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Objective: To determine the clinical predictors and rate
of relapse for major depression in primary care.

chological symptoms. Depressive symptoms were mea-
sured by Inventory of Depressive Symptoms and Hop-
kins Symptoms Checklist.

Design: A cohort study of subjects in 2 randomized
trials of depressed patients diagnosed and prescribed
antidepressant medicine by primary care physicians.
Baseline, 7-month, and 19-month assessments were
conducted.

Results: Of the patients, 37.1% reported relapse of de-
pression in the 12-month relapse-risk period. The 2 ma-
jor risk factors associated with relapse were (1) persis-
tence of subthreshold depressive symptoms 7 months after
the initiation of antidepressant therapy (odds ratio, 3.3;
95% confidence interval, 2.74-3.93) and (2) history of 2
or more episodes of major depression, or chronic mood
symptoms for 2 years (odds ratio, 2.1; 95% confidence
interval, 1.41-2.76). Patients with both risk factors were
approximately 3 times more likely to relapse than pa-
tients with neither.

Setting: A large primary care clinic of a staff-model health
maintenance organization.

Patients: Two hundred fifty-one primary care patients
who did not satisfy Diagnostic and Statistical Manual of
Mental Disorders, Revised Third Edition (DSM-III-R) cri-
teria for major depression at 7 months.

Conclusions: The relapse rate among primary care pa-

Main Outcome Measures: Relapse was defined as (1)
satisfying DSM-III-R criteria for major depression at 19
months, or (2) reporting an interval episode of 2 weeks
or more of depressed mood and symptoms between 7 and
19 months. Predictors examined included demographic
characteristics, medical comorbidity, disability, and psy-

high-risk patients for relapse prevention efforts.
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tients treated for depression approached that of spe-
cialty samples, with more than one third reporting re-
lapse in 1 year. Clinical characteristics can help target
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ESEARCH DURING the last de-

cade has changed our un-

derstanding of the natural

course of major depres-

sion. Depression is no
longer viewed as an acute illness with good
long-term prognosis. Instead, its course is
often relapsing and remitting and can
be chronic in approximately 10% of
patients.'* Since depression is so com-
mon, with 1 in 4 women and 1 in 6 men
in the United States suffering from a
major depressive episode in their life-
time,’ its recurrent and chronic nature
has significant public health implica-
tions. Half to three quarters of patients
with a single episode will have another
episode in their lifetime.® Among per-
sons who have had at least 2 episodes of
major depression, 70% to 90% will have
a third episode.” Moreover, patients
with recurrent depression are overre-
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presented in the prevalence pool of
clinical populations. Recent research
has shown that two thirds of patients
with major depression treated by their

See also pages 451 and 462

primary care physician had experienced
2 or more previous depressive epi-
sodes.®? These substantial relapse rates
are especially pertinent for the general
health care setting, since depressed
patients are most likely to seek help
from their primary care physicians.'

This article is also available on our
Web site: www.ama-assn.org/family.
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PATIENTS AND METHODS

This is a cohort follow-up study of 2 sequential randomized
trials, conducted between February 1,1992, and June 30,1994,
to evaluate collaborative management of depressed primary
care patients by their family physicians and on-site mental health
consultants. The methods and the interventions of the 2 col-
laborative care studies have been described in detail in previ-
ous articles reporting the effects of the interventions on de-
pression outcomes.”*® The Human Subjects Committees of
Group Health Cooperative of Puget Sound (GHC) and the Uni-
versity of Washington Medical School, Seattle, had approved
the procedures and interventions.

SETTING

This study was carried out at the Northgate Medical Center
of GHC, Seattle. The Northgate Medical Center is a primary
care clinic serving the health care needs of approximately 28 000
adults and children. These enrollees had access to family phy-
sicians, pediatricians, physicians’ assistants, and nurse prac-
titioners for their primary health care needs. Every family phy-
sician (N =22) at the clinic participated, and all were board
certified. The GHC is a health maintenance organization that
serves about 400 000 residents in western Washington State
whoaressimilar to the surrounding population except fora higher
educational level, a greater proportion employed, and less rep-
resentation from the high and low socioeconomic strata.?!

