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Background: Psychotherapy is the principal nonpharma-
cologic method for the management of depression, but its 
usefulness for depressed patients wi th diabetes remains 
unknown. 

Objective: To assess the efficacy of cognitive behavior 
therapy (CBT) for depression in patients wi th diabetes. 

Design: Randomized, controlled tr ial. 

Setting: Referral-based academic medical center. 

Patients: 51 patients wi th type 2 diabetes and major 
depression. 

Intervention: Patients were assigned either to a group 
that received 10 weeks of individual CBT or to a control 
group that received no specific antidepressant treatment. 
All patients participated in a diabetes education program 
to control for the effects of supportive attention and the 
possible influence of enhanced diabetes control on mood. 

Measurements: Degree of depression was measured by 
using the Beck Depression Inventory; glycemic control was 
measured by using glycosylated hemoglobin levels. Out­
comes were assessed immediately after treatment and 6 
months after treatment. 

Results: The percentage of patients achieving remission 
of depression (Beck Depression Inventory score < 9) was 
greater in the CBT group than in the control group: post-
t reatment 85.0% of patients in the CBT group (17 of 20) 
compared wi th 27.3% of controls (6 of 22) achieved remis­
sion (difference, 57.7 percentage points [95% Cl# 33 to 82 
percentage points]) (P < 0.001); at fol low-up f 70.0% of 
patients in the CBT group (14 of 20) compared wi th 33.3% 
of controls (7 of 21) achieved remission (difference, 36.7 
percentage points [CI, 9 to 65 percentage points]) (P = 
0.03). Post-treatment glycosylated hemoglobin levels were 
not different in the two groups, but fol low-up mean gly­
cosylated hemoglobin levels were significantly better in 
the CBT group than in the control group (9.5% compared 
wi th 10.9%; P = 0.03). 

Conclusions: The combination of CBT and supportive 
diabetes education is an effective nonpharmacologic 
treatment for major depression in patients wi th type 2 
diabetes. It may also be associated wi th improved glycemic 
control. 

Data from controlled studies (1-8) suggest that 
depression is more prevalent in diabetic pa­

tients than in the general U.S. population and that 
it is associated with poor glycemic control and de­
creased compliance with therapy (3, 5, 9-16). De­
pression has also been associated with an increased 
risk for complications of diabetes, particularly car­
diovascular disease and retinopathy (17-20). The 
mechanisms of these associations are not fully un­
derstood, but it is plausible that alleviation of de­
pression improves glycemic control and thereby de­
creases the risk for complications. Pharmacotherapy 
for depression may be poorly tolerated or may be 
insufficient to produce full remission in as many as 
50% of diabetic patients with major depression (21-
23). The usefulness of nonpharmacologic approaches 
to the management of depression, such as psychother­
apy, has not been systematically studied. 

Approximately two thirds of patients who have 
both diabetes and major depression do not receive 
specific antidepressant treatment, in part because 
their physicians tend to attribute their depression to 
poorly controlled or advancing diabetes (24, 25). 
Therapy for these patients still largely centers on 
medical management, which may include emotional 
support and diabetes education; this approach is 
probably suboptimal. Our study was designed to 
determine the antidepressant efficacy of cognitive 
behavior therapy (CBT) added to supportive diabe­
tes education. A secondary aim was to determine 
whether remission of depression is associated with 
improved glycemic control. 

Methods 

Patients 

Our study was advertised to primary care physi­
cians working within the Washington University 
School of Medicine and BJC Healthcare System, St. 
Louis, Missouri, and it was publicized in various 
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mass media advertisements. The study protocol was 
reviewed and approved by the Human Studies Com­
mittee of Washington University School of Medi­
cine. Patients with type 2 diabetes mellitus who 
were 21 to 70 years of age were eligible for partic­
ipation if they were able to answer questions, fill out 
study forms, and give informed consent. The diag­
nosis of type 2 diabetes was made according to the 
criteria developed by the American Diabetes Asso­
ciation (26) and was confirmed by a statement from 
the patient's primary physician. Patients also had to 
meet the diagnostic criteria for major depression 
and had to have a score of at least 14 on the Beck 
Depression Inventory (BDI). Patients were excluded 
from participation if they had active suicidal ide­
ation or a history of attempted suicide; had a his­
tory of panic disorder, bipolar depression, or any 
psychotic disorder; had a current substance abuse 
disorder; or were currently taking psychoactive med­
ications. 

Assessment of Depression 

The presence of the major Axis I clinical syn­
dromes was assessed by using the National Institute 
of Mental Health Diagnostic Interview Schedule 
(DIS) (27), and these syndromes were diagnosed 
according to the criteria of the Diagnostic and Sta­
tistical Manual of Mental Disorders (28). The reli­
ability and validity of the DIS in psychiatric and 
epidemiologic studies have been extensively re­
ported (29). Evidence also indicates that the DIS is 
sensitive and useful for patients with diabetes, in 
whom the somatic manifestations of the medical 
disease (such as fatigue, weakness, sleep distur­
bances, and sexual dysfunction) mimic the symp­
toms of a psychiatric disorder (30, 31). Although 
the DIS is suitable for use by trained lay person­
nel, diagnostic evaluations in our study were done 
by a clinical social worker and a psychologist, 
both of whom had been trained in the use of the 
DIS by the instrument's developers and the staff 
of the St. Louis site of the National Institute of 
Mental Health Epidemiologic Catchment Area 
Study (27, 32). 

