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Objective: The validity of the distinctions
between dysthymic disorder, chronic ma-
jor depressive disorder, and episodic ma-
jor depressive disorder was examined in a
family study of a large community sample
of young adults.

Method: First-degree relatives (N=2,615)
of 30 probands with dysthymic disorder,
65 probands with chronic major depres-
sive disorder, 313 probands with episodic
major depressive disorder, and 392 pro-
bands with no history of mood disorder
were assessed by using direct interviews
and informant reports.

Results: The rates of major depressive
disorder were significantly greater among
the relatives of probands with dysthymic
disorder and chronic major depressive
disorder than among the relatives of pro-
bands with episodic major depressive dis-
order, who in turn exhibited a higher rate

of major depressive disorder than the rel-
atives of probands with no history of
mood disorder. The relatives of probands
with dysthymic disorder had a signifi-
cantly higher rate of dysthymic disorder
than the relatives of probands with no
history of mood disorder, and the rela-
tives of probands with chronic major de-
pressive disorder had a significantly
higher rate of chronic major depressive
disorder than the relatives of probands
with no history of mood disorder. How-
ever, the relatives of the three groups of
probands with depression did not differ
on rates of dysthymic disorder and
chronic major depressive disorder.

Conclusions: Chronic depression is dis-
tinguished from episodic depression by a
more severe familial liability. This familial
liability may contribute to the more per-
nicious course of chronic depression.

(Am ] Psychiatry 2004; 161:646—653)

Over the past two decades there has been growing
recognition that depression often assumes chronic forms
(1). DSM-1V includes two categories for chronic depres-
sion: dysthymic disorder and major depressive disorder,
chronic type. Although the former category was designed
for mild forms of chronic depression, previous studies
have reported that most persons with dysthymic disorder
experience episodes of major depressive disorder at some
point in their lives (1, 2). These episodes of major depres-
sive disorder are generally superimposed on the ante-
cedent dysthymic disorder, a phenomenon referred to as
“double depression” (3), although in some cases no tem-
poral overlap is found between the dysthymic disorder
and the major depressive disorder episodes.

The DSM categories for chronic depression enhance the
descriptive validity of the nomenclature by capturing some
of the variation in the longitudinal course of depression.
However, the clinical utility of these distinctions in terms of
etiology, prognosis, and treatment response is less clear. In
the analysis reported here, we used family study data to ex-
plore the distinctions between dysthymic disorder, chronic
major depressive disorder, and nonchronic, or episodic,
major depressive disorder.

Previous studies have found that dysthymic disorder
and double depression differ from episodic major depres-
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sive disorder in important respects, although negative
findings have also been reported (4, 5). Compared to pa-
tients with episodic major depressive disorder, patients
with dysthymic disorder and double depression have
greater axis I and II comorbidity (6-8), more extreme per-
sonality traits (9, 10), more dysfunctional cognitive biases
(11), greater social impairment (12, 13), and greater child-
hood adversity (14). Family studies and family history
studies have indicated that the relatives of patients with
dysthymic disorder and double depression have signifi-
cantly higher rates of total depressive disorders, dysthymic
disorder, and personality disorders than the relatives of pa-
tients with episodic major depressive disorder (10, 15, 16).
Finally, in a 5-year naturalistic follow-up, patients with dys-
thymic disorder and double depression had higher levels
of depressive symptoms and higher rates of suicide at-
tempts and psychiatric hospitalizations than patients with
episodic major depressive disorder (2).

We are aware of only four studies comparing chronic
major depressive disorder to episodic major depressive
disorder (5, 17-19). Two of those studies found that pa-
tients with chronic major depressive disorder are more
likely to attempt suicide (17, 19), and one study reported
that patients with chronic major depressive disorder expe-
rienced greater chronic stress before the index episode
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and exhibited fewer neuroendocrine abnormalities than
patients with episodic major depressive disorder (19). The
findings on age at onset and number of episodes have
been inconsistent, with significant differences reported in
both directions (17-19). Finally, few differences have been
reported on demographic variables, severity, comorbidity,
childhood loss and abuse, and family history (5, 17-19).