SAMPLE SELECTION

The Figure illustrates the selection of our study sample. Af-
ter they gave written informed consent, patients diagnosed
by their family physicians as depressed could be referred to
1 of the 2 randomized trials (conducted sequentially) to re-
ceive the collaborative care program or usual care. The eli-
gibility criteria included the following: 18 to 80 years of age,
diagnosis of definite or probable major depression, a score
on the Hopkins Symptoms Checklist (SCL) depression scale
of 0.75 or greater,” and willingness to take antidepressant
medication. Patients were excluded on the basis of alcohol
abuse, psychotic symptoms, dementia, pregnancy, terminal
illness, language barrier, or plans to disenroll from GHC
in the next 12 months. In the first study (psychiatrist-
collaboration study), patients were cotreated by their pri-
mary care physician and an on-site consulting psychiatrist.’
In the second study (psychologist-collaboration study), pa-
tients were cotreated by their primary care physician and an
on-site psychologist who provided education to improve medi-
cation adherence as well as a brief cognitive behavioral therapy
program and telephone follow-up.?® Patients in both studies
received an educational videotape and 2 pamphlets on de-
pression. All intervention visits were provided during the ini-

tial 3 months (acute-phase treatment), with monitoring of
medication adherence in the continuation phase. Treatment
effects were similar for both studies.®*® Each intervention pro-
gram improved acute-phase treatment of depression in pri-
mary care according to Agency for Health Care Policy and
Research guidelines.” At 4 and 7 months after initiation of
treatment, patients with major depression at baseline showed
significant improvements in psychological outcomes, pa-
tient satisfaction, and adherence to antidepressant therapy.
Among the 498 patients referred to the study, 370 patients
(74.3%) were randomized, 71 (14.3%) were ineligible, and
57 (11.4%) declined participation. There were 257 patients
(69.5%) who completed both the 7- and 19-month fol-
low-up interviews; 5 patients were further excluded be-
cause they met Diagnostic and Statistical Manual of Mental Dis-
orders, Revised Third Edition*® (DSM-III-R) criteria for major
depression at the 7-month follow-up assessment, and 1 sub-
ject had missing data on relapse. Thus, 251 subjects consti-
tuted the cohort for this follow-up study.

STUDY DESIGN

Follow-up telephone interviews at 7 and 19 months were used
to determine relapse rates and clinical outcomes. Surveyors
were blinded to the randomization status of subjects. The 12-
month interval between these 2 assessments was designated
as the relapse risk period. Relapse was assessed for patients
who did not meet DSM-III-R* criteria for major depression
at the 7-month interview. Relapse was defined as (1) satisfy-
ing DSM-III-R criteria for major depression at the 19-month
assessment or (2) reporting an interval episode between 7 and
19 months. An interval episode was assessed by 2 questions
adapted from the National Institute of Mental Health Diag-
nostic Interview Schedule?*: (1) During the past year, has there
been a period of time when you felt sad, blue, or depressed
nearly every day for 2 weeks or more? and (2) During this
period did you also have other symptoms such as trouble sleep-
ing, loss of energy, or loss of interest in activities you usually
enjoy? Previous research has differentiated relapse from re-
currence on the basis of the timing of symptom return.>* Re-
lapse occurs within 6 months after symptom remission, and
recurrence appears 6 months or more after symptom remis-
sion. Given the timing of the follow-up assessments (7 and
19 months after initiation of pharmacotherapy) and earlier
results showing that most of the patients have symptom reso-
lution by 4 months, relapse will be used henceforth to refer
to both relapse and recurrence.

STUDY MEASURES

Measures of psychological outcomes included the following:
(1) the SCL,** (2) the Inventory of Depressive Symptoms
(IDS),**and (3) the NEO Neuroticism Scale (NEO).?” The SCL
is scored on a 0 to 4 scale of severity. Twenty items from the

Efforts to improve care for depression in primary care
settings have largely focused on increasing the accuracy
of diagnosis and improving acute-phase manage-
ment.”!'"'2 However, given that the highest relapse rates
occur in the first 6 months after stopping pharmaco-
therapy,* improving the continuation and maintenance
phases of depression treatment is necessary to decrease
the burden of this prevalent disorder.