The severity of current symptoms of depression 
was measured by using the BDI (33). This measure 
asks patients to provide a self-rating from 0 to 3 on 
each of 21 items; these ratings are added together 
to produce a total score. The BDI has been studied 
extensively and has been shown to be a reliable and 
valid measure of the severity of depression (34). 
Depression manifests similarly on this instrument in 
diabetic and psychiatric patients, particularly with 
regard to the cognitive symptoms of depression (31). 

Assessment of Diabetes 

Glycosylated hemoglobin (GHb) levels were 
measured to assess average glycemic control in the 
120-day period before testing (35-37). Total GHb 
levels were measured with the Pierce Glyco-Test 
(Pierce Chemical, Rockford, Illinois), an affinity as­
say that removes confounding by hemoglobin vari­
ants, such as hemoglobin F. The range of GHb 
levels for normal, nondiabetic persons in the Bar­
nes-Jewish Hospital outpatient laboratory is 4.4% to 
6.3%. In this laboratory, the between-run coefficients 
of variation for values greater than 6.6% are all 5% 
or less, the recommended standard (38). The pres­
ence of complications of diabetes (neuropathy, 
retinopathy, and nephropathy) was determined by a 
physician-investigator on the basis of review of each 
patient's medical history, current symptoms, physical 
examination results, and objective test results (which 
were obtained through review of clinical records). 

Assessment of Compliance 

Compliance with self-monitoring of blood glucose 
levels was determined by using electronic memory 
glucometers (LifeScan, Inc., Milpitas, California), 
which recorded the date, time, and result of blood 
glucose testing. Patients were instructed to test their 
blood glucose levels four times per day on two 
nonconsecutive days each week. Values for weekly 
compliance with blood glucose monitoring were 
computed by dividing the number of samples mea­
sured on the two test days by 8 (the number of tests 
requested) and multiplying the result by 100%. 

Study Design 

Patients were informed that depression in diabe­
tes can be a cause or a consequence of poor glyce­
mic control and that the study would determine 
whether focusing on the mental or the physical side 
of the problem was the most effective way to relieve 
depression. These concepts were familiar to most 
patients and were generally well accepted. No pa­
tients declined further evaluation because they were 
unwilling to accept random assignment. Patients 
who met the inclusion criteria and gave informed 
consent underwent a 1-week period of glucometer 
training and baseline assessment, after which they 
were randomly assigned to study groups. The ran­
domization pattern was determined by a computer 
algorithm, and assignments were concealed in 
sealed envelopes. A secretary who was not other­
wise involved with the study opened each patient's 
envelope after the patient had completed the base­
line assessment. 

During the 10-week treatment period, all patients 
participated in a diabetes education program by 
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meeting in 1-hour, biweekly, individual sessions with 
a certified diabetes educator. A variety of diabetes 
self-care topics were covered in these sessions, and 
diet and exercise regimens were systematically re­
viewed and modified as needed. Patients continued 
to see their diabetologists during the trial, and these 
physicians were given GHb and glucometer data 
from our study to facilitate management. The dia­
betes education program was designed to control 
for the nonspecific effects of supportive attention as 
well as the potential influence of enhanced self-care 
and glycemic control on mood and ideation. 

Patients were randomly assigned to receive CBT 
or to receive no specific antidepressant treatment 
other than the diabetes education program. Patients 
in the CBT group received 1 hour of treatment 
weekly for 10 weeks from a licensed psychologist 
who had been the principal cognitive therapist in an 
early empirical trial of CBT (39). Cognitive behav­
ior therapy treats depression by using 1) behavioral 
strategies to re-involve patients in pleasurable social 
and physical activities; 2) problem-solving proce­
dures to resolve stressful circumstances; and 3) cog­
nitive techniques to identify distorted or maladap­
tive thought patterns and replace them with more 
accurate, adaptive, and useful views. 

Study outcomes were measured immediately af­
ter the end of the 10-week treatment period and at 
a follow-up evaluation 6 months later. At each eval­
uation, assessments of diabetic control and depres­
sion were made and scored independently of one 
another. The study personnel who monitored pa­
tient progress were not involved in treatment, and 
assessors were blinded to treatment assignments. 
No additional study protocol treatment was pro­
vided after the end of the 10-week treatment pe­
riod. Patients who remained depressed at that point 
(BDI score > 10) were referred to their primary 
physician for antidepressant medication or to a psy­
chotherapist. Glycemic control and severity of de­
pression were measured again at the 6-month fol­
low-up visit, and patients were restudied at that 
time with an abbreviated psychiatric interview. Self-
monitoring of blood glucose levels was not mea­
sured after the end of the 10-week treatment pe­
riod. 

Statistical Analysis 

Differences in the demographic and clinical char­
acteristics of patients receiving CBT and controls 
were determined in the intention-to-treat and com­
pleter samples by using the Fisher exact test for 
categorical data and the Student Mest for continu­
ous data. The results of an intention-to-treat analy­
sis of the depression outcomes are provided for the 
purpose of comparison (40, 41). The analyses of 

study outcomes focused on the completer sample. 
Analyses of covariance (ANCOVAs) were used to 
determine the effects of treatment on symptoms of 
depression and glycemic control after treatment and 
at 6-month follow-up with beginning levels of the 
dependent measures (BDI score and GHb level) as 
the covariates. The post-treatment and follow-up 
BDI data were not normally distributed. Conse­
quently, the scores were categorized and Fisher ex­
act tests were used to analyze the data. We used 
ANCOVA for a secondary analysis after the contin­
uous BDI data were transformed into van der 
Waerden normalized ranks (42). We also studied 
GHb levels by using f-tests of mean change scores 
over various intervals (for example, from before to 
after treatment or after treatment to follow-up). A 
repeated-measures analysis of variance (ANOVA) 
was used to determine the effects of treatment on 
compliance with the protocol for self-monitored 
blood glucose levels. 