The literature comparing the various forms of chronic
depression is also limited, although the data are consis-
tent in indicating few differences between dysthymic dis-
order, double depression, and chronic major depressive
disorder. A series of papers from two separate studies
found virtually no differences between patients with dys-
thymic disorder and double depression on demographics,
comorbidity, personality and coping style, childhood ad-
versity, familial psychopathology, and course (2, 8, 14, 16,
20). Moreover, other studies have reported that up to 94%
of individuals with dysthymic disorder eventually develop
major depressive disorder episodes (2, 21), suggesting that
dysthymic disorder and double depression may be differ-
ent phases of the same disorder.

Two studies have compared patients with dysthymic
disorder and chronic major depressive disorder on demo-
graphic, clinical, and family history variables (5, 22). Both
studies found few differences, although one (22) reported
that patients with dysthymic disorder were more likely to
report a family history of bipolar disorder. Finally, two
large studies found virtually no differences between out-
patients with double depression and those with chronic
major depressive disorder on demographics, comorbidity,
psychosocial functioning, early adversity, family history,
and treatment response (23, 24).

This analysis uses data from the family study compo-
nent of the Oregon Adolescent Depression Project (25, 26),
a longitudinal investigation of a large sample of commu-
nity-dwelling adolescents, to examine the distinctions be-
tween dysthymic disorder, chronic major depressive dis-
order, and episodic major depressive disorder. Our data
extend the existing literature in three respects. First, with
one exception (5), no single study has directly compared
all three diagnostic groups. Second, most of the available
data on the familial aggregation of chronic depression and
episodic depression are based on the family history
method, which relies on data from informants rather than
on direct interviews with relatives. The family history
method has low sensitivity (27), can be biased by the infor-
mants’ psychopathology (28), and cannot make the subtle
distinctions needed to determine whether course-based
subtypes of depression exhibit specificity of familial ag-
gregation. Finally, previous studies have all used clinical
samples, which are not representative of depression in the
general population (29).
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Method

Subjects

Selection of probands. Probands were randomly selected
from high schools in western Oregon. A total of 1,709 adolescents
(mean age=16.6 years, SD=1.2) completed the initial (time 1) as-
sessments. One year later, 1,507 of the adolescents (88%) were re-
evaluated (time 2). Differences on demographic variables be-
tween the sample and the larger population from which it was
selected were small (25), and there were few differences on demo-
graphic and clinical variables between the time-2 participants
and those who declined to participate at time 2.

When they were 24 years old, all probands with a history of ma-
jor depressive disorder (N=360) or other psychopathology (N=
284) by time 2 and a random sample of participants with no his-
tory of psychopathology by time 2 (N=457) were invited to partic-
ipate in a third (time 3) evaluation. Of the 1,101 time-2 partici-
pants selected for a time-3 interview, 941 (85%) completed the
evaluation at age 24 years. The time-2 diagnostic groups did not
differ in their participation rates at time 3.

Selection of relatives. We assessed lifetime psychopathology
in the first-degree relatives (=14 years) of the probands in the
time-3 evaluation. Informant data were also collected from pro-
bands and/or another relative. Of the 941 probands with time-3
data, family diagnostic data were available for 803 (85%). Of the
2,750 first-degree relatives for whom diagnostic information was
collected, 1,744 relatives (63%) participated in direct interviews.

Sample for this report. All probands with data on at least one
first-degree relative were included, except for those with a history
of a nonaffective psychotic disorder or bipolar disorder. The pro-
bands included 30 with a lifetime history of dysthymic disorder,
65 with a history of chronic major depressive disorder, 313 with a
history of episodic major depressive disorder, and 392 with no
lifetime history of mood disorder.

The probands’ diagnoses were based on DSM-III-R criteria; the
relatives’ diagnoses were based on DSM-1V criteria. The DSM-III-
R and DSM-1V criteria for dysthymic disorder include a duration
requirement of 2 years for adults and 1 year for children and ado-
lescents. To be consistent with this criterion and to maximize the
sample size, we shortened the required duration for chronic ma-
jor depressive disorder to 1 year in the probands. However, the
pattern of results was similar when a 2-year duration requirement
was used.