The National Institute of Mental Health,® the World
Health Organization,® and the Agency for Health Care
Policy and Research’ have all recommended long-term
maintenance antidepressant treatment for patients at high
risk of relapse or recurrence. The decision to embark on
long-term maintenance pharmacotherapy can be diffi-
cult for both patients and physicians. Patients have to ac-
cept depression as a chronic or relapsing and remitting
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depression, vegetative, and anxiety subscales were used (range,
0-80). The SCL has been used in numerous studies of medi-
cal patients and was found to have high reliability and valid-
ity.” The IDS (clinician rated) is a 28-item scale measuring
depressive symptoms on a 0 to 3 severity index. It has been
found to be correlated highly with a standard scale such as
the Hamilton Depression Scale.”® Since the IDS score repre-
sents a continuous measure of depression severity, the origi-
nal format was modified for telephone interview to allow struc-
tured rating of depressive symptoms to determine whether a
patient met DSM-III-R criteria for major depression. The di-
agnoses of panic and generalized anxiety disorder were also
based on the structured IDS interview. The NEO Neuroticism
Scaleisa5-factorinventory covering 60 items.”” The individual
items were scored on a 0- to 4-point scale from strongly dis-
agree tostrongly agree. Seven items from the Neuroticism Scale
were used in this study (range, 0-28) because these items have
been found to predict persistence of depressive symptoms af-
ter controlling for depression severity in a large primary care
sample.?” To get meaningful odds ratios, the continuous vari-
ables (IDS, SCL, and NEO scores) were dichotomized as high
or low. When the distributions were highly skewed, the me-
dian value was used to determine the cutoff.

Previous episodes of major depression and a history
of more than 2 years of chronic mood symptoms (dysthy-
mic disorder) were assessed by 2 questions listed above that
were based on the National Institute of Mental Health Di-
agnostic Interview Schedule.”* However, data were miss-
ing in 9.2% of the sample for the question on previous epi-
sodes of major depression, and an additional 13.1% had
missing data for chronic mood symptoms. Consequently,
22.3% of the sample had missing data on either one of these
2 measures. Since there was a high degree of overlap be-
tween these 2 measures (83.2% of patients with dysthy-
mia reported 2 or more previous episodes of major depres-
sion), they were combined. A history of frequent recurrences
of depression, and chronicity of depressive symptoms are
indicators of a less favorable prognosis.>*®132

Disability was measured by 5 dichotomous questions on
the Activities of Daily Living scale of the Short Form-36>° and
1 question assessing the number of days patients reported lim-
iting their daily activities because of health problems in the
previous 3 months. Coexisting chronic medical illness was
assessed by the Chronic Disease Score, which is based on pa-
tients’ use of prescription medications during a 6-month pe-
riod.*! The Chronic Disease Score has been found to have high
stability during a 1-year period and to be highly correlated
with physician rating of physical disease, hospitalization, and
mortality during a 1-year period.

STATISTICAL ANALYSES

We first assessed potential bias caused by unavailability for
follow-up in the study sample by comparing the patients

who completed the baseline, 7-month, and 19-month follow-
ups with those who did not complete all the assessments.
We used x? tests to compare categorical variables and 2-
tailed ¢ tests for normally distributed continuous vari-
ables. Nonparametric median tests were used for visit data
and the number of days with limited activities because of
their skewed distributions. The 2 randomized trials (psy-
chiatrist- or psychologist-collaboration interventions) were
then compared to assess any differences in the variables hy-
pothesized to be related to relapse: demographics, inter-
vention vs control status, history of major depressive epi-
sodes or chronic mood symptoms, age at onset of first
episode, severity of depression (SCL, IDS), panic, neuroti-
cism, disability, and coexisting medical conditions (Chronic
Disease Score). As there was no significant difference be-
tween the 2 randomized trials in these key variables and
both studies yielded similar intervention effects and re-
lapse rates, samples from the 2 randomized trials were com-
bined for analyses. Separate analyses were performed for
baseline and 7-month variables.

