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cells or in a coupled in vitro/in vivounscheduled DNAsynthesis (UDS) assay in rat liver. It was not clastogenic in the in vitrochromosomal aberration assay in 
human lymphocytes or in two in vivo mouse micronucleus assays. Impairment of Fertility When citalopram was administered orally to 16 male and 24 female rats 
prior to and throughout mating and gestation at doses of 32, 48, and 72 mg/kg/day, mating was decreased at all doses, and fertility was decreased at doses !32 
mg/kg/day, approximately 5 times the MRHD of 60 mg/day on a body surface area (mg/m2) basis. Gestation duration was increased at 48 mg/kg/day, 
approximately 8 times the MRHD.  Pregnancy Pregnancy Category C In animal reproduction studies, citalopram has been shown to have adverse effects on 
embryo/fetal and postnatal development, including teratogenic effects, when administered at doses greater than human therapeutic doses. In two rat embryo/
fetal development studies, oral administration of citalopram (32, 56, or 112 mg/kg/day) to pregnant animals during the period of organogenesis resulted in 
decreased embryo/fetal growth and survival and an increased incidence of fetal abnormalities (including cardiovascular and skeletal defects) at the high dose, 
which is approximately 18 times the MRHD of 60 mg/day on a body surface area (mg/m2) basis. This dose was also associated with maternal toxicity (clinical 
signs, decreased body weight gain). The developmental, no-effect dose of 56 mg/kg/day is approximately 9 times the MRHD on a mg/m2basis. In a rabbit study, 
no adverse effects on embryo/fetal development were observed at doses of up to 16 mg/kg/day, or approximately 5 times the MRHD on a mg/m2basis. Thus, 
teratogenic effects were observed at a maternally toxic dose in the rat and were not observed in the rabbit.   When female rats were treated with citalopram (4.8, 
12.8, or  32 mg/kg/day) from late gestation through weaning, increased offspring mortality during the fi rst 4 days after birth and persistent offspring growth 
retardation were observed at the highest dose, which is approximately 5 times the MRHD on a mg/m2basis. The no-effect dose of 12.8 mg/kg/day is 
approximately 2 times the MRHD on a mg/m2basis. Similar effects on offspring mortality and growth were seen when dams were treated throughout gestation 
and early lactation at doses !24 mg/kg/day, approximately 4 times the MRHD on a mg/m2 basis. Ano-effect dose was not determined in that study.  There are 
no adequate and well-controlled studies in pregnant women; therefore, citalopram should be used during pregnancy only if the potential benefi t justifi es the 
potential risk to the fetus. Pregnancy-Nonteratogenic Effects Neonates exposed to Celexa and other SSRIs or SNRIs, late in the third trimester, have developed 
complications requiring prolonged hospitalization, respiratory support, and tube feeding. Such complications can arise immediately upon delivery. Reported 
clinical fi ndings have included respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding diffi culty, vomiting, hypoglycemia, hypotonia, 
hypertonia, hyperrefl exia, tremor, jitteriness, irritability, and constant crying. These features are consistent with either a direct toxic effect of SSRIs and SNRIs 
or, possibly, a drug discontinuation syndrome. It should be noted that, in some cases, the clinical picture is consistent with serotonin syndrome (see WARNINGS). 
When treating a pregnant woman with Celexa during the third trimester, the physician should carefully consider the potential risks and benefi ts of treatment (see 
DOSAGE AND ADMINISTRATION). Labor and Delivery The effect of Celexa on labor and delivery in humans is unknown. Nursing Mothers As has been found to occur 
with many other drugs, citalopram is excreted in human breast milk. There have been two reports of infants experiencing excessive somnolence, decreased 
feeding, and weight loss in association with breastfeeding from a citalopram-treated mother; in one case, the infant was reported to recover completely upon 
discontinuation of citalopram by its mother and in the second case, no follow-up information was available. The decision whether to continue or discontinue either 
nursing or Celexa therapy should take into account the risks of citalopram exposure for the infant and the benefi ts of Celexa treatment for the mother.  Pediatric 
Use Safety and effectiveness in the pediatric population have not been established (see BOX WARNING and WARNINGS—Clinical Worsening and Suicide Risk). Two 
placebo-controlled trials in 407 pediatric patients with MDD have been conducted with Celexa, and the data were not suffi cient to support a claim for use in 
pediatric patients. Anyone considering the use of Celexa in a child or adolescent must balance the potential risks with the clinical need. Geriatric Use Of 4422 
patients in clinical studies of Celexa, 1357 were 60 and over, 1034 were 65 and over, and 457 were 75 and over. No overall differences in safety or effectiveness 
were observed between these subjects and younger subjects, and other reported clinical experience has not identifi ed differences in responses between the 
elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out. Most elderly patients treated with Celexa in clinical trials 
received daily doses between 20 and 40 mg (see DOSAGE AND ADMINISTRATION).  In two pharmacokinetic studies, citalopram AUC was increased by 23% and 
30%, respectively, in elderly subjects as compared to younger subjects, and its half-life was increased by 30% and 50%, respectively (see CLINICAL 
PHARMACOLOGY). 20 mg/day is the recommended dose for most elderly patients (see DOSAGE AND ADMINISTRATION).  ADVERSE REACTIONS The premarketing 
development program for Celexa included citalopram exposures in patients and/or normal subjects from 3 different groups of studies: 429 normal subjects in 
clinical pharmacology/pharmacokinetic studies; 4422 exposures from patients in controlled and uncontrolled clinical trials, corresponding to approximately 1370 
patient-exposure years. There were, in addition, over 19,000 exposures from mostly open-label, European postmarketing studies. The conditions and duration of 
treatment with Celexa varied greatly and included (in overlapping categories) open-label and double-blind studies, inpatient and outpatient studies, fi xed-dose 
and dose-titration studies, and short-term and long-term exposure. Adverse reactions were assessed by collecting adverse events, results of physical 
examinations, vital signs, weights, laboratory analyses, ECGs, and results of ophthalmologic examinations.  Adverse events during exposure were obtained 
primarily by general inquiry and recorded by clinical investigators using terminology of their own choosing. Consequently, it is not possible to provide a meaningful 
estimate of the proportion of individuals experiencing adverse events without fi rst grouping similar types of events into a smaller number of standardized event 
categories. In the tables and tabulations that follow, standard World Health Organization (WHO) terminology has been used to classify reported adverse events.  
The stated frequencies of adverse events represent the proportion of individuals who experienced, at least once, a treatmentemergent adverse event of the type 
listed. An event was considered treatment-emergent if it occurred for the fi rst time or worsened while receiving therapy following baseline evaluation. Adverse 
Findings Observed in Short-Term, Placebo-Controlled Trials Adverse Events Associated with Discontinuation of Treatment Among 1063 depressed patients who 
received Celexa at doses ranging from 10 to 80 mg/day in placebo-controlled trials of up to 6 weeks in duration, 16% discontinued treatment due to an adverse 
event, as compared to 8% of 446 patients receiving placebo. The adverse events associated with discontinuation and considered drug-related (i.e., associated with 
discontinuation in at least 1% of Celexa-treated patients at a rate at least twice that of placebo) are shown in TABLE 1. It should be noted that one patient can 
report more than one reason for discontinuation and be counted more than once in this table.  TABLE 1 Adverse Events Associated with Discontinuation of 
Treatment in Short-Term, Placebo-Controlled, Depression Trials Percentage of Patients Discontinuing Due to Adverse Event Citalopram Placebo (N=1063) 
(N=446) Body System/Adverse Event General Asthenia 1% <1% Gastrointestinal Disorders Nausea 4% 0% Dry Mouth 1% <1% Vomiting 1% 0% Central and 
Peripheral  Nervous System Disorders Dizziness 2% <1% Psychiatric Disorders Insomnia 3% 1% Somnolence 2% 1% Agitation 1% <1% Adverse Events 
Occurring at an Incidence of 2% or More Among Celexa -Treated Patients Table 2 enumerates the incidence, rounded to the nearest percent, of treatment-
emergent adverse events that occurred among 1063 depressed patients who received Celexa at doses ranging from 10 to 80 mg/day in placebo-controlled trials 
of up to 6 weeks in duration. Events included are those occurring in 2% or more of patients treated with Celexa and for which the incidence in patients treated 
with Celexa was greater than the incidence in placebo-treated patients.  The prescriber should be aware that these fi gures cannot be used to predict the incidence 
of adverse events in the course of usual medical practice where patient characteristics and other factors differ from those which prevailed in the clinical trials. 
Similarly, the cited frequencies cannot be compared with fi gures obtained from other clinical investigations involving different treatments, uses, and investigators. 
The cited fi gures, however, do provide the prescribing physician with some basis for estimating the relative contribution of drug and non-drug factors to the 
adverse event incidence rate in the population studied. The only commonly observed adverse event that occurred in Celexa patients with an incidence of 5% or 
greater and at least twice the incidence in placebo patients was ejaculation disorder (primarily ejaculatory delay) in male patients (see TABLE 2). TABLE 2 
Treatment-Emergent Adverse Events: Incidence in Placebo-Controlled Clinical Trials* (Percentage of Patients Reporting Event) Body System/Adverse Event 
Celexa Placebo N=1063) (N=446) Autonomic Nervous System  Disorders Dry Mouth 20% 14% Sweating Increased 11% 9% Central & Peripheral Nervous  System 
Disorders Tremor 8% 6% Gastrointestinal Disorders Nausea 21% 14% Diarrhea 8% 5% Dyspepsia 5% 4% Vomiting 4% 3% Abdominal Pain 3% 2% General 
Fatigue 5% 3% Fever 2% <1% Musculoskeletal System  Disorders Arthralgia 2% 1% Myalgia 2% 1% Psychiatric Disorders Somnolence 18% 10% Insomnia 15% 
14% Anxiety 4% 3% Anorexia 4% 2% Agitation 3% 1% Dysmenorrhea1 3% 2% Libido Decreased 2% <1% Yawning 2% <1% Respiratory System Disorders 
Upper Respiratory Tract Infection 5% 4% Rhinitis 5% 3% Sinusitis 3% <1% Urogenital Ejaculation Disorder2,3 6% 1% Impotence3 3% <1% *Events reported 
by at least 2% of patients treated with Celexa are reported, except for the following events which had an incidence on placebo !Celexa: headache, asthenia, 
dizziness, constipation, palpitation, vision abnormal, sleep disorder, nervousness, pharyngitis, micturition disorder, back pain. 1Denominator used was for females 
only (N=638 Celexa; N=252 placebo). 2Primarily ejaculatory delay. 3Denominator used was for males only (N=425 Celexa; N=194 placebo). Dose Dependency of 
Adverse Events The potential relationship between the dose of Celexa administered and the incidence of adverse events was examined in a fi xed-dose study in 
depressed patients receiving placebo or Celexa 10, 20, 40, and 60 mg. Jonckheere’s trend test revealed a positive dose response (p<0.05) for the following 
adverse events: fatigue, impotence, insomnia, sweating increased, somnolence, and yawning.  Male and Female Sexual Dysfunction with SSRIs Although changes 
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k
 o

f s
u

ic
id

a
lity

 w
a
s
 m

o
s
t c

o
n

s
is

te
n

tly
 o

b
s
e
r
v
e
d

 in
 th

e
 M

D
D

 tr
ia

ls
, b

u
t th

e
r
e
 w

e
r
e
 s

ig
n

a
ls

 o
f r

is
k
 a

r
is

in
g

 fr
o

m
 

s
o

m
e
 tr

ia
ls

 in
 o

th
e
r
 p

s
y
c
h

ia
tr

ic
 in

d
ic

a
tio

n
s
 (

o
b

s
e
s
s
iv

e
 c

o
m

p
u

ls
iv

e
 d

is
o

r
d

e
r
 a

n
d

 s
o

c
ia

l a
n

x
ie

ty
 d

is
o

r
d

e
r
)
 a

s
 w

e
ll. N

o
 s

u
ic

id
e
s
 o

c
c
u

r
r
e
d

 in
 a

n
y
 o

f th
e
s
e
 tr

ia
ls

. I
t is

 
u

n
k
n

o
w

n
 w

h
e
th

e
r
 th

e
 s

u
ic

id
a
lity

 r
is

k
 in

 p
e
d

ia
tr

ic
 p

a
tie

n
ts

 e
x
te

n
d

s
 to

 lo
n

g
e
r
-te

r
m

 u
s
e
, i.e

., b
e
y
o

n
d

 s
e
v
e
r
a
l m

o
n

th
s
. I

t is
 a

ls
o

 u
n

k
n

o
w

n
 w

h
e
th

e
r
 th

e
 s

u
ic

id
a
lity

 r
is

k
 

e
x
te

n
d

s
 to

 a
d

u
lts

. A
ll p

e
d

ia
tr

ic
 p

a
tie

n
ts

 b
e
in

g
 tr

e
a
te

d
 w

ith
 a

n
tid

e
p

r
e
s
s
a
n

ts
 fo

r
 a

n
y
 in

d
ic

a
tio

n
 s

h
o

u
ld

 b
e
 o

b
s
e
r
v
e
d

 c
lo

s
e
ly

 fo
r
 c

lin
ic

a
l w

o
r
s
e
n

in
g

, s
u

ic
id

a
lity

, a
n

d
 

u
n

u
s
u

a
l c

h
a
n

g
e
s
 in

 b
e
h

a
v
io

r
, e

s
p

e
c
ia

lly
 d

u
r
in

g
 th

e
 in

itia
l fe

w
 m

o
n

th
s
 o

f a
 c

o
u

r
s
e
 o

f d
r
u

g
 th

e
r
a
p

y
, o

r
 a

t tim
e
s
 o

f d
o

s
e
 c

h
a
n

g
e
s
, e

ith
e
r
 in

c
r
e
a
s
e
s
 o

r
 d

e
c
r
e
a
s
e
s
. S

u
c
h

 
o

b
s
e
r
v
a
tio

n
 w

o
u

ld
 g

e
n

e
r
a
lly

 in
c
lu

d
e
 a

t le
a
s
t w

e
e
k
ly

 fa
c
e
-to

fa
c
e
 c

o
n

ta
c
t w

ith
 p

a
tie

n
ts

 o
r
 th

e
ir

 fa
m

ily
 m

e
m

b
e
r
s
 o

r
 c

a
r
e
g

iv
e
r
s
 d

u
r
in

g
 th

e
 fi r

s
t 4

 w
e
e
k
s
 o

f tr
e
a
tm

e
n

t, 
th

e
n

 
e
v
e
r
y
 
o

th
e
r
 
w

e
e
k
 
v
is

its
 
fo

r
 
th

e
 
n

e
x
t 

4
 
w

e
e
k
s
, 

th
e
n

 
a
t 

1
2

 
w

e
e
k
s
, 

a
n

d
 
a
s
 
c
lin

ic
a
lly

 
in

d
ic

a
te

d
 
b

e
y
o

n
d

 
1

2
 
w

e
e
k
s
. 

A
d

d
itio

n
a
l 

c
o

n
ta

c
t 

b
y
 
te

le
p

h
o

n
e
 
m

a
y
 
b

e
 

a
p

p
r
o

p
r
ia

te
 b

e
tw

e
e
n

 fa
c
e
-to

-fa
c
e
 v

is
its

.  A
d

u
lts

 w
ith

 M
D

D
 o

r
 c

o
-m

o
r
b

id
 d

e
p

r
e
s
s
io

n
 in

 th
e
 s

e
ttin

g
 o

f o
th

e
r
 p

s
y
c
h

ia
tr

ic
 illn

e
s
s
 b

e
in

g
 tr

e
a
te

d
 w

ith
 a

n
tid

e
p

r
e
s
s
a
n

ts
 

s
h

o
u

ld
 b

e
 o

b
s
e
r
v
e
d

 s
im

ila
r
ly

 fo
r
 c

lin
ic

a
l w

o
r
s
e
n

in
g

 a
n

d
 s

u
ic

id
a
lity

, e
s
p

e
c
ia

lly
 d

u
r
in

g
 th

e
 in

itia
l fe

w
 m

o
n

th
s
 o

f a
 c

o
u

r
s
e
 o

f d
r
u

g
 th

e
r
a
p

y
, o

r
 a

t tim
e
s
 o

f d
o

s
e
 c

h
a
n

g
e
s
, 

e
ith

e
r
 in

c
r
e
a
s
e
s
 o

r
 d

e
c
r
e
a
s
e
s
. T

h
e
 fo

llo
w

in
g

 s
y
m

p
to

m
s
, a

n
x
ie

ty
, a

g
ita

tio
n

, p
a
n

ic
 a

tta
c
k
s
, in

s
o

m
n

ia
, ir

r
ita

b
ility

, h
o

s
tility

, a
g

g
r
e
s
s
iv

e
n

e
s
s
, im

p
u

ls
iv

ity
, a

k
a
th

is
ia

 
(
p

s
y
c
h

o
m

o
to

r
 r

e
s
tle

s
s
n

e
s
s
)
, h

y
p

o
m

a
n

ia
, a

n
d

 m
a
n

ia
, h

a
v
e
 b

e
e
n

 r
e
p

o
r
te

d
 in

 a
d

u
lt a

n
d

 p
e
d

ia
tr

ic
 p

a
tie

n
ts

 b
e
in

g
 tr

e
a
te

d
 w

ith
 a

n
tid

e
p

r
e
s
s
a
n

ts
 fo

r
 m

a
jo

r
 d

e
p

r
e
s
s
iv

e
 

d
is

o
r
d

e
r
 a

s
 w

e
ll a

s
 fo

r
 o

th
e
r
 in

d
ic

a
tio

n
s
, b

o
th

 p
s
y
c
h

ia
tr

ic
 a

n
d

 n
o

n
p

s
y
c
h

ia
tr

ic
. A

lth
o

u
g

h
 a

 c
a
u

s
a
l lin

k
 b

e
tw

e
e
n

 th
e
 e

m
e
r
g

e
n

c
e
 o

f s
u

c
h

 s
y
m

p
to

m
s
 a

n
d

 e
ith

e
r
 th

e
 

w
o

r
s
e
n

in
g

 o
f d

e
p

r
e
s
s
io

n
 a

n
d

/
o

r
 th

e
 e

m
e
r
g

e
n

c
e
 o

f s
u

ic
id

a
l im

p
u

ls
e
s
 h

a
s
 n

o
t b

e
e
n

 e
s
ta

b
lis

h
e
d

, th
e
r
e
 is

 c
o

n
c
e
r
n

 th
a
t s

u
c
h

 s
y
m

p
to

m
s
 m

a
y
 r

e
p

r
e
s
e
n

t p
r
e
c
u

r
s
o

r
s
 to

 
e
m

e
r
g

in
g

 s
u

ic
id

a
lity

. C
o

n
s
id

e
r
a
tio

n
 s

h
o

u
ld

 b
e
 g

iv
e
n

 to
 c

h
a
n

g
in

g
 th

e
 th

e
r
a
p

e
u

tic
 r

e
g

im
e
n

, in
c
lu

d
in

g
 p

o
s
s
ib

ly
 d

is
c
o

n
tin

u
in

g
 th

e
 m

e
d

ic
a
tio

n
, in

 p
a
tie

n
ts

 w
h

o
s
e
 

d
e
p

r
e
s
s
io

n
 is

 p
e
r
s
is

te
n

tly
 w

o
r
s
e
, o

r
 w

h
o

 a
r
e
 e

x
p

e
r
ie

n
c
in

g
 e

m
e
r
g

e
n

t s
u

ic
id

a
lity

 o
r
 s

y
m

p
to

m
s
 th

a
t m

ig
h

t b
e
 p

r
e
c
u

r
s
o

r
s
 to

 w
o

r
s
e
n

in
g

 d
e
p

r
e
s
s
io

n
 o

r
 s

u
ic

id
a
lity

, 
e
s
p

e
c
ia

lly
 if th

e
s
e
 s

y
m

p
to

m
s
 a

r
e
 s

e
v
e
r
e
, a

b
r
u

p
t in

 o
n

s
e
t, o

r
 w

e
r
e
 n

o
t p

a
r
t o

f th
e
 p

a
tie

n
t’s

 p
r
e
s
e
n

tin
g

 s
y
m

p
to

m
s
. I

f th
e
 d

e
c
is

io
n

 h
a
s
 b

e
e
n

 m
a
d

e
 to

 d
is

c
o

n
tin

u
e
 

tr
e
a
tm

e
n

t, m
e
d

ic
a
tio

n
 s

h
o

u
ld

 b
e
 ta

p
e
r
e
d

, a
s
 r

a
p

id
ly

 a
s
 is

 fe
a
s
ib

le
, b

u
t w

ith
 r

e
c
o

g
n

itio
n

 th
a
t a

b
r
u

p
t d

is
c
o

n
tin

u
a
tio

n
 c

a
n

 b
e
 a

s
s
o

c
ia

te
d

 w
ith

 c
e
r
ta

in
 s

y
m

p
to

m
s
 (

s
e
e
 

P
R

E
C

A
U

T
I
O

N
S

 a
n

d
 D

O
S

A
G

E
 A

N
D

 A
D

M
I
N

I
S

T
R

A
T
I
O

N
—

D
is

c
o

n
tin

u
a
tio

n
 o

f T
r
e
a
tm

e
n

t w
ith

 C
e
le

x
a
, fo

r
 a

 d
e
s
c
r
ip

tio
n

 o
f th

e
 r

is
k
s
 o

f d
is

c
o

n
tin

u
a
tio

n
 o

f C
e
le

x
a
)
. F

a
m

ilie
s
 

a
n

d
 c

a
r
e
g

iv
e
r
s
 o

f p
e
d

ia
tr

ic
 p

a
tie

n
ts

 b
e
in

g
 tr

e
a
te

d
 w

ith
 a

n
tid

e
p

r
e
s
s
a
n

ts
 fo

r
 m

a
jo

r
 d

e
p

r
e
s
s
iv

e
 d

is
o

r
d

e
r
 o

r
 o

th
e
r
 in

d
ic

a
tio

n
s
, b

o
th

 p
s
y
c
h

ia
tr

ic
 a

n
d

 n
o

n
p

s
y
c
h

ia
tr

ic
, 

s
h

o
u

ld
 b

e
 a

le
r
te

d
 a

b
o

u
t th

e
 n

e
e
d

 to
 m

o
n

ito
r
 p

a
tie

n
ts

 fo
r
 th

e
 e

m
e
r
g

e
n

c
e
 o

f a
g

ita
tio

n
, ir

r
ita

b
ility

, u
n

u
s
u

a
l c

h
a
n

g
e
s
 in

 b
e
h

a
v
io

r
, a

n
d

 th
e
 o

th
e
r
 s

y
m

p
to

m
s
 d

e
s
c
r
ib

e
d

 
a
b

o
v
e
, 

a
s
 
w

e
ll 

a
s
 
th

e
 
e
m

e
r
g

e
n

c
e
 
o

f 
s
u

ic
id

a
lity

, 
a
n

d
 
to

 
r
e
p

o
r
t 

s
u

c
h

 
s
y
m

p
to

m
s
 
im

m
e
d

ia
te

ly
 
to

 
h

e
a
lth

 
c
a
r
e
 
p

r
o

v
id

e
r
s
. 