Diagnoses were assigned hierarchically on the basis of lifetime
history through age 24 years. Probands with a history of dysthy-
mic disorder were included in the dysthymic disorder group re-
gardless of the presence or length of major depressive disorder
episodes. Probands were assigned to the chronic major depres-
sive disorder group if they had a history of major depressive disor-
der, no history of dysthymic disorder, and at least one major de-
pressive disorder episode lasting at least 12 months. Probands
were assigned to the episodic major depressive disorder group if
they had a history of major depressive disorder, no history of dys-
thymic disorder, and no major depressive disorder episode last-
ing 12 months or longer. After complete description of the study
to the subjects, written informed consent was obtained.

Consistent with the literature (2, 21), 28 of the 30 probands with
dysthymic disorder had developed an episode of major de-
pressive disorder by age 24 years. Five probands with dysthymic
disorder had a major depressive disorder episode that lasted 12
months or longer. However, excluding these five probands from
the analyses did not change the results.

Diagnostic Interviews

Proband interviews. Attime 1, probands were interviewed with
a modified version of the Schedule for Affective Disorders and
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TABLE 1. Characteristics of Probands in a Family Study of Chronic and Acute Depressive Disorders in a Community Sample

of Young Adults?

Probands With

Probands With
Chronic Major

Probands With
Episodic Major

Probands With No

Dysthymic Depressive Depressive History of Mood
Characteristic Disorder (N=30) Disorder (N=65) Disorder (N=313)  Disorder (N=392) Analysis
Mean SD Mean SD Mean SD Mean SD F df p
Age (years) 245, 0.8 24.4, 1.2 24.3, 1.2 24.0p 1.9 310 3,796 0.03
Education (years) 13.5; 2.0 13.7,4 2.0 14.0,4 1.8 14.3p 1.9 3.75 3,759 0.03
N % N % N % N % X2 df p
Female 21 70.0,p 53 81.5p 206 65.8; 183 46.7 44.97 3 <0.001
White 27 90.0 55 84.6 288 92.0 351 89.5 3.62 3 0.31
Ever married 12 40.0 32 49.2 112 35.8 146 37.2 4.62 3 0.20
Substance use disorder diagnosis
Alcohol abuse or dependence 12 40.05p 19 29.2;,, 116 371, 100 25.5p 12.15 3 0.007
Other substance abuse or
dependence 9 30.0, 20 30.8, 85 27.2, 58 14.8p 20.97 3 <0.001
Any anxiety disorder diagnosis 14 46.7, 24 36.9; 50 16.0p 32 8.2¢ 70.30 3 <0.001
Mean SD Mean SD Mean SD Mean SD F df p
Age at onset of major depressive
disorder (years)b 17.04 39 14.7p 4.3 17.9, 3.8 18.07 2,403 <0.001
Longest major depressive episode
(Weeks)b 53.04 99.3 102.0¢ 78.6 13.5p 11.5 125.3 2,403 <0.001

@ Data are from the family study component of the Oregon Adolescent Depression Project (25, 26), a longitudinal investigation of a sample of
community-dwelling adolescents randomly selected from high schools in western Oregon. Proband diagnoses were assigned hierarchically
on the basis of lifetime history through age 24 years. Means or percentages with different subscripts across rows were significantly different
in pairwise comparisons (p<0.05, chi-square test or Fisher’s exact test for categorical variables, Tukey’s honestly significant difference test for

continuous variables).

b Data exclude two subjects with dysthymic disorder who had no history of major depressive disorder.

Schizophrenia for School-Age Children (K-SADS) (30). At time 2
and time 3, probands were interviewed with the Longitudinal In-
terval Follow-Up Evaluation (31) to elicit information about the on-
set and course of psychopathology since the previous evaluation.

To assess interrater reliability, independent raters reviewed au-
diotapes of a random sample of interviews (range=166-233 inter-
views). Kappas for the reliability of a lifetime diagnosis of major
depressive disorder at time 1, time 2, and time 3 ranged from 0.75
to 0.86. The number of cases of dysthymic disorder and chronic
major depressive disorder was sufficient to calculate interrater re-
liability only at time 1, for which the kappas were 0.58 and 0.95 for
the respective diagnoses.

Interviews with relatives. Parents and siblings age 18 years or
older were interviewed with the nonpatient edition of the Struc-
tured Clinical Interview for DSM-1IV (32). Siblings between age 14
and 18 years were interviewed with the K-SADS. The interviewers
were unaware of probands’ diagnoses. Kappas for the interrater
reliability of lifetime diagnoses of major depressive disorder, dys-
thymic disorder, and chronic major depressive disorder were
0.94, 0.88, and 0.57, respectively (N=184).