Predictors of relapse were identified by means of
forward stepwise logistic regression. Variables were
selected for the regression analyses if they were hypoth-
esized to be potential risk factors, had been identified by
previous research, or yielded significant differences in
bivariate comparisons of our sample. Five key covariates
were included in all models: sex, age, study group
(psychiatrist- or psychologist-collaboration), interven-
tion status, and Chronic Disease Score. Whereas sex,
age, intervention status, and Chronic Disease Score were
hypothesized to be related to relapse, study group
(psychiatrist- or psychologist-collaboration) was not. In
the first step, education and marital status were allowed
to enter the equation in a stepwise manner if they were
statistically significant. In the second step, 8 baseline
psychiatric and disability variables (age at onset of major
depression, =2 previous episodes of depression or
chronic mood symptoms for at least 2 years, generalized
anxiety disorder or panic disorder, major depression,
IDS and SCL scores, NEO score, and number of days with
limited activity) were allowed to enter the model if they
contributed significantly beyond the variables already pre-
sent in the model. In the third step, the 7-month psychiat-
ric and disability variables (IDS and SCL scores, and num-
ber of days with limited activity) were allowed to enter
the equation in a stepwise manner. The final model
retained only the 5 key covariates and variables that were
significant at the .05 level. Odds ratios and their confi-
dence intervals were calculated for the significant predic-
tors. On the basis of the significant predictors from the
logistic regression, risk factors were identified for relapse
of depression. The number of risk factors for each patient
was calculated. Analyses by x* determined the relation-
ship between rate of relapse and number of risk factors.

condition and adhere to long-term pharmacotherapy that
may be associated with undesirable side effects.'* The cost
of maintenance pharmacotherapy and follow-up for this
common disorder is also a significant consideration for
patients as well as the health care system. The described
recommendations for long-term pharmacotherapy to pre-
vent relapse of depression have been based on efficacy
trials in specialty settings.”'" Studies of the relapse rates,

risk factors for relapse, and efficacy of maintenance phar-
macotherapy have been conducted mainly in tertiary psy-
chiatric populations. Since patients with major depres-
sion treated in the primary care setting have been found
to have less severe depression, less psychiatric comor-
bidity, and better prognosis than those treated in spe-
cialty mental health clinics,'®! the relevance of these pre-
vious studies to primary care practices is uncertain.
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Patients Referred by Primary Care Physicians
(N=498)

1 > Ineligible (14.3%)
———————————> Refused (11.4%)

Enrolled in Sequential Collaborative Care Studies
(n=370)

L Missed 7- and 19-mo
Follow-up (30.0%)

Completed 7- and 19-mo Follow-up
(n=259)

v —

Major Depression
at7 mo (n=5[1.9%])

Study Sample (1 Missing Relapse Data)
(n=251)
/ \
Relapsed No Relapse
(n=93 [37.1%]) (n=158 [62.9%])
Sample selection.

Since there are no empirical data on relapse based on
patients in primary care settings, key questions remain.
What is the rate of relapse of depression among primary
care patients? Do previously identified risk factors pre-
dict relapse in primary care populations? Can recommen-
dations based on evidence from specialty psychiatric set-
tings be applied to primary care patients with similar
outcomes? This information is necessary to design clini-
cal programs aimed at relapse prevention among primary
care patients. This report represents the first study, to our
knowledge, on relapse of depression among primary care
patients. We use 19-month follow-up data from patients
enrolled in 2 randomized trials of a collaborative care pro-
gram in a primary care setting.”*® The collaborative care
interventions resulted in improved patient outcomes af-
ter acute- and continuation-phase treatment and pro-
vided an opportunity for a 1-year naturalistic follow-up
study. The aims of this article are (1) to determine the rate
of relapse of depression in primary care patients in the year
after acute- and continuation-phase treatment and (2) to
identify clinical predictors of relapse.

— T

SAMPLE CHARACTERISTICS

The study cohortincluded 251 patients (Figure). The mean
(= SD) age of this sample was 47.6 (= 14.1) years. Three
quarters (76.8%) were women, 52.6% were married, 79.6%
had received 1 or more years of college education, and a
majority were employed (68.0%). At randomization, 40.2%
(n=101) had major depression and 59.8% (n=150) had
minor depression (2-4 DSM-III-R symptoms). The mean
SCL score was 38.8 (+ 11.8), and the mean IDS was 34.9
(x13.0). Two or more previous episodes of major depres-
sion or chronic depressive symptoms were reported by
68.7% of patients. In the original collaborative care stud-
ies, patients enrolled in the study did not differ from pa-
tients who refused, in sex, mean age, or mean Chronic Dis-
ease Score. The original sample has been fully described
in earlier reports.”? Furthermore, there were no signifi-
cant differences at baseline between those who com-
pleted the follow-up interviews and the original random-
ized group in sex, mean age, percentage who received the

Table 1. Characteristics of Relapsed

vs Nonrelapsed Depressed Patients

Patient Characteristics Relapsed No Relapse

Sample size, No. (%) 93 (37.1) 158 (62.9)

Female, No. (%) 72 (77.4) 123 (77.8)