S
u

c
h

 
m

o
n

ito
r
in

g
 
s
h

o
u

ld
 
in

c
lu

d
e
 
d

a
ily

 
o

b
s
e
r
v
a
tio

n
 b

y
 fa

m
ilie

s
 a

n
d

 c
a
r
e
g

iv
e
r
s
. P

r
e
s
c
r
ip

tio
n

s
 fo

r
 C

e
le

x
a
 s

h
o

u
ld

 b
e
 w

r
itte

n
 fo

r
 th

e
 s

m
a
lle

s
t q

u
a
n

tity
 o

f ta
b

le
ts

 c
o

n
s
is

te
n

t w
ith

 g
o

o
d

 p
a
tie

n
t m

a
n

a
g

e
m

e
n

t, 
in

 o
r
d

e
r
 to

 r
e
d

u
c
e
 th

e
 r

is
k
 o

f o
v
e
r
d

o
s
e
. F

a
m

ilie
s
 a

n
d

 c
a
r
e
g

iv
e
r
s
 o

f a
d

u
lts

 b
e
in

g
 tr

e
a
te

d
 fo

r
 d

e
p

r
e
s
s
io

n
 s

h
o

u
ld

 b
e
 s

im
ila

r
ly

 a
d

v
is

e
d

. S
c
r
e
e
n

in
g

 P
a
tie

n
ts

 fo
r
 B

ip
o

la
r
 

D
is

o
r
d

e
r
: A

m
a
jo

r
 d

e
p

r
e
s
s
iv

e
 e

p
is

o
d

e
 m

a
y
 b

e
 th

e
 in

itia
l p

r
e
s
e
n

ta
tio

n
 o

f b
ip

o
la

r
 d

is
o

r
d

e
r
. I

t is
 g

e
n

e
r
a
lly

 b
e
lie

v
e
d

 (
th

o
u

g
h

 n
o

t e
s
ta

b
lis

h
e
d

 in
 c

o
n

tr
o

lle
d

 tr
ia

ls
)
 th

a
t 

tr
e
a
tin

g
 s

u
c
h

 a
n

 e
p

is
o

d
e
 w

ith
 a

n
 a

n
tid

e
p

r
e
s
s
a
n

t a
lo

n
e
 m

a
y
 in

c
r
e
a
s
e
 th

e
 lik

e
lih

o
o

d
 o

f p
r
e
c
ip

ita
tio

n
 o

f a
 m

ix
e
d

/
m

a
n

ic
 e

p
is

o
d

e
 in

 p
a
tie

n
ts

 a
t r

is
k
 fo

r
 b

ip
o

la
r
 d

is
o

r
d

e
r
. 

W
h

e
th

e
r
 a

n
y
 o

f th
e
 s

y
m

p
to

m
s
 d

e
s
c
r
ib

e
d

 a
b

o
v
e
 r

e
p

r
e
s
e
n

t s
u

c
h

 a
 c

o
n

v
e
r
s
io

n
 is

 u
n

k
n

o
w

n
. H

o
w

e
v
e
r
, p

r
io

r
 to

 in
itia

tin
g

 tr
e
a
tm

e
n

t w
ith

 a
n

 a
n

tid
e
p

r
e
s
s
a
n

t, p
a
tie

n
ts

 
w

ith
 d

e
p

r
e
s
s
iv

e
 s

y
m

p
to

m
s
 s

h
o

u
ld

 b
e
 a

d
e
q

u
a
te

ly
 s

c
r
e
e
n

e
d

 to
 d

e
te

r
m

in
e
 if th

e
y
 a

r
e
 a

t r
is

k
 fo

r
 b

ip
o

la
r
 d

is
o

r
d

e
r
; s

u
c
h

 s
c
r
e
e
n

in
g

 s
h

o
u

ld
 in

c
lu

d
e
 a

 d
e
ta

ile
d

 p
s
y
c
h

ia
tr

ic
 

h
is

to
r
y
, in

c
lu

d
in

g
 a

 fa
m

ily
 h

is
to

r
y
 o

f s
u

ic
id

e
, b

ip
o

la
r
 d

is
o

r
d

e
r
, a

n
d

 d
e
p

r
e
s
s
io

n
. I

t s
h

o
u

ld
 b

e
 n

o
te

d
 th

a
t C

e
le

x
a
 is

 n
o

t a
p

p
r
o

v
e
d

 fo
r
 u

s
e
 in

 tr
e
a
tin

g
 b

ip
o

la
r
 d

e
p

r
e
s
s
io

n
. 

P
o

te
n

tia
l fo

r
 I

n
te

r
a
c
tio

n
 w

ith
 M

o
n

o
a
m

in
e
 O

x
id

a
s
e
 I

n
h

ib
ito

r
s
  I

n
 p

a
tie

n
ts

 r
e
c
e
iv

in
g

 s
e
r
o

to
n

in
 r

e
u

p
ta

k
e
 in

h
ib

ito
r
 d

r
u

g
s
 in

 c
o

m
b

in
a
tio

n
 w

ith
 a

 m
o

n
o

a
m

in
e
 o

x
id

a
s
e
 

in
h

ib
ito

r
 (

M
A

O
I
)
, th

e
r
e
 h

a
v
e
 b

e
e
n

 r
e
p

o
r
ts

 o
f s

e
r
io

u
s
, s

o
m

e
tim

e
s
 fa

ta
l, r

e
a
c
tio

n
s
 in

c
lu

d
in

g
 h

y
p

e
r
th

e
r
m

ia
, r

ig
id

ity
, m

y
o

c
lo

n
u

s
, a

u
to

n
o

m
ic

 in
s
ta

b
ility

 w
ith

 p
o

s
s
ib

le
 

r
a
p

id
 fl u

c
tu

a
tio

n
s
 o

f v
ita

l s
ig

n
s
, a

n
d

 m
e
n

ta
l s

ta
tu

s
 c

h
a
n

g
e
s
 th

a
t in

c
lu

d
e
 e

x
tr

e
m

e
 a

g
ita

tio
n

 p
r
o

g
r
e
s
s
in

g
 to

 d
e
lir

iu
m

 a
n

d
 c

o
m

a
. T

h
e
s
e
 r

e
a
c
tio

n
s
 h

a
v
e
 a

ls
o

 b
e
e
n

 
r
e
p

o
r
te

d
 
in

 
p

a
tie

n
ts

 
w

h
o

 
h

a
v
e
 
r
e
c
e
n

tly
 
d

is
c
o

n
tin

u
e
d

 
S

S
R

I
 
tr

e
a
tm

e
n

t 
a
n

d
 
h

a
v
e
 
b

e
e
n

 
s
ta

r
te

d
 
o

n
 
a
n

 
M

A
O

I
. 

S
o

m
e
 
c
a
s
e
s
 
p

r
e
s
e
n

te
d

 
w

ith
 
fe

a
tu
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p
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d
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c
o

n
fu

s
io

n
, 

h
e
a
d

a
c
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e
r
 

il
ln

e
s
s
e
s
 c
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n

 l
e
a
d
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o
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u

ic
id

e
. 

I
n

 s
o

m
e
 c

h
il
d

r
e
n
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n

d
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e
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n
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g

e
r
s
, 

tr
e
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tm
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n
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w

it
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n
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d
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p
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e
s
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n
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in

c
r
e
a
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u
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c
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t 
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 d
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c
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 d
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p
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o
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 c
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il
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h
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u
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c
h
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h
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c
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o
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 u
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d
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p
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n
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th

e
r
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id
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ff
e
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 c
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n
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c
c
u

r
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it
h
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ti
d

e
p
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e
s
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n
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c
ti

o
n

 b
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f 
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ll
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h
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n
ti

d
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p

r
e
s
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n
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n
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o

x
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e
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P
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c
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b
e
e
n

 F
D
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d
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 d
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 c
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 d
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 c
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v
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P
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n

d
 c
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o

u
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h
c
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r
e
 p
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o
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r
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u
g

g
e
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r
 a
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d
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r
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s
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r
 c

h
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 c
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c
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h
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ff
e
c
ts

 c
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c
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c
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c
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 d
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u
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r
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c
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A
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o
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d
r
u

g
s
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h
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a
k
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n
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n
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p

r
e
s
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n

t.
 A

s
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u
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e
a
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h
c
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r
e
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o

v
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r
 p

h
a
r
m
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c
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t 
w
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r
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r
m
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r
e
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p
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r
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c
e
u

ti
c
a
ls

 
*

A
n

a
fr

a
n

il
®

 
is

 
a
 
r
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d
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m
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c
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h
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u
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 b

e
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p

p
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 b
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o

o
d

 a
n

d
 D
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a
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s
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h
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u
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 c
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e
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a
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is
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u
r
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 d
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d
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c
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c
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d
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p
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c
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c
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c
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c
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d
g

m
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n
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o
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, p
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tie

n
ts
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h

o
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e
 c

a
u

tio
n

e
d
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b

o
u

t o
p

e
r
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tin

g
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z
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u
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c
h
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s
, u
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e
y
 a

r
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c
e
r
ta

in
 th

a
t C
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 d
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c
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c
tiv

itie
s
. U

s
e
 in

 P
a
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 C
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n
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c
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 c
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y
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v
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 d
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c
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t b
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 p
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c
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c
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b
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 d
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 c
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 p
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c
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c
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c
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c
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w
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d
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v
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c
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C

G
 a

b
n
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r
m
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s
. I

n
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u
b
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c
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e
p
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p
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m
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n
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lo
p

r
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m

 c
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r
a
n

c
e
 w

a
s
 d
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c
r
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s
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n
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 p
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 c
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c
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h
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s
e
 o

f 
C
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e
p
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 p
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h
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 c
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w
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 d
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d
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 c
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 d
r
u

g
 in

 u
r
in

e
 is

 a
 m

in
o

r
 r

o
u

te
 o

f e
lim

in
a
tio

n
. U

n
til a

d
e
q

u
a
te

 n
u

m
b

e
r
s
 o

f p
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 b
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 d
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 c
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 c
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a
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R
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y
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r
e
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d
v
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 d
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u

s
s
 th

e
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u
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 p

a
tie

n
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r
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e
y
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r
e
s
c
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x
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g
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d
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e
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x
a
 h
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t b
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w

n
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p
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 p
s
y
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h

o
m

o
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r
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r
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r
m
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n

c
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n
y
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s
y
c
h

o
a
c
tiv

e
 d

r
u
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p
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ir

 ju
d
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m
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n

t, th
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k
in

g
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 m

o
to

r
 s
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, s
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p

a
tie

n
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h
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u

ld
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e
 c

a
u

tio
n

e
d
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b

o
u

t o
p

e
r
a
tin

g
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z
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d
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u
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c
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e
r
y
, in

c
lu

d
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g
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u
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o
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ile

s
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til th
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r
e
 r

e
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 c
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r
a
p

y
 d
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c
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c
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 b
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t b
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c
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c
r
e
a
s
e
 th

e
 

m
e
n

ta
l a

n
d

 m
o

to
r
 s
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 c
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 c
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 d
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 b
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e
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 p
h
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r
 p
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r
e
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c
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 d
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 p
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c
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 b
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 c

o
n

c
o

m
ita

n
t u

s
e
 o

f C
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 d
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 c
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 d
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 b
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c
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c
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f b
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 b
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 p
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 b
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t d
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 b
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 p
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 m
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 C
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 b
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 c
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 d
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c
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c
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 p
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 c
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 C
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 c

o
u

n
s
e
l 

th
e
m

 in
 its

 a
p

p
r
o

p
r
ia

te
 u

s
e
. A

p
a
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 C
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b
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c
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c
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 c
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n
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 c
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 c
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b
ta

in
 a

n
s
w

e
r
s
 to

 a
n

y
 q

u
e
s
tio

n
s
 th

e
y
 m

a
y
 h

a
v
e
. T

h
e
 c
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 d
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 b
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 p
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c
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c
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n
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g

 a
n

d
 S

u
ic

id
e
 R

is
k
: P

a
tie

n
ts

, th
e
ir

 fa
m

ilie
s
, a

n
d

 th
e
ir

 c
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 b
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c
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c
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b
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c
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r
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p
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 b
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f d
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c
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 d
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 d
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 c
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c
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c
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 d
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 c
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 b
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 p
r
o

fe
s
s
io

n
a
l, e

s
p

e
c
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b
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 p
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c
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 b

e
 a

s
s
o

c
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c
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 r
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 b
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 c
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. D
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 D
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c
ts

 
o

f 
c
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c
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c
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 d
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 c
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 c
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 d
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r
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c
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R
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R
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r
e
 
W

ith
 

H
e
m

o
s
ta

s
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r
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 p
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 c

a
s
e
-c

o
n

tr
o

l a
n

d
 

c
o

h
o

r
t d

e
s
ig

n
 th

a
t h

a
v
e
 d
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 b
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 d
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c
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t c
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f b
le

e
d

in
g

. T
h

u
s
, p

a
tie

n
ts

 s
h

o
u

ld
 b

e
 c
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 d
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c
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 d
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, c
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 d
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 c
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n
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c
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c
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 d
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, c
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 d
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ifi c
a
n

tly
 

a
ffe

c
t th

e
 p

h
a
r
m

a
c
o

k
in

e
tic

s
 o

f e
ith

e
r
 c
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 d
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f C
e
le

x
a
 (

4
0

 m
g

/
d

a
y
 fo

r
 1

0
 d
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 d
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f c
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, p
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 b
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p
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 d
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 c
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c
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, c
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 c
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 c
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 d
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 c
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 d
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c
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 c
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f p
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c
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 p
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c
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f C
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 d
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 d
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 p
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 d
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d
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, p
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 p
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r
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in sexual desire, sexual performance, and sexual satisfaction often occur as manifestations of a psychiatric disorder, they may also be a consequence of 
pharmacologic treatment. In particular, some evidence suggests that SSRIs can cause such untoward sexual experiences. Reliable estimates of the incidence and 
severity of untoward experiences involving sexual desire, performance, and satisfaction are diffi cult to obtain, however, in part because patients and physicians 
may be reluctant to discuss them. Accordingly, estimates of the incidence of untoward sexual experience and performance cited in product labeling, are likely to 
underestimate their actual incidence. The table below displays the incidence of sexual side effects reported by at least 2% of patients taking Celexa in a pool of 
placebo-controlled clinical trials in patients with depression. Treatment Celexa Placebo (425 males) (194 males) Abnormal Ejaculation 6.1% 1% (mostly 
ejaculatory delay) (males only) (males only) Libido Decreased 3.8% <1% (males only) (males only) Impotence 2.8% <1% (males only) (males only) In female 
depressed patients receiving Celexa, the reported incidence of decreased libido and anorgasmia was 1.3% (n=638 females) and 1.1% (n=252 females), 
respectively. There are no adequately designed studies examining sexual dysfunction with citalopram treatment. Priapism has been reported with all SSRIs. While 
it is diffi cult to know the precise risk of sexual dysfunction associated with the use of SSRIs, physicians should routinely inquire about such possible side effects.  
Vital Sign Changes Celexa and placebo groups were compared with respect to (1) mean change from baseline in vital signs (pulse, systolic blood pressure, and 
diastolic blood pressure) and (2) the incidence of patients meeting criteria for potentially clinically signifi cant changes from baseline in these variables. These 
analyses did not reveal any clinically important changes in vital signs associated with Celexa treatment. In addition, a comparison of supine and standing vital sign 
measures for Celexa and placebo treatments indicated that Celexa treatment is not associated with orthostatic changes.  Weight Changes Patients treated with 
Celexa in controlled trials experienced a weight loss of about 0.5 kg compared to no change for placebo patients.  Laboratory Changes Celexa and placebo groups 
were compared with respect to (1) mean change from baseline in various serum chemistry, hematology, and urinalysis variables, and (2) the incidence of patients 
meeting criteria for potentially clinically signifi cant changes from baseline in these variables. These analyses revealed no clinically important changes in laboratory 
test parameters associated with Celexa treatment.    ECG Changes Electrocardiograms from Celexa (N=802) and placebo (N=241) groups were compared with 
respect to (1) mean change from baseline in various ECG parameters, and (2) the incidence of patients meeting criteria for potentially clinically signifi cant changes 
from baseline in these variables. The only statistically signifi cant drug-placebo difference observed was a decrease in heart rate for Celexa of 1.7 bpm compared 
to no change in heart rate for placebo. There were no observed differences in QTor other ECG intervals. Other Events Observed During the Premarketing Evaluation 
of Celexa (citalopram HBr) Following is a list of WHO terms that refl ect treatment-emergent adverse events, as defi ned in the introduction to the ADVERSE 
REACTIONS section, reported by patients treated with Celexa at multiple doses in a range of 10 to 80 mg/day during any phase of a trial within the premarketing 
database of 4422 patients. All reported events are included except those already listed in Table 2 or elsewhere in labeling, those events for which a drug cause 
was remote, those event terms which were so general as to be uninformative, and those occurring in only one patient. It is important to emphasize that, although 
the events reported occurred during treatment with Celexa, they were not necessarily caused by it. Events are further categorized by body system and listed in 
order of decreasing frequency according to the following defi nitions: frequent adverse events are those occurring on one or more occasions in at least 1/100 
patients; infrequent adverse events are those occurring in less than 1/100 patients but at least 1/1000 patients; rare events are those occurring in fewer than 
1/1000 patients. Cardiovascular - Frequent: tachycardia, postural hypotension, hypotension. Infrequent: hypertension, bradycardia, edema (extremities), angina 
pectoris, extrasystoles, cardiac failure, fl ushing, myocardial infarction, cerebrovascular accident, myocardial ischemia. Rare: transient ischemic attack, phlebitis, 
atrial fi brillation, cardiac arrest, bundle branch block. Central and Peripheral Nervous System Disorders- Frequent: paresthesia, migraine. Infrequent: 
hyperkinesia, vertigo, hypertonia, extrapyramidal disorder, leg cramps, involuntary muscle contractions, hypokinesia, neuralgia, dystonia, abnormal gait, 
hypesthesia, ataxia. Rare: abnormal coordination, hyperesthesia, ptosis, stupor. Endocrine Disorders - Rare: hypothyroidism, goiter, gynecomastia. 
Gastrointestinal Disorders- Frequent: saliva increased, fl atulence. Infrequent: gastritis, gastroenteritis, stomatitis, eructation, hemorrhoids, dysphagia, teeth 
grinding, gingivitis, esophagitis. Rare: colitis, gastric ulcer, cholecystitis, cholelithiasis, duodenal ulcer, gastroesophageal refl ux, glossitis, jaundice, diverticulitis, 
rectal hemorrhage, hiccups. General - Infrequent: hot fl ushes, rigors, alcohol intolerance, syncope, infl uenza-like symptoms. Rare: hayfever. Hemic and Lymphatic 
Disorders- Infrequent: purpura, anemia, epistaxis, leukocytosis, leucopenia, lymphadenopathy. Rare: pulmonary embolism, granulocytopenia, lymphocytosis, 
lymphopenia, hypochromic anemia, coagulation disorder, gingival bleeding. Metabolic and Nutritional Disorders - Frequent: decreased weight, increased weight. 
Infrequent: increased hepatic enzymes, thirst, dry eyes, increased alkaline phosphatase, abnormal glucose tolerance. Rare: bilirubinemia, hypokalemia, obesity, 
hypoglycemia, hepatitis, dehydration. Musculoskeletal System Disorders- Infrequent: arthritis, muscle weakness, skeletal pain. Rare: bursitis, osteoporosis. 
Psychiatric Disorders- Frequent:impaired concentration, amnesia, apathy, depression, increased appetite, aggravated depression, suicide attempt, confusion. 
Infrequent: increased libido, aggressive reaction, paroniria, drug dependence, depersonalization, hallucination, euphoria, psychotic depression, delusion, 
paranoid reaction, emotional lability, panic reaction, psychosis. Rare: catatonic reaction, melancholia. Reproductive Disorders/Female* - Frequent: amenorrhea. 
Infrequent:galactorrhea, breast pain, breast enlargement, vaginal hemorrhage. *% based on female subjects only: 2955 Respiratory System Disorders- Frequent:
coughing. Infrequent: bronchitis, dyspnea, pneumonia. Rare: asthma, laryngitis, bronchospasm, pneumonitis, sputum increased. Skin and Appendages Disorders 
- Frequent: rash, pruritus. Infrequent: photosensitivity reaction, urticaria, acne, skin discoloration, eczema, alopecia, dermatitis, skin dry, psoriasis. Rare: 
hypertrichosis, decreased sweating, melanosis, keratitis, cellulitis, pruritus ani. Special Senses- Frequent:accommodation abnormal, taste perversion. Infrequent: 
tinnitus, conjunctivitis, eye pain. Rare: mydriasis, photophobia, diplopia, abnormal lacrimation, cataract, taste loss. Urinary System Disorders- Frequent: polyuria. 
Infrequent: micturition frequency, urinary incontinence, urinary retention, dysuria. Rare: facial edema, hematuria, oliguria, pyelonephritis, renal calculus, renal 
pain. Other Events Observed During the Postmarketing Evaluation of Celexa (citalopram HBr) It is estimated that over 30 million patients have been treated with 
Celexa since market introduction. Although no causal relationship to Celexa treatment has been found, the following adverse events have been reported to be 
temporally associated with Celexa treatment, and have not been described elsewhere in labeling: acute renal failure, akathisia, allergic reaction, anaphylaxis, 
angioedema, choreoathetosis, chest pain, delirium, dyskinesia, ecchymosis, epidermal necrolysis, erythema multiforme, gastrointestinal hemorrhage, grand mal 
convulsions, hemolytic anemia, hepatic necrosis, myoclonus, neuroleptic malignant syndrome, nystagmus, pancreatitis, priapism, prolactinemia, prothrombin 
decreased, QTprolonged, rhabdomyolysis, serotonin syndrome, spontaneous abortion, thrombocytopenia, thrombosis, ventricular arrhythmia, torsades de 
pointes, and withdrawal syndrome. DRUG ABUSE AND DEPENDENCE Controlled Substance Class Celexa (citalopram HBr) is not a controlled substance. Physical 
and Psychological Dependence Animal studies suggest that the abuse liability of Celexa is low. Celexa has not been systematically studied in humans for its 
potential for abuse, tolerance, or physical dependence. The premarketing clinical experience with Celexa did not reveal any drugseeking behavior. However, these 
observations were not systematic and it is not possible to predict, on the basis of this limited experience, the extent to which a CNS-active drug will be misused, 
diverted, and/or abused once marketed. Consequently, physicians should carefully evaluate Celexa patients for history of drug abuse and follow such patients 
closely, observing them for signs of misuse or abuse (e.g., development of tolerance, incrementations of dose, drug-seeking behavior). OVERDOSAGE Human 
Experience In clinical trials of citalopram, there were reports of citalopram overdose, including overdoses of up to 2000 mg, with no associated fatalities. During 
the postmarketing evaluation of citalopram, Celexa overdoses, including overdoses of up to 6000 mg, have been reported.  As with other SSRI’s, a fatal outcome 
in a patient who has taken an overdose of citalopram has been rarely reported. Symptoms most often accompanying citalopram overdose, alone or in combination 
with other drugs and/or alcohol, included dizziness, sweating, nausea, vomiting, tremor, somnolence, and sinus tachycardia. In more rare cases, observed 
symptoms included amnesia, confusion, coma, convulsions, hyperventilation, cyanosis, rhabdomyolysis, and ECG changes (including QTc prolongation, nodal 
rhythm, ventricular arrhythmia, and one possible case of torsades de pointes). Management of Overdose Establish and maintain an airway to ensure adequate 
ventilation and oxygenation. Gastric evacuation by lavage and use of activated charcoal should be considered.  Careful observation and cardiac and vital sign 
monitoring are recommended, along with general symptomatic and supportive care. Due to the large volume of distribution of citalopram, forced diuresis, dialysis, 
hemoperfusion, and exchange transfusion are unlikely to be of benefi t. There are no specifi c antidotes for Celexa. In managing overdosage, consider the possibility 
of multiple-drug involvement. The physician should consider contacting a poison control center for additional information on the treatment of any overdose. 
DOSAGE AND ADMINISTRATION Initial Treatment Celexa (citalopram HBr) should be administered at an initial dose of 20 mg once daily, generally with an increase 
to a dose of  40 mg/day. Dose increases should usually occur in increments of 20 mg at intervals of no less than one week. Although certain patients may require 
a dose of 60 mg/day, the only study pertinent to dose response for effectiveness did not demonstrate an advantage for the 60 mg/day dose over the 40 mg/day 
dose; doses above 40 mg are therefore not ordinarily recommended.  Celexa should be administered once daily, in the morning or evening, with or without food.   
Special Populations 20 mg/day is the recommended dose for most elderly patients and patients with hepatic impairment, with titration to 40 mg/day only for 
nonresponding patients.  No dosage adjustment is necessary for patients with mild or moderate renal impairment. Celexa should be used with caution in patients 
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e
a
n

