and affective
disorders than men. However, for some disorders, the effects for each sex were in opposite
directions. For example, men were more likely to have primary alcohol abuse than primary
depression, whereas women were more likely to have primary depression than primary alcohol
abuse. In contrast, the temporal sequencing patterns found in the present study were in the same
direction for both sexes across all MADs. These discrepancies may be potentially due to
methodological differences between the NCS and the NESARC. For example, the NESARC
employed the DSM-IV AUD criteria, while the NCS used the DSM-I11-R AUD criteria. In
addition, changes over time may contribute to these discrepancies as the NCS was conducted
10 years prior to the NESARC. However, further research is necessary to fully understand the
cause for the few discrepancies in gender patterns between the two studies. Similar to that in
the temporal sequencing patterns, the current study found that gender differences among lag
times were more the exception than the norm. The few differences ranged from 3 to 4 years
and were most apparent when alcohol abuse was primary to the MADs.

While previous studies only examined the risk of persistent AUDs among comorbid individuals
whose MAD is primary to the AUD (Kessler et al., 1996; Kessler et al., 1997; Ross, 1995),
the current study contributes to the literature by also examining the risk for those comorbid
individuals whose MAD is secondary to the AUD. The main finding was that, contrary to
expectations, the risk of persistent AUDs is not always higher among comorbid individuals
than individuals with prior AUDs only. Rather, the risk of persistent AUDs depends on several
factors, including the type of comorbid MAD, which comorbid disorder came first, and whether
the outcome is the persistence of alcohol dependence or alcohol abuse. For instance, as
expected, across most temporal sequencing groups and MADSs, having a prior comorbid MAD
tended to increase the risk for continued alcohol dependence. However, contrary to
expectations, having a prior comorbid MAD tended to decrease the risk for continued alcohol
abuse. Although this pattern of results has been found in some previous studies (Kessler et al.,
1997; Ross, 1995), it is unclear why MAD comorbidity should lessen the risk of persistent
alcohol abuse. A possible explanation is that people with comorbid alcohol abuse are more
likely than those with alcohol abuse only to a) directly seek alcohol treatment for their alcohol
abuse, and/or b) seek psychological treatment services for the comorbid MAD, and in doing
so the alcohol abuse gets treated as well. We conducted a follow-up analysis using the NESARC
data and confirmed that people with lifetime alcohol abuse comorbid with major depression,
mania, and dysthymia were indeed significantly more likely than people with only alcohol
abuse to seek alcohol treatment. However, Falk and Yi (2006) found that the higher rates of
alcohol treatment seeking among comorbid people also apply to those with alcohol
dependence. Thus, the increased use of alcohol treatment services among alcohol abuse
comorbid people does not in and of itself clarify the opposite effects of comorbidity found in
the present study.

For persistent alcohol dependence, several primary MADs (i.e., GAD, hypomania, and panic
with agoraphobia) were found to be significant risk factors, while primary alcohol
dependence disorder was not a significant risk factor. These significant associations were novel
findings. Moreover, some of the non-significant associations in the present study (e.g., for
primary social phobia, specific phobia, and mania), were in fact significant in the literature
(Kessler et al., 1997; Ross, 1995). These differences may be partly due to methodological
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differences. For instance, the analyses in present study controlled for several important
covariates (i.e., age of AUD onset, and the number of years between AUD onset and time of
interview) while the other studies reported only simple, bivariate associations.

One limitation of the present study is that it relies on retrospective self-reports to determine
the age of onset for the lifetime disorders. Longitudinal investigations, using community
samples, have noted that individuals have problematic rates of forgetting previously reported
disorders (Wilhelm and Parker, 1994). Moreover, retrospective reports on age of onset are
subject to recall bias, especially among older respondents (Labouvie et al., 1997; Prusoff et
al., 1988). Nonetheless, two recent long-term prospective studies have found at least moderate
test-retest reliability for age of onset questions (Johnson and Mott, 2001; Parra et al., 2003).
Until further confirmed by additional prospective research, results based on lifetime
retrospective reports should be interpreted with caution.