The clinical significance of individual depression 
outcomes (per BDI) was judged by using two stan­
dard conventions: A post-treatment score of 9 or 
less was used to denote remission of depression 
(34), and a post-treatment score equal to 50% or 
less of the pretreatment score was used to denote 
improvement (43). The clinical significance of the 
treatment findings was judged by using the ap­
proach described by Braitman (44). In this ap­
proach, a 95% CI is calculated around the point 
estimate (the difference between the percentages of 
patients responding to the two treatments). A number 
is specified that indicates the minimum difference 
between treatment responses needed to conclude 
that the experimental treatment has a clinically im­
portant advantage. This number is then compared 
with the CI around the point estimate. A claim that 
a treatment has clinically significant effects is sup­
ported if the CI falls entirely above the value rep­
resenting the smallest important difference. On the 
basis of meta-analyses of acute-phase trials of treat­
ment for depression, the smallest clinically impor­
tant point estimate was set at 15% (40, 43, 45). Less 
is known about the sustained efficacy of different 
treatments for depression once treatment has been 
discontinued. Thus, discussion of the clinical signif­
icance of CBT was limited to the post-treatment 
findings. 

Results 

Participation Data and Demographic and Clinical 
Characteristics 

One hundred thirty-five patients gave informed 
consent and were evaluated to determine their eli-
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Figure 1. Study participation data. CBT = cognitive behavior therapy; 
R = randomization. 

gibility (Figure 1). Eighty-four of these patients 
(62.2%) were excluded from participation, and 51 
(37.8%) satisfied all inclusion criteria and were ran­
domly assigned to study groups after completion of 
baseline assessment. Of the 84 excluded patients, 37 
(44%) had scores lower than 14 on the BDI, 22 
(26.2%) had exclusionary comorbid psychiatric con­
ditions, 15 (17.9%) were receiving psychoactive 
medication and were unwilling or unable to discon­
tinue it, and 10 (11.9%) decided against participa­
tion for miscellaneous reasons. 

Of the 51 patients who were randomly assigned 
to treatment, 42 (82.4%) completed the 10 weeks of 
treatment and 9 (17.6%) discontinued participation 
prematurely (Figure 1). Of the 9 dropouts, 5 
(55.6%) were in the CBT group and 4 (44.4%) were 
in the control group (P > 0.2). Only 1 patient with­
drew because of assignment to the control group. 
No differences of more than 15% were seen be­
tween dropouts and completers on any of the mea­
sured demographic, depression, and clinical charac­
teristics (age, race, sex, marital status, education, 
previous episodes and treatment of depression, du­
ration of diabetes, type of diabetes treatment, prev­
alence of complications of diabetes [neuropathy, ne­
phropathy, and retinopathy], and GHb levels and 
BDI scores before treatment). No evidence of dif­
ferential attrition was seen. Follow-up data were 
obtained on all but 1 of the patients who completed 
treatment (41 of 42 [97.6%]). The patient who was 
lost to follow-up was in the control group. Only 5 of 
18 patients (27.7%) who were depressed after the 
10-week treatment period received treatment for 

their depression during the 6-month follow-up in­
terval. All 5 of these patients had been in the con­
trol group, and all 5 took antidepressant medication 
during the follow-up interval, as prescribed by their 
primary care physicians. 

Selected demographic, depression, and diabetes 
characteristics of the 42 patients who completed 
treatment are shown in the Table. No statistically 
significant differences were seen between the study 
groups in age, race, sex, education, marital status, 
BDI scores before treatment, history of depression 
treatment, number of previous episodes of depres­
sion, duration of diabetes, type of diabetes treat­
ment (insulin or noninsulin), or GHb levels before 
treatment. The differences between the study groups 
in the prevalence of complications of diabetes, use 
of insulin, and duration of diabetes were not statis­
tically significant but were relatively large. To assess 
potential confounding of depression treatment, 
these variables were analyzed in relation to the two 
depression outcome measures. Complications of di­
abetes were considered present if the patient had 
any of the measured complications (neuropathy, ne­
phropathy, or retinopathy). A median split of the 
values for duration of diabetes was used to sort 
patients into groups with shorter (<6 years) or 
longer (>6 years) duration of diabetes. Of the three 
variables, only duration of diabetes was associated 
with a measure of depression outcome. Patients 
with longer duration of diabetes were not less likely 
to achieve remission of depression but were less 

Table. Selected Characterisi 

Characteristic 

tics of the Study S 

Cognitive 

ample* 

Control 
Behavior Therapy Group 
Group (n = 20) (n = 22) 

Mean age ± SD, y 53.1 ± 10.5 56.4 ± 9.7 
Female sex, n (%) 12(60.0) 13(59.1) 
Race, n (%) 

White 17(85.0) 17(77.3) 
Nonwhite 3(15.0) 5 (22.7) 

Marital status, n (%) 
Married 10(50.0) 12(54.6) 
Not married 10(50.0) 10(45.4) 