 te
r
m

in
a
l h

a
lf-life

 
o

f 
a
b

o
u

t 
3

5
 
h

o
u

r
s
. 

W
ith

 
o

n
c
e
 
d

a
ily

 
d

o
s
in

g
, 

s
te

a
d

y
 
s
ta

te
 
p

la
s
m

a
 
c
o

n
c
e
n

tr
a
tio

n
s
 
a
r
e
 
a
c
h

ie
v
e
d

 
w

ith
in

 
a
p

p
r
o

x
im

a
te

ly
 
o

n
e
 
w

e
e
k
. 

A
t 

s
te

a
d

y
 
s
ta

te
, 

th
e
 
e
x
te

n
t 

o
f 

a
c
c
u

m
u

la
tio

n
 o

f c
ita

lo
p

r
a
m

 in
 p

la
s
m

a
, b

a
s
e
d

 o
n

 th
e
 h

a
lf-life

, is
 e

x
p

e
c
te

d
 to

 b
e
 2

.5
 tim

e
s
 th

e
 p

la
s
m

a
 c

o
n

c
e
n

tr
a
tio

n
s
 o

b
s
e
r
v
e
d

 a
fte

r
 a

 s
in

g
le

 d
o

s
e
. T

h
e
 ta

b
le

t a
n

d
 

o
r
a
l s

o
lu

tio
n

 d
o

s
a
g

e
 fo

r
m

s
 o

f c
ita

lo
p

r
a
m

 H
B

r
 a

r
e
 b

io
e
q

u
iv

a
le

n
t. A

b
s
o

r
p

tio
n

 a
n

d
 D

is
tr

ib
u

tio
n

 F
o

llo
w

in
g

 a
 s

in
g

le
 o

r
a
l d

o
s
e
 (

4
0

 m
g

 ta
b

le
t)

 o
f c

ita
lo

p
r
a
m

, p
e
a
k
 b

lo
o

d
 

le
v
e
ls

 o
c
c
u

r
 a

t a
b

o
u

t 4
 h

o
u

r
s
. T

h
e
 a

b
s
o

lu
te

 b
io

a
v
a
ila

b
ility

 o
f c

ita
lo

p
r
a
m

 w
a
s
 a

b
o

u
t 8

0
%

 r
e
la

tiv
e
 to

 a
n

 in
tr

a
v
e
n

o
u

s
 d

o
s
e
, a

n
d

 a
b

s
o

r
p

tio
n

 is
 n

o
t a

ffe
c
te

d
 b

y
 fo

o
d

. 
T
h

e
 v

o
lu

m
e
 o

f d
is

tr
ib

u
tio

n
 o

f c
ita

lo
p

r
a
m

 is
 a

b
o

u
t 1

2
 L

/
k
g

 a
n

d
 th

e
 b

in
d

in
g

 o
f c

ita
lo

p
r
a
m

 (
C

T
)
, d

e
m

e
th

y
lc

ita
lo

p
r
a
m

 (
D

C
T
)
 a

n
d

 d
id

e
m

e
th

y
lc

ita
lo

p
r
a
m

 (
D

D
C

T
)
 to

 
h

u
m

a
n

 p
la

s
m

a
 p

r
o

te
in

s
 is

 a
b

o
u

t 8
0

%
. M

e
ta

b
o

lis
m

 a
n

d
 E

lim
in

a
tio

n
 F

o
llo

w
in

g
 in

tr
a
v
e
n

o
u

s
 a

d
m

in
is

tr
a
tio

n
s
 o

f c
ita

lo
p

r
a
m

, th
e
 fr

a
c
tio

n
 o

f d
r
u

g
 r

e
c
o

v
e
r
e
d

 in
 th

e
 u

r
in

e
 

a
s
 c

ita
lo

p
r
a
m

 a
n

d
 D

C
T
w

a
s
 a

b
o

u
t 1

0
%

 a
n

d
 5

%
, r

e
s
p

e
c
tiv

e
ly

. T
h

e
 s

y
s
te

m
ic

 c
le

a
r
a
n

c
e
 o

f c
ita

lo
p

r
a
m

 w
a
s
 3

3
0

 m
L
/

m
in

, w
ith

 a
p

p
r
o

x
im

a
te

ly
 2

0
%

 o
f th

a
t d

u
e
 to

 r
e
n

a
l 

c
le

a
r
a
n

c
e
. 

 
C

ita
lo

p
r
a
m

 
is

 
m

e
ta

b
o

liz
e
d

 
to

 
d

e
m

e
th

y
lc

ita
lo

p
r
a
m

 
(
D

C
T
)
, 

d
id

e
m

e
th

y
lc

ita
lo

p
r
a
m

 
(
D

D
C

T
)
, 

c
ita

lo
p

r
a
m

-N
-o

x
id

e
, 

a
n

d
 
a
 
d

e
a
m

in
a
te

d
 
p

r
o

p
io

n
ic

 
a
c
id

 
d

e
r
iv

a
tiv

e
. I

n
 h

u
m

a
n

s
, u

n
c
h

a
n

g
e
d

 c
ita

lo
p

r
a
m

 is
 th

e
 p

r
e
d

o
m

in
a
n

t c
o

m
p

o
u

n
d

 in
 p

la
s
m

a
. A

t s
te

a
d

y
 s

ta
te

, th
e
 c

o
n

c
e
n

tr
a
tio

n
s
 o

f c
ita

lo
p

r
a
m

’s
 m

e
ta

b
o

lite
s
, D

C
T
 a

n
d

 
D

D
C

T
, in

 p
la

s
m

a
 a

r
e
 a

p
p

r
o

x
im

a
te

ly
 o

n
e
-h

a
lf a

n
d

 o
n

e
-te

n
th

, r
e
s
p

e
c
tiv

e
ly

, th
a
t o

f th
e
 p

a
r
e
n

t d
r
u

g
. I

n
 v

itr
o

s
tu

d
ie

s
 s

h
o

w
 th

a
t c

ita
lo

p
r
a
m

 is
 a

t le
a
s
t 8

 tim
e
s
 m

o
r
e
 

p
o

te
n

t 
th

a
n

 
its

 
m

e
ta

b
o

lite
s
 
in

 
th

e
 
in

h
ib

itio
n

 
o

f 
s
e
r
o

to
n

in
 
r
e
u

p
ta

k
e
, 

s
u

g
g

e
s
tin

g
 
th

a
t 

th
e
 
m

e
ta

b
o

lite
s
 
e
v
a
lu

a
te

d
 
d

o
 
n

o
t 

lik
e
ly

 
c
o

n
tr

ib
u

te
 
s
ig

n
ifi c

a
n

tly
 
to

 
th

e
 

a
n

tid
e
p

r
e
s
s
a
n

t a
c
tio

n
s
 o

f c
ita

lo
p

r
a
m

. I
n

 v
itr

o
 s

tu
d

ie
s
 u

s
in

g
 h

u
m

a
n

 liv
e
r
 m

ic
r
o

s
o

m
e
s
 in

d
ic

a
te

d
 th

a
t C

Y
P

3
A

4
 a

n
d

 C
Y

P
2

C
1

9
 a

r
e
 th

e
 p

r
im

a
r
y
 is

o
z
y
m

e
s
 in

v
o

lv
e
d

 in
 th

e
 

N
-d

e
m

e
th

y
la

tio
n

 o
f c

ita
lo

p
r
a
m

. P
o

p
u

la
tio

n
 S

u
b

g
r
o

u
p

s
 A

g
e
 - C

ita
lo

p
r
a
m

 p
h

a
r
m

a
c
o

k
in

e
tic

s
 in

 s
u

b
je

c
ts

 !
6

0
 y

e
a
r
s
 o

f a
g

e
 w

e
r
e
 c

o
m

p
a
r
e
d

 to
 y

o
u

n
g

e
r
 s

u
b

je
c
ts

 in
 tw

o
 

n
o

r
m

a
l v

o
lu

n
te

e
r
 s

tu
d

ie
s
. I

n
 a

 s
in

g
le

-d
o

s
e
 s

tu
d

y
, c

ita
lo

p
r
a
m

 A
U

C
 a

n
d

 h
a
lf-life

 w
e
r
e
 in

c
r
e
a
s
e
d

 in
 th

e
 e

ld
e
r
ly

 s
u

b
je

c
ts

 b
y
 3

0
%

 a
n

d
 5

0
%

, r
e
s
p

e
c
tiv

e
ly

, w
h

e
r
e
a
s
 in

 a
 

m
u

ltip
le

-d
o

s
e
 
s
tu

d
y
 
th

e
y
 
w

e
r
e
 
in

c
r
e
a
s
e
d

 
b

y
 
2

3
%

 
a
n

d
 
3

0
%

, 
r
e
s
p

e
c
tiv

e
ly

. 
2

0
 
m

g
 
is

 
th

e
 
r
e
c
o

m
m

e
n

d
e
d

 
d

o
s
e
 
fo

r
 
m

o
s
t 

e
ld

e
r
ly

 
p

a
tie

n
ts

 
(
s
e
e
 
D

O
S

A
G

E
 
A

N
D

 
A

D
M

I
N

I
S

T
R

A
T
I
O

N
)
. G

e
n

d
e
r
 - I

n
 th

r
e
e
 p

h
a
r
m

a
c
o

k
in

e
tic

 s
tu

d
ie

s
 (

to
ta

l N
=

3
2

)
, c

ita
lo

p
r
a
m

 A
U

C
 in

 w
o

m
e
n

 w
a
s
 o

n
e
 a

n
d

 a
 h

a
lf to

 tw
o

 tim
e
s
 th

a
t in

 m
e
n

. T
h

is
 d

iffe
r
e
n

c
e
 

w
a
s
 
n

o
t 

o
b

s
e
r
v
e
d

 
in

 
fi v

e
 
o

th
e
r
 
p

h
a
r
m

a
c
o

k
in

e
tic

 
s
tu

d
ie

s
 
(
to

ta
l 

N
=

1
1

4
)
. 

I
n

 
c
lin

ic
a
l 

s
tu

d
ie

s
, 

n
o

 
d

iffe
r
e
n

c
e
s
 
in

 
s
te

a
d

y
 
s
ta

te
 
s
e
r
u

m
 
c
ita

lo
p

r
a
m

 
le

v
e
ls

 
w

e
r
e
 
s
e
e
n

 
b

e
tw

e
e
n

 m
e
n

 (
N

=
2

3
7

)
 a

n
d

 w
o

m
e
n

 (
N

=
3

8
8

)
. T

h
e
r
e
 w

e
r
e
 n

o
 g

e
n

d
e
r
 d

iffe
r
e
n

c
e
s
 in

 th
e
 p

h
a
r
m

a
c
o

k
in

e
tic

s
 o

f D
C

T
a
n

d
 D

D
C

T
. N

o
 a

d
ju

s
tm

e
n

t o
f d

o
s
a
g

e
 o

n
 th

e
 b

a
s
is

 
o

f g
e
n

d
e
r
 is

 r
e
c
o

m
m

e
n

d
e
d

. R
e
d

u
c
e
d

 h
e
p

a
tic

 fu
n

c
tio

n
 - C

ita
lo

p
r
a
m

 o
r
a
l c

le
a
r
a
n

c
e
 w

a
s
 r

e
d

u
c
e
d

 b
y
 3

7
%

 a
n

d
 h

a
lf-life

 w
a
s
 d

o
u

b
le

d
 in

 p
a
tie

n
ts

 w
ith

 r
e
d

u
c
e
d

 h
e
p

a
tic

 
fu

n
c
tio

n
 c

o
m

p
a
r
e
d

 to
 n

o
r
m

a
l s

u
b

je
c
ts

. 2
0

 m
g

 is
 th

e
 r

e
c
o

m
m

e
n

d
e
d

 d
o

s
e
 fo

r
 m

o
s
t h

e
p

a
tic

a
lly

 im
p

a
ir

e
d

 p
a
tie

n
ts

 (
s
e
e
 D

O
S

A
G

E
 A

N
D

 A
D

M
I
N

I
S

T
R

A
T
I
O

N
)
.  R

e
d

u
c
e
d

 
r
e
n

a
l fu

n
c
tio

n
 - I

n
 p

a
tie

n
ts

 w
ith

 m
ild

 to
 m

o
d

e
r
a
te

 r
e
n

a
l fu

n
c
tio

n
 im

p
a
ir

m
e
n

t, o
r
a
l c

le
a
r
a
n

c
e
 o

f c
ita

lo
p

r
a
m

 w
a
s
 r

e
d

u
c
e
d

 b
y
 1

7
%

 c
o

m
p

a
r
e
d

 to
 n

o
r
m

a
l s

u
b

je
c
ts

. N
o

 
a
d

ju
s
tm

e
n

t o
f d

o
s
a
g

e
 fo

r
 s

u
c
h

 p
a
tie

n
ts

 is
 r

e
c
o

m
m

e
n

d
e
d

. N
o

 in
fo

r
m

a
tio

n
 is

 a
v
a
ila

b
le

 a
b

o
u

t th
e
 p

h
a
r
m

a
c
o

k
in

e
tic

s
 o

f c
ita

lo
p

r
a
m

 in
 p

a
tie

n
ts

 w
ith

 s
e
v
e
r
e
ly

 r
e
d

u
c
e
d

 
r
e
n

a
l fu

n
c
tio

n
 (

c
r
e
a
tin

in
e
 c

le
a
r
a
n

c
e
 <

 2
0

 m
L
/

m
in

)
. D

r
u

g
-D

r
u

g
 I

n
te

r
a
c
tio

n
s
 I

n
 v

itr
o

e
n

z
y
m

e
 in

h
ib

itio
n

 d
a
ta

 d
id

 n
o

t r
e
v
e
a
l a

n
 in

h
ib

ito
r
y
 e

ffe
c
t o

f c
ita

lo
p

r
a
m

 o
n

 
C

Y
P

3
A

4
, -2

C
9

, o
r
 -2

E
1

, b
u

t d
id

 s
u

g
g

e
s
t th

a
t it is

 a
 w

e
a
k
 in

h
ib

ito
r
 o

f C
Y

P
1

A
2

, -2
D

6
, a

n
d

 -2
C

1
9

. C
ita

lo
p

r
a
m

 w
o

u
ld

 b
e
 e

x
p

e
c
te

d
 to

 h
a
v
e
 little

 in
h

ib
ito

r
y
 e

ffe
c
t o

n
 in

 
v
iv

o
m

e
ta

b
o

lis
m

 m
e
d

ia
te

d
 b

y
 th

e
s
e
 c

y
to

c
h

r
o

m
e
s
. H

o
w

e
v
e
r
, in

 v
iv

o
d

a
ta

 to
 a

d
d

r
e
s
s
 th

is
 q

u
e
s
tio

n
 a

r
e
 lim

ite
d

.  S
in

c
e
 C

Y
P

3
A

4
 a

n
d

 2
C

1
9

 a
r
e
 th

e
 p

r
im

a
r
y
 e

n
z
y
m

e
s
 

in
v
o

lv
e
d

 in
 th

e
 m

e
ta

b
o

lis
m

 o
f c

ita
lo

p
r
a
m

, it is
 e

x
p

e
c
te

d
 th

a
t p

o
te

n
t in

h
ib

ito
r
s
 o

f 3
A

4
 (

e
.g

., k
e
to

c
o

n
a
z
o

le
, itr

a
c
o

n
a
z
o

le
, a

n
d

 m
a
c
r
o

lid
e
 a

n
tib

io
tic

s
)
 a

n
d

 p
o

te
n

t 
in

h
ib

ito
r
s
 
o

f 
C

Y
P

2
C

1
9

 
(
e
.g

., 
o

m
e
p

r
a
z
o

le
)
 