The high rates of co-occurrence of alcohol disorders and other MADs in the general population
have led a number of researchers to recommend that clinicians routinely assess for the presence
of comorbid conditions to inform appropriate AUD treatment options (Grant et al., 2004;
Hunter et al., 2000; Kessler et al., 1996). While this is generally a sensible idea, the results of
the present study suggest that not all comorbid MADs lead to an equally poor prognosis, and
moreover, this prognosis is related to the temporal order by which the conditions first appeared.
Further research is needed to confirm our findings. However, if these results can be replicated
by other studies, then we might qualify the previous recommendation and suggest that
clinicians, particularly those treating individuals with alcohol dependence, not only assess for
the presence of comorbid MADs (i.e., GAD, hypomania, and panic with agoraphobia), but also
take detailed psychiatric histories to determine whether these MADs preceded the alcohol
dependence and are thus predictors of poor prognosis.

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.
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Table 2
Temporal Sequencing of Mood and Anxiety Disorders Relative to Alcohol
Dependence among Lifetime Comorbid Individuals by Comorbid Mood and
Anxiety Disorder, NESARC 2001-2002.

Page 15

Total Men Wome
Alcohol and mMAD1* | C > Alc 1 MAD 1 Al MAD 1 Alc 1
Comorbid Disorder " . "

n % SE | % SE | % se |APR® SE | n | % sE | % se | % se |APR® SE | n | % SE | % SE | % SE | APR® SE

Panic 434 | 264 252 | 72 136 | 677 267 | 27* 037 | 196 | 254 363 | 77 205 | 672 38 | 27* 052|238 | 252 347 | 68 174 | 681 364 | 27° 051
General Anxiety Disorder 469 | 325 250 | 95 162 | 584 266 | 18° 021 | 213 [ 306 378 [ 117 255 | 676 393 | 19* 034 | 256 | 343 350 | 7.2 195 | 685 367 | 17° 028
Panic w/ Agoraphobia 146 | 333 476 | 104 277 | 667 488 | 17' 037 | 60 | 366 758 | 137 481 [ 507 78 | 14 05 | 86 | 313 601 | 7.0 312 [ 618 619 | 20 056
Dysthymia 584 | 416 243 [ 128 153 | 466 249 | 14 012 | 250 | 385 383 | 129 220 | 486 382 | 13 022 | 325 | 447 342 | 127 207 | 426 305 [ 10 013
Major Depression i 419 142 143 0.98 438 142 1.0 0.07 832 39.1 206 15.2 148 45.7 2.06 12 o1 947 448 1.96 135 1.18 4.8 1.96 0.9 0.08
Hypomania 267 | 461 341 | 7.7 184 | 462 344 | 10 014 | 146 | 430 492 | 89 275 | 482 503 | 14 024 [ 121 [ 509 511 | 60 201 | 431 507 [ 09 018
Mania 564 | 447 263 | 122 167 | 431 258 | 10 011 | 303 | 484 348 | 130 233 | 386 333 | 08 012 [ 261 [ 397 370 | 11.2 240 | 492 376 [ 12 020
Specific Phobia 817 80.7 157 18 048 174 151 0.2* 0.02 364 824 227 19 067 16.7 219 0.2* 0.03 453 791 219 18 0.69 191 208 0.2* 0.03
Social Phobia 481 | 833 193 | 33 081|134 185 | 02° 003|220 [853 273 | 24 099|123 259 | 04* 003|252 [ 810 287 | 44 134 | 146 263 | 02° o004

aMAD Primary — the age of onset of the mood or anxiety disorder preceded the age of onset of the alcohol use disorder.

b . . . N
Concurrent — the mood or anxiety disorder and the alcohol use disorder both initially occurred at the same age.

c . . . . .
Alcohol Disorder Primary — the age of onset of the alcohol use disorder preceded the age of onset of the mood or anxiety disorder.

dAlcohol Primacy Ratio — calculated by dividing the proportion of primary alcohol use disorder by the proportion of primary mood or anxiety disorder.

*
APR significantly different than 1 (p<.05);

7L(p<.07). Significance was assessed using the Proc Ratio command of SUDAAN.

iAPRs for men are significantly different than APRs for women (p<.05).

