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IN
TR

O
D

U
C

TIO
N

Th
e m

o
st co

m
m

o
n

 typ
e o

f h
eart d

isease in
 th

e U
n

ited
 States is C

o
ro

n
ary 

A
rtery D

isease (C
A

D
). Th

e p
revalen

ce o
f d

ep
ressio

n
 am

o
n

g p
atien

ts w
ith

 
C

A
D

 is 3 tim
es h

igh
er th

an
 th

e gen
eral p

o
p

u
latio

n
. Treatm

en
t o

f d
ep

ressio
n

 
is cru

cial fo
r a b

etter o
u

tco
m

e in
 su

ch
 cases, in

clu
d

in
g th

e avo
id

an
ce o

f 
h

eart failu
re, an

o
th

er ep
iso

d
e o

f M
I, card

iac arrhyth
m

ia, an
d

 card
iac d

eath
 

as d
efin

ed
 b

y th
e 4-p

o
in

t M
ajo

r A
d

verse C
ard

io
vascu

lar Even
t (M

A
C

E) scale 
(1). 

P
revio

u
s stu

d
ies su

ggest th
at th

e in
cid

en
ce o

f 4-p
o

in
t M

A
C

E is sign
ifican

tly 
less in

 p
atien

ts treated
 w

ith
 Selective Sero

to
n

in
 R

eu
p

take In
h

ib
ito

rs (SSR
Is) 

(2). H
o

w
ever, m

o
re recen

t stu
d

ies are co
n

trad
ictin

g th
ese rep

o
rts, in

d
icatin

g 
th

at fu
rth

er stu
d

y is n
eed

ed
. W

e w
o

u
ld

 like to
 p

resen
t p

relim
in

ary resu
lts o

f 
o

u
r stu

d
y, th

e effect o
f su

b
th

erap
eu

tic vs th
erap

eu
tic d

o
ses o

f SSR
Is an

d
 

M
A

C
E o

u
tco

m
es. Th

o
u

gh
 it is a sm

all sam
p

le size, o
u

r stu
d

y sh
o

w
ed

 a h
igh

er 
in

cid
en

ce o
f M

A
C

E o
u

tco
m

es w
ith

 su
b

th
erap

u
tic SSR

I d
o

sage. 

1.
To

 id
en

tify th
e 4-p

o
in

t M
A

C
E an

d
 all-cau

se m
o

rtality rate in
 C

A
D

 p
atien

ts 
(M

I, N
STEM

I, o
r u

n
stab

le an
gin

a) w
ith

 d
ep

ressio
n

 w
h

o
 w

ere treated
 w

ith
 

lo
n

g-term
 SSR

Is (at least 3 m
o

n
th

s) co
m

p
ared

 to
 th

o
se w

ith
 C

A
D

 an
d

 
d

ep
ressio

n
 w

h
o

 w
ere n

o
t treated

 w
ith

 SSR
Is o

r th
o

se w
ere treated

 w
ith

 
an

 altern
ative p

sych
o

p
h

arm
aco

lo
gic agen

t o
th

er th
an

 SSR
I. 

2.
Exp

lo
rato

ry an
alyses o

f th
e efficacy o

f lo
n

g-term
 SSR

I u
se in

 C
A

D
 p

atien
ts 

(M
I, N

STEM
I, o

r u
n

stab
le an

gin
a) w

ith
 d

ep
ressio

n
 in

 term
s o

f im
p

ro
vin

g 
d

ep
ressio

n
 sym

p
to

m
s an

d
 p

reven
tin

g fu
rth

er ep
iso

d
es o

f d
ep

ressio
n

 b
y 

u
se o

f P
H

Q
-2 an

d
 P

H
Q

-9 Sco
res. 

3.
To

 exp
lo

re th
e m

ajo
r sid

e-effects o
f lo

n
g-term

 u
se o

f SSR
Is in

 C
A

D
 

p
atien

ts (M
I, N

STEM
I, o

r u
n

stab
le an

gin
a) w

ith
 d

ep
ressio

n
.