Family history data were collected by using a modified version
of the Family Informant Schedule and Criteria (33). Kappas for
the interrater reliability of lifetime diagnoses of major depressive
disorder and dysthymic disorder were 0.90 and 1.00, respectively
(N=242). Data on the reliability of chronic major depressive disor-
der were not available.

Proband interviews at time 3 and interviews with relatives and
informants were conducted by telephone. Interviews by tele-
phone have generally been found to yield results that are compa-
rable to those of face-to-face interviews (34). Most interviewers
had advanced degrees in clinical or counseling psychology or so-
cial work and had several years of clinical experience.
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Two senior diagnosticians who were unaware of the probands’
diagnoses provided lifetime best-estimate DSM-IV diagnoses for
the relatives. Kappas for the interrater reliability of major depres-
sive disorder and dysthymic disorder diagnoses, based on inde-
pendently derived best-estimate diagnoses before the consensus
resolution of discrepancies, were 0.91 and 0.89, respectively. Data
on the reliability of chronic major depressive disorder diagnoses
were not available.

Data Analysis

Probands with no history of psychopathology were undersam-
pled in the time-3 follow-up, hence data for probands and rela-
tives were weighted according to the probability of the proband’s
selection at time 3. Descriptive features were compared between
groups by using chi-square tests for categorical variables and
one-way analysis of variance for continuous variables. Rates of
lifetime psychiatric disorders in the relatives were analyzed by us-
ing Cox proportional hazards models, adjusted for the sex and
generation (parent/sibling) of the relative and whether the rela-
tive was directly interviewed. In analyses examining the rates of
nonmood disorders in the relatives, the corresponding rate of the
nonmood disorder in the probands was included as a covariate.
Because the data for the relatives were clustered within families
and could not be considered as independent observations, the
use of standard statistical tests would underestimate the standard
errors, increasing the chance of type I errors. Therefore, compari-
sons were conducted by using Taylor series linearization, which
takes the clustered structure of the data into account (35). Due to
the small cell sizes for rates of bipolar disorder in the relatives, the
groups were compared on this variable by using Fisher’s exact
test.
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TABLE 2. Psychiatric Disorders in First-Degree Relatives of Probands With Dysthymic Disorder, Chronic or Episodic Major
Depressive Disorder, and No History of Mood Disorder in a Community Sample of Young Adults?

Relatives of Probands
With Dysthymic

Relatives of Probands

With

Relatives of Probands
With No History of

Relatives of Probands

Chronic Major With Episodic Major

Disorder Depressive Disorder Depressive Disorder Mood Disorder
(N=95) (N=203) (N=1,011) (N=1,306)
Disorder N % N % N % N %
Bipolar disorder 0 0.0a,b 7 3.4y 11 1.1, 14 11,
Major depressive disorder 41 43.2, 78 38.4, 297 29.4y 286 21.9¢
Recurrent major depressive disorder 29 30.5; 46 22.74 160 15.8p 136 10.4¢
Dysthymic disorder 8 8.4, 8 3.9p 53 5.2a 38 2.9y
Chronic major depressive disorder 7 7.4ab 17 8.4, 49 4.8ap 47 3.6p
Nonchronic major depressive disorder 34 35.8, 61 30.0, 248 24.5, 238 18.2p
Anxiety disorder 18 18.9,ap 37 18.2, 123 122, 140 10.7p
Substance use disorder
Alcohol abuse or dependence 37 38.9, 71 35.04 330 32.6,4 336 25.7p
Other substance abuse or dependence 19 20.0 42 20.7 180 17.8 208 15.9

a Data are from the family study component of the Oregon Adolescent Depression Project (25, 26), a longitudinal investigation of a sample of
community-dwelling adolescents randomly selected from high schools in western Oregon. Proband diagnoses were assigned hierarchically
on the basis of lifetime history at age 24 years. Lifetime diagnoses in probands’ first-degree relatives age 13 years and older were assigned
on the basis of interviews at the time the proband was age 24 years. Means or percentages with different subscripts across rows were signif-
icantly different in pairwise comparisons (p<0.05, Cox proportional hazards model).