Married, No. (%) 52 (55.9) 80 (50.6)

College graduates, No. (%) 79 (84.9) 120 (76.4)

Randomized to intervention group, 49 (52.7) 85 (53.8)
No. (%)

Psychiatrist- (vs psychologist-) 55 (59.1) 96 (60.8)
collaboration study, No. (%)

Age, mean + SD, y 455+13.6 48.8 +14.3

Age at onset of major depression, 26.3+16.7 33.5+19.0
mean = SD, y*

Chronic Disease Score, mean + SD 145224 1.63+2.48

*P<.01.

intervention, percentage with major depression, or SCL
or IDS scores. There was also no significant difference in
the proportion of intervention patients vs controls who
missed at least 1 follow-up.

RELAPSE RATES AND USE
OF HEALTH CARE SERVICES

Among the 251 patients, 37.1% (n=93) either reported
the return of symptoms in the previous year or were ex-
periencing a major depressive episode at the 19-month
assessment. Nine (9.7%) of those who relapsed (or 3.6%
of the entire sample) met criteria for major depression
at the 19-month interview. The relapse rates were simi-
lar for both acute-phase intervention trials (psychiatrist-
collaboration study, 36.4%; psychologist-collaboration
study, 38.0%). Intervention patients did not differ from
control patients in the rate of relapse (36.3% vs 37.6%,
respectively). Thus, we were able to pool the 2 study
samples and their respective intervention and control
groups into 1 combined sample. Of patients who re-
ported relapse of depression, 72.8% also sought care for
the symptoms. Patients who relapsed between 7 and 19
months made more primary care visits for depression
in this 12-month period (median, 1 visit; range, 0-34
visits) than did patients with no relapse (median, 0
visits; range, 0-6 visits; x* =9.62, P=.002).

CHARACTERISTICS OF THE RELAPSE GROUP
(BIVARIATE ANALYSES)

Table 1 presents the characteristics of the relapse group.
Patients who relapsed had their first episode of depres-
sion at a younger age than those who did not relapse
(mean age, 26.3 vs 33.5 years, respectively; tyio=3.04,
P =.003). Demographic characteristics were similar in the
2 groups, with no significant differences in sex, age, mari-
tal status, education, intervention group status, or Chronic
Disease Score.

As shown in Table 2, baseline clinical character-
istics associated with relapse were history of at least 2
episodes of major depression or chronic mood symp-
toms for 2 years or longer (x?,=5.06; P=.03), a history
of panic or generalized anxiety disorder (x*=5.79;
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Table 2. Baseline Psychiatric

and Disability Characteristics of Relapsed

vs Nonrelapsed Depressed Patients*

Baseline Psychiatric Relapsed No Relapse

and Disability Status (n =93) (n = 158)

=2 Previous episodes of depression or 70 (75.3) 102 (64.6)
chronic mood symptoms, No. (%)t

Generalized anxiety disorder or 57 (61.3) 72 (45.6)
panic disorder, No. (%)t

Baseline major depression, No. (%) 42 (45.2) 59 (37.3)

IDS score, mean + SD 36.5+124 341x132

SCL score, mean + SDt M2+113 375+12.0

NEO Neuroticism Scale score, 16.7 £5.9 155+5.7
mean + SD

Days with limited activity, 5 (0-90) 3(0-90)
median (range)

*IDS indicates Inventory of Depressive Symptoms; SCL, Hopkins
Symptom Checklist.
tP=.05.

Table 3. Seven-Month Psychiatric and Disability
Characteristics of Relapsed vs Nonrelapsed
Depressed Patients*

Relapsed  No Relapse
Psychiatric and Disability Statusat7mo  (n = 93) (n = 158)
2-4 DSM-IlI-R symptoms, No. (%)t 39 (41.9) 41 (25.9)
SCL score, mean + SDt 18.7+£12.0 128+10.2
IDS score, mean + SD¥ 176+£11.0 122+95
Days with limited activity, mean + SD§ 792+184 6.26+15.8

*DSM-III-R indicates Diagnostic and Statistical Manual of Mental
Disorders, Revised Third Edition; SCL, Hopkins Symptom Checklist; and IDS,
Inventory of Depressive Symptoms.

tP=.08.

P=.001.

§P=.008.

P=.02), and increased SCL score (ty40=2.44; P=.02).
Patients who relapsed were not more disabled at base-
line as measured by activity limitation days because
of illness compared with patients with no relapse
(x%=0.92; P=.34).