Percentages may not sum to 100% due to rounding.
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Table 3
Temporal Sequencing of Mood and Anxiety Disorders Relative to Alcohol Abuse
among Lifetime Comorbid Individuals by Comorbid Mood and Anxiety Disorder,
NESARC 2001-2002.

Page 16

Total Men Wome
Alcohol Abuse and MAD 1° > Alc 1 MAD 1 c t Alc1 MAD 1 Alc1

Comorbid Disorder " " "
n % SE % SE % SE | APR" SE n % SE % SE % SE_| APR® SE n % SE % SE % SE_| APR SE
General Anxiety Disorder 337 | 173 224 | 37 119 | 789 248 | 46* 072 | 144 | 115 266 | 42 198 | 843 319 | 73* 191 | 193 [ 223 346 [ 34 140 | 743 371 | 33 067
Panic 307 | 218 283 | 52 163 | 73.0 308 | 34° 056|136 | 214 420 | €9 307 | 721 480 | 34* 087 | 171 [ 224 381 [ 39 151 | 737 399 | 33 073
Panic w/ Agoraphobia 82 | 286 584 | 19 135 [ 695 590 | 24 070 [ 27 |32 1100 | 31 308 | 607 1103 | 17 081 | 55 | 247 670 | 1.3 128 | 740 677 | 30' 108
Major Depression 1333 | 272 148 | 75 091 | 653 158 | 24* 018 [ 572 | 239 200 | 76 127 | 685 226 | 29 033 | 761 [ 298 204 | 75 130 | 627 222 | 214* 021
Dysthymia 325 [ 292 304 | 66 161 [ 643 312 | 22* 033 | 131 | 207 480 | 1.2 076 | 69.0 473 | 23* 053 | 194 | 288 383 | 106 269 | 607 402 | 21* 040
Hypomania 184 | 356 455 | 60 200 [ 584 457 [ 16" 033 [ 100 [ 374 614 | 54 258 [ 672 616 | 15 041 | 75 | 322 626 | 72 358 | 606 657 | 19 055
Mania 238 | 380 373 | 107 241 | 513 374 | 14 022 | 123 | 414 504 | 93 323 | 496 503 | 12 026 | 115 [ 343 512 [ 123 353 | 634 542 | 16 037
Specific Phobia 651 | 733 208 | 21 063 | 246 198 | 03* 004 | 262 | 759 318 | 22 104 | 219 294 | 03* 005|389 [ 714 263 [ 20 078 | 267 258 | 04 005
Social Phobia 382 | 808 236 | 36 100|156 217 | 02* 003 ] 195|823 298 | 45 170|132 257 | 02* 004|187 [ 792 356 [ 27 133 | 182 340 | 02* 005

aMAD Primary — the age of onset of the mood or anxiety disorder preceded the age of onset of the alcohol use disorder.

b . . . N
Concurrent — the mood or anxiety disorder and the alcohol use disorder both initially occurred at the same age.

c . . . . .
Alcohol Disorder Primary — the age of onset of the alcohol use disorder preceded the age of onset of the mood or anxiety disorder.

dAlcohol Primacy Ratio — calculated by dividing the proportion of primary alcohol use disorder by the proportion of primary mood or anxiety disorder.

*
APR significantly different than 1 (p<.05);

7L(p<.07). Significance was assessed using the Proc Ratio command of SUDAAN.

iAPRs for men are significantly different than APRs for women (p<.05).

Percentages may not sum to 100% due to rounding.
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Table 4
Mean Age of Onset and Lag Time among Comorbid Individuals where the Alcohol
Use Disorder is Temporally Primary, NESARC 2001-2002.