Results

Descriptive Characteristics
of Probands and Relatives

There were small, but significant, differences between
the proband groups on age, sex, and education (Table 1).
The probands with chronic major depressive disorder and
episodic major depressive disorder were older than those
with no history of mood disorder. The groups of depressed
probands had higher proportions of female subjects than
the group with no history of mood disorder, and the pro-
bands with chronic major depressive disorder had a higher
proportion of female subjects than the probands with epi-
sodic major depressive disorder. Finally, the probands with
no history of mood disorder had more education than
those in the depression groups.

Itis not surprising that the proband groups differed on a
number of clinical variables. The groups of depressed pro-
bands had higher rates of lifetime anxiety disorders and
substance abuse/dependence than the probands with no
history of mood disorder. In addition, the probands with
dysthymic disorder and chronic major depressive disorder
had higher rates of anxiety disorders than the probands
with episodic major depressive disorder. The probands
with episodic major depressive disorder had a higher rate
of lifetime alcohol abuse/dependence than the probands
with no history of mood disorder. The probands with
chronic major depressive disorder had an earlier onset of
major depressive disorder than the probands with epi-
sodic major depressive disorder and the probands with
dysthymic disorder. The mean age at onset of dysthymic
disorder for the probands with dysthymic disorder was
13.9 years (SD=4.2). If both dysthymic disorder and major
depressive disorder are considered together, the mean age
at onset of any depressive disorder was significantly ear-
lier in the probands with dysthymic disorder than in the
probands with chronic major depressive disorder, who in
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turn had an earlier age at onset of any depressive disorder
than the probands with episodic major depressive disor-
der (F=35.85, df=2, 405, p<0.001). Finally, the duration of
the longest lifetime episode of major depressive disorder
was greater in the probands with chronic major depressive
disorder than in the probands with dysthymic disorder
who also had a history of major depressive disorder, who
in turn had longer episodes than the probands with epi-
sodic major depressive disorder.

The groups did not differ in the age of the relatives
(mean=40.2 years, SD=13.5) or their relation to the pro-
bands (30.5% of the relatives were mothers, 29.8% were fa-
thers, 19.5% were sisters, and 20.2% were brothers). Of the
relatives, 63.5% received direct interviews. There was a sig-
nificant difference between the groups in the proportion
of relatives with direct interviews (x?>=11.20, df=3, p=0.01).
Pairwise comparisons indicated that a greater number of
the relatives of probands with no history of mood disorder
(66.6%) than of probands with episodic major depressive
disorder (60.3%) were personally interviewed.

Rates of Mood Disorders in Relatives

Rates of mood and nonmood disorders in the relatives
of probands are shown in Table 2. The relatives of
probands with chronic major depressive disorder had a
significantly higher rate of bipolar disorder than the rela-
tives of probands with episodic major depressive disorder
(p=0.02, Fisher’s exact test) and no history of mood disor-
der (p<0.02, Fisher’s exact test).

The rate of major depressive disorder was greater in the
relatives of probands with dysthymic disorder than the
relatives of probands with episodic major depressive dis-
order (hazard ratio=1.45, 95% confidence interval [CI]=
1.00-2.10, p=0.05) and no history of mood disorder (haz-
ard ratio=2.13, 95% CI=1.47-3.11, p<0.001). Similarly, the
relatives of probands with chronic major depressive disor-
der had a higher rate of major depressive disorder than the
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relatives of probands with episodic major depressive dis-
order (hazard ratio=1.41, 95% CI=1.07-1.87, p<0.02) and
no history of mood disorder (hazard ratio=2.08, 95% Cl=
1.56-2.76, p<0.001). In addition, the relatives of probands
with episodic major depressive disorder exhibited a higher
rate of major depressive disorder than the relatives of pro-
bands with no history of mood disorder (hazard ratio=
1.47,95% CI=1.21-1.79, p<0.001).

We also examined rates of recurrent major depressive
disorder, a narrower and more familial subtype of major
depressive disorder that is defined by a history of multiple
episodes, regardless of chronicity (37). The results were
similar. The relatives of probands with dysthymic disorder
exhibited a higher rate of recurrent major depressive dis-
order than the relatives of probands with episodic major
depressive disorder (hazard ratio=1.93, 95% CI=1.24-3.01,
p<0.004) and no history of mood disorder (hazard ratio=
3.12,95% CI=2.00-4.88, p<0.001); the relatives of probands
with chronic major depressive disorder exhibited higher
rates of recurrent major depressive disorder than the rela-
tives of probands with episodic major depressive disorder
(hazard ratio=1.52, 95% CI=1.06-2.18, p=0.02) and no his-
tory of mood disorder (hazard ratio=2.45, 95% CI=1.69-
3.55, p<0.001); and the relatives of probands with episodic
major depressive disorder had a higher rate of recurrent
major depressive disorder than the relatives of probands
with no history of mood disorder (hazard ratio=1.61, 95%
CI=1.24-2.10, p<0.001).