m

ig
h

t 
d

e
c
r
e
a
s
e
 
th

e
 
c
le

a
r
a
n

c
e
 
o

f 
c
ita

lo
p

r
a
m

. 
H

o
w

e
v
e
r
, 

c
o

a
d

m
in

is
tr

a
tio

n
 
o

f 
c
ita

lo
p

r
a
m

 
a
n

d
 
th

e
 
p

o
te

n
t 

3
A

4
 
in

h
ib

ito
r
 

k
e
to

c
o

n
a
z
o

le
 d

id
 n

o
t s

ig
n

ifi c
a
n

tly
 a

ffe
c
t th

e
 p

h
a
r
m

a
c
o

k
in

e
tic

s
 o

f c
ita

lo
p

r
a
m

. B
e
c
a
u

s
e
 c

ita
lo

p
r
a
m

 is
 m

e
ta

b
o

liz
e
d

 b
y
 m

u
ltip

le
 e

n
z
y
m

e
 s

y
s
te

m
s
, in

h
ib

itio
n

 o
f a

 s
in

g
le

 
e
n

z
y
m

e
 m

a
y
 n

o
t a

p
p

r
e
c
ia

b
ly

 d
e
c
r
e
a
s
e
 c

ita
lo

p
r
a
m

 c
le

a
r
a
n

c
e
. C

ita
lo

p
r
a
m

 s
te

a
d

y
 s

ta
te

 le
v
e
ls

 w
e
r
e
 n

o
t s

ig
n

ifi c
a
n

tly
 d

iffe
r
e
n

t in
 p

o
o

r
 m

e
ta

b
o

liz
e
r
s
 a

n
d

 e
x
te

n
s
iv

e
 2

D
6

 
m

e
ta

b
o

liz
e
r
s
 
a
fte

r
 
m

u
ltip

le
-d

o
s
e
 
a
d

m
in

is
tr

a
tio

n
 
o

f 
C

e
le

x
a
, 

s
u

g
g

e
s
tin

g
 
th

a
t 

c
o

a
d

m
in

is
tr

a
tio

n
, 

w
ith

 
C

e
le

x
a
, 

o
f 

a
 
d

r
u

g
 
th

a
t 

in
h

ib
its

 
C

Y
P

2
D

6
, 

is
 
u

n
lik

e
ly

 
to

 
h

a
v
e
 

c
lin

ic
a
lly

 s
ig

n
ifi c

a
n

t e
ffe

c
ts

 o
n

 c
ita

lo
p

r
a
m

 m
e
ta

b
o

lis
m

. S
e
e
 D

r
u

g
 I

n
te

r
a
c
tio

n
s
u

n
d

e
r
 P

R
E
C

A
U

T
I
O

N
S

 fo
r
 m

o
r
e
 d

e
ta

ile
d

 in
fo

r
m

a
tio

n
 o

n
 a

v
a
ila

b
le

 d
r
u

g
 in

te
r
a
c
tio

n
 d

a
ta

.  
C

lin
ic

a
l E

ffi c
a
c
y
 T

r
ia

ls
 T

h
e
 e

ffi c
a
c
y
 o

f C
e
le

x
a
 a

s
 a

 tr
e
a
tm

e
n

t fo
r
 d

e
p

r
e
s
s
io

n
 w

a
s
 e

s
ta

b
lis

h
e
d

 in
 tw

o
 p

la
c
e
b

o
-c

o
n

tr
o

lle
d

 s
tu
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not clastogenic in the in vitro Chinese hamster ovary cell chromosomal aberration assay, but elicited a clastogenic response in the in vivo chromosomal aberration assay in rat bone marrow. Impairment of Fertility Reproduction 
and fertility studies in rats showed no effects on male or female fertility at oral doses of up to 2 times the maximum recommended human dose on a mg/m 2 basis. Pregnancy Teratogenic Effects - Pregnancy Category C Venlafaxine 
did not cause malformations in offspring of rats or rabbits given doses up to 2.5 times (rat) or 4 times (rabbit) the maximum recommended human daily dose on a mg/m 2 basis. However, in rats, there was a decrease in pup 
weight, an increase in stillborn pups, and an increase in pup deaths during the fi rst 5 days of lactation, when dosing began during pregnancy and continued until weaning. The cause of these deaths is not known. These effects 
occurred at 2.5 times (mg/m 2) the maximum human daily dose. The no effect dose for rat pup mortality was 0.25 times the human dose on a mg/m 2 basis. There are no adequate and well-controlled studies in pregnant women. 
Because animal reproduction studies are not always predictive of human response, this drug should be used during pregnancy only if clearly needed. Non-teratogenic Effects Neonates exposed to Effexor XR, other SNRIs (Serotonin 
and Norepinephrine Reuptake Inhibitors), or SSRIs (Selective Serotonin Reuptake Inhibitors), late in the third trimester have developed complications requiring prolonged hospitalization, respiratory support, and tube feeding. 
Such complications can arise immediately upon delivery. Reported clinical fi ndings have included respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding diffi culty, vomiting, hypoglycemia, hypotonia, 
hypertonia, hyperrefl exia, tremor, jitteriness, irritability, and constant crying. These features are consistent with either a direct toxic effect of SSRIs and SNRIs or, possibly, a drug discontinuation syndrome. It should be noted 
that, in some cases, the clinical picture is consistent with serotonin syndrome (see PRECAUTIONS-Drug Interactions-CNS-Active Drugs). When treating a pregnant woman with Effexor XR during the third trimester, the physician 
should carefully consider the potential risks and benefi ts of treatment (see DOSAGE AND ADMINISTRATION). Labor and Delivery The effect of venlafaxine on labor and delivery in humans is unknown. Nursing Mothers Venlafaxine 
and ODV have been reported to be excreted in human milk. Because of the potential for serious adverse reactions in nursing infants from Effexor XR, a decision should be made whether to discontinue nursing or to discontinue the 
drug, taking into account the importance of the drug to the mother. Pediatric Use Safety and effectiveness in the pediatric population have not been established (see BOX WARNING and WARNINGS, Clinical Worsening and Suicide 
Risk). Two placebo-controlled trials in 766 pediatric patients with MDD and two placebo-controlled trials in 793 pediatric patients with GAD have been conducted with Effexor XR, and the data were not suffi cient to support a claim 
for use in pediatric patients. Anyone considering the use of Effexor XR in a child or adolescent must balance the potential risks with the clinical need.  A l t h o u g h   n o   s t u d i e s   h a v e   b e e n   d e s i g n e d   t o   p r i m a 
r i l y   a s s e s s   E f f e x o r   X R   s   i m p a c t   o n   t h e   g r o w t h ,     d e v e l o p m e n t ,   a n d   m a t u r a t i o n   o f   c h i l d r e n   a n d   a d o l e s c e n t s ,   t h e   s t u d i e s   t h a t   h a v e   b e e n   d o n e     s u g 
g e s t   t h a t   E f f e x o r   X R   m a y   a d v e r s e l y   a f f e c t   w e i g h t   a n d   h e i g h t   ( s e e   P R E C A U T I O N S ,     G e n e r a l ,   C h a n g e s   i n   H e i g h t   a n d   C h a n g e s   i n   W e i g h t ) .   S h o u l d   t h 
e   d e c i s i o n   b e   m a d e   t o   t r e a t   a     p e d i a t r i c   p a t i e n t   w i t h   E f f e x o r   X R ,   r e g u l a r   m o n i t o r i n g   o f   w e i g h t   a n d   h e i g h t   i s   r e c o m m e n d e d     d u r i n g   t r e a t m e n t ,   p a 
r t i c u l a r l y   i f   i t   i s   t o   b e   c o n t i n u e d   l o n g   t e r m .   T h e   s a f e t y   o f   E f f e x o r   X R     t r e a t m e n t   f o r   p e d i a t r i c   p a t i e n t s   h a s   n o t   b e e n   s y s t e m a t i c a l l y   a s s e s s e d   f o 
r   c h r o n i c   t r e a t m e n t   l o n g e r     t h a n   s i x   m o n t h s   i n   d u r a t i o n .     I n   t h e   s t u d i e s   c o n d u c t e d   i n   p e d i a t r i c   p a t i e n t s   ( a g e s   6 - 1 7 ) ,   t h e   o c c u r r e n c e   o f   b l o o d   p 
r e s s u r e   a n d     c h o l e s t e r o l   i n c r e a s e s   c o n s i d e r e d   t o   b e   c l i n i c a l l y   r e l e v a n t   i n   p e d i a t r i c   p a t i e n t s   w a s   s i m i l a r   t o   t h a t     o b s e r v e d   i n   a d u l t   p a t i e n t s .   C o 
n s e q u e n t l y ,   t h e   p r e c a u t i o n s   f o r   a d u l t s   a p p l y   t o   p e d i a t r i c   p a t i e n t s     ( s e e   W A R N I N G S ,   S u s t a i n e d   H y p e r t e n s i o n ,   a n d   P R E C A U T I O N S ,   G e n e r a l ,   S e r u m     
C h o l e s t e r o l   E l e v a t i o n ) .     G e r i a t r i c   U s e     A p p r o x i m a t e l y   4 %   ( 1 4 / 3 5 7 ) ,   6 %   ( 7 7 / 1 3 8 1 ) ,   2 %   ( 6 / 2 7 7 ) ,   a n d   2 %   ( 1 6 / 1 0 0 1 )   o f   E f f e x o r   X R t r e a t e d   p a t i e n t 
s   i n   p l a c e b o - c o n t r o l l e d   p r e m a r k e t i n g   m a j o r   d e p r e s s i v e   d i s o r d e r ,   G A D ,   S o c i a l     A n x i e t y   D i s o r d e r   t r i a l s ,   a n d   p a n i c   d i s o r d e r   t r i a l s ,   r e s p e c t i v e l y ,   w 
e r e   6 5   y e a r s   o f   a g e   o r   o v e r .   O f     2 , 8 9 7   E f f e x o r - t r e a t e d   p a t i e n t s   i n   p r e m a r k e t i n g   p h a s e   m a j o r   d e p r e s s i v e   d i s o r d e r   s t u d i e s ,   1 2 %     ( 3 5 7 )   w e r e   6 5   y 
e a r s   o f   a g e   o r   o v e r .   N o   o v e r a l l   d i f f e r e n c e s   i n   e f f e c t i v e n e s s   o r   s a f e t y   w e r e     o b s e r v e d   b e t w e e n   g e r i a t r i c   p a t i e n t s   a n d   y o u n g e r   p a t i e n t s ,   a n d   o t h e 
r   r e p o r t e d   c l i n i c a l   e x p e r i e n c e     g e n e r a l l y   h a s   n o t   i d e n t i f i e d   d i f f e r e n c e s   i n   r e s p o n s e   b e t w e e n   t h e   e l d e r l y   a n d   y o u n g e r   p a t i e n t s .     H o w e v e r ,   g r e a t e 
r   s e n s i t i v i t y   o f   s o m e   o l d e r   i n d i v i d u a l s   c a n n o t   b e   r u l e d   o u t .   A s   w i t h   o t h e r     a n t i d e p r e s s a n t s ,   s e v e r a l   c a s e s   o f   h y p o n a t r e m i a   a n d   s y n d r o m e   o f   i n a 
p p r o p r i a t e   a n t i d i u r e t i c     h o r m o n e   s e c r e t i o n   ( S I A D H )   h a v e   b e e n   r e p o r t e d ,   u s u a l l y   i n   t h e   e l d e r l y .     T h e   p h a r m a c o k i n e t i c s   o f   v e n l a f a x i n e   a n d   O D V   a 
r e   n o t   s u b s t a n t i a l l y   a l t e r e d   i n   t h e   e l d e r l y   ( s e e     C L I N I C A L   P H A R M A C O L O G Y ) .   N o   d o s e   a d j u s t m e n t   i s   r e c o m m e n d e d   f o r   t h e   e l d e r l y   o n   t h e     b a s i s   o f   
a g e   a l o n e ,   a l t h o u g h   o t h e r   c l i n i c a l   c i r c u m s t a n c e s ,   s o m e   o f   w h i c h   m a y   b e   m o r e   c o m m o n     i n   t h e   e l d e r l y ,   s u c h   a s   r e n a l   o r   h e p a t i c   i m p a i r m e n t ,   m a y   
w a r r a n t   a   d o s e   r e d u c t i o n   ( s e e   D O S A G E     A N D   A D M I N I S T R A T I O N ) .     A D V E R S E   R E A C T I O N S     T h e   i n f o r m a t i o n   i n c l u d e d   i n   t h e   A d v e r s e   F i n d i n g s   O b s e r v e 
d   i n   S h o r t - T e r m ,     P l a c e b o - C o n t r o l l e d   S t u d i e s   w i t h   E f f e x o r   X R   s u b s e c t i o n   i s   b a s e d   o n   d a t a   f r o m   a   p o o l   o f   t h r e e     8 -   a n d   1 2 - w e e k   c o n t r o l l e d   c l i n i 
c a l   t r i a l s   i n   m a j o r   d e p r e s s i v e   d i s o r d e r   ( i n c l u d e s   t w o   U . S .   t r i a l s     a n d   o n e   E u r o p e a n   t r i a l ) ,   o n   d a t a   u p   t o   8   w e e k s   f r o m   a   p o o l   o f   f i v e   c o n t r o l l e d   
c l i n i c a l   t r i a l s   i n     G A D   w i t h   E f f e x o r   X R  ® ,   o n   d a t a   u p   t o   1 2   w e e k s   f r o m   a   p o o l   o f   t w o   c o n t r o l l e d   c l i n i c a l   t r i a l s   i n     S o c i a l   A n x i e t y   D i s o r d e r ,   a n d   o 
n   d a t a   u p   t o   1 2   w e e k s   f r o m   a   p o o l   o f   f o u r   c o n t r o l l e d   c l i n i c a l   t r i a l s     i n   p a n i c   d i s o r d e r .   I n f o r m a t i o n   o n   a d d i t i o n a l   a d v e r s e   e v e n t s   a s s o c i a t e d   w i t 
h   E f f e x o r   X R   i n   t h e     e n t i r e   d e v e l o p m e n t   p r o g r a m   f o r   t h e   f o r m u l a t i o n   a n d   w i t h   E f f e x o r   ( t h e   i m m e d i a t e   r e l e a s e     f o r m u l a t i o n   o f   v e n l a f a x i n e )   i s   i n 
c l u d e d   i n   t h e   O t h e r   A d v e r s e   E v e n t s   O b s e r v e d   D u r i n g   t h e     P r e m a r k e t i n g   E v a l u a t i o n   o f   E f f e x o r   a n d   E f f e x o r   X R   s u b s e c t i o n   ( s e e   a l s o   W A R N I N G S   a n 
d     P R E C A U T I O N S ) .   A d v e r s e   F i n d i n g s   O b s e r v e d   i n   S h o r t - T e r m ,   P l a c e b o - C o n t r o l l e d   S t u d i e s   w i t h     E f f e x o r   X R     A d v e r s e   E v e n t s   A s s o c i a t e d   w i t h   D i s c o 
n t i n u a t i o n   o f   T r e a t m e n t     A p p r o x i m a t e l y   1 1 %   o f   t h e   3 5 7   p a t i e n t s   w h o   r e c e i v e d   E f f e x o r   X R  ®   ( v e n l a f a x i n e   h y d r o c h l o r i d e )     e x t e n d e d - r e l e a s e   c a p s 
u l e s   i n   p l a c e b o - c o n t r o l l e d   c l i n i c a l   t r i a l s   f o r   m a j o r   d e p r e s s i v e   d i s o r d e r     d i s c o n t i n u e d   t r e a t m e n t   d u e   t o   a n   a d v e r s e   e x p e r i e n c e ,   c o m p a r e d   w i t h   6 
%   o f   t h e   2 8 5     p l a c e b o - t r e a t e d   p a t i e n t s   i n   t h o s e   s t u d i e s .   A p p r o x i m a t e l y   1 8 %   o f   t h e   1 3 8 1   p a t i e n t s   w h o   r e c e i v e d     E f f e x o r   X R   c a p s u l e s   i n   p l a c e b o 
- c o n t r o l l e d   c l i n i c a l   t r i a l s   f o r   G A D   d i s c o n t i n u e d   t r e a t m e n t   d u e   t o     a n   a d v e r s e   e x p e r i e n c e ,   c o m p a r e d   w i t h   1 2 %   o f   t h e   5 5 5   p l a c e b o - t r e a t e d   p a t i e n 
t s   i n   t h o s e   s t u d i e s .     A p p r o x i m a t e l y   1 7 %   o f   t h e   2 7 7   p a t i e n t s   w h o   r e c e i v e d   E f f e x o r   X R   c a p s u l e s   i n   p l a c e b o - c o n t r o l l e d     c l i n i c a l   t r i a l s   f o r   S o c i a l   A 
n x i e t y   D i s o r d e r   d i s c o n t i n u e d   t r e a t m e n t   d u e   t o   a n   a d v e r s e   e x p e r i e n c e ,     c o m p a r e d   w i t h   5 %   o f   t h e   2 7 4   p l a c e b o - t r e a t e d   p a t i e n t s   i n   t h o s e   s t u d i e s .   
A p p r o x i m a t e l y   7 %   o f   t h e     1 , 0 0 1   p a t i e n t s   w h o   r e c e i v e d   E f f e x o r   X R   c a p s u l e s   i n   p l a c e b o - c o n t r o l l e d   c l i n i c a l   t r i a l s   f o r   p a n i c     d i s o r d e r   d i s c o n t i n u e d   
t r e a t m e n t   d u e   t o   a n   a d v e r s e   e x p e r i e n c e ,   c o m p a r e d   w i t h   6 %   o f   t h e   6 6 2     p l a c e b o - t r e a t e d   p a t i e n t s   i n   t h o s e   s t u d i e s .   T h e   m o s t   c o m m o n   e v e n t s   l e a d 
i n g   t o   d i s c o n t i n u a t i o n     a n d   c o n s i d e r e d   t o   b e   d r u g - r e l a t e d   ( i e ,   l e a d i n g   t o   d i s c o n t i n u a t i o n   i n   a t   l e a s t   1 %   o f   t h e     E f f e x o r   X R - t r e a t e d   p a t i e n t s   a t   a   
r a t e   a t   l e a s t   t w i c e   t h a t   o f   p l a c e b o   f o r   a n y   i n d i c a t i o n )   a r e   s h o w n     i n   T a b l e   2 .     T a b l e   2     C o m m o n   A d v e r s e   E v e n t s   L e a d i n g   t o   D i s c o n t i n u a t i o n   o f   T r 
e a t m e n t   i n   P l a c e b o - C o n t r o l l e d   T r i a l s   1         P e r c e n t a g e   o f   P a t i e n t s   D i s c o n t i n u i n g   D u e   t o   A d v e r s e   E v e n t     A d v e r s e   E v e n t     M a j o r   D e p r e s s i v e     D i s o r d e 
r   I n d i c a t i o n   2     G A D   I n d i c a t i o n   3 , 4   S o c i a l   A n x i e t y     D i s o r d e r   I n d i c a t i o n     P a n i c   D i s o r d e r     I n d i c a t i o n       E f f e x o r   X R     n   =   3 5 7     P l a c e b o     n   =   2 8 5     E f f e 
x o r   X R   n   =   1 3 8 1     P l a c e b o     n   =   5 5 5     E f f e x o r   X R   n   =   2 7 7     P l a c e b o     n   =   2 7 4     E f f e x o r   X R   n   =   1 0 0 1     P l a c e b o     n   =   6 6 2     B o d y   a s   a     W h o l e                       A s t h 
e n i a   - -   - -   3 %     < 1 %     1 %     < 1 %     1 %   0 %     H e a d a c h e   - -   - -   - -   - -   2 %   < 1 %     - -   - -     D i g e s t i v e     S y s t e m                       N a u s e a   4 %   < 1 %     8 %     < 1 %     4 %   0 %   2 %   < 1 %     
A n o r e x i a   1 %   < 1 %     - -   - -   - -   - -   - -   - -     D r y   M o u t h     1 %     0 %     2 %     < 1 %     - -   - -   - -   - -     V o m i t i n g   - -   - -   1 %   < 1 %     - -   - -   - -   - -     N e r v o u s   S y s t e m                       D i z z i n e 
s s   2 %   1 %   - -   - -   2 %   0 %   - -   - -     I n s o m n i a   1 %   < 1 %     3 %     < 1 %     3 %     < 1 %     1 %     < 1 %     S o m n o l e n c e   2 %   < 1 %     3 %     < 1 %     2 %     < 1 %     - -   - -     N e r v o u s n e s s   - -   - 
-   2 %   < 1 %     - -   - -   - -   - -     T r e m o r   - -   - -   1 %   0 %   - -   - -   - -   - -     A n x i e t y   - -   - -   - -   - -   1 %   < 1 %     - -   - -     S k i n                       S w e a t i n g   - -   - -   2 %   < 1 %     1 %   0 %   - -   - -     U r o g e 
n i t a l     S y s t e m                       I m p o t e n c e   - -   - -   - -   - -   3 %   5   0 %   - -   - -     1     T w o   o f   t h e   m a j o r   d e p r e s s i v e   d i s o r d e r   s t u d i e s   w e r e   f l e x i b l e   d o s e   a n d   o n e   w a s   f i x e d   
d o s e .   F o u r     o f   t h e   G A D   s t u d i e s   w e r e   f i x e d   d o s e   a n d   o n e   w a s   f l e x i b l e   d o s e .   B o t h   o f   t h e   S o c i a l   A n x i e t y  Disorder studies were fl exible dose. Two of the panic disorder studies 
were fl exible dose and two were fi xed dose. 2 In U.S. placebo-controlled trials for major depressive disorder, the following were also common events leading to discontinuation and were considered to be drug-related for Effexor 
XR-treated patients (% Effexor XR [n = 192], % Placebo [n = 202]): hypertension (1%, <1%); diarrhea (1%, 0%); paresthesia (1%, 0%); tremor (1%, 0%); abnormal vision, mostly blurred vision (1%, 0%); and abnormal, 
mostly delayed, ejaculation (1%, 0%). 3 In two short-term U.S. placebo-controlled trials for GAD, the following were also common events leading to discontinuation and were considered to be drug-related for Effexor XR-treated 
patients (% Effexor XR [n = 476]), % Placebo [n = 201]: headache (4%, <1%); vasodilatation (1%, 0%); anorexia (2%, <1%); dizziness (4%, 1%); thinking abnormal (1%, 0%); and abnormal vision (1%, 0%). 4 In long-term 
placebo-controlled trials for GAD, the following was also a common event leading to discontinuation and was considered to be drug-related for Effexor XR-treated patients (% Effexor XR [n = 535], % Placebo [n = 257]): decreased 
libido (1%, 0%). 5 Incidence is based on the number of men (Effexor XR = 158, placebo = 153). Adverse Events Occurring at an Incidence of 2% or More Among Effexor XR-Treated Patients Tables 3, 4, 5, and 6 enumerate the 
incidence, rounded to the nearest percent, of treatment-emergent adverse events that occurred during acute therapy of major depressive disorder (up to 12 weeks; dose range of 75 to 225 mg/day), of GAD (up to 8 weeks; dose 
range of 37.5 to 225 mg/day), of Social Anxiety Disorder (up to 12 weeks; dose range of 75 to 225 mg/day), and of panic disorder (up to 12 weeks; dose range of 37.5 to 225 mg/day), respectively, in 2% or more of patients 
treated with Effexor XR (venlafaxine hydrochloride) where the incidence in patients treated with Effexor XR was greater than the incidence for the respective placebo-treated patients. The table shows the percentage of patients 
in each group who had at least one episode of an event at some time during their treatment. Reported adverse events were classifi ed using a standard COSTART-based Dictionary terminology. The prescriber should be aware that 
these fi gures cannot be used to predict the incidence of side effects in the course of usual medical practice where patient characteristics and other factors differ from those which prevailed in the clinical trials. Similarly, the cited 
frequencies cannot be compared with fi gures obtained from other clinical investigations involving different treatments, uses and investigators. The cited fi gures, however, do provide the prescribing physician with some basis for 
estimating the relative contribution of drug and nondrug factors to the side effect incidence rate in the population studied. Commonly Observed Adverse Events from Tables 3, 4, 5, and 6: Major Depressive Disorder Note in particular 
the following adverse events that occurred in at least 5% of the Effexor XR patients and at a rate at least twice that of the placebo group for all placebo-controlled trials for the major depressive disorder indication (Table 3): 
Abnormal ejaculation, gastrointestinal complaints (nausea, dry mouth, and anorexia), CNS complaints (dizziness, somnolence, and abnormal dreams), and sweating. In the two U.S. placebo-controlled trials, the following additional 
events occurred in at least 5% of Effexor XR-treated patients (n = 192) and at a rate at least twice that of the placebo group: Abnormalities of sexual function (impotence in men, anorgasmia in women, and libido decreased), 
gastrointestinal complaints (constipation and fl atulence), CNS complaints (insomnia, nervousness, and tremor), problems of special senses (abnormal vision), cardiovascular effects (hypertension and vasodilatation), and yawning. 
Generalized Anxiety Disorder Note in particular the following adverse events that occurred in at least 5% of the Effexor XR patients and at a rate at least twice that of the placebo group for all placebo-controlled trials for the GAD 
indication (Table 4): Abnormalities of sexual function (abnormal ejaculation and impotence), gastrointestinal complaints (nausea, dry mouth, anorexia, and constipation), problems of special senses (abnormal vision), and 
sweating. Social Anxiety Disorder Note in particular the following adverse events that occurred in at least 5% of the Effexor XR patients and at a rate at least twice that of the placebo group for the 2 placebo-controlled trials for 
the Social Anxiety Disorder indication (Table 5): Asthenia, gastrointestinal complaints (anorexia, dry mouth, nausea), CNS complaints (anxiety, insomnia, libido decreased, nervousness, somnolence, dizziness), abnormalities of 
sexual function (abnormal ejaculation, orgasmic dysfunction, impotence), yawn, sweating, and abnormal vision. Panic Disorder Note in particular the following adverse events that occurred in at least 5% of the Effexor XR patients 
and at a rate at least twice that of the placebo group for 4 placebo-controlled trials for the panic disorder indication (Table 6): gastrointestinal complaints (anorexia, constipation, dry mouth), CNS complaints (somnolence, tremor), 
abnormalities of sexual function (abnormal ejaculation), and sweating. Table 3 Treatment-Emergent Adverse Event Incidence in Short-Term Placebo-Controlled Effexor XR Clinical Trials in Patients with Major Depressive Disorder 
1,2 % Reporting Event Body System Preferred Term Effexor XR (n = 357) Placebo (n = 285) Body as a Whole Asthenia 8% 7% Cardiovascular System Vasodilatation 3 4% 2% Hypertension 4% 1% Digestive System Nausea 31% 
12% Constipation 8% 5% Anorexia 8% 4% Vomiting 4% 2% Flatulence 4% 3% Metabolic/Nutritional Weight Loss 3% 0% Nervous System % Reporting Event Body System Preferred Term Effexor XR (n = 357) Placebo (n = 285) 
Dizziness 20% 9% Somnolence 17% 8% Insomnia 17% 11% Dry Mouth 12% 6% Nervousness 10% 5% Abnormal Dreams 4 7% 2% Tremor 5% 2% Depression 3% <1% Paresthesia 3% 1% Libido Decreased 3% <1% Agitation 
3% 1% Respiratory System Pharyngitis 7% 6% Yawn 3% 0% Skin Sweating 14% 3% Special Senses Abnormal Vision 5 4% <1% Urogenital System Abnormal Ejaculation 16% <1% (male) 6,7 Impotence 7 4% <1% Anorgasmia 
(female) 8,9 3% <1% 1 Incidence, rounded to the nearest %, for events reported by at least 2% of patients treated with Effexor XR, except the following events which had an incidence equal to or less than placebo: abdominal 
pain, accidental injury, anxiety, back pain, bronchitis, diarrhea, dysmenorrhea, dyspepsia, fl u syndrome, headache, infection, pain, palpitation, rhinitis, and sinusitis. 2 <1% indicates an incidence greater than zero but less than 
1%. 3 Mostly “hot fl ashes.” 4 Mostly “vivid dreams,” “nightmares,” and “increased dreaming.” 5 Mostly “blurred vision” and “diffi culty focusing eyes.” 6 Mostly “delayed ejaculation.” 7 Incidence is based on the number of male 
patients. 8 Mostly “delayed orgasm” or “anorgasmia.” 9 Incidence is based on the number of female patients. Table 4 Treatment-Emergent Adverse Event Incidence in Short-Term Placebo-Controlled Effexor XR Clinical Trials in 
GAD Patients 1,2 % Reporting Event Body System Preferred Term Effexor XR (n = 1381) Placebo (n = 555) Body as a Whole Asthenia 12% 8% Cardiovascular System Vasodilatation 3 4% 2% Digestive System Nausea 35% 12% 
Constipation 10% 4% Anorexia 8% 2% Vomiting 5% 3% Nervous System Dizziness 16% 11% Dry Mouth 16% 6% Insomnia 15% 10% Somnolence 14% 8% Nervousness 6% 4% Libido Decreased 4% 2% Tremor 4% <1% 
Abnormal Dreams 4 3% 2% Hypertonia 3% 2% Paresthesia 2% 1% Respiratory System Yawn 3% <1% Skin Sweating 10% 3% Special Senses Abnormal Vision 5 5% <1% Urogenital System Abnormal Ejaculation 6,7 11% <1% 
Impotence 7 5% <1% Orgasmic Dysfunction (female) 8,9 2% 0% 1 Adverse events for which the Effexor XR reporting rate was less than or equal to the placebo rate are not included. These events are: abdominal pain, accidental 
injury, anxiety, back pain, diarrhea, dysmenorrhea, dyspepsia, fl u syndrome, headache, infection, myalgia, pain, palpitation, pharyngitis, rhinitis, tinnitus, and urinary frequency. 2 <1% means greater than zero but less than 1%. 
3 Mostly “hot fl ashes.” 4 Mostly “vivid dreams,” “nightmares,” and “increased dreaming.” 5 Mostly “blurred vision” and “diffi culty focusing eyes.” 6 Includes “delayed ejaculation” and “anorgasmia.” 7 Percentage based on the 
number of males (Effexor XR = 525, placebo = 220). 8 Includes “delayed orgasm,” “abnormal orgasm,” and “anorgasmia.” 9 Percentage based on the number of females (Effexor XR = 856, placebo = 335). Table 5 Treatment-
Emergent Adverse Event Incidence in Short-Term Placebo-Controlled Effexor XR Clinical Trials in Social Anxiety Disorder Patients 1,2 % Reporting Event Body System Effexor XR Placebo Preferred Term (n = 277) (n = 274) Body 
as a Whole Headache 34% 33% Asthenia 17% 8% Flu Syndrome 6% 5% Accidental Injury 5% 3% Abdominal Pain 4% 3% Cardiovascular System Hypertension 5% 4% Vasodilatation 3 3% 1% Palpitation 3% 1% Digestive 
System Nausea 29% 9% Anorexia 4 20% 1% Constipation 8% 4% Diarrhea 6% 5% Vomiting 3% 2% Eructation 2% 0% Metabolic/Nutritional Weight Loss 4% 0% Nervous System Insomnia 23% 7% Dry Mouth 17% 4% Dizziness 
16% 8% Somnolence 16% 8% Nervousness 11% 3% Libido Decreased 9% <1% Anxiety 5% 3% Agitation 4% 1% Tremor 4% <1% Abnormal Dreams 5 4% <1% Paresthesia 3% <1% Twitching 2% 0% % Reporting Event Body 
System Effexor XR Placebo Preferred Term (n = 277) (n = 274) Respiratory System Yawn 5% <1% Sinusitis 2% 1% Skin Sweating 13% 2% Special Senses Abnormal Vision 6 6% 3% Urogenital System Abnormal Ejaculation 7,8 
16% 1% Impotence 8 10% 1% Orgasmic Dysfunction 9,10 8% 0% 1 Adverse events for which the Effexor XR reporting rate was less than or equal to the placebo rate are not included. These events are: back pain, depression, 
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 d
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 p
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e
e
k
s. C

