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Adjustments for

Percentage 1) Cardiac Status
Diagnostic with Major| Depression Associated  Impact of Depression 2) Overall Medical
Study Method Study Participants | Depression with Cardiac Status? Prognosis Comorbidity
Carney et al 1987  Modified DIS Outpatients with 17% Depression not Depression correlated 1) Extent of coronary

and 1988

Schleifer et al

1989

Forrester et al
1992

Frasure-Smith et al
1993

Frasure-Smith et al
1995

Gonzalez et al
1996
Hance et al 1996

Kaufman et al

1999
Lesperance et al

2000

Connerney et al
2001

SADS/RDC

Present State
Exam

Modified DIS

Same as

above

Modified DIS

Modified DIS

Modified DIS

Modified DIS

Modified DIS

CAD

Post-MI patients

Post-MI patients

Post-MI patients

Same sample as
above

Inpatients with
CAD

Outpatients with
CAD

Post-MI patients

Inpatients with
unstable angina

Post-CABG
patients

18%

19%

16%

Same as

above

23%

17%

27.2%

15.1%

20%

associated with
NYHA functional
class or severity of
stenosis

Depression not
associated with
LVEF. presence of Q
waves, prior MI

Patients with depression
more likely to have
large infarcts

Depressed patients more
likely to be
prescribed warfarin

Same as above

Not reported

Patients with MDD do
not have greater
extent of coronary
disease

Not reported

Depression not
associated with
cardiac disease
severity

Major depression not
associated with LVEF
of history of ML
depression associated
with functional class

with worse cardiac
outcome

No unpact

Not reported

At 6 months hazard
ratio for mortality
344

At 18 months odds
ratio for mortality
for BDI =10 =
6.64

Not reported

Not reported

Depression not an
independent
predictor of
mortality

For BDI =10. odds
ratio for cardiac
events or cardiac
death for BDI =10
= 6.73

At 1 year, RR for
cardiac events 2 3

disease, LVEF
2) None

Not reported

Not reported

1) Left ventricular
function and prior
MI

2) None

Same as above

Not reported

Not reported

1) History of prior ML,
current CHF. LVEF
2) Diabetes, stroke

1) EKG. history of
CABG or
angioplasty, LVEF,
extent of CAD,
cardiac medicines

2) None

1) Functional class,
LVEF. complexity of
surgical procedure

2) None

Comorbidity of
major depression
In CAD pt.s:
15.1-23%
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Flow chart of the Study
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Depression

Physiological
Behavioral Risk Risk Factors o
Factors Platelet Activity >

HPA Axis Dysregulation |

Aohol’ <) ~\S Dysreguiation

) Inflammation
- I';‘Iﬁ;isl?:;lidcl:;?ynce Traditional Risk Factors
Diabetes
Obesity
Hypertensian

Clinical Events

(e.g. AMI, sudden cardiac death, etc.)



Proportion of Patients Without Cardiac Event

1.0 -I'I-I'H_I'IIII= | :
o L L L
A +HH—
0.9 —HHHHHH-
0.8
0.7
Untreated control
subjects (N=98)
06 Nonresponders (N=43)
' Responders (N=27)
-I— —|— —I— Censored
0.5

100 200 300 400

Time From Random Assignment (days)

500

cardiac event
after 24 weeks

«25.6% of the
nonresponders

«7.4% of the
responders

*11.2% of the

untreated control
subjects

De Jonge P, et al. Am J Psychiatry 2007,164.1371-1378.



Major depression is a significant
predictor of mortality in AMI pt.s

At 6 months following Ml
, 95%Cl (4.61, 6.87))

At 18 months following M

. 95%C/ (2.42,
25.26)

% Mortality

10 1

Depressed (n=35)

Nondepressed
(n=187)

lllllllllllllllllllllllll

Months Post-M|

Frasure-Smith N, et al. JAMA 1993:.270:1819-1825.
Frasure-Smith N, et al. Circulation 1995,91:999-1005.
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- understandable

Booth BM et al. Arch Intern Med. 1998;158:1551-15509.
Ziegelstein RC et al. Arch Intern Med. 2000;160:1818-1823.
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Beck Depression Inventory

Hamilton Depression Rating
Scale

Hospital Anxiety &
Depression Scale

Montgomery Asberg
Depression Rating Scale

17



Table 4. Logistic regression analvsis of factors affecting misclassification.