Mean level of education ± SD, y 14.5 ±2.3 13.6 ±2.2 
Mean duration of type 2 

diabetes ± SD, y 9.9 ± 11.8 7.7 ± 7.0 
Mean glycosylated hemoglobin 

level ± SD, % 10.2 ± 3.6 10.4 ±3.1 
Mean weight ± SD, lb 228.8 ± 61.9 211.0 ± 55.5 
Complications of diabetes, n (%) 

Neuropathy 5 (25.0) 9 (40.9) 
Nephropathy 0 (0.0) 0 (0.0) 
Retinopathy 2(10.0) 6 (27.3) 

Insulin treatment, n (%) 7 (35.0) 11 (50.0) 
Mean previous episodes of 

depression ± SD, n 4.1 ± 5.2 4.8 ± 3.5 
Previous treatment of depression, 

n (%) 11 (55.0) 9 (40.9) 
Mean Beck Depression Inventory 

score ± SD 

* None of the differences between group 

24.9 ± 10.2 

s were statistically significa 

21.1 ± 6.8 

nt. 
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likely to realize a reduction in the severity of de­
pression symptoms (P = 0.03). For this reason, du­
ration of diabetes was included in all of the multi-
variable analyses (ANCOVA and ANOVA) of the 
depression outcome measures. 

Effect of Treatment on Depression 

Intention-To-Treat Analysis 

In this analysis, dropouts were treated as if they 
did not achieve remission. At the post-treatment 
evaluation, the percentage of patients achieving re­
mission of depression (BDI score < 9) was greater 
in the CBT group than in the control group (70.8% 
[17 of 24] compared with 22.2% [6 of 27]; 
P < 0.001), as was the percentage of patients with 
clinical improvement (a decrease > 50% in the BDI 
score) (66.6% [16 of 24] compared with 29.6% [8 of 
27]; P = 0.01). At the 6-month follow-up evaluation, 
the percentage of patients in remission was greater 
in the CBT group than in the control group (58.3% 
[14 of 24] compared with 25.9% [7 of 27]; P = 0.03), 
as was the percentage of patients with clinical im­
provement (58.3% [14 of 24] compared with 29.6% 
[8 of 27]; P = 0.01). 

Completer Analysis 

The effect of treatment on depression at each 
evaluation point is shown in Figure 2. At the post-
treatment evaluation, the percentage of patients 
achieving remission of depression was greater in the 
CBT group than in the control group (85.0% [17 of 
20] compared with 27.3% [6 of 22]; difference, 57.7 
percentage points [95% CI, 33 to 82 percentage 
points]; P < 0.001), as was the percentage of pa­
tients achieving a clinically significant improvement 
in symptoms of depression (a decrease > 50% in 
BDI score) (80.0% [16 of 20] compared with 36.4% 
[8 of 22]; difference, 43.6 percentage points [CI, 17 
to 71 percentage points]); P < 0.001). At follow-up, 
the percentage of patients in remission remained 
greater in the CBT group than in the control group 
(70.0% [14 of 20] compared with 33.3% [7 of 21]; 
difference, 36.7 percentage points [CI, 9 to 65 per­
centage points]; P = 0.03), as did the percentage of 
patients with clinical improvement (70.0% [14 to 20] 
compared with 38.1% [8 of 21]; difference, 31.9 
percentage points [CI, 3.0 to 60 percentage points]; 
P = 0.04). 

Depression outcomes were further studied by us­
ing an ANCOVA of the van der Waerden trans­
formed BDI scores. Reduction in depression symp­
toms was greater, at both post-treatment and 
follow-up evaluations, in the CBT group than in the 
control group (P < 0.001 for post-treatment com­
parison and P = 0.001 for 6-month comparison). 

Figure 2. Percentages of patients with depression in remission 
and those with significantly improved depression at post-treatment 
and follow-up evaluations. A Beck Depression Inventory score of 9 or less 
was used to define remission; a score equal to 50% or less of the score 
before treatment was used to define improvement. A greater percentage of 
patients receiving cognitive behavior therapy (CBT) had remission or im­
provement at post-treatment and follow-up evaluations. Forty-two patients 
(20 in the CBT group and 22 controls) had post-treatment evaluation; 41 
patients (20 in the CBT group and 21 controls) had 6-month evaluation. 
White bars represent the CBT group; striped bars represent controls. *P< 
0.001; * *P= 0.01; +P= 0.03; ++P= 0.04. 

Association of Treatment with Glycemic Control 

No statistically significant difference was seen in 
post-treatment GHb levels, adjusted for pretreat-
ment GHb levels, between the CBT group (n = 20) 
and the control group (n = 22) (10.2% compared 
with 9.9%; P = 0.17). At follow-up, similarly ad­
justed mean GHb levels were lower in the CBT 
group (9.5%) compared with 10.9%; P = 0.03). 
Change score analysis confirmed this finding; in the 
6 months after treatment, GHb levels decreased by 
0.7% in the CBT group and increased by 0.9% in 
the control group (P = 0.04) (Figure 3). 

Association of Depression Remission with 
Glycemic Control 

An analysis comparing responders with nonre-
sponders was used to estimate the association of 
change in depression with change in glycemic con­
trol. Responders (n = 18) were patients whose 
depression remitted (BDI scores < 9) at both post-
treatment and follow-up evaluations. Nonresponders 
(n = 11) were patients with manifest depression 
(BDI scores > 14) at both evaluation points. Covari-
ate-adjusted mean GHb levels were lower in the 
nondepressed group at both the post-treatment 
(8.5% compared with 10.9%; P = 0.003) and fol­
low-up (9.2% compared with 12.1%; P= 0.006) 
evaluations. 