The rate of dysthymic disorder was greater in the rela-
tives of probands with dysthymic disorder than in the rel-
atives of probands with no history of mood disorder (haz-
ard ratio=3.11, 95% CI=1.43-6.77, p=0.004). In addition,
the relatives of probands with episodic major depressive
disorder had a higher rate of dysthymic disorder than the
relatives of probands with no history of mood disorder
(hazard ratio=2.15, 95% CI=1.38-3.36, p<0.001).

The rate of chronic major depressive disorder was
greater in the relatives of probands with chronic major de-
pressive disorder than in the relatives of probands with no
history of mood disorder (hazard ratio=2.30, 95% CI=1.26—
4.20, p<0.01). None of the other comparisons of rates of
chronic major depressive disorder in the relatives was
significant.

We also examined the rates of episodic major depressive
disorder in the relatives. Higher rates of episodic major de-
pressive disorder were found among the relatives of pro-
bands with dysthymic disorder (hazard ratio=2.06, 95%
CI=1.38-6.06, p<0.001), chronic major depressive disorder
(hazard ratio=1.91, 95% CI=1.38-2.65, p<0.001), and epi-
sodic major depressive disorder (hazard ratio=1.46, 95%
CI=1.17-1.81, p<0.001), compared with the relatives of
probands with no history of mood disorder. The three
groups of depressed probands did not differ in the rates of
episodic major depressive disorder in the relatives.

The earlier onset of depression in the probands with
dysthymic disorder and those with chronic major depres-
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sive disorder, compared to the probands with episodic
major depressive disorder, might conceivably account for
the differences in rates of major depressive disorder and
recurrent major depressive disorder in their relatives (36).
Hence, we conducted an additional set of survival analy-
ses using age at onset of the proband’s earliest depressive
disorder (dichotomized as before age 12 years versus age
12 years or older) as a covariate. These analyses were lim-
ited to relatives of the three groups of depressed probands.
The percentages of probands with dysthymic disorder,
chronic major depressive disorder, and episodic major de-
pressive disorder who had onset of depression before age
12 years were 42.9%, 21.5%, and 6.4%, respectively. The
relatives of probands with chronic major depressive disor-
der continued to have significantly higher rates of major
depressive disorder (hazard ratio=1.39, 95% CI=1.05-1.84,
p=0.02) and recurrent major depressive disorder (hazard
ratio=1.49, 95% CI=1.03-2.16, p=0.03), compared with the
relatives of probands with episodic major depressive dis-
order. The relatives of probands with dysthymic disorder
had a significantly higher rate of recurrent major depres-
sive disorder (hazard ratio=1.88, 95% CI=1.16-3.03, p=
0.01) and a higher rate of major depressive disorder that
approached significance (hazard ratio=1.41, 95% CI=0.96—
2.08, p=0.08), compared with the relatives of probands
with episodic major depressive disorder. The proband’s
age at onset of depression was not associated with rates of
major depressive disorder (hazard ratio=0.90, 95% Cl=
0.63-1.28, p=0.56) and recurrent major depressive disor-
der (hazard ratio=0.90, 95% CI=0.58-1.39, p=0.64) in their
relatives, although the range of onset ages was restricted,
given the relative youth of the sample.

Rates of Nonmood Disorders in Relatives

The relatives of probands with chronic major depressive
disorder had a higher rate of anxiety disorders than the rel-
atives of probands with no history of mood disorder (haz-
ard ratio=1.76, 95% CI=1.06-2.92, p=0.03). In addition,
there were higher rates of alcohol abuse/dependence
among the relatives of probands with dysthymic disorder
(hazard ratio=1.73, 95% CI=1.22-2.47, p=0.002), chronic
major depressive disorder (hazard ratio=1.51, 95% ClI=
1.11-2.04, p=0.008), and episodic major depressive disor-
der (hazard ratio=1.39, 95% CI=1.16-1.66, p<0.001), com-
pared with the relatives of probands with no history of
mood disorder. The groups did not differ on rates of other
substance abuse/dependence in relatives.