BEDI

HADS-D

HAMD

MADRS

Age_ higher
Gender, female

Education, lower

GRACE score_higher

1.04 (1.02-1.07)
1.83 (1.16-2.88)
1.06 (1.01-1.10)

1.01 (1.01-1.02)

102 (0.99-1.03)
1.30 (0.76-2.20)
1.03 (0.98-1.08)

1.02 (1.01-1.03)

1.03 (0.99-1.05)
3.00 (1.74-5.17)
1.05 (1.00-1.10)

1.02 (1.01-1.03)

102 (0.99-1.05)
1.73 (1.07-2.79)
1.04 (0.99-1.08)

1.02 (1.01-1.03)

BDI=Beck Depression Inventory; HADS-D=Hospital Anxietv and Depression Scale-depression

subscale;

HAMD=Hamilton Depression Rating Scale; MADRS=Montgomery Asberg Depression Rating Scale; GRACE

(Global Registrv of Acute Coronarv Events.

Values in bold tvpe show statistical significance (p=0.03).



Hospital Anxiety & Depression Scale
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Selective serotonin reuptake inhibitors (SSRI)

SRI INSERTED

Fluoxetine (Prozac) 20mg
Sertraline (Zoloft) 50mg
Paroxetine (Seroxat) 20mg
Citalopram (Cipram) 20mg

depression lifts

—> ©

receptor

Figure 6-14

22
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SADHART study (sertraline)

Table 6. Antidepressant Efficacy Results"

Sertraline Placebo P Value

All randomized patients

MNao. 186 183

CGI-l score, mean (SD)T 2.57 (0.06) 2.75(0.07) 040

HAM-D change score, mean (SC)E 8.4 (0.41) —7.6(0.41) 4

CGI-l responder, No. (%) 125 (67) g7 (53) 01
Any recurrent MDD

Mo, 26 20

CGI-l score, mean (SD)t 2.49 (0.09) 2.80 (0.09) 02

HAM-D change score, mean (SO)E -2.8 (0.59) -7.6(0.61) 009

CGI-l responder, No. (%) B9 (72) 46 (51) 003
More severe (2 prior episodes plus HAM-D score =18)

MNao. 50 40

CGI-l score, mean (SD)T 241 (0.13) 2.98 (0.12) 002

HAM-D change score, mean (SO)E -12.3 (0.88) —8.9(0.98) 0

CGI-l responder, No. (%) 39 (78) 18 (45) 001

*Patients with no follow-up data are included in the analysis by imputing no change. GGl indicates Clinical Global

Impression Improvement Scale; MDD, major depressive disorder; and HAM-D, Hamilton Depression Scale.

tFor repeated measures of analysis of CGl-l, weeks 2, &, 10, 16, and 24 are used. CGl-l at week Uiz used as a co-
variate in the model. Responders have CGl-| scores of =2 imuch or very much improved) at end paint.

tFor repeated-measures analysis of HAM-D, wesks 6, 10, and 16 are used.

rthits reserved

(Reprinted) JAMA, August 14,

2002—Vol 288, No. 6 707



Citalopram study HE

Table 2. Adjusted Mean Baseline to 12-Week Changes in Depression and Other Outcomes®

Factorisl Groups IPT wa Climical
I | Managemernt
Clinical Clinical 1 Citalopram vs Placebo
IFT + IFT + Managerment Managsment Clinical I 1
Citalopram  Placsbo  + Citalopram  + Placsbo IFT Management P Citalopram  Placebo P
Measuras n=8&T) n=T5 [n=T3) [m=&7) m=142) n=142 Value [(n=142 (n=142 Valus

Primary outcomes: 24-tem HAM-D 137 (9.28 10586 161 (998 12.62.87) 12.1 [9.87) 144087 06 1420209 NMGo=2 005
ecom, mean (5001

Bethesr-aroup differsnce =226 -4 78t 0.27) 33308010 585
[AE.7% Gl

Sacondary cutcome: BDHI 2core, 154 (1067 1.5 (1088 14001067y 1071068} 135106 1240088 37 1470068 111088 005
mean (S04