Association of Treatment with Compliance with 
Blood Glucose Monitoring 

All patients practiced by using a memory glucom-
eter for 1 week before randomization. Analysis of 
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Figure 3. Absolute change in glycosylated hemoglobin (GHb) levels 
from pretreatment to post-treatment evaluations and from post-
treatment to follow-up evaluations. Improvement in GHb levels during 
the follow-up interval was greater in the group receiving cognitive behav­
ioral therapy (CBT) than in controls. Forty-two patients (20 in the CBT group 
and 22 controls) were evaluated immediately after treatment; 42 patients 
(20 in the CBT group and 21 controls) were evaluated at 6 months. White 
bars represent the CBT group; striped bars represent controls. *P = 0.04. 

the pretreatment data showed no statistically signif­
icant differences in compliance with self-monitoring 
of blood glucose levels in the CBT group and the 
control group (78.2% compared with 72.7%; 
P > 0.2). A repeated-measures ANOVA was used to 
determine the association of treatment with weekly 
compliance over the 10-week treatment period (Fig­
ure 4). The ANOVA showed no statistically signif­
icant main effects (that is, effects of treatment or 
time). A time-by-treatment-group interaction indi­
cated that over the 10-week treatment period, com­
pliance with self-monitoring of blood glucose levels 
declined in the CBT group compared with the con­
trol group (P = 0.01). 

Discussion 

Our study shows that CBT combined with diabe­
tes education is an effective nonpharmacologic 
treatment for major depression in patients with di­
abetes. The finding of depression remission in 
70.8% of the intention-to-treat sample and 85.0% of 
the completer sample compares favorably with the 
outcomes reported in depressed, medically well out­
patients receiving CBT (39, 46-50) and with the 
response to conventional antidepressant medication 
seen in the only controlled trial of depression in 
diabetes available to date (21). In that study, de­
pression remitted in no more than 40% of the in­
tention-to-treat and 57% of the completer sample 

treated with nortriptyline. Although the brevity of 
the follow-up interval limits our ability to make 
long-term projections, the data suggest that CBT 
combined with diabetes education may produce a 
more favorable prognosis for patients with depres­
sion and diabetes than that seen in earlier follow-up 
studies of diabetic patients with untreated (10) or 
nortriptyline-treated depression (51). 

The difference in efficacy in the CBT and control 
groups was also clinically significant. Our 15-
percentage point (15%) criterion for the smallest 
clinically important difference between treatments is 
based on meta-analyses of the literature on depres­
sion treatment (40, 43, 45). The 95% CIs for the 
difference between the percentage of patients in 
each study group that were in remission (33 to 82 
percentage points) and for the difference between 
the percentage of patients in each study group that 
had clinical improvement (17 to 71 percentage 
points) fell entirely above 15 percentage points. This 
suggests that the addition of CBT offers a genuine 
clinical advantage in the management of depression 
in diabetes compared with the nonspecific interven­
tion used in the controls. 

Controls received an educational intervention 
aimed at improving diabetes self-care. This inter­
vention is frequently used in clinical practice to 
improve glycemic control, instill feelings of self-
control, and thereby create a sense of well-being. 
During the 10-week treatment period, patients in 
the control (education-only) group were substan­
tially more compliant with self-monitoring of blood 
glucose levels and evidenced a mean improvement 
in GHb levels of 0.5%. Despite increased attention 
and measurable short-term improvements in diabe­
tes control and compliance, however, only 27.7% of 
controls achieved remission of depression. This re-

Figure 4. Compliance with the protocol for self-monitoring of 
blood glucose levels {SMBG). Over the 10-week treatment period, com­
pliance declined in the group receiving cognitive behavioral therapy (CBT) 
compared with controls (P = 0.01). White bars represent the CBT group; 
striped bars represent controls. 
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sponse rate is no better than the rate reported with 
placebo and control treatment in meta-analyses of 
the literature on treatment of depression (40, 43, 45). 

Depression is uniquely important in diabetes be­
cause its association with poor glycemic control in­
creases the risk for retinopathy and cardiovascular 
disease. These associations, reported in both cross-
sectional and prospective studies (3, 5, 9-14, 17-20), 
have led to clinical trials designed to determine 
whether alleviating depression improves medical 
outcome. In a recent placebo-controlled trial of nor­
triptyline, remission of depression was associated 
with clinically important improvements in GHb lev­
els (21). Our study also suggests that remission of 
depression may favorably affect GHb levels, but it 
does not reveal the mechanism involved in this as­
sociation. Improvement in depression may have sal­
utary effects on a variety of behavioral practices 
(such as sleep practices, dietary practices, and phys­
ical activity) or physiologic paths (such as alter­
ations in autonomic tone, hypothalamic-pituitary-ad-
renal axis activity, or neurotransmitter function) 
involved in glucose regulation. 