Table 3 presents characteristics of the relapse and
nonrelapsing groups at the 7-month assessment. The re-
lapse group had persistence of more depressive symp-
toms than the nonrelapsing group, as measured by in-
creased SCL (ty40=-4.21; P<.001) and IDS scores
(tzso=-4.10; P<<.001). Among patients who relapsed,
41.8% had 2 to 4 DSM-III-R depressive symptoms (ie, met
criteria for minor depression) compared with 25.6% of
nonrelapsers (x%=7.06; P=.03). Therefore, subthresh-
old symptoms were significantly more common in the
relapse group. The number of days with limited activ-
ity, at 7 months, was also significantly related to relapse
(x*1=6.92; P=.008)

PREDICTORS OF RELAPSE
(LOGISTIC REGRESSION)

Logistic regression analyses controlled for sex, age,
Chronic Disease Score, study group (psychiatrist- or psy-
chologist-collaboration study), and intervention or con-

trol status. There were 2 significant predictors of re-
lapse: (1) persistence of depressive symptoms (SCL score
>13) at 7 months (B =1.20; Wald t = 15.92; odds ratio,
3.33; confidence interval, 2.74-3.39; P<.01) and (2) his-
tory of at least 2 episodes of major depression or chronic
mood symptoms for 2 years (3 =.74; Wald t = 4.59; odds
ratio, 2.09; confidence interval, 1.41-2.76; P<.05). There
were no significant differences between groups on age;
sex; Chronic Disease Score; intervention or control
status; study group (psychiatrist- or psychologist-
collaboration study); education; marital status; age at first
onset of major depression; generalized anxiety disor-
der; panic disorder; baseline IDS, SCL, or NEO scores;
or days with limited activity.

RISK FACTORS ASSOCIATED
WITH RATE OF RELAPSE

On the basis of the final logistic model, we used these 2
risk factors to calculate a risk index for relapse. The es-
timated probability of relapse for different risk levels was
as follows: no risk factors, 17.9%; 1 risk factor, 31.6%;
and 2 risk factors, 56.6% (representing nearly a 3-fold
increase in risk relative to no risk factors). The associa-
tion between rate of relapse and number of risk factors
was significant (x%=20.2; P=.001).

B COMMENT

This study represents the first investigation, to our knowl-
edge, on relapse of depression in a primary care popu-
lation. We found that the relapse rate of depression was
substantial (37.1%) in the year after acute- and continu-
ation-phase treatment for depression. The 2 predictors
of relapse were (1) persistence of subthreshold depres-
sive symptoms 7 months after initiation of pharmaco-
therapy and (2) history of at least 2 major episodes of
depression or chronic mood disorders for 2 years or
longer. Moreover, the likelihood of relapse in the fol-
lowing year was 31.6% for patients with 1 of these risk
factors and 56.5% for patients with both. Bivariate analy-
ses showed that other clinical characteristics associated
with relapse were younger age at first episode of depres-
sion, presence of comorbid panic disorder or general-
ized anxiety disorder, and increased disability at the base-
line interview. Other clinical features, such as coexisting
chronic physical disorders, Neuroticism Scale score, num-
ber of pain symptoms, and demographic characteristics,
were not associated with relapse of depression.

There are several limitations of this study. Results
showing that patients’ history of 2 or more episodes of
major depression or a history of chronic depressive symp-
toms predisposes a patient to relapse need to be inter-
preted with some caution. Ideally, it would have been pref-
erable to measure the variables separately. However,
substantial missing data necessitated combining these 2
highly correlated measures. Although there was a 30%
loss to follow-up during the 19-month study period, pa-
tients included in the sample were similar at baseline to
patients who dropped out subsequently. The predictors
of relapse were evaluated with a stepwise regression model.
Replication of predictive models developed with a step-
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wise variable selection often finds lower predictive power
than estimated initially. For this reason, replication of
the predictive analyses reported herein will be needed in
future studies.

Selecting patients who were recognized as de-
pressed by their physicians and willing to consider an-
tidepressant treatment is both a strength and a limita-
tion of this study. These results may not be generalized
to depressed patients not seeking help in the primary care
setting, those not recognized as depressed by their phy-
sicians, or those unwilling to consider pharmaco-
therapy. However, this selection process can enhance the
generalizability of this effectiveness study to usual prac-
tice found in the general health care setting.