Bethesr-aroup differsnce 113 =190 10 416 .61 058 o B564)
(05,55 Gl
Explaratany cuboomes
105 score, mean (500 168 (15342 128 15.08) 204 (15.08) 148903130 1480153158 1770318 06 1860315 1380348 002
Bethesr-aroup differsnce =291 [-526ta 015 ATGE 17140 781
[95%: CI
17-tem HAMD soare, 2.0 (7.8 TTED  1MBFen Q370 safeln 1wEsFern 07 107 FEN  s5FEN 02
ran S|
Bethesn-aroup —1.BE{-3.43ta 0.17) 2,19 042 10 3.25)
differsnce [95% Cl}
FPlzcom, mesn (500 =04 041y <007 048 014041 002041 -0 0dE) 00041y BE 004 0.4 00504 05
Bethesr-aroup differsnce =003 (=013 o 00T =00 {01510 G
5% I
PRI score, miean (S0)# —40EE) 20657 -FREETY  10GEN -S5(RE3 -BEGLN 35 A568N  -20E63 004
Bethesr-aroup differsnce =72 [-2.25 1 0EF) =231 {-38610 -0.77)
[B5% Ol

Abbravitions: BO-, Beck Deprazzion nvertarg II; Cl, confidares mtarvak FR, Functional Pedzrmanes Irventary; HAMC, Hamiton Cepression Heting Scale; DS, Inventony of Depres-
sive Severity:, IPRI, Imemperzonal Reletiorehipe Imventory; PT, ntepersonal paychatherapy.

*Adiugted for baseline score, itting both man effacts and 2-way irtaraction in &n Mention-to-trast, st-observation-camied foreard enelyai. Megative valuss for the PRI end IPR indicate
improwermantz.

tE = B9 for IPT x cilalopram intersction.

P = 52 for IPT » cilakpram interaction.

G0 = B4 for IPT » ciakopram intersction.

=94 forlPT = cilalpram nbasction
1P = B2 forIPT = citelopram ntaection
#F = JE for IPT ¢ cialopram intersction.

JAMA, Jatmary 24731, 2007 —Veol 297, No. 4



Cl in i Ctll TI" i aIS.- g oV Linking patients to medical research

A service of the U. S. National Institutes of Health Developed by the National Library of Medidne
Home | Search | Listings | Eesources | Help | What's New | About

Escitalopram in Depressive Patients With Acute Coronary Artery
Syndrome

This study is not vet open for patient recruitment.
Verified by Chonnam National University Hospital January 2007

Sponsored by: Chonnam National University Hospital

Information provided by: Chonnam Mational University Hospital

Clinical Trials.gov Identifier: NCT0O0415471

Purpose

This study aimed to evaluate the efficacy and safety of escitalopram in the treatment
of depressive patients with acute coronary arteryv syndrome (CAS).

Condition Intervention Phase

Depressive Disorder Drug: Escitalopram Phase IV
Coronary Disease

300 286
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— Referance group
== |ntervention group
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1

Recurrent Cardiovascular Disease, %

=
1

0 12 24 36 43 60 72 84 96 1158
Follow-up, mo

Figure 2. Cumulative first recurrent fatal and nonfatal cardiovascular events
during 9 years (108 months) from baseline, adjusted for the influence of age,
sex, marital status, education, smoking habits, comorbidity (number of
previous acute myocardial infarctions, angina pectoris, hyperlipidemia,
hypertension, heart failure, diabetes mellitus, asthma/chronic obstructive
pulmonary disease, and stroke), peripheral artery disease, and 2-year mean
systolic blood pressure, serum cholesterol, and serum triglyceride level, and
scores for vital exhaustion, coping ability resources, and credence in the
future, by treatment group.

Arch Intern Med. 2011;171(2):134-140

1.00

0.95

Proportion Without Major Adverse Cardiac Events

0.80 T
0 1

Hospitalization

Intervention

...............................................

Never depressed

—H-HHHE

No. at Risks=
Intervention
Never depressed
Usual care

Randomization
Duration, mo
80 73
79 74
77 73

Usual care
7 8 9
|
Treatment End
72 71
72 71
70 66

Figure 2. Kaplan-Meier survival curves for major adverse cardiac events in
the Coronary Psychosocial Evaluation Studies for randomized patients and
the nondepressed cohort. *The number at risk at 9 months includes those
who were evaluated during the ninth month.

Arch Intern Med. 2010:170(7):600-608