Discussion

We examined the distinctions between dysthymic disor-
der, chronic major depressive disorder, and episodic ma-
jor depressive disorder using family study data from a
large community sample of young adults. The relatives of
probands in all three depressed groups exhibited signifi-
cantly higher rates of major depressive disorder than the
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relatives of probands with no history of mood disorder,
consistent with the well-established finding that depres-
sion aggregates in families (37). However, the relatives of
probands with each of the two chronic forms of depres-
sion (dysthymic disorder and chronic major depressive
disorder) had significantly higher rates of major depres-
sive disorder than the relatives of probands with episodic
major depressive disorder. Indeed, the risk of major de-
pressive disorder was more than 40% greater in the rela-
tives of probands with dysthymic disorder and chronic
major depressive disorder, compared to relatives of pro-
bands with episodic major depressive disorder, and the
differences were even greater when the analyses were re-
stricted to recurrent major depressive disorder in relatives.
This finding is consistent with, although stronger than, the
findings in several previous studies (10, 16). These results
indicate that chronic forms of depression are more severe
than episodic depression not only because they have a
more pernicious course but also because they have a
greater familial liability. Moreover, the results suggest that
a greater familial vulnerability may increase the risk of
chronicity in depression.

There was some limited evidence for the specificity of
familial aggregation of these forms of depression. The
highest rate of dysthymic disorder was found among the
relatives of probands with dysthymic disorder, whose rate
of dysthymic disorder differed significantly from that of
the relatives of probands with no history of mood disorder.
However, none of the comparisons between the three de-
pressed groups were statistically significant. In addition,
the higher rate of dysthymic disorder in the relatives of
probands with episodic major depressive disorder com-
pared to the relatives of probands with no history of mood
disorder suggests only partial specificity of transmission
of dysthymic disorder.

The one previous study examining this issue found a
significantly higher rate of dysthymic disorder in the rela-
tives of probands with dysthymic disorder than in the rel-
atives of probands with episodic major depressive disor-
der, while the rate of dysthymic disorder in relatives of
probands with episodic major depressive disorder did not
differ from that in the relatives of nonpsychiatric compar-
ison subjects (16). One potential explanation for these dif-
ferences involves statistical power. In both studies, the rel-
atives of probands with dysthymic disorder had the
highest rate of dysthymic disorder, followed by the rela-
tives of probands with episodic major depressive disorder,
and then by the relatives of comparison probands. How-
ever, the dysthymic disorder group was appreciably larger
and the episodic major depressive disorder group was
considerably smaller in the earlier study, compared to the
present study. Hence, the earlier study had greater power
to detect differences between the dysthymic disorder
group and episodic major depressive disorder group,
while the present study had greater power to detect differ-
ences between the episodic major depressive disorder
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group and the comparison group with no history of mood
disorder. An alternative explanation involves the hetero-
geneity of the episodic major depressive disorder group in
the current study. We used data from a young, commu-
nity-dwelling sample that may have included a subgroup
with nonfamilial major depressive disorder whose episode
of depression represented a relatively mild, transient reac-
tion to stress. If so, the presence of this subgroup could ex-
plain why there was a higher rate of major depressive dis-
order in the relatives of probands with dysthymic disorder
and probands with chronic major depressive disorder
than in the relatives of probands with episodic major de-
pressive disorder. At the same time, as the probands with
episodic major depressive disorder were relatively young,
it is possible that another subgroup will eventually de-
velop chronic depressive conditions, which would ac-
count for the higher rate of dysthymic disorder in the rela-
tives of probands with episodic major depressive disorder
than in the relatives of probands with no history of mood
disorder.

Limited support for specificity was also provided by the
results showing that the relatives of probands with chronic
major depressive disorder were the only group with a
higher rate of chronic major depressive disorder than the
relatives of probands with no history of mood disorder.
Again, however, there were no significant differences
among the relatives of the three groups of depressed pro-
bands. Finally, there was no evidence of the specificity of
familial aggregation of episodic major depressive disorder.