h
a
n

g
e
s in

 W
e
ig

h
t A

d
u

lt P
a
tie

n
ts: 

A
 lo

ss o
f 5

%
 o

r m
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f b
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 o
f p
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r d
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 d
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r d
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 o
f b
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 p
a
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f p
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 p
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 re
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 d
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r p
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 p
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 o
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 p
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 p
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r m
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t d
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 p
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s d
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 p
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 p
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r m
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t d
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 p
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s d
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b
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t b
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t re
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r w
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r p
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s b
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 p
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 p
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, p
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 d
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 p
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 o
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 p
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 p
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 o
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f p
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 p
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ith
 lo

n
g

e
r-te

rm
 E

ffe
x
o

r X
R

 u
se

 w
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p
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n
d

 a
d

o
le

sce
n

ts in
 th
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 d
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a
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p
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 m
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 b
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dysmenorrhea, dyspepsia, infection, myalgia, pain, pharyngitis, rash, rhinitis, and upper respiratory infection. 2 <1% means greater than zero but less than 1%. 3 Mostly “hot fl ashes.” 4 Mostly “decreased appetite” and “loss of 
appetite.” 5 Mostly “vivid dreams,” “nightmares,” and “increased dreaming.” 6 Mostly “blurred vision.” 7 Includes “delayed ejaculation” and “anorgasmia.” 8 Percentage based on the number of males (Effexor XR = 158, placebo 
= 153). 9 Includes “abnormal orgasm” and “anorgasmia.” 10 Percentage based on the number of females (Effexor XR = 119, placebo = 121). Table 6 Treatment-Emergent Adverse Event Incidence in Short-Term Placebo-Controlled 
Effexor XR Clinical Trials in Panic Disorder Patients 1,2 % Reporting Event Body System Effexor XR Placebo Preferred Term (n = 1001) (n = 662) Body as a Whole Asthenia 10% 8% Cardiovascular System Hypertension 4% 3% 
Vasodilatation 3 3% 2% Digestive System Nausea 21% 14% Dry mouth 12% 6% Constipation 9% 3% Anorexia 4 8% 3% Nervous System Insomnia 17% 9% Somnolence 12% 6% Dizziness 11% 10% Tremor 5% 2% Libido 
Decreased 4% 2% Skin Sweating 10% 2% Urogenital System Abnormal Ejaculation 5,6 8% <1% Impotence 6 4% <1% Orgasmic Dysfunction 7,8 2% <1% 1 Adverse events for which the Effexor XR reporting rate was less than 
or equal to the placebo rate are not included. These events are: abdominal pain, abnormal vision, accidental injury, anxiety, back pain, diarrhea, dysmenorrhea, dyspepsia, fl u syndrome, headache, infection, nervousness, pain, 
paresthesia, pharyngitis, rash, rhinitis, and vomiting. 2 <1% means greater than zero but less than 1%. 3 Mostly “hot fl ushes.” 4 Mostly “decreased appetite” and “loss of appetite.” 5 Includes “delayed or retarded ejaculation” 
and “anorgasmia.” 6 Percentage based on the number of males (Effexor XR = 335, placebo = 238). 7 Includes “anorgasmia” and “delayed orgasm.” 8 Percentage based on the number of females (Effexor XR = 666, placebo = 424). 
Vital Sign Changes Effexor XR (venlafaxine hydrochloride) extended-release capsules treatment for up to 12 weeks in premarketing placebo-controlled major depressive disorder trials was associated with a mean fi nal on-therapy 
increase in pulse rate of approximately 2 beats per minute, compared with 1 beat per minute for placebo. Effexor XR treatment for up to 8 weeks in premarketing placebo-controlled GAD trials was associated with a mean fi nal 
on-therapy increase in pulse rate of approximately 2 beats per minute, compared with less than 1 beat per minute for placebo. Effexor XR treatment for up to 12 weeks in premarketing placebo-controlled Social Anxiety Disorder 
trials was associated with a mean fi nal on-therapy increase in pulse rate of approximately 4 beats per minute, compared with an increase of 1 beat per minute for placebo. Effexor XR treatment for up to 12 weeks in premarketing 
placebo-controlled panic disorder trials was associated with a mean fi nal on-therapy increase in pulse rate of approximately 1 beat per minute, compared with a decrease of less than 1 beat per minute for placebo. (See the 
Sustained Hypertension section of WARNINGS for effects on blood pressure.) In a fl exible-dose study, with Effexor doses in the range of 200 to 375 mg/day and mean dose greater than 300 mg/day, the mean pulse was increased 
by about 2 beats per minute compared with a decrease of about 1 beat per minute for placebo. Laboratory Changes Effexor XR (venlafaxine hydrochloride) extended-release capsules treatment for up to 12 weeks in premarketing 
placebo-controlled trials for major depressive disorder was associated with a mean fi nal on-therapy increase in serum cholesterol concentration of approximately 1.5 mg/dL compared with a mean fi nal decrease of 7.4 mg/dL for 
placebo. Effexor XR treatment for up to 8 weeks and up to 6 months in premarketing placebo-controlled GAD trials was associated with mean fi nal on-therapy increases in serum cholesterol concentration of approximately 1.0 
mg/dL and 2.3 mg/dL, respectively while placebo subjects experienced mean fi nal decreases of 4.9 mg/dL and 7.7 mg/dL, respectively. Effexor XR treatment for up to 12 weeks in premarketing placebo-controlled Social Anxiety 
Disorder trials was associated with mean fi nal on-therapy increases in serum cholesterol concentration of approximately 11.4 mg/dL compared with a mean fi nal decrease of 2.2 mg/dL for placebo. Effexor XR treatment for up to 
12 weeks in premarketing placebo-controlled panic disorder trials was associated with mean fi nal on-therapy increases in serum cholesterol concentration of approximately 5.8 mg/dL compared with a mean fi nal decrease of 3.7 
mg/dL for placebo. Patients treated with Effexor tablets (the immediate-release form of venlafaxine) for at least 3 months in placebo-controlled 12-month extension trials had a mean fi nal on-therapy increase in total cholesterol 
of 9.1 mg/dL compared with a decrease of 7.1 mg/dL among placebo-treated patients. This increase was duration dependent over the study period and tended to be greater with higher doses. Clinically relevant increases in serum 
cholesterol, defi ned as 1) a fi nal on-therapy increase in serum cholesterol ≥50 mg/dL from baseline and to a value ≥261 mg/dL, or 2) an average on-therapy increase in serum cholesterol ≥50 mg/dL from baseline and to a value 
≥261 mg/dL, were recorded in 5.3% of venlafaxine-treated patients and 0.0% of placebo-treated patients (see PRECAUTIONS-General-Serum Cholesterol Elevation). ECG Changes In a fl exible-dose study, with Effexor doses in the 
range of 200 to 375 mg/day and mean dose greater than 300 mg/day, the mean change in heart rate was 8.5 beats per minute compared with 1.7 beats per minute for placebo. (See the Use in Patients with Concomitant Illness 
section of PRECAUTIONS.) Other Adverse Events Observed During the Premarketing Evaluation of Effexor and Effexor XR During its premarketing assessment, multiple doses of Effexor XR were administered to 705 patients in 
Phase 3 major depressive disorder studies and Effexor was administered to 96 patients. During its premarketing assessment, multiple doses of Effexor XR were also administered to 1381 patients in Phase 3 GAD studies, 277 
patients in Phase 3 Social Anxiety Disorder studies, and 1314 patients in Phase 3 panic disorder studies. In addition, in premarketing assessment of Effexor, multiple doses were administered to 2897 patients in Phase 2 to Phase 
3 studies for major depressive disorder. The conditions and duration of exposure to venlafaxine in both development programs varied greatly, and included (in overlapping categories) open and double-blind studies, uncontrolled 
and controlled studies, inpatient (Effexor only) and outpatient studies, fi xed-dose, and titration studies. Untoward events associated with this exposure were recorded by clinical investigators using terminology of their own 
choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion of individuals experiencing adverse events without fi rst grouping similar types of untoward events into a smaller number of standardized 
event categories. In the tabulations that follow, reported adverse events were classifi ed using a standard COSTART-based Dictionary terminology. The frequencies presented, therefore, represent the proportion of the 6670 patients 
exposed to multiple doses of either formulation of venlafaxine who experienced an event of the type cited on at least one occasion while receiving venlafaxine. All reported events are included except those already listed in Tables 
3, 4, 5, and 6, and those events for which a drug cause was remote. If the COSTART term for an event was so general as to be uninformative, it was replaced with a more informative term. It is important to emphasize that, although 
the events reported occurred during treatment with venlafaxine, they were not necessarily caused by it. Events are further categorized by body system and listed in order of decreasing frequency using the following defi nitions: 
frequent adverse events are defi ned as those occurring on one or more occasions in at least 1/100 patients; infrequent adverse events are those occurring in 1/100 to 1/1000 patients; rare events are those occurring in fewer than 
1/1000 patients. Body as a whole - Frequent: chest pain substernal, chills, fever, neck pain; Infrequent: face edema, intentional injury, malaise, moniliasis, neck rigidity, pelvic pain, photosensitivity reaction, suicide attempt, 
withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma, cellulitis. Cardiovascular system - Frequent: migraine, postural hypotension, tachycardia; Infrequent: angina pectoris, arrhythmia, bradycardia, extrasystoles, 
hypotension, peripheral vascular disorder (mainly cold feet and/or cold hands), syncope, thrombophlebitis; Rare: aortic aneurysm, arteritis, fi rst-degree atrioventricular block, bigeminy, bundle branch block, capillary fragility, 
cerebral ischemia, coronary artery disease, congestive heart failure, heart arrest, hematoma, cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous hemorrhage, myocardial infarct, pallor, sinus 
arrhythmia. Digestive system - Frequent: increased appetite; Infrequent: bruxism, colitis, dysphagia, tongue edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis, rectal hemorrhage, 
hemorrhoids, melena, oral moniliasis, stomatitis, mouth ulceration; Rare: abdominal distension, biliary pain, cheilitis, cholecystitis, cholelithiasis, esophageal spasms, duodenitis, hematemesis, gastroesophageal refl ux disease, 
gastrointestinal hemorrhage, gum hemorrhage, hepatitis, ileitis, jaundice, intestinal obstruction, liver tenderness, parotitis, periodontitis, proctitis, rectal disorder, salivary gland enlargement, increased salivation, soft stools, 
tongue discoloration. Endocrine system - Rare: galactorrhoea, goiter, hyperthyroidism, hypothyroidism, thyroid nodule, thyroiditis. Hemic and lymphatic system - Frequent: ecchymosis; Infrequent: anemia, leukocytosis, 
leukopenia, lymphadenopathy, thrombocythemia; Rare: basophilia, bleeding time increased, cyanosis, eosinophilia, lymphocytosis, multiple myeloma, purpura, thrombocytopenia. Metabolic and nutritional - Frequent: edema, 
weight gain; Infrequent: alkaline phosphatase increased, dehydration, hypercholesteremia, hyperglycemia, hyperlipemia, hypoglycemia, hypokalemia, SGOT (AST) increased, SGPT (ALT) increased, thirst; Rare: alcohol intolerance, 
bilirubinemia, BUN increased, creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal, hemochromatosis, hypercalcinuria, hyperkalemia, hyperphosphatemia, hyperuricemia, hypocholesteremia, hyponatremia, 
hypophosphatemia, hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia; Infrequent: arthritis, arthrosis, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitis; Rare: bone pain, pathological fracture, 
muscle cramp, muscle spasms, musculoskeletal stiffness, myopathy, osteoporosis, osteosclerosis, plantar fasciitis, rheumatoid arthritis, tendon rupture. Nervous system - Frequent: amnesia, confusion, depersonalization, 
hypesthesia, thinking abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia, CNS stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia, 
incoordination, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech, stupor, suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse, aphasia, 
bradykinesia, buccoglossal syndrome, cerebrovascular accident, feeling drunk, loss of consciousness, delusions, dementia, dystonia, energy increased, facial paralysis, abnormal gait, Guillain-Barre Syndrome, homicidal ideation, 
hyperchlorhydria, hypokinesia, hysteria, impulse control diffi culties, libido increased, motion sickness, neuritis, nystagmus, paranoid reaction, paresis, psychotic depression, refl exes decreased, refl exes increased, torticollis. 
Respiratory system - Frequent: cough increased, dyspnea; Infrequent: asthma, chest congestion, epistaxis, hyperventilation, laryngismus, laryngitis, pneumonia, voice alteration; Rare: atelectasis, hemoptysis, hypoventilation, 
hypoxia, larynx edema, pleurisy, pulmonary embolus, sleep apnea. Skin and appendages - Frequent: pruritus; Infrequent: acne, alopecia, contact dermatitis, dry skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle 
nails, erythema nodosum, exfoliative dermatitis, lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis, hirsutism, leukoderma, miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash, seborrhea, 
skin atrophy, skin hypertrophy, skin striae, sweating decreased. Special senses - Frequent: abnormality of accommodation, mydriasis, taste perversion; Infrequent: conjunctivitis, diplopia, dry eyes, eye pain, hyperacusis, otitis 
media, parosmia, photophobia, taste loss, visual fi eld defect; Rare: blepharitis, cataract, chromatopsia, conjunctival edema, corneal lesion, deafness, exophthalmos, eye hemorrhage, glaucoma, retinal hemorrhage, subconjunctival 
hemorrhage, keratitis, labyrinthitis, miosis, papilledema, decreased pupillary refl ex, otitis externa, scleritis, uveitis. Urogenital system - Frequent: prostatic disorder (prostatitis, enlarged prostate, and prostate irritability),* 
urination impaired; Infrequent: albuminuria, amenorrhea,* cystitis, dysuria, hematuria, kidney calculus, kidney pain, leukorrhea,* menorrhagia,* metrorrhagia,* nocturia, breast pain, polyuria, pyuria, urinary incontinence, urinary 
retention, urinary urgency, vaginal hemorrhage,* vaginitis*; Rare: abortion,* anuria, breast discharge, breast engorgement, balanitis,* breast enlargement, endometriosis,* female lactation,* fi brocystic breast, calcium 
crystalluria, cervicitis,* orchitis,* ovarian cyst,* bladder pain, prolonged erection,* gynecomastia (male),* hypomenorrhea,* kidney function abnormal, mastitis, menopause,* pyelonephritis, oliguria, salpingitis,* urolithiasis, 
uterine hemorrhage,* uterine spasm,* vaginal dryness.* *Based on the number of men and women as appropriate. Postmarketing Reports Voluntary reports of other adverse events temporally associated with the use of venlafaxine 
that have been received since market introduction and that may have no causal relationship with the use of venlafaxine include the following: agranulocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK 
increased, deep vein thrombophlebitis, delirium, EKG abnormalities such as QT prolongation; cardiac arrhythmias including atrial fi brillation, supraventricular tachycardia, ventricular extrasystoles, and rare reports of ventricular 
fi brillation and ventricular tachycardia, including torsade de pointes; epidermal necrosis/Stevens-Johnson Syndrome, erythema multiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure 
glaucoma, hemorrhage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation; abnormalities of unspecifi ed liver function tests; liver damage, necrosis, or failure; and fatty liver), interstitial lung 
disease (including pulmonary eosinophilia), involuntary movements, LDH increased, neuroleptic malignant syndrome-like events (including a case of a 10-year-old who may have been taking methylphenidate, was treated and 
recovered), neutropenia, night sweats, pancreatitis, pancytopenia, panic, prolactin increased, renal failure, rhabdomyolysis, serotonin syndrome, shock-like electrical sensations or tinnitus (in some cases, subsequent to the 
discontinuation of venlafaxine or tapering of dose), and syndrome of inappropriate antidiuretic hormone secretion (usually in the elderly). There have been reports of elevated clozapine levels that were temporally associated with 
adverse events, including seizures, following the addition of venlafaxine. There have been reports of increases in prothrombin time, partial thromboplastin time, or INR when venlafaxine was given to patients receiving warfarin 
therapy. DRUG ABUSE AND DEPENDENCE Controlled Substance Class Effexor XR (venlafaxine hydrochloride) extended-release capsules is not a controlled substance. Physical and Psychological Dependence In vitro studies revealed 
that venlafaxine has virtually no affi nity for opiate, benzodiazepine, phencyclidine (PCP), or N-methyl-D-aspartic acid (NMDA) receptors. Venlafaxine was not found to have any signifi cant CNS stimulant activity in rodents. In 
primate drug discrimination studies, venlafaxine showed no signifi cant stimulant or depressant abuse liability. Discontinuation effects have been reported in patients receiving venlafaxine (see DOSAGE AND ADMINISTRATION). 
While venlafaxine has not been systematically studied in clinical trials for its potential for abuse, there was no indication of drug-seeking behavior in the clinical trials. However, it is not possible to predict on the basis of 
premarketing experience the extent to which a CNS active drug will be misused, diverted, and/or abused once marketed. Consequently, physicians should carefully evaluate patients for history of drug abuse and follow such patients 
closely, observing them for signs of misuse or abuse of venlafaxine (eg, development of tolerance, incrementation of dose, drug-seeking behavior). OVERDOSAGE Human Experience Among the patients included in the premarketing 
evaluation of Effexor XR, there were 2 reports of acute overdosage with Effexor XR in major depressive disorder trials, either alone or in combination with other drugs. One patient took a combination of 6 g of Effexor XR and 2.5 
mg of lorazepam. This patient was hospitalized, treated symptomatically, and recovered without any untoward effects. The other patient took 2.85 g of Effexor XR. This patient reported paresthesia of all four limbs but recovered 
without sequelae. There were 2 reports of acute overdose with Effexor XR in GAD trials. One patient took a combination of 0.75 g of Effexor XR and 200 mg of paroxetine and 50 mg of zolpidem. This patient was described as being 
alert, able to communicate, and a little sleepy. This patient was hospitalized, treated with activated charcoal, and recovered without any untoward effects. The other patient took 1.2 g of Effexor XR. This patient recovered and no 
other specifi c problems were found. The patient had moderate dizziness, nausea, numb hands and feet, and hot-cold spells 5 days after the overdose. These symptoms resolved over the next week.  T h e r e   w e r e   n o   r e p o 
r t s   o f   a c u t e   o v e r d o s e   w i t h   E f f e x o r   X R   i n   S o c i a l   A n x i e t y   D i s o r d e r   t r i a l s .     T h e r e   w e r e   2   r e p o r t s   o f   a c u t e   o v e r d o s e   w i t h   E f f e x o r   X R   i n   p a n i c   d i s o r d 
e r   t r i a l s .   O n e   p a t i e n t   t o o k     0 . 6 7 5   g   o f   E f f e x o r   X R   o n c e ,   a n d   t h e   o t h e r   p a t i e n t   t o o k   0 . 4 5   g   o f   E f f e x o r   X R   f o r   2   d a y s .   N o   s i g n s     o r   s y m p t o m s   w e r e   
a s s o c i a t e d   w i t h   e i t h e r   o v e r d o s e ,   a n d   n o   a c t i o n s   w e r e   t a k e n   t o   t r e a t   t h e m .     A m o n g   t h e   p a t i e n t s   i n c l u d e d   i n   t h e   p r e m a r k e t i n g   e v a l u a t i o n   w i t h   E f 
f e x o r ,   t h e r e   w e r e   1 4   r e p o r t s     o f   a c u t e   o v e r d o s e   w i t h   v e n l a f a x i n e ,   e i t h e r   a l o n e   o r   i n   c o m b i n a t i o n   w i t h   o t h e r   d r u g s   a n d / o r     a l c o h o l .   T h e   m a j o r i t 
y   o f   t h e   r e p o r t s   i n v o l v e d   i n g e s t i o n   i n   w h i c h   t h e   t o t a l   d o s e   o f   v e n l a f a x i n e     t a k e n   w a s   e s t i m a t e d   t o   b e   n o   m o r e   t h a n   s e v e r a l - f o l d   h i g h e r   t h a n   t h e   
u s u a l   t h e r a p e u t i c   d o s e .   T h e     3   p a t i e n t s   w h o   t o o k   t h e   h i g h e s t   d o s e s   w e r e   e s t i m a t e d   t o   h a v e   i n g e s t e d   a p p r o x i m a t e l y   6 . 7 5   g ,     2 . 7 5   g ,   a n d   2 . 5   g .   T 
h e   r e s u l t a n t   p e a k   p l a s m a   l e v e l s   o f   v e n l a f a x i n e   f o r   t h e   l a t t e r   2   p a t i e n t s   w e r e     6 . 2 4   a n d   2 . 3 5 º g / m L ,   r e s p e c t i v e l y ,   a n d   t h e   p e a k   p l a s m a   l e v e l s   o f   
O - d e s m e t h y l v e n l a f a x i n e   w e r e     3 . 3 7   a n d   1 . 3 0 º g / m L ,   r e s p e c t i v e l y .   P l a s m a   v e n l a f a x i n e   l e v e l s   w e r e   n o t   o b t a i n e d   f o r   t h e   p a t i e n t     w h o   i n g e s t e d   6 . 7 
5   g   o f   v e n l a f a x i n e .   A l l   1 4   p a t i e n t s   r e c o v e r e d   w i t h o u t   s e q u e l a e .   M o s t   p a t i e n t s     r e p o r t e d   n o   s y m p t o m s .   A m o n g   t h e   r e m a i n i n g   p a t i e n t s ,   s o m n o l e n c 