An improvement in glycemic control in the CBT 
group was evident at follow-up but not at the post-
treatment evaluation. Improvement in glycemic con­
trol may have lagged behind improvement in de­
pression because of the biology of GHb formation 
and because the interval between GHb measure­
ments taken before and after treatment spanned 
only 70 days. The GHb level is a "weighted" mea­
sure of mean blood glucose levels over the preced­
ing 120-day period (35, 52). Although more recent 
events contribute relatively more than earlier events 
to the final result, approximately 25% of the vari­
ance in GHb levels is determined by the mean 
blood glucose level in the third and fourth months 
(days 60 to 120) before measurement (52). Thus, 
post-treatment GHb levels reflected points in time 
before study entry when all patients were depressed, 
as well as points in time early in treatment when 
many patients were still depressed. In contrast, fol­
low-up GHb values better captured the beneficial 
influence of CBT on glycemic control because they 
reflected a 120-day period during which substan­
tially more of the CBT group remained free of 
depression. Congruence in the time intervals as­
sessed by measures of GHb and depression (or any 
psychosocial factor) is methodologically important. 
Incongruence in these intervals may help explain 
the inconsistent relation of depression to glycemic 
control observed in some previous studies (53, 54). 

The addition of CBT to diabetes education had a 
statistically significant adverse effect on compliance 
with self-monitoring of blood glucose levels during 
the 10 weeks of treatment, an effect that we had not 
anticipated and cannot readily explain. We suspect 

that even though all patients received diabetes ed­
ucation, those who also received CBT viewed the 
depression intervention as the focus of treatment. 
As a consequence, their attention to self-monitoring 
of blood glucose levels decreased. Cognitive behav­
ior therapy routinely included homework assign­
ments directing patients to record their thoughts 
and increase various physical and social activities. 
Thus, it is possible that the participation of the CBT 
group in diabetes education complicated an already 
complex regimen and was more than the patients 
could handle. It is a well-established principle of 
compliance that any action that complicates a treat­
ment regimen (such as adding a medication or using 
divided rather than single-dose schedules) usually 
decreases compliance with other components of 
treatment (55-57). 

The generalizability of our findings is uncertain. 
First, our study was limited to a relatively small 
number of patients, and the 95% CIs around the 
point estimates spanned a wide range of plausible 
true values. When depression was measured in 
terms of the percentage of patients judged to be 
clinically improved, the lower limit of the 95% CI 
was 17%, a value close to that established for the 
smallest clinically important difference in the per­
centage of patients responding to the two treat­
ments. Second, our follow-up interval was limited to 
the 6 months immediately after treatment. Third, 
we cannot exclude the possibility that CBT and 
diabetes education interacted in a way that poten­
tiated antidepressant effectiveness; analogous inter­
actions may have occurred in many clinical trials. 
Further studies comparing CBT and diabetes edu­
cation, individually and in combination, are needed 
to answer such questions and to see whether suc­
cessful CBT alone is sufficient to produce glycemic 
improvement. Fourth, it is worth noting that pa­
tients in the CBT group had education almost a full 
year longer than controls. The difference in educa­
tion was not statistically significant, but the extra 
educational experience may have contributed to im­
proved outcome in the CBT group. Finally, treat­
ment was administered by a single psychologist ex­
perienced in the use of CBT (39). Whether 
treatment would be as effective when administered 
by other therapists is uncertain. 

In conclusion, our study shows that CBT com­
bined with diabetes education is an effective non-
pharmacologic treatment for major depression in 
patients with type 2 diabetes. This therapy was as­
sociated with improvement in glycemic control de­
spite its association with a decline in self-monitoring 
of blood glucose levels. Additional investigations of 
larger patient samples are needed to fully charac­
terize the covariation of depression and glycemic 
control. Nevertheless, our study offers further evi-
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dence linking health and emotional function by sug­
gesting that improved mental health is related to 
improved medical outcome. Our findings support 
the importance of treating depression in patients 
with comorbid medical illness. 

Acknowledgments: The authors thank Julio Santiago, MD, for 
support and technical assistance; Michael Province, PhD, for 
statistical advice; and Kathleen McAleenan, MSW, and Linda 
Lawrence, MEd, for assistance with data collection. 

Grant Support: In part by a clinical research grant from the 
American Diabetes Association (Dr. Lustman) and grant R21 
MH 52629 from the National Institute of Mental Health (Dr. 
Freedland). 

Requests for Reprints: Patrick J. Lustman, PhD, Department of 
Psychiatry, Washington University School of Medicine, 4940 Chil­
dren's Place, St. Louis, MO 63110. 

Current Author Addresses: Drs. Lustman and Freedland and Ms. 
Griffith: Department of Psychiatry, Washington University School 
of Medicine, 4940 Children's Place, St. Louis, MO 63110. 
Dr. Clouse: Department of Internal Medicine, Division of Gas­
troenterology, Children's Annex, Suite 417, 1 Barnes-Jewish Hos­
pital Plaza, St. Louis, MO 63110. 
Ms. Kissel: Department of Internal Medicine, Division of Metab­
olism, 660 North Euclid, St. Louis, MO 63110. 

References 

1. Weyerer S, Hewer W, Pfeifer-Kurda M, Dilling H. Psychiatric disorders 
and diabetes—results from a community study. J Psychosom Res. 1989;33: 
633-40. 

2. Popkin MK, Callies AL# Lentz RD, Colon EA, Sutherland DE. Prevalence 
of major depression, simple phobia, and other psychiatric disorders in patients 
with long-standing type I diabetes mellitus. Arch Gen Psychiatry. 1988;45: 
64-8. 

3. Tun PA, Nathan DM, Perlmuter LC. Cognitive and affective disorders in 
elderly diabetics. Clin Geriatr Med. 1990;6:731-46. 