Page 17

Total Men Women
Age MAD* N . Age MAD ) Age MAD )
AUD and Comorbia Diserder e | Omeetine) | sy | onsetts) | owsy G| onsettm) | sy
N | Mean SE | Mean SE | Mean SE N | Mean SE | Mean SE | Mean SE N | Mean SE | Mean SE | Mean SE | |
Alcohol Dependence
Hypomania 119 | 295 079 | 21.8 062 7.6 071 | 64 291 1.05 | 221 0.88 7.0 0.90 | 55 30.1 126 | 214 073 8.7 1.22
Mania 254 | 300 070 | 216 050 | 84 051|129 | 306 1.05( 223 0.73| 8.2 066 | 125 | 29.3 0.93 | 20.8 0.65 8.6 0.78
Specific Phobia 144 | 29.2 090 | 205 050 8.6 069 | 56 298 148 | 212 090 8.6 1.16 | 88 28.7 110 | 20.0 0.52 8.7 0.83
Panic w/ Agoraphobia 84 309 128 | 212 1.02 9.7 1.04 | 29 310 200| 220 173 8.9 177 | 55 309 167 | 206 1.17 | 103 1.23
Social Phobia 71 313 180 | 215 097 9.8 1.31 | 30 300 266 | 205 0.77 9.5 208 | 41 326 241 | 226 176 | 101 1.62
Major Depression 781 | 316 043 | 21.7 026 | 9.9 037|390 | 321 063 | 219 035| 102 056 (391 | 309 060 | 21.4 040 95 0.47
Dysthymia 257 | 329 077 | 221 051 | 10.8 061 | 123 | 33.1 112 | 221 066 | 11.0 097 | 134 | 327 098 | 222 073 | 105 0.71
Panic 283 | 335 074 226 051 | 110 060 | 125| 33.8 109 | 223 069 | 11.5 0094 (158 | 33.3 101 | 228 074 | 105 074
General Anxiety Disorder 266 | 342 083 | 220 053 | 122 066 | 121 | 344 141 | 212 060 | 132 112|145 | 340 092 | 228 084 | 112 0.77
Alcohol Abuse

Hypomania 110 | 289 095 | 20.0 049 8.9 0.80 | 64 285 128 | 204 067 8.1 1.04 | 46 296 129| 193 060 | 103 1.16
Mania 134 | 331 1.05| 206 057 | 125 1.00| 69 333 123 | 203 061 130 120 | 65 329 180 | 21.0 092 | 120 1.68
Specific Phobia 147 | 306 089 | 201 038 | 104 076 | 51 307 137 | 200 057 | 10.7 123 | 96 305 1.18| 202 050 | 103 0.97
Panic w/ Agoraphobia 59 31.0 148 | 189 059 | 120 136 | 19 336 215| 183 070 | 153 252 | 40 299 183 | 192 078 | 107 152
Social Phobia 63 324 208 | 197 062 | 127 179 | 27 329 291 19.2 093 | 13.7 253 | 36 321 265| 202 082| 119 223
Major Depression 873 | 362 047 | 209 021 | 153 044|393 | 389 076 212 034 177 0.73 | 480 | 339 049 207 027 | 133 045|f
Dysthymia 213 | 370 090 | 214 050 | 156 083 | 92 389 155| 211 067 | 177 139|121 | 354 096 | 21.7 069 | 138 091 | %
Panic 221 | 358 090 | 208 040 | 150 080 | 95 381 149 | 211 054 | 170 131|126 | 340 105 206 059 | 134 091 | f
General Anxiety Disorder 260 | 378 078 | 215 043 | 163 075|118 | 396 122 | 215 064 | 181 123|142 | 361 094 | 215 058 | 146 089 | 1

aMAD —mood or anxiety disorder.
bAUD — alcohol use disorder.

Lag Time — calculated by subtracting the age of onset of the earlier-occurring disorder from the age of onset of the later-occurring disorder.

All estimates are significantly different than zero (p<.05).

iMean lag times for men are significantly different than mean lag times for women (p<.05).

Due to rounding, the lag times may not exactly equal the age of onset of the mood or anxiety disorder minus the age of onset of the alcohol use disorder.
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Table 5
Mean Age of Onset and Lag Time among Comorbid Individuals where the Mood
or Anxiety Disorder is Temporally Primary, NESARC 2001-2002.