e   w a s   t h e   m o s t   c o m m o n l y     r e p o r t e d   s y m p t o m .   T h e   p a t i e n t   w h o   i n g e s t e d   2 . 7 5   g   o f   v e n l a f a x i n e   w a s   o b s e r v e d   t o   h a v e     2   g e n e r a l i z e d   c o n v u l s i o n s   a 
n d   a   p r o l o n g a t i o n   o f   Q T c   t o   5 0 0   m s e c ,   c o m p a r e d   w i t h   4 0 5   m s e c   a t     b a s e l i n e .   M i l d   s i n u s   t a c h y c a r d i a   w a s   r e p o r t e d   i n   2   o f   t h e   o t h e r   p a t i e n t s .     I n   
p o s t m a r k e t i n g   e x p e r i e n c e ,   o v e r d o s e   w i t h   v e n l a f a x i n e   h a s   o c c u r r e d   p r e d o m i n a n t l y   i n     c o m b i n a t i o n   w i t h   a l c o h o l   a n d / o r   o t h e r   d r u g s .   E l e c t r o c a r d i 
o g r a m   c h a n g e s   ( e g ,   p r o l o n g a t i o n   o f     Q T   i n t e r v a l ,   b u n d l e   b r a n c h   b l o c k ,   Q R S   p r o l o n g a t i o n ) ,   s i n u s   a n d   v e n t r i c u l a r   t a c h y c a r d i a ,     b r a d y c a r d i a ,   h y p 
o t e n s i o n ,   a l t e r e d   l e v e l   o f   c o n s c i o u s n e s s   ( r a n g i n g   f r o m   s o m n o l e n c e   t o   c o m a ) ,     r h a b d o m y o l y s i s ,   s e i z u r e s ,   v e r t i g o ,   l i v e r   n e c r o s i s ,   a n d   d e a t h   h a v e   
b e e n   r e p o r t e d .     M a n a g e m e n t   o f   O v e r d o s a g e     T r e a t m e n t   s h o u l d   c o n s i s t   o f   t h o s e   g e n e r a l   m e a s u r e s   e m p l o y e d   i n   t h e   m a n a g e m e n t   o f   o v e r d o s a g e     w i 
t h   a n y   a n t i d e p r e s s a n t .     E n s u r e   a n   a d e q u a t e   a i r w a y ,   o x y g e n a t i o n ,   a n d   v e n t i l a t i o n .   M o n i t o r   c a r d i a c   r h y t h m   a n d   v i t a l   s i g n s .     G e n e r a l   s u p p o r t i v e   a 
n d   s y m p t o m a t i c   m e a s u r e s   a r e   a l s o   r e c o m m e n d e d .   I n d u c t i o n   o f   e m e s i s   i s   n o t     r e c o m m e n d e d .   G a s t r i c   l a v a g e   w i t h   a   l a r g e   b o r e   o r o g a s t r i c   t u b e   w i t 
h   a p p r o p r i a t e   a i r w a y     p r o t e c t i o n ,   i f   n e e d e d ,   m a y   b e   i n d i c a t e d   i f   p e r f o r m e d   s o o n   a f t e r   i n g e s t i o n   o r   i n   s y m p t o m a t i c     p a t i e n t s .     A c t i v a t e d   c h a r c o a 
l   s h o u l d   b e   a d m i n i s t e r e d .   D u e   t o   t h e   l a r g e   v o l u m e   o f   d i s t r i b u t i o n   o f   t h i s   d r u g ,     f o r c e d   d i u r e s i s ,   d i a l y s i s ,   h e m o p e r f u s i o n ,   a n d   e x c h a n g e   t r a n s f u 
s i o n   a r e   u n l i k e l y   t o   b e   o f   b e n e f i t .     N o   s p e c i f i c   a n t i d o t e s   f o r   v e n l a f a x i n e   a r e   k n o w n .     I n   m a n a g i n g   o v e r d o s a g e ,   c o n s i d e r   t h e   p o s s i b i l i t y   o f   m u l t i 
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atomoxetine AUC values that were 6- to 8-fold greater and in  atomoxetine Cmax values that were 3- to 4-fold greater than when atomoxetine was given alone.  Dosage adjustment of atomoxetine may be necessary and 
it is recommended that atomoxetine be  initiated at a reduced dose when it is given with paroxetine. Concomitant use of PAXIL with other drugs metabolized by cytochrome CYP2D6 has not been  formally studied but may 
require lower doses than usually prescribed for either PAXIL or the  other drug.    Therefore, coadministration of PAXIL with other drugs that are metabolized by this isozyme,  including certain drugs effective in the 
treatment of major depressive disorder (e.g., nortriptyline,  amitriptyline, imipramine, desipramine, and fl uoxetine), phenothiazines, risperidone, and Type  1C antiarrhythmics (e.g., propafenone, fl ecainide, and 
encainide), or that inhibit this enzyme  (e.g., quinidine), should be approached with caution.     However, due to the risk of serious ventricular arrhythmias and sudden death potentially  associated with elevated plasma 
levels of thioridazine, paroxetine and thioridazine should not be  coadministered (see CONTRAINDICATIONS and WARNINGS).    At steady state, when the CYP2D6 pathway is essentially saturated, paroxetine clearance 
is  governed by alternative P450 isozymes that, unlike CYP2D6, show no evidence of saturation (see  PRECAUTIONS—Tricyclic Antidepressants).    Drugs Metabolized by Cytochrome CYP3A4: An in vivo interaction study 
involving  the coadministration under steady-state conditions of paroxetine and terfenadine, a substrate for  cytochrome CYP3A4, revealed no effect of paroxetine on terfenadine pharmacokinetics. In  addition, in vitro 
studies have shown ketoconazole, a potent inhibitor of CYP3A4 activity, to be  at least 100 times more potent than paroxetine as an inhibitor of the metabolism of several  substrates for this enzyme, including terfenadine, 
astemizole, cisapride, triazolam, and  cyclosporine. Based on the assumption that the relationship between paroxetine’s in vitro Ki and  its lack of effect on terfenadine’s in vivo clearance predicts its effect on other CYP3A4  
substrates, paroxetine’s extent of inhibition of CYP3A4 activity is not likely to be of clinical  signifi cance.    Tricyclic Antidepressants (TCAs): Caution is indicated in the coadministration of  tricyclic antidepressants (TCAs) 
with PAXIL, because paroxetine may inhibit TCA metabolism.  Plasma TCA concentrations may need to be monitored, and the dose of TCA may need to be  reduced, if a TCA is coadministered with PAXIL (see 
PRECAUTIONS—Drugs Metabolized by  Cytochrome CYP2D6).    Drugs Highly Bound to Plasma Protein: Because paroxetine is highly bound to plasma  protein, administration of PAXIL to a patient taking another drug that 
is highly protein bound  may cause increased free concentrations of the other drug, potentially resulting in adverse events.  Conversely, adverse effects could result from displacement of paroxetine by other highly bound  
drugs.    Drugs That Interfere With Hemostasis (NSAIDs, Aspirin, Warfarin, etc.):  Serotonin release by platelets plays an important role in hemostasis. Epidemiological studies of  the case-control and cohort design that 
have demonstrated an association between use of  psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper  gastrointestinal bleeding have also shown that concurrent use of an NSAID or 
aspirin potentiated the risk of bleeding. Thus, patients should be cautioned about the use of such drugs concurrently  with paroxetine.    Alcohol: Although PAXIL does not increase the impairment of mental and motor 
skills  caused by alcohol, patients should be advised to avoid alcohol while taking PAXIL.    Lithium: A multiple-dose study has shown that there is no pharmacokinetic interaction  between PAXIL and lithium carbonate. 
However, due to the potential for serotonin syndrome,  caution is advised when PAXIL is coadministered with lithium.    Digoxin: The steady-state pharmacokinetics of paroxetine was not altered when administered  with 
digoxin at steady state. Mean digoxin AUC at steady state decreased by 15% in the  presence of paroxetine. Since there is little clinical experience, the concurrent administration of  paroxetine and digoxin should be 
undertaken with caution.    Diazepam: Under steady-state conditions, diazepam does not appear to affect paroxetine  kinetics. The effects of paroxetine on diazepam were not evaluated.    Procyclidine: Daily oral dosing 
of PAXIL (30 mg once daily) increased steady-state AUC024, Cmax, and Cmin values of procyclidine (5 mg oral once daily) by 35%, 37%, and 67%,  respectively, compared to procyclidine alone at steady state. If 
anticholinergic effects are seen,  the dose of procyclidine should be reduced.    Beta-Blockers: In a study where propranolol (80 mg twice daily) was dosed orally for  18 days, the established steady-state plasma 
concentrations of propranolol were unaltered during  coadministration with PAXIL (30 mg once daily) for the fi nal 10 days. The effects of  propranolol on paroxetine have not been evaluated (see ADVERSE REACTIONS— 
Postmarketing Reports).     Theophylline: Reports of elevated theophylline levels associated with treatment with  PAXIL have been reported. While this interaction has not been formally studied, it is  recommended that 
theophylline levels be monitored when these drugs are concurrently  administered.    Fosamprenavir/Ritonavir: Co-administration of fosamprenavir/ritonavir with paroxetine  signifi cantly decreased plasma levels of 
paroxetine. Any dose adjustment should be guided by  clinical effect (tolerability and effi cacy).     Electroconvulsive Therapy (ECT): There are no clinical studies of the combined use of  ECT and PAXIL.  Carcinogenesis, 
Mutagenesis, Impairment of Fertility: Carcinogenesis: Two-year  carcinogenicity studies were conducted in rodents given paroxetine in the diet at 1, 5, and  25 mg/kg/day (mice) and 1, 5, and 20 mg/kg/day (rats). These 
doses are up to 2.4 (mouse) and  3.9 (rat) times the maximum recommended human dose (MRHD) for major depressive disorder,  social anxiety disorder, GAD, and PTSD on a mg/m 2 basis. Because the MRHD for major  
depressive disorder is slightly less than that for OCD (50 mg versus 60 mg), the doses used in  these carcinogenicity studies were only 2.0 (mouse) and 3.2 (rat) times the MRHD for OCD.  There was a signifi cantly greater 
number of male rats in the high-dose group with reticulum cell  sarcomas (1/100, 0/50, 0/50, and 4/50 for control, low-, middle-, and high-dose groups, respectively) and a signifi cantly increased linear trend across dose 
groups for the occurrence of  lymphoreticular tumors in male rats. Female rats were not affected. Although there was a  dose-related increase in the number of tumors in mice, there was no drug-related increase in the  
number of mice with tumors. The relevance of these fi ndings to humans is unknown.    Mutagenesis: Paroxetine produced no genotoxic effects in a battery of 5 in vitro and 2 in  vivo assays that included the following: 
Bacterial mutation assay, mouse lymphoma mutation  assay, unscheduled DNA synthesis assay, and tests for cytogenetic aberrations in vivo in mouse  bone marrow and in vitro in human lymphocytes and in a dominant 
lethal test in rats.    Impairment of Fertility: A reduced pregnancy rate was found in reproduction studies in  rats at a dose of paroxetine of 15 mg/kg/day, which is 2.9 times the MRHD for major depressive  disorder, social 
anxiety disorder, GAD, and PTSD or 2.4 times the MRHD for OCD on a mg/m 2  basis. Irreversible lesions occurred in the reproductive tract of male rats after dosing in toxicity  studies for 2 to 52 weeks. These lesions 
consisted of vacuolation of epididymal tubular  epithelium at 50 mg/kg/day and atrophic changes in the seminiferous tubules of the testes with  arrested spermatogenesis at 25 mg/kg/day (9.8 and 4.9 times the MRHD 
for major depressive  disorder, social anxiety disorder, and GAD; 8.2 and 4.1 times the MRHD for OCD and PD on a  mg/m 2 basis).  Pregnancy: Pregnancy Category D. See WARNINGS—Usage in Pregnancy: Teratogenic 
and  Nonteratogenic Effects.   Labor and Delivery: The effect of paroxetine on labor and delivery in humans is unknown.  Nursing Mothers: Like many other drugs, paroxetine is secreted in human milk, and caution  should 
be exercised when PAXIL is administered to a nursing woman.   Pediatric Use: Safety and effectiveness in the pediatric population have not been established  (see BOX WARNING and WARNINGS—Clinical Worsening and 
Suicide Risk). Three  placebo-controlled trials in 752 pediatric patients with MDD have been conducted with PAXIL,  and the data were not suffi cient to support a claim for use in pediatric patients. Anyone  considering the 
use of PAXIL in a child or adolescent must balance the potential risks with the  clinical need.    In placebo-controlled clinical trials conducted with pediatric patients, the following adverse  events were reported in at least 
2% of pediatric patients treated with PAXIL and occurred at a  rate at least twice that for pediatric patients receiving placebo: emotional lability (including selfharm, suicidal thoughts, attempted suicide, crying, and mood 
fl uctuations), hostility, decreased  appetite, tremor, sweating, hyperkinesia, and agitation.    Events reported upon discontinuation of treatment with PAXIL in the pediatric clinical trials  that included a taper phase regimen, 
which occurred in at least 2% of patients who received  PAXIL and which occurred at a rate at least twice that of placebo, were: emotional lability  (including suicidal ideation, suicide attempt, mood changes, and 
tearfulness), nervousness,  dizziness, nausea, and abdominal pain (see Discontinuation of Treatment With PAXIL).  Geriatric Use: In worldwide premarketing clinical trials with PAXIL, 17% of patients treated  with PAXIL 
(approximately 700) were 65 years of age or older. Pharmacokinetic studies revealed a decreased clearance in the elderly, and a lower starting dose is recommended; there  were, however, no overall differences in the 
adverse event profi le between elderly and younger  patients, and effectiveness was similar in younger and older patients (see CLINICAL  PHARMACOLOGY and DOSAGE AND ADMINISTRATION).  ADVERSE REACTIONS  
Associated With Discontinuation of Treatment: Twenty percent (1,199/6,145) of patients  treated with PAXIL in worldwide clinical trials in major depressive disorder and 16.1%  (84/522), 11.8% (64/542), 9.4% 
(44/469), 10.7% (79/735), and 11.7% (79/676) of patients  treated with PAXIL in worldwide trials in social anxiety disorder, OCD, panic disorder, GAD,  and PTSD, respectively, discontinued treatment due to an adverse 
event. The most common  events (≥1%) associated with discontinuation and considered to be drug related (i.e., those events  associated with dropout at a rate approximately twice or greater for PAXIL compared to 
placebo)  included the following: Major  Depressive  Disorder OCD Panic Disorder  Social Anxiety  Disorder  Generalized  Anxiety Disorder  PTSD    PAXIL Placebo PAXIL Placebo PAXIL Placebo PAXIL Placebo PAXIL Placebo 
PAXIL Placebo  CNS               Somnolence 2.3% 0.7% —  1.9% 0.3% 3.4% 0.3% 2.0% 0.2% 2.8% 0.6%  Insomnia — — 1.7% 0% 1.3% 0.3% 3.1% 0%   — —  Agitation 1.1% 0.5% —        — —  Tremor 1.1% 0.3% —    1.7% 
0%   1.0% 0.2%  Anxiety — — —    1.1% 0%   — —  Dizziness — — 1.5% 0%   1.9% 0% 1.0% 0.2% — —  Gastroin testinal               Constipation —  1.1% 0%       — —  Nausea 3.2% 1.1% 1.9% 0% 3.2% 1.2% 4.0% 0.3% 
2.0% 0.2% 2.2% 0.6%  Diarrhea 1.0% 0.3% —           Dry mouth 1.0% 0.3% —        — —  Vomiting 1.0% 0.3% —    1.0% 0%   — —  Flatulence       1.0% 0.3%   — —  Other                Asthenia 1.6% 0.4% 1.9% 0.4%   2.5% 
0.6% 1.8% 0.2% 1.6% 0.2%  Abnormal    ejaculation 1    1.6%    0%    2.1%    0%      4.9%    0.6%    2.5%    0.5%    —    —  Sweating 1.0% 0.3% —    1.1% 0% 1.1% 0.2% — —  Impotence 1 —  1.5% 0%       — —  Libido   
Decreased          1.0%    0%      —    —  Where numbers are not provided the incidence of the adverse events in patients treated with PAXIL was not >1% or  was not greater than or equal to 2 times the incidence of placebo.  
1. Incidence corrected for gender.    Commonly Observed Adverse Events: Major Depressive Disorder: The most  commonly observed adverse events associated with the use of paroxetine (incidence of 5% or  greater and 
incidence for PAXIL at least twice that for placebo, derived from Table 1) were:  Asthenia, sweating, nausea, decreased appetite, somnolence, dizziness, insomnia, tremor,  nervousness, ejaculatory disturbance, and other 
male genital disorders.     Obsessive Compulsive Disorder: The most commonly observed adverse events  associated with the use of paroxetine (incidence of 5% or greater and incidence for PAXIL at  least twice that of 
placebo, derived from Table 2) were: Nausea, dry mouth, decreased appetite,  constipation, dizziness, somnolence, tremor, sweating, impotence, and abnormal ejaculation.    Panic Disorder: The most commonly observed 
adverse events associated with the use of  paroxetine (incidence of 5% or greater and incidence for PAXIL at least twice that for placebo,  derived from Table 2) were: Asthenia, sweating, decreased appetite, libido 
decreased, tremor,  abnormal ejaculation, female genital disorders, and impotence. Social Anxiety Disorder: The most commonly observed adverse events associated with  the use of paroxetine (incidence of 5% or greater 
and incidence for PAXIL at least twice that for  placebo, derived from Table 2) were: Sweating, nausea, dry mouth, constipation, decreased  appetite, somnolence, tremor, libido decreased, yawn, abnormal ejaculation, 
female genital  disorders, and impotence.    Generalized Anxiety Disorder: The most commonly observed adverse events associated  with the use of paroxetine (incidence of 5% or greater and incidence for PAXIL at least 
twice  that for placebo, derived from Table 3) were: Asthenia, infection, constipation, decreased  appetite, dry mouth, nausea, libido decreased, somnolence, tremor, sweating, and abnormal  ejaculation.    Posttraumatic 
Stress Disorder: The most commonly observed adverse events associated  with the use of paroxetine (incidence of 5% or greater and incidence for PAXIL at least twice  that for placebo, derived from Table 3) were: 
Asthenia, sweating, nausea, dry mouth, diarrhea,  decreased appetite, somnolence, libido decreased, abnormal ejaculation, female genital disorders,  and impotence.  Incidence in Controlled Clinical Trials: The prescriber 
should be aware that the fi gures in  the tables following cannot be used to predict the incidence of side effects in the course of usual  medical practice where patient characteristics and other factors differ from those that 
prevailed in  the clinical trials. Similarly, the cited frequencies cannot be compared with fi gures obtained from  other clinical investigations involving different treatments, uses, and investigators. The cited  fi gures, 
however, do provide the prescribing physician with some basis for estimating the  relative contribution of drug and nondrug factors to the side effect incidence rate in the  populations studied.    Major Depressive Disorder: 
Table 1 enumerates adverse events that occurred at an  incidence of 1% or more among paroxetine-treated patients who participated in short-term  (6-week) placebo-controlled trials in which patients were dosed in a 
range of 20 mg to  50 mg/day. Reported adverse events were classifi ed using a standard COSTART-based  Dictionary terminology. Table 1. Treatment-Emergent Adverse Experience Incidence in Placebo-Controlled  Clinical 
Trials for Major Depressive Disorder 1    Body System    Preferred Term  PAXIL  (n = 421)  Placebo  (n = 421)  Body as a Whole  Headache 18% 17%    Asthenia 15% 6%  Cardiovascular  Palpitation 3% 1%   Vasodilation 
3% 1%  Dermatologic  Sweating 11% 2%    Rash 2% 1%  Gastrointestinal  Nausea 26% 9%    Dry Mouth  18%  12%    Constipation 14% 9%    Diarrhea 12% 8%    Decreased Appetite  6%  2%    Flatulence 4% 2%    
Oropharynx Disorder 2 2% 0%    Dyspepsia 2% 1%  Musculoskeletal  Myopathy 2% 1%    Myalgia 2% 1%    Myasthenia 1% 0%  Nervous System  Somnolence 23% 9%    Dizziness 13% 6%    Insomnia 13% 6%    Tremor 
8% 2%    Nervousness 5% 3%    Anxiety 5% 3%    Paresthesia 4% 2%    Libido Decreased  3%  0%    Drugged Feeling  2%  1%    Confusion 1% 0%  Respiration  Yawn 4% 0%  Special Senses  Blurred Vision  4%  1%    
Taste Perversion  2%  0%  Urogenital System  Ejaculatory Disturbance 3,4 13% 0%     Other Male Genital Disorders 3,5 10% 0%   Urinary Frequency 3% 1%   Urination Disorder 6 3% 0%    Female Genital Disorders 3,7 
2% 0%  1. Events reported by at least 1% of patients treated with PAXIL are included, except the  following events which had an incidence on placebo ≥ PAXIL: Abdominal pain, agitation,  back pain, chest pain, CNS 
stimulation, fever, increased appetite, myoclonus, pharyngitis,  postural hypotension, respiratory disorder (includes mostly “cold symptoms” or “URI”),  trauma, and vomiting.  2. Includes mostly “lump in throat” and 
“tightness in throat.” 3. Percentage corrected for gender.  4. Mostly “ejaculatory delay.”  5. Includes “anorgasmia,” “erectile diffi culties,” “delayed ejaculation/orgasm,” and “sexual  dysfunction,” and “impotence.”   6. 
Includes mostly “diffi culty with micturition” and “urinary hesitancy.”  7. Includes mostly “anorgasmia” and “diffi culty reaching climax/orgasm.”       Obsessive Compulsive Disorder, Panic Disorder, and Social Anxiety 
Disorder:  Table 2 enumerates adverse events that occurred at a frequency of 2% or more among OCD  patients on PAXIL who participated in placebo-controlled trials of 12-weeks duration in which  patients were dosed 
in a range of 20 mg to 60 mg/day or among patients with panic disorder on  PAXIL who participated in placebo-controlled trials of 10- to 12-weeks duration in which  patients were dosed in a range of 10 mg to 60 mg/day 
or among patients with social anxiety  disorder on PAXIL who participated in placebo-controlled trials of 12-weeks duration in which  patients were dosed in a range of 20 mg to 50 mg/day.    Table 2. Treatment-Emergent 
Adverse Experience Incidence in Placebo-Controlled  Clinical Trials for Obsessive Compulsive Disorder, Panic Disorder, and Social Anxiety  Disorder 1  Obsessive  Compulsive  Disorder  Panic  Disorder  Social Anxiety  
Disorder          Body System          Preferred Term  PAXIL  (n = 542)  Placebo  (n = 265)  PAXIL  (n = 469)  Placebo  (n = 324)  PAXIL  (n = 425)  Placebo  (n = 339)  Body as a Whole  Asthenia 22% 14% 14% 5% 22% 
14%    Abdominal Pain — — 4% 3% — —    Chest Pain 3% 2% — — — —    Back Pain — — 3% 2% — —    Chills 2% 1% 2% 1% — —    Trauma — — — — 3% 1%  Cardiovascular  Vasodilation 4% 1% — — — —    Palpitation 
2% 0% — — — —  Dermatologic   Sweating 9% 3% 14% 6% 9% 2%    Rash 3% 2% — — — —  Gastrointestinal  Nausea 23% 10% 23% 17% 25% 7%    Dry Mouth 18% 9% 18% 11% 9% 3%    Constipation 16% 6% 8% 
5% 5% 2%    Diarrhea 10% 10% 12% 7% 9% 6%    Decreased     Appetite    9%    3%    7%    3%    8%    2%    Dyspepsia — — — — 4% 2%    Flatulence — — — — 4% 2%    Increased    Appetite    4%    3%    2%    1%    
—    — Obsessive  Compulsive  Disorder  Panic  Disorder  Social Anxiety  Disorder    Vomiting — — — — 2% 1%  Musculoskeletal Myalgia — — — — 4% 3%  Nervous System  Insomnia 24% 13% 18% 10% 21% 16%    
Somnolence 24% 7% 19% 11% 22% 5%    Dizziness 12% 6% 14% 10% 11% 7%    Tremor 11% 1% 9% 1% 9% 1%    Nervousness 9% 8% — — 8% 7%    Libido Decreased 7% 4% 9% 1% 12% 1%    Agitation — — 5% 
4% 3% 1%    Anxiety — — 5% 4% 5% 4%    Abnormal    Dreams    4%    1%    —    —    —    —    Concentration    Impaired    3%    2%    —    —    4%    1%    Depersonalization 3% 0% — — — —    Myoclonus 3% 0% 3% 
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a
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 b
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 b
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 d
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f d
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f d
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r d
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 p
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 m
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e
 n