4. Murrell SA, Himmelfarb S, Wright K. Prevalence of depression and its 
correlates in older adults. Am J Epidemiol. 1983;117:173-85. 

5. Friis R, Nanjundappa G. Diabetes, depression and employment status. Soc 
Sci Med. 1986;23:471-5. 

6. Wells KB, Golding JM, Burnam MA. Affective, substance use, and anxiety 
disorders in persons with arthritis, diabetes, heart disease, high blood pres­
sure, or chronic lung conditions. Gen Hosp Psychiatry. 1989;11:320-7. 

7. Wing RR, Marcus MD, Blair EH, Epstein LH, Burton LR. Depressive 
symptomatology in obese adults with type II diabetes. Diabetes Care. 1990; 
13:170-2. 

8. Gavard JA, Lustman PJ, Clouse RE. Prevalence of depression in adults 
with diabetes. An epidemiological evaluation. Diabetes Care. 1993; 16: 
1167-78. 

9. Lustman PJ, Griffith LS, Clouse RE, Cryer PE. Psychiatric illness in diabetes. 
Relationship to symptoms and glucose control. J Nerv Ment Dis. 1986;174: 
736-42. 

10. Lustman PJ, Griffith LS, Clouse RE. Depression in adults with diabetes. 
Results of 5-yr follow-up study. Diabetes Care. 1988;11:605-12. 

11. Mazze RS, Lucido D, Shamoon H. Psychological and social correlates of 
glycemic control. Diabetes Care. 1984;7:360-6. 

12. de Groot M, Jacobson AM, Samson JA. Psychiatric illness in patients with 
type I and type II diabetes mellitus [Abstract]. Psychosom Med. 1994;56: 
176A. 

13. Van der Does FE, De Neeling JN, Snoek FJ, Kostense PJ, Grootenhuis 
PA, Bouter LM, et al. Symptoms and well-being in relation to glycemic 
control in type II diabetes. Diabetes Care. 1996;19:204-10. 

14. Sachs G, Spiess K, Moser G, Prager R, Kunz A, Schernthaner G. 
[Glycosylated hemoglobin and diabetes—self monitoring (compliance) in de­
pressed and non-depressed type I diabetic patients.] Psychother Psychosom 
Med Psychol. 1991;41:306-12. 

15. McGill JB, Lustman PJ, Griffith LS, Freedland KE, Gavard JA, Clouse RE. 
Relationship of depression to compliance with self-monitoring of blood glu­
cose [Abstract]. Diabetes. 1992;41:A84. 

16. Littlefield CH, Craven JL, Rodin GM, Daneman D, Murray MA, Rydall 
AC. Relationship of self-efficacy and binging to adherence to diabetes regi­
men among adolescents. Diabetes Care. 1992;15:90-4. 

17. Kovacs M, Mukerji P, Drash A, Iyengar S. Biomedical and psychiatric risk 

factors for retinopathy among children with IDDM. Diabetes Care. 1995; 18: 
1592-9. 

18. Carney RM, Rich MW, Freedland KE, Saini J, te Velde A, Simeone C, et 
al. Major depressive disorder predicts cardiac events in patients with coronary 
artery disease. Psychosom Med. 1988;50:627-33. 

19. Jacobson AM, Rand LI, Hauser ST. Psychologic stress and glycemic control: 
a comparison of patients with and without proliferative diabetic retinopathy. 
Psychosom Med. 1985;47:372-81. 

20. Lloyd C, Wilson R, Forrest K. Prior depressive symptoms and the onset of 
coronary heart disease [Abstract]. Diabetes. 1997;46:13A. 

21. Lustman PJ, Griffith LS, Clouse RE, Freedland KE, Eisen SA, Rubin EH, 
et al. Effects of nortriptyline on depression and glucose regulation in diabe­
tes: results of a double-blind, placebo-controlled trial. Psychosom Med. 1997; 
59:241-50. 

22. Lustman PJ, Clouse RE, Freedland KE. Management of major depression 
in adults with diabetes: implications of recent clinical trials. Seminars in Clin­
ical Neuropsychiatry. 1998;3:102-14. 

23. Popkin MK, Callies AL, Mackenzie TB. The outcome of antidepressant use 
in the medically ill. Arch Gen Psychiatry. 1985;42:1160-3. 

24. Lustman PJ, Harper GW. Nonpsychiatric physicians' identification and treat­
ment of depression in patients with diabetes. Compr Psychiatry. 1987;28: 
22-7. 

25. Kovacs M, Obrosky DS, Goldston D, Drash A. Major depressive disorder 
in youths with IDDM. A controlled prospective study of course and outcome. 
Diabetes Care. 1997;20:45-51. 

26. American Diabetes Association. Screening for type 2 diabetes. Diabetes 
Care. 1998;21(Suppl 1):S20-2. 

27. Robins LN, Helzer JE, Cottier LB, Goldring E. The Diagnostic Interview 
Schedule—Version lll-R. St. Louis, MO: Washington University; 1989. 

28. Diagnostic and Statistical Manual of Mental Disorders. 3d ed. Washington, 
DC: American Psychiatric Assoc; 1987. 

29. Robins LN, Helzer JE, Croughan J, Williams JB, Spitzer RL The NIMH 
Diagnostic Interview Schedule: Version III. Washington, DC: U.S. Public Health 
Service; 1981. 