The DSM-III-R* diagnostic criteria were assessed at
19 months to diagnose major depression but could not
be used to measure interval relapse in the 1-year fol-
low-up period. Instead, questions regarding depression
relapse adapted from the Diagnostic Interview Sched-
ule** were used. Relapse was determined by retrospec-
tive report of symptoms in the preceding 1-year period.
We are concerned with both potential overreporting and
underreporting. Patients may have not remembered an
episode of major depression that was short-lived and re-
solved before the 19-month follow-up. Conversely, some
patients may have had minor depressive episodes mis-
classified as major. Ways to address this bias in future
studies would be to plan more frequent assessments, to
use a diagnostic instrument such as the Longitudinal In-
terval Follow-up Evaluation,* to have patients keep a di-
ary of symptoms, or to interview significant others. How-
ever, more frequent interviews or journal entries could
yield significant intervention effects. A comparison of the
help-seeking behavior of the relapse group vs the non-
relapse group helped validate our study questions on de-
pression relapse. As reported in the “Results” section,
72.8% of patients who reported relapse said they sought
care for these symptoms. This suggests that the depres-
sive symptoms were severe enough to prompt help-
seeking for most patients in the relapse group. Further-
more, patients who suffered depression relapse made more
visits to primary care physicians than patients who re-
ported no relapse.

The finding that a small percentage of patients (1.9%
and 3.6%) were experiencing major depression at 7 and
19 months, respectively, merits comment. Given the sub-
stantial relapse rates (37.1%), this finding suggests that
the course of depression among primary care patients in
this managed care population was often characterized by
brief, recurrent episodes. In a previous study of predic-
tors of persistence of depression in a similar GHC pri-
mary care population, only 15% of patients with major
depression who were diagnosed as depressed by their pri-
mary care physicians still met criteria for this affective
illness at the 4-month follow-up.* Other researchers have
reported more chronicity of major depression in pri-
mary care samples with lower socioeconomic status and
more coexisting chronic medical illness than the GHC
population.”

Our data support Agency for Health Care Policy and
Research recommendations that patients with a history
of at least 2 episodes of major depression or chronic mood

symptoms are at higher risk of relapse and are candi-
dates for maintenance pharmacotherapy.” The primary
care physician needs to ascertain this history in all de-
pressed patients to better identify patients who would ben-
efit from maintenance pharmacotherapy.

There are significant clinical implications for the find-
ing that patients with subthreshold** depressive symp-
toms 7 months after initiating antidepressant therapy are
atincreased risk of relapse. When a patient improves and
no longer meets DSM-III-R criteria for major depression
but subthreshold symptoms persist, he or she still needs
to be closely monitored by the primary care physician
beyond acute-phase treatment to ensure symptom reso-
lution and no return of depression. Monitoring of pa-
tient outcomes needs to be integrated into the primary
care delivery system. Primary care providers may need
to actively initiate assessment of patient progress and not
simply rely on patient-initiated contacts. A patient’s de-
pressive symptoms such as fatigue, hopelessness, and psy-
chomotor retardation can deter help-seeking. Other in-
vestigations have also shown that patients with persistent
subthreshold symptoms are more likely to suffer re-
lapse.**3¢

To make these findings as clinically useful as pos-
sible, a risk factor index was developed. This index sug-
gests that the presence of 2 coexisting risk factors rather
than either risk factor alone is more important in iden-
tifying the high-risk patients. These 2 risk factors—
persistent depressive symptoms and history of 2 or more
previous episodes of depression or chronic mood symp-
toms—must be ascertained routinely in the manage-
ment of depression. These high-risk patients need addi-
tional education on relapse prevention, such as how to
recognize their individual early warning symptoms of de-
pression, specific behaviors to boost medication adher-
ence, and psychoeducational techniques to improve
adaptation to acute and chronic stressors.

Although there is good evidence that patients in pri-
mary care settings have less severe depression and bet-
ter prognosis than their tertiary care counterparts, it is
noteworthy that the risk of relapse in this primary care
population who are recognized as depressed by their phy-
sicians approaches those in specialty settings."* In view
of the well-established evidence that the majority of de-
pressed patients seek care from primary care provid-
ers,'? this substantial rate of relapse in primary care un-
derscores the significance of preventing depression relapse
as an important public health issue.
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