Th
is is a retro

sp
ective ch

art review
 o

f C
A

D
 p

atien
ts fro

m
 A

u
gu

st 2011 to
 

D
ecem

b
er 2019.

In
clu

sio
n

 criteria 
1.

Patien
ts p

resen
ted

 in
 o

u
r p

rim
ary care an

d
 card

io
lo

gy o
u

tp
atien

t clin
ics 

w
ith

 C
A

D
 (M

I, N
STEM

I, o
r u

n
stab

le an
gin

a) an
d

 4-p
o

in
t M

A
C

E, b
etw

een
 

A
u

gu
st 2011 an

d
 D

ecem
b

er 2019. 
2.

IC
D

-10 co
d

e co
n

firm
s d

ep
ressio

n
 d

iagn
o

sis. 
3.

Patien
ts ad

m
itted

 to
 th

e o
u

tp
atien

t clin
ic fo

r at least 1 m
o

n
th

. Fo
llo

w
ed

 at 
least o

n
e en

co
u

n
ter statu

s p
o

st  in
d

ex ad
m

issio
n

 > 30 d
ays. 

4.
Patien

t age ran
ge o

f 18 to
 75 years. 

Exclu
sio

n
 criteria 

1.
Patien

ts w
h

o
 d

isco
n

tin
u

ed
 th

erap
y b

efo
re 3 m

o
n

th
s tim

e. 
2.

H
isto

ry 
o

f 
b

ip
o

lar 
d

iso
rd

ers, 
sch

izo
p

h
ren

ia 
sp

ectru
m

 
d

iso
rd

ers, 
an

d
 

n
eu

ro
co

gn
itive d

iso
rd

ers.  
3.

Patien
ts w

h
o

 are o
n

 p
sych

o
tro

p
ic m

ed
icatio

n
s o

th
er th

an
 b

en
zo

d
iazep

in
es 

an
d

 zo
lp

id
em

, zalep
lo

n
, o

r eszo
p

iclo
n

e. 
4.

H
isto

ry o
f su

b
stan

ce u
se in

 a d
ep

en
d

en
t fash

io
n

 w
ith

in
 th

e last year. 
5.

O
th

er acu
te o

r ch
ro

n
ic h

ealth
 co

n
d

itio
n

s kn
o

w
n

 to
 affect card

iac o
u

tco
m

es.
6.

H
isto

ry o
f p

rim
ary b

leed
in

g d
iso

rd
ers. 

M
ETH

O
D

O
LO

G
Y

R
ESU

LTS

D
ISC

U
SSIO

N

CO
N

C
LU

SIO
N

A
lth

o
u

gh
 lim

ited
 b

y a co
rrelatio

n
al d

esign
 an

d
 sm

all sam
p

le size, th
e cu

rren
t 

fin
d

in
gs m

ay serve to
 m

o
tivate fu

rth
er research

 o
n

 relatio
n

s b
etw

een
 C

A
D

, 
SSR

I u
se, an

d
 M

A
C

E even
ts. Fu

rth
er stu

d
ies can

 fo
cu

s o
n

 ad
d

itio
n

al facto
rs 

su
ch

 as p
atien

t geo
grap

h
ic lo

catio
n

, eth
n

icity, b
etw

een
 an

tid
ep

ressan
ts an

d
 

gen
d

er; am
o

n
g o

th
ers.

Fu
tu

re stu
d

ies m
ay also

 w
an

t to
 co

n
sid

er sen
sitivity an

alyses w
h

ich
 exam

in
e 

p
o

ten
tial d

ifferen
ces in

 SSR
I d

o
sin

g at a m
o

re gran
u

lar level. 

 Th
e cu

rren
t stu

d
y exam

in
ed

 p
o

ten
tial relatio

n
s b

etw
een

 th
e in

ten
sity o

f th
e

 

SSR
I d

o
sin

g regim
en

 an
d

 M
A

C
E even

ts. A
ll p

atien
ts w

h
o

 received
 

su
b

-th
erap

eu
tic d

o
ses exp

erien
ced

 at least o
n

e M
A

C
E even

t d
u

rin
g th

eir 

lifetim
e, w

ith
 h

alf exp
erien

cin
g at least 4 su

ch
 even

ts. 