30. Lustman PJ, Harper GW, Griffith LS, Clouse RE. Use of the Diagnostic 
Interview Schedule in patients with diabetes mellitus. J Nerv Ment Dis. 1986; 
174:743-6. 

31. Lustman PJ, Freedland KE, Carney RM, Hong BA, Clouse RE. Similarity 
of depression in diabetic and psychiatric patients. Psychosom Med. 1992;54: 
602-11. 

32. Robins LN, Regier DA. Psychiatric Disorders in America: The Epidemiologic 
Catchment Area Study. New York: Free Pr; 1991. 

33. Beck AT, Beamesderfer A. Assessment of depression: the depression inven­
tory. Mod Probl Pharmacopsychiatry. 1974;7:151-69. 

34. Beck AT, Steer RA, Garbin MG. Psychometric properties of the Beck De­
pression Inventory: twenty-five years of evaluation. Clinical Psychology Re­
view. 1988;8:77-100. 

35. Goldstein DE, Little RR, Wiedmeyer H, England JD, McKenzie EM. 
Glycated hemoglobin: methodologies and clinical applications. Clin Chem. 
1986;32:B64-70. 

36. Santiago JV, Davis JE, Fisher F. Hemoglobin A1c levels in a diabetes 
detection program. J Clin Endocrinol Metab. 1978;47:578-80. 

37. Ladenson JH, Chan KM, Kilzer P. Glycated hemoglobin and diabetes: a 
case and an overview of the subject. Clin Chem. 1985;31:1060-7. 

38. Baynes JW, Bunn HF, Goldstein D, Harris M, Martin DB, Peterson C, et 
al. National Diabetes Data Group: report of the expert committee on glucosy-
lated hemoglobin. Diabetes Care. 1984;7:602-6. 

39. Murphy GE, Simons AD, Wetzel RD, Lustman PJ. Cognitive therapy and 
pharmacotherapy. Singly and together in the treatment of depression. Arch 
Gen Psychiatry. 1984;41:33-41. 

40. Frank E, Karp JF, Rush AJ. Efficacy of treatments for major depression. 
Psychopharmacol Bull. 1993;29:457-75. 

41. Rush AJ, Prien RF. From scientific knowledge to the clinical practice of 
psychopharmacology: can the gap be bridged? Psychopharmacol Bull. 1995; 
31:7-20. 

42. SAS Procedures Guide, version 6. 3d ed. Cary, NC: SAS Institute; 1990. 
43. Depression Guideline Panel. Depression in Primary Care: Volume 2. Treat­

ment of Major Depression. Rockville, MD: US Dept of Health and Human 
Services; 1997; AHCPR publication 93-0551. 

44. Braitman LE. Confidence intervals assess both clinical significance and sta­
tistical significance. Ann Intern Med. 1991;114:515-7. 

45. Preskorn SH. A dangerous idea. Journal of Practical Psychiatry and Behav­
ioral Health. 1996;2:231-4. 

46. Hollon SD, Shelton RC, Davis DD. Cognitive therapy for depression: 
conceptual issues and clinical efficacy. J Consult Clin Psychol. 1993;61: 
270-5. 

47. Rush AJ, Beck AT, Kovacs M, Hollon S. Comparative efficacy of cognitive 
therapy and pharmacotherapy in the treatment of depressed outpatients. 
Cognitive Therapy and Research. 1977;1:17-37. 

48. Elkin I, Shea MT, Watkins JT, Imber SD, Sotsky SM, Collins JF, et al. 
National Institute of Mental Health Treatment of Depression Collaborative 
Research Program. General effectiveness of treatments. Arch Gen Psychiatry. 
1989;46:971-82. 

49. Hollon SD, DeRubeis RJ, Evans MD, Wiemer MJ, Garvey MJ, Grove 
W M , et al. Cognitive therapy and pharmacotherapy for depression. Singly 
and in combination. Arch Gen Psychiatry. 1992;49:774-81. 

50. McKnight DL, Nelson-Gray RO, Barnhill J. Dexamethasone suppression 
test and response to cognitive therapy and antidepressant medication. 
Behavior Therapy. 1992;1:99-111. 

51. Lustman PJ, Griffith LS, Freedland KE, Clouse RE. The course of major 

620 15 October 1998 • Annals of Internal Medicine • Volume 129 • Number 8 



depression in diabetes. Gen Hosp Psychiatry. 1997;19:138-43. 
52. Goldstein DE, Little RR, Lorenz RA, Malone Jl, Nathan D, Peterson CM. 

Tests of glycemia in diabetes. Diabetes Care. 1995;18:896-909. 
53. Marcus MD# Wing RR, Guare J, Blair EH, Jawad A. Lifetime prevalence of 

major depression and its effect on treatment outcome in obese type II diabetic 
patients. Diabetes Care. 1992;15:253-5. 

54. Peyrot M, Rubin RR. Levels and risks of depression and anxiety symptom­

atology among diabetic adults. Diabetes Care. 1997;20:585-90. 
55. Eisen SA, Miller DK, Woodward RS, Spitznagel E, Przybeck TR. The 

effect of prescribed daily dose frequency on patient medication compliance. 
Arch Intern Med. 1990;150:1881-4. 

56. Shope JT. Medication compliance. Pediatr Clin North Am. 1981;28:5-21. 
57. Matsui DM. Drug compliance in pediatrics. Clinical and research issues. 

Pediatr Clin North Am. 1997;44:1-14. 

15 October 1998 • Annals of Internal Medicine • Volume 129 • Number 8 621 