Total Men Women
AgOe MAtDi Age AUD® Lag Time® Agoe MAID Age AUD Lag Ti A%e MTD Age AUD Lag Til

AUD and Comorbid Disorder (;Irssi Ongseel (yrs) a?yr:)“e (;rsse) OngsZt (yrs) a(gyrsl;“e (;rsse) Ongsee! (yrs) a(gyrsl)me

N | Mean SE | Mean SE | Mean SE N | Mean SE | Mean SE | Mean SE N | Mean SE | Mean SE | Mean SE

Alcohol Dependence
Dysthymia 245 | 204 074 | 272 071 71 045 | 98 206 122 | 276 1.09 71 070 | 147 | 19.7 091 | 269 0097 7.2 0.58
Panic 117 | 212 102 | 284 1.03 7.2 067 | 54 211 167 | 285 173 75 099 | 63 214 118 | 283 1.16 6.9 0.90
General Anxiety Disorder 154 | 208 1.11 | 281 1.02 73 0.58 | 64 21.0 167 | 284 167 | 74 092 9 205 146 | 278 123 7.2 0.72
Major Depression 733 | 19.2 037 | 265 042 73 032|314 | 194 061 | 262 0.63 6.9 039 (419 | 191 049 | 268 0.60 778 0.50
Mania 242 | 17.2 049 | 245 059 73 049 | 136 | 16.2 055 | 236 0.74 74 066 | 106 | 18.7 0.90 | 259 0.92 7.2 0.71
Panic w/ Agoraphobia 46 196 150 | 275 163 79 1.07 | 20 175 216 | 259 226 8.4 164 | 26 216 182| 29.0 216 7.4 1.38
Hypomania 124 | 165 081 | 249 1.02 8.4 1.01 ] 68 148 081 | 223 071 75 087 56 18.7 151 | 284 196 9.6 2.02
Social Phobia 389 | 11.2 031 | 241 050 | 129 0.50 | 191 113 041 242 070 129 076|198 | 111 051 | 239 074 | 129 0.71
Specific Phobia 656 | 10.0 029 | 241 042 | 140 043|299 | 103 041 | 238 054 | 135 0.54 | 357 9.7 041 | 244 060 | 146 060
Alcohol Abuse

Dysthymia 920 19.0 1.01 | 2641 1.10 7.0 069 | 36 183 1.09 | 255 1.33 72 126 | 54 19.6 159 | 265 1.65 6.9 0.74
Panic 70 220 111 293 123 73 090 | 32 206 1.88| 300 1.62 9.4 1.18 | 38 230 125| 288 182 5.8 117 | £
General Anxiety Disorder 65 200 141|279 130 79 089 | 21 171 117 | 243 147 7.2 1.07 | 44 212 191 | 295 167 8.3 1.19
Major Depression 368 | 188 046 | 254 0.53 6.6 036 | 138 | 183 0.75 | 249 0.84 6.6 065 (230 | 191 059 | 257 0.67 6.6 0.42
Mania 80 176 092 | 251 1.18 7.6 1.00 | 45 179 109 | 261 170 | 8.2 147 | 35 171 156 | 238 142 6.7 1.18
Panic w/ Agoraphobia 21 136 114 | 269 243 | 134 203 7 136 054 | 251 295 115 3.09| 14 135 196 | 283 357 | 148 256
Hypomania 63 170 083 | 272 166 | 10.2 149 | 40 165 102 | 271 222 | 106 1.85| 23 18.0 139 | 274 214 | 94 2.32
Social Phobia 306 | 11.3 032 | 219 043 | 106 052|160 | 11.8 038 | 21.0 040 9.2 051|146 | 10.7 0.51 | 22.8 0.81 121 094 |
Specific Phobia 490 9.4 028 | 229 038 | 135 0.39 ] 205 9.2 040 | 219 049 | 127 053] 285 9.5 037 | 237 055| 141 0.56

aMAD —mood or anxiety disorder.
bAUD — alcohol use disorder.

Lag Time — calculated by subtracting the age of onset of the earlier-occurring disorder from the age of onset of the later-occurring disorder.
All estimates are significantly different than zero (p<.05).
iMean lag times for men are significantly different than mean lag times for women (p<.05).

Due to rounding, the lag times may not exactly equal the age of onset of the mood or anxiety disorder minus the age of onset of the alcohol use disorder.
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