e
x
t 4

 w
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 b
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 b
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 d
e
p

re
ssio

n
 in

 th
e
 se

ttin
g

 o
f o

th
e
r p

sy
ch

ia
tric illn

e
ss  b

e
in

g
 tre

a
te

d
 w

ith
 a

n
tid

e
p

re
ssa

n
ts sh

o
u

ld
 b
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 d
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f d
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f d
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r d
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l b
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r o
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t d
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t o
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u
lts, a

re
 a

t a
n

 in
cre

a
se

d
 risk

 o
f su

icid
a
l th

o
u

g
h

ts o
r su

id
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 d
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, p
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p
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r re
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 m
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 p
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r m
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 d
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 p
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 b
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 b
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tic re
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 d
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t p
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 d
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b
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 d
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 p
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r d
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f p
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 b
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b
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h

e
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e
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p
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 c
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v
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 c
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 b
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 p
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ln

e
ss

 (
so

m
e
ti

m
e
s 

ca
ll
e
d

 m
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rre
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 o
f p
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r d
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 d
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 b
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 p
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 b
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 d
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 re
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 re
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l d
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 d
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 d
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 d
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, p
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 b
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p
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r p
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l d
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 d
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 m
ild

 to
 m

o
d

e
ra

te
 a

n
d

  w
e
re

 se
lf-lim

itin
g

 
a
n

d
 d
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 m
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 b
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 d

isco
n

tin
u

a
tio

n
 o

f th
e
se

 d
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: D
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, d
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n
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b
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 g
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 b
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s d
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 b
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 d
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r p
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 d
e
cre

a
se

 in
 th

e
 d

o
se

 o
r u

p
o

n
 

d
isco

n
tin

u
a
tio

n
 o

f  tre
a
tm

e
n

t, th
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 p
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 d
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 d
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 d
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 D
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P
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v
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 d
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 p
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f p
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r o
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 d
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 p
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 d
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 b
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 b
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s d
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 b
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 d
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 d
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 p
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ic d
ru