We found that the relatives of both groups of probands
with chronic depression differed from the relatives of pro-
bands with episodic major depressive disorder in their
rates of major depressive disorder and recurrent major de-
pressive disorder. In contrast, the relatives of probands
with dysthymic disorder and of those with chronic major
depressive disorder did not differ significantly in the rate of
any form of mood or nonmood disorder. Although the
power of these comparisons was limited because of the
small samples, this finding is consistent with previous
studies that have used the family history method (5, 23,
24).

Taken together, these findings indicate that the differ-
ences between chronic and episodic forms of depression
are greater than the differences among the chronic forms
of depression (23). Thus, the possibility of simplifying the
classification of mood disorders by combining the various
forms of chronic depression and introducing a distinction
between chronic and episodic depression is worth consid-
ering (5). As distinctions in severity are also clinically im-
portant, these groups could be subdivided by severity,
producing a fourfold classification consisting of moder-
ate-to-severe chronic (double depression and chronic
major depressive disorder), mild chronic (dysthymic dis-
order), moderate-to-severe acute (episodic major depres-
sive disorder), and mild acute (minor depression) depres-
sive conditions (24).
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Three other findings are worthy of comment. First, the
relatives of probands with chronic major depressive disor-
der had a higher rate of bipolar disorder than the relatives
of probands with episodic major depressive disorder and
the relatives of probands with no history of mood disorder.
However, this finding conflicts with a previous report that
patients with dysthymic disorder were more likely to have
a family history of bipolar disorder than patients with
chronic major depressive disorder (22).

Second, even after we controlled for the presence of
anxiety disorders in the probands, the rate of anxiety dis-
orders was significantly greater in the relatives of pro-
bands with chronic major depressive disorder than in the
relatives of probands with no history of mood disorder.
This difference suggests that there may be a shared liabil-
ity between chronic, but not episodic, major depressive
disorder and at least some anxiety disorders.

Finally, the rate of alcohol abuse/dependence was high
in the relatives of all three groups of depressed probands.
As our analysis controlled for the presence of alcohol
abuse/dependence in the probands, these data suggest
that there may be a shared liability between the familial
risks for alcoholism and both chronic and episodic forms
of depression.

This study had significant strengths, including the use
of a large community sample, direct interviews with rela-
tives, multiple assessments of the probands from adoles-
cence to early adulthood, and the inclusion of probands
with dysthymic disorder, chronic major depressive disor-
der, episodic major depressive disorder, and no history of
mood disorder in the same study. However, the study also
had a number of limitations. First, the number of pro-
bands in the two chronic depression groups was small,
limiting the power of the statistical comparisons. Second,
a depressive episode lasting 12, rather than 24, months
was required for a diagnosis of chronic major depressive
disorder. Third, the differential diagnosis of dysthymic
disorder, chronic major depressive disorder, and episodic
major depressive disorder was based on participants’ ret-
rospective reports of the course of depression over long
periods of time. The retrospective reporting may have pro-
duced some misclassifications, attenuating differences
between groups. Fourth, almost all probands with dysthy-
mic disorder experienced episodes of major depressive
disorder, hence the results may differ for a sample with
“pure” dysthymic disorder. Fifth, five probands in the dys-
thymic disorder group had major depressive disorder epi-
sodes lasting more than 12 months, creating some overlap
between the dysthymic disorder and chronic major de-
pressive disorder groups. However, the results were the
same when these five probands were excluded. Sixth, the
probands were young, hence some of the subjects with no
history of mood disorder may develop mood disorders in
the future, and some subjects with episodic major depres-
sive disorder may develop dysthymic disorder or chronic
major depressive disorder. Finally, we conducted a num-
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ber of statistical comparisons, hence some differences
may be due to chance.

In conclusion, we found that probands with chronic
forms of depression (dysthymic disorder and chronic ma-
jor depressive disorder) exhibit a significantly higher level
of familial aggregation of major depressive disorder than
probands with episodic major depressive disorder. This
finding suggests that chronic depressions are distinguished
from episodic depressions by a greater familial liability that
may contribute to their more pernicious course. There was
also limited evidence that the two forms of chronic depres-
sion may exhibit some degree of specificity of familial
aggregation; however, this specificity was more evident in
comparisons with the comparison subjects with no history
of mood disorder than in comparisons among the de-
pressed groups.
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