Th
e resu

lts in
d

icated
 a h

igh
er in

cid
en

ce o
f lifetim

e M
A

C
E am

o
n

g p
atien

ts 

w
ith

 su
b

th
erap

eu
tic SSR

I treatm
en

t vs th
erap

eu
tic SSR

I treatm
en

t (m
ed

ian
 

o
f 4 lifetim

e even
ts vs 1.5 lifetim

e even
ts).

G
iven

 th
e sm

all sam
p

le size, th
ese resu

lts sh
o

u
ld

 b
e in

terp
reted

 w
ith

 

cau
tio

n
 an

d
 co

n
sid

ered
 p

relim
in

ary. 
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R
EFER

EN
C

ES

 O
f th

e 142 p
atien

ts in
clu

d
ed

 in
 th

e sam
p

le, 72%
 w

ere p
rescrib

ed
 SSR

Is fo
r > 3 

m
o

n
th

s, an
d

 33%
 exp

erien
ced

 a M
A

C
E even

t fo
llo

w
in

g in
itiatio

n
 o

f treatm
en

t 
w

ith
 SSR

I. A
m

o
n

g th
e 32%

 (n
=38) o

f p
atien

ts p
rescrib

ed
 SSR

I fo
llo

w
in

g C
A

D
 

d
iagn

o
sis, 16%

 (n
=7) w

ere in
itially p

laced
 o

n
 su

b
th

erap
eu

tic d
o

ses.  

Patien
ts in

itially p
laced

 o
n

 su
b

th
erap

eu
tic d

o
ses o

f SSR
I w

ere sign
ifican

tly 
m

o
re likely th

an
 p

atien
ts in

itially o
n

 th
erap

eu
tic d

o
ses to

 exp
erien

ce M
A

C
E 1 

(p
=0.02), M

A
C

E 3 (p
=0.01), any M

A
C

E-related
 o

u
tco

m
e (p

=0.04), an
d

 to
 

exp
erien

ce a h
igh

er n
u

m
b

er o
f M

A
C

E-related
 o

u
tco

m
es (p

=0.01). O
verall, 

p
atien

ts p
laced

 o
n

 su
b

-th
erap

eu
tic regim

en
s h

as a m
ed

ian
 o

f 4 lifetim
e M

A
C

E 
even

ts, co
m

p
ared

 to
 a m

ed
ian

 o
f 1.5 M

A
C

E even
ts am

o
n

g p
atien

ts p
laced

 o
n

 
th

erap
eu

tic regim
en

s (p
=0.02). 

A
d

d
itio

n
al an

alyses d
id

 n
o

t sh
o

w
 any sign

ifican
t d

ifferen
ces b

y age, o
b

esity o
r 

o
th

er d
em

o
grap

h
ic b

etw
een

 p
atien

ts o
n

 su
b

th
erap

eu
tic vs. th

erap
eu

tic d
o

ses. 
H

o
w

ever p
atien

ts o
n

 th
erap

eu
tic d

o
ses o

f SSR
I h

ad
 sign

ifican
tly h

igh
er 

in
cid

en
ce o

f d
iab

etes (p
=0.03). N

o
 o

th
er d

ifferen
ces w

ere fo
u

n
d

 acro
ss clin

ical 
ch

aracteristics. 

A
lth

o
u

gh
 n

o
t sh

o
w

n
, co

m
p

ariso
n

s b
etw

een
 th

o
se o

n
 su

b
th

erap
eu

tic d
o

sages 
o

f m
ed

icatio
n

 an
d

 th
o

se n
o

t o
n

 m
ed

icatio
n

 w
ere also

 exam
in

ed
, w

ith
 

sign
ifican

tly h
igh

er rates o
f M

A
C

E-related
 o

u
tco

m
es fo

u
n

d
 in

 th
e 

su
b

th
erap

eu
tic gro

u
p

.
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