g
s a

n
d

 w
ith

  d
ru

g
s w

h
ich

 m
a
y
 h

a
v
e
 im

p
a
ire

d
 m

e
ta

b
o

lism
 o

f p
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, d
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, m
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h
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 p
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p
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d
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ra
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b
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 d
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f b
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 p
a
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 re
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 o
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 b
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l b
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 o
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 d
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f b
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ra
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 b
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 b
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b
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 p
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 p
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 b
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b
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 re
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b
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 d
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2% 2% 1%    Amnesia 2% 1% — — — —  Respiratory System  Rhinitis — — 3% 0% — —    Pharyngitis — — — — 4% 2%    Yawn — — — — 5% 1%  Special Senses  Abnormal Vision 4% 2% — — 4% 1%    Taste Perversion 
2% 0% — — — —  Urogenital System  Abnormal    Ejaculation 2    23%    1%    21%    1%    28%    1%    Dysmenorrhea — — — — 5% 4%    Female Genital    Disorder 2    3%    0%    9%    1%    9%    1%   Impotence 2 
8% 1% 5% 0% 5% 1%   Urinary    Frequency    3%    1%    2%    0%    —    —   Urination    Impaired    3%    0%    —    —    —    —   Urinary Tract    Infection    2%    1%    2%    1%    —    —  1. Events reported by at least 
2% of OCD, panic disorder, and social anxiety disorder in patients treated with PAXIL are  included, except the following events which had an incidence on placebo ≥PAXIL: [OCD]: Abdominal pain, agitation,  anxiety, back 
pain, cough increased, depression, headache, hyperkinesia, infection, paresthesia, pharyngitis, respiratory  disorder, rhinitis, and sinusitis. [panic disorder]: Abnormal dreams, abnormal vision, chest pain, cough increased,  
depersonalization, depression, dysmenorrhea, dyspepsia, fl u syndrome, headache, infection, myalgia, nervousness,  palpitation, paresthesia, pharyngitis, rash, respiratory disorder, sinusitis, taste perversion, trauma, 
urination impaired, and  vasodilation. [social anxiety disorder]: Abdominal pain, depression, headache, infection, respiratory disorder, and  sinusitis. 2. Percentage corrected for gender.       Generalized Anxiety Disorder 
and Posttraumatic Stress Disorder: Table 3  enumerates adverse events that occurred at a frequency of 2% or more among GAD patients on  PAXIL who participated in placebo-controlled trials of 8-weeks duration in which 
patients were  dosed in a range of 10 mg/day to 50 mg/day or among PTSD patients on PAXIL who  participated in placebo-controlled trials of 12-weeks duration in which patients were dosed in a  range of 20 mg/day to 
50 mg/day.    Table 3. Treatment-Emergent Adverse Experience Incidence in Placebo-Controlled  Clinical Trials for Generalized Anxiety Disorder and Posttraumatic Stress Disorder 1  Generalized Anxiety  Disorder  
Posttraumatic Stress  Disorder        Body System        Preferred Term  PAXIL  (n = 735)  Placebo  (n = 529)  PAXIL  (n = 676)  Placebo  (n = 504)  Asthenia 14% 6% 12% 4%  Headache 17% 14% — —  Infection 6% 3% 
5% 4%  Abdominal Pain      4%  3%  Body as a Whole  Trauma   6% 5%  Cardiovascular  Vasodilation 3% 1% 2% 1%  Dermatologic Sweating  6% 2% 5%  1%  Nausea 20% 5% 19% 8%  Dry Mouth  11%  5%  10%  5%  
Constipation 10% 2% 5% 3%  Diarrhea 9% 7% 11% 5%  Decreased Appetite  5%  1%  6%  3%  Vomiting 3% 2% 3% 2%  Gastrointestinal  Dyspepsia — — 5% 3%  Insomnia 11% 8% 12% 11%  Somnolence 15% 5% 
16% 5%  Dizziness 6% 5% 6% 5%  Tremor 5% 1% 4% 1%  Nervousness 4% 3% — —  Libido Decreased  9%  2%  5%  2%  Nervous System     Abnormal Dreams      3%  2%  Respiratory Disorder  7%  5%  —  —  Sinusitis 
4% 3% — —  Respiratory  System  Yawn 4% — 2% <1%  Special Senses  Abnormal Vision  2%  1%  3%  1%  Abnormal  Ejaculation 2   25% 2% 13% 2%  Female Genital  Disorder 2   4% 1% 5% 1%  Urogenital  System  
Impotence 2   4% 3% 9% 1%  1.  Events reported by at least 2% of GAD and PTSD in patients treated with PAXIL are included, except the  following events which had an incidence on placebo ≥PAXIL [GAD]: Abdominal 
pain, back pain, trauma,  dyspepsia, myalgia, and pharyngitis. [PTSD]: Back pain, headache, anxiety, depression, nervousness, respiratory  disorder, pharyngitis, and sinusitis.  29 2.  Percentage corrected for gender.       
Dose Dependency of Adverse Events: A comparison of adverse event rates in a  fi xed-dose study comparing 10, 20, 30, and 40 mg/day of PAXIL with placebo in the treatment  of major depressive disorder revealed a clear 
dose dependency for some of the more common  adverse events associated with use of PAXIL, as shown in the following table:    Table 4 . Treatment-Emergent Adverse Experience Incidence in a Dose-Comparison Trial  
in the Treatment of Major Depressive Disorder*  Placebo PAXIL     Body System/Preferred Term    n = 51  10 mg  n = 102  20 mg  n = 104  30 mg  n = 101  40 mg  n = 102  Body as a Whole        Asthenia 0.0% 2.9% 10.6% 
13.9% 12.7%  Dermatology        Sweating 2.0% 1.0% 6.7% 8.9% 11.8%  Gastrointestinal        Constipation 5.9% 4.9% 7.7% 9.9% 12.7%  Decreased Appetite  2.0%  2.0%  5.8%  4.0%  4.9%  Diarrhea 7.8% 9.8% 
19.2% 7.9% 14.7%  Dry Mouth  2.0%  10.8%  18.3%  15.8%  20.6%  Nausea 13.7% 14.7% 26.9% 34.7% 36.3%  Nervous System        Anxiety 0.0% 2.0% 5.8% 5.9% 5.9%  Dizziness 3.9% 6.9% 6.7% 8.9% 12.7%  
Nervousness 0.0% 5.9% 5.8% 4.0% 2.9%  Paresthesia 0.0% 2.9% 1.0% 5.0% 5.9%  Somnolence 7.8% 12.7% 18.3% 20.8% 21.6%  Tremor 0.0% 0.0% 7.7% 7.9% 14.7%  Special Senses        Blurred Vision  2.0%  
2.9%  2.9%  2.0%  7.8%  Urogenital System        Abnormal Ejaculation  0.0%  5.8%  6.5%  10.6%  13.0%  Impotence 0.0% 1.9% 4.3% 6.4% 1.9%  Male Genital Disorders  0.0%  3.8%  8.7%  6.4%  3.7%  *  Rule for 
including adverse events in table: Incidence at least 5% for 1 of paroxetine groups  and ≥ twice the placebo incidence for at least 1 paroxetine group.      In a fi xed-dose study comparing placebo and 20, 40, and 60 mg of 
PAXIL in the treatment of  OCD, there was no clear relationship between adverse events and the dose of PAXIL to which  patients were assigned. No new adverse events were observed in the group treated with 60 mg of  
PAXIL compared to any of the other treatment groups. In a fi xed-dose study comparing placebo and 10, 20, and 40 mg of PAXIL in the treatment of  panic disorder, there was no clear relationship between adverse events 
and the dose of PAXIL to  which patients were assigned, except for asthenia, dry mouth, anxiety, libido decreased, tremor,  and abnormal ejaculation. In fl exible-dose studies, no new adverse events were observed in  
patients receiving 60 mg of PAXIL compared to any of the other treatment groups.     In a fi xed-dose study comparing placebo and 20, 40, and 60 mg of PAXIL in the treatment of  social anxiety disorder, for most of the 
adverse events, there was no clear relationship between  adverse events and the dose of PAXIL to which patients were assigned.    In a fi xed-dose study comparing placebo and 20 and 40 mg of PAXIL in the treatment of  
generalized anxiety disorder, for most of the adverse events, there was no clear relationship  between adverse events and the dose of PAXIL to which patients were assigned, except for the  following adverse events: 
Asthenia, constipation, and abnormal ejaculation.    In a fi xed-dose study comparing placebo and 20 and 40 mg of PAXIL in the treatment of  posttraumatic stress disorder, for most of the adverse events, there was no 
clear relationship  between adverse events and the dose of PAXIL to which patients were assigned, except for  impotence and abnormal ejaculation.    Adaptation to Certain Adverse Events: Over a 4- to 6-week period, 
there was evidence  of adaptation to some adverse events with continued therapy (e.g., nausea and dizziness), but less  to other effects (e.g., dry mouth, somnolence, and asthenia).    Male and Female Sexual Dysfunction 
With SSRIs: Although changes in sexual desire,  sexual performance, and sexual satisfaction often occur as manifestations of a psychiatric  disorder, they may also be a consequence of pharmacologic treatment. In 
particular, some  evidence suggests that selective serotonin reuptake inhibitors (SSRIs) can cause such untoward  sexual experiences.     Reliable estimates of the incidence and severity of untoward experiences involving 
sexual  desire, performance, and satisfaction are diffi cult to obtain, however, in part because patients and  physicians may be reluctant to discuss them. Accordingly, estimates of the incidence of  untoward sexual 
experience and performance cited in product labeling, are likely to  underestimate their actual incidence.    In placebo-controlled clinical trials involving more than 3,200 patients, the ranges for the  reported incidence of 
sexual side effects in males and females with major depressive disorder,  OCD, panic disorder, social anxiety disorder, GAD, and PTSD are displayed in Table 5. Table 5. Incidence of Sexual Adverse Events in Controlled 
Clinical Trials   PAXIL  Placebo  n (males)  1446  1042  Decreased Libido  6-15%  0-5%  Ejaculatory Disturbance  13-28%  0-2%  Impotence 2-9% 0-3%  n (females)  1822  1340  Decreased Libido  0-9%  0-2%  Orgasmic 
Disturbance  2-9%  0-1%      There are no adequate and well-controlled studies examining sexual dysfunction with  paroxetine treatment.    Paroxetine treatment has been associated with several cases of priapism. In 
those cases with a  known outcome, patients recovered without sequelae.    While it is diffi cult to know the precise risk of sexual dysfunction associated with the use of  SSRIs, physicians should routinely inquire about 
such possible side effects.    Weight and Vital Sign Changes: Signifi cant weight loss may be an undesirable result of  treatment with PAXIL for some patients but, on average, patients in controlled trials had minimal  (about 
1 pound) weight loss versus smaller changes on placebo and active control. No signifi cant  changes in vital signs (systolic and diastolic blood pressure, pulse and temperature) were  observed in patients treated with PAXIL 
in controlled clinical trials.    ECG Changes: In an analysis of ECGs obtained in 682 patients treated with PAXIL and  415 patients treated with placebo in controlled clinical trials, no clinically signifi cant changes  were seen 
in the ECGs of either group.    Liver Function Tests: In placebo-controlled clinical trials, patients treated with PAXIL  exhibited abnormal values on liver function tests at no greater rate than that seen in  placebo-treated 
patients. In particular, the PAXIL-versus-placebo comparisons for alkaline  phosphatase, SGOT, SGPT, and bilirubin revealed no differences in the percentage of patients  with marked abnormalities.   Hallucinations: In 
pooled clinical trials of immediate-release paroxetine hydrochloride,  hallucinations were observed in 22 of 9089 patients receiving drug and 4 of 3187 patients  receiving placebo.   Other Events Observed During the 
Premarketing Evaluation of PAXIL: During its  premarketing assessment in major depressive disorder, multiple doses of PAXIL were  administered to 6,145 patients in phase 2 and 3 studies. The conditions and duration 
of exposure  to PAXIL varied greatly and included (in overlapping categories) open and double-blind studies,  uncontrolled and controlled studies, inpatient and outpatient studies, and fi xed-dose, and titration  studies. 
During premarketing clinical trials in OCD, panic disorder, social anxiety disorder,  generalized anxiety disorder, and posttraumatic stress disorder, 542, 469, 522, 735, and 676  patients, respectively, received multiple 
doses of PAXIL. Untoward events associated with this  exposure were recorded by clinical investigators using terminology of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the 
proportion of individuals  experiencing adverse events without fi rst grouping similar types of untoward events into a  smaller number of standardized event categories.    In the tabulations that follow, reported adverse 
events were classifi ed using a standard  COSTART-based Dictionary terminology. The frequencies presented, therefore, represent the  proportion of the 9,089 patients exposed to multiple doses of PAXIL who experienced 
an event  of the type cited on at least 1 occasion while receiving PAXIL. All reported events are included  except those already listed in Tables 1 to 3, those reported in terms so general as to be  uninformative and those 
events where a drug cause was remote. It is important to emphasize that  although the events reported occurred during treatment with paroxetine, they were not  necessarily caused by it.    Events are further categorized 
by body system and listed in order of decreasing frequency  according to the following defi nitions: Frequent adverse events are those occurring on 1 or more  occasions in at least 1/100 patients (only those not already 
listed in the tabulated results from  placebo-controlled trials appear in this listing); infrequent adverse events are those occurring in  1/100 to 1/1,000 patients; rare events are those occurring in fewer than 1/1,000 
patients. Events  of major clinical importance are also described in the PRECAUTIONS section.    Body as a Whole: Infrequent: Allergic reaction, chills, face edema, malaise, neck pain;  rare: Adrenergic syndrome, cellulitis, 
moniliasis, neck rigidity, pelvic pain, peritonitis, sepsis,  ulcer.     Cardiovascular System: Frequent: Hypertension, tachycardia; infrequent: Bradycardia,  hematoma, hypotension, migraine, syncope; rare: Angina pectoris, 
arrhythmia nodal, atrial  fi brillation, bundle branch block, cerebral ischemia, cerebrovascular accident, congestive heart  failure, heart block, low cardiac output, myocardial infarct, myocardial ischemia, pallor,  phlebitis, 
pulmonary embolus, supraventricular extrasystoles, thrombophlebitis, thrombosis,  varicose vein, vascular headache, ventricular extrasystoles.    Digestive System: Infrequent: Bruxism, colitis, dysphagia, eructation, 
gastritis,  gastroenteritis, gingivitis, glossitis, increased salivation, liver function tests abnormal, rectal  hemorrhage, ulcerative stomatitis; rare: Aphthous stomatitis, bloody diarrhea, bulimia,  cardiospasm, cholelithiasis, 
duodenitis, enteritis, esophagitis, fecal impactions, fecal  incontinence, gum hemorrhage, hematemesis, hepatitis, ileitis, ileus, intestinal obstruction,  jaundice, melena, mouth ulceration, peptic ulcer, salivary gland 
enlargement, sialadenitis,  stomach ulcer, stomatitis, tongue discoloration, tongue edema, tooth caries.    Endocrine System: Rare: Diabetes mellitus, goiter, hyperthyroidism, hypothyroidism,  thyroiditis.    Hemic and 
Lymphatic Systems: Infrequent: Anemia, leukopenia, lymphadenopathy,  purpura; rare: Abnormal erythrocytes, basophilia, bleeding time increased, eosinophilia,  hypochromic anemia, iron defi ciency anemia, leukocytosis, 
lymphedema, abnormal  lymphocytes, lymphocytosis, microcytic anemia, monocytosis, normocytic anemia,  thrombocythemia, thrombocytopenia. Metabolic and Nutritional: Frequent: Weight gain; infrequent: Edema, 
peripheral edema,  SGOT increased, SGPT increased, thirst, weight loss; rare: Alkaline phosphatase increased,  bilirubinemia, BUN increased, creatinine phosphokinase increased, dehydration, gamma  globulins increased, 
gout, hypercalcemia, hypercholesteremia, hyperglycemia, hyperkalemia,  hyperphosphatemia, hypocalcemia, hypoglycemia, hypokalemia, hyponatremia, ketosis, lactic  dehydrogenase increased, non-protein nitrogen 
(NPN) increased.    Musculoskeletal System: Frequent: Arthralgia; infrequent: Arthritis, arthrosis; rare:  Bursitis, myositis, osteoporosis, generalized spasm, tenosynovitis, tetany.    Nervous System: Frequent: Emotional 
lability, vertigo; infrequent: Abnormal thinking,  alcohol abuse, ataxia, dystonia, dyskinesia, euphoria, hallucinations, hostility, hypertonia,  hypesthesia, hypokinesia, incoordination, lack of emotion, libido increased, manic 
reaction,  neurosis, paralysis, paranoid reaction; rare: Abnormal gait, akinesia, antisocial reaction, aphasia,  choreoathetosis, circumoral paresthesias, convulsion, delirium, delusions, diplopia, drug  dependence, 
dysarthria, extrapyramidal syndrome, fasciculations, grand mal convulsion,  hyperalgesia, hysteria, manic-depressive reaction, meningitis, myelitis, neuralgia, neuropathy,  nystagmus, peripheral neuritis, psychotic 
depression, psychosis, refl exes decreased, refl exes  increased, stupor, torticollis, trismus, withdrawal syndrome.    Respiratory System: Infrequent: Asthma, bronchitis, dyspnea, epistaxis, hyperventilation,  pneumonia, 
respiratory fl u; rare: Emphysema, hemoptysis, hiccups, lung fi brosis, pulmonary  edema, sputum increased, stridor, voice alteration.    Skin and Appendages: Frequent: Pruritus; infrequent: Acne, alopecia, contact 
dermatitis,  dry skin, ecchymosis, eczema, herpes simplex, photosensitivity, urticaria; rare: Angioedema,  erythema nodosum, erythema multiforme, exfoliative dermatitis, fungal dermatitis, furunculosis;  herpes zoster, 
hirsutism, maculopapular rash, seborrhea, skin discoloration, skin hypertrophy,  skin ulcer, sweating decreased, vesiculobullous rash.    Special Senses: Frequent: Tinnitus; infrequent: Abnormality of accommodation,  
conjunctivitis, ear pain, eye pain, keratoconjunctivitis, mydriasis, otitis media; rare: Amblyopia,  anisocoria, blepharitis, cataract, conjunctival edema, corneal ulcer, deafness, exophthalmos, eye  hemorrhage, glaucoma, 
hyperacusis, night blindness, otitis externa, parosmia, photophobia,  ptosis, retinal hemorrhage, taste loss, visual fi eld defect.    Urogenital System: Infrequent: Amenorrhea, breast pain, cystitis, dysuria, hematuria,  
menorrhagia, nocturia, polyuria, pyuria, urinary incontinence, urinary retention, urinary urgency,  vaginitis; rare: Abortion, breast atrophy, breast enlargement, endometrial disorder, epididymitis,  female lactation, 
fi brocystic breast, kidney calculus, kidney pain, leukorrhea, mastitis,  metrorrhagia, nephritis, oliguria, salpingitis, urethritis, urinary casts, uterine spasm, urolith,  vaginal hemorrhage, vaginal moniliasis.  Postmarketing 
Reports: Voluntary reports of adverse events in patients taking PAXIL that  have been received since market introduction and not listed above that may have no causal  relationship with the drug include acute pancreatitis, 
elevated liver function tests (the most  severe cases were deaths due to liver necrosis, and grossly elevated transaminases associated with severe liver dysfunction), Guillain-Barré syndrome, toxic epidermal necrolysis, 
priapism,  syndrome of inappropriate ADH secretion, symptoms suggestive of prolactinemia and  galactorrhea, neuroleptic malignant syndrome–like events, serotonin syndrome; extrapyramidal  symptoms which have 
included akathisia, bradykinesia, cogwheel rigidity, dystonia, hypertonia,  oculogyric crisis which has been associated with concomitant use of pimozide; tremor and  trismus; status epilepticus, acute renal failure, 
pulmonary hypertension, allergic alveolitis,  anaphylaxis, eclampsia, laryngismus, optic neuritis, porphyria, ventricular fi brillation, ventricular  tachycardia (including torsade de pointes), thrombocytopenia, hemolytic 
anemia, events related  to impaired hematopoiesis (including aplastic anemia, pancytopenia, bone marrow aplasia, and  agranulocytosis), and vasculitic syndromes (such as Henoch-Schönlein purpura). There has been  a 
case report of an elevated phenytoin level after 4 weeks of PAXIL and phenytoin  coadministration. There has been a case report of severe hypotension when PAXIL was added to  chronic metoprolol treatment.  DRUG 
ABUSE AND DEPENDENCE  Controlled Substance Class: PAXIL is not a controlled substance.  Physical and Psychologic Dependence: PAXIL has not been systematically studied in  animals or humans for its potential for 
abuse, tolerance or physical dependence. While the  clinical trials did not reveal any tendency for any drug-seeking behavior, these observations were  not systematic and it is not possible to predict on the basis of this 
limited experience the extent to  which a CNS-active drug will be misused, diverted, and/or abused once marketed. Consequently,  patients should be evaluated carefully for history of drug abuse, and such patients should 
be  observed closely for signs of misuse or abuse of PAXIL (e.g., development of tolerance,  incrementations of dose, drug-seeking behavior).  OVERDOSAGE  Human Experience: Since the introduction of PAXIL in the 
United States, 342 spontaneous  cases of deliberate or accidental overdosage during paroxetine treatment have been reported  worldwide (circa 1999). These include overdoses with paroxetine alone and in combination 
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elimination under CLINICAL PHARMACOLOGY).  Coadministration of alprazolam and fl uoxetine has resulted in increased alprazolam plasma  concentrations and in further psychomotor performance decrement due to increased 
alprazolam  levels.  Lithium — There have been reports of both increased and decreased lithium levels when  lithium was used concomitantly with fl uoxetine. Cases of lithium toxicity and increased  serotonergic effects have been 
reported. Lithium levels should be monitored when these drugs  are administered concomitantly.  Tryptophan — Five patients receiving Prozac in combination with tryptophan experienced  adverse reactions, including agitation, 
restlessness, and gastrointestinal distress.  Monoamine oxidase inhibitors — See CONTRAINDICATIONS.  Other drugs effective in the treatment of major depressive disorder — In 2 studies, previously  stable plasma levels of 
imipramine and desipramine have increased greater than 2- to 10-fold  when fl uoxetine has been administered in combination. This infl uence may persist for 3 weeks or  longer after fl uoxetine is discontinued. Thus, the dose of 
TCA may need to be reduced and plasma TCA concentrations may need to be monitored temporarily when fl uoxetine is  coadministered or has been recently discontinued (see Accumulation and slow elimination under  CLINICAL 
PHARMACOLOGY, and Drugs metabolized by CYP2D6 under Drug Interactions).  Sumatriptan — There have been rare postmarketing reports describing patients with weakness,  hyperrefl exia, and incoordination following the use 
of an SSRI and sumatriptan. If concomitant  treatment with sumatriptan and an SSRI (e.g., fl uoxetine, fl uvoxamine, paroxetine, sertraline, or  citalopram) is clinically warranted, appropriate observation of the patient is advised.  
Potential effects of coadministration of drugs tightly bound to plasma proteins — Because  fl uoxetine is tightly bound to plasma protein, the administration of fl uoxetine to a patient taking  another drug that is tightly bound to 
protein (e.g., Coumadin, digitoxin) may cause a shift in  plasma concentrations potentially resulting in an adverse effect. Conversely, adverse effects may  result from displacement of protein-bound fl uoxetine by other tightly-bound 
drugs  (see Accumulation and slow elimination under CLINICAL PHARMACOLOGY).  Drugs that interfere with hemostasis (NSAIDs, aspirin, warfarin, etc.) — Serotonin release by  platelets plays an important role in hemostasis. 
Epidemiological studies of the case-control and  cohort design that have demonstrated an association between use of psychotropic drugs that  interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding 
have also  shown that concurrent use of an NSAID or aspirin potentiated the risk of bleeding. Thus, patients  should be cautioned about the use of such drugs concurrently with fl uoxetine.  Warfarin — Altered anticoagulant effects, 
including increased bleeding, have been reported  when fl uoxetine is coadministered with warfarin. Patients receiving warfarin therapy should  receive careful coagulation monitoring when fl uoxetine is initiated or stopped.  
Electroconvulsive therapy (ECT) — There are no clinical studies establishing the benefi t of the  combined use of ECT and fl uoxetine. There have been rare reports of prolonged seizures in  patients on fl uoxetine receiving ECT 
treatment.  Carcinogenesis, Mutagenesis, Impairment of Fertility  There is no evidence of carcinogenicity or mutagenicity from in vitro or animal studies.  Impairment of fertility in adult animals at doses up to 12.5 mg/kg/day 
(approximately 1.5 times  the MRHD on a mg/m 2 basis) was not observed.  Carcinogenicity — The dietary administration of fl uoxetine to rats and mice for 2 years at  doses of up to 10 and 12 mg/kg/day, respectively [approximately 
1.2 and 0.7 times, respectively,  the maximum recommended human dose (MRHD) of 80 mg on a mg/m 2 basis], produced no  evidence of carcinogenicity.  Mutagenicity — Fluoxetine and norfl uoxetine have been shown to have 
no genotoxic effects  based on the following assays: bacterial mutation assay, DNA repair assay in cultured rat  hepatocytes, mouse lymphoma assay, and in vivo sister chromatid exchange assay in Chinese  hamster bone marrow 
cells.  Impairment of fertility — Two fertility studies conducted in adult rats at doses of up to 7.5 and  12.5 mg/kg/day (approximately 0.9 and 1.5 times the MRHD on a mg/m 2 basis) indicated that  fl uoxetine had no adverse 
effects on fertility (see Pediatric Use).  Pregnancy  Pregnancy Category C — In embryo-fetal development studies in rats and rabbits, there was  no evidence of teratogenicity following administration of up to 12.5 and 15 mg/kg/
day,  respectively (1.5 and 3.6 times, respectively, the MRHD of 80 mg on a mg/m 2 basis) throughout  organogenesis. However, in rat reproduction studies, an increase in stillborn pups, a decrease in  pup weight, and an increase 
in pup deaths during the fi rst 7 days postpartum occurred following  maternal exposure to 12 mg/kg/day (1.5 times the MRHD on a mg/m 2 basis) during gestation or  7.5 mg/kg/day (0.9 times the MRHD on a mg/m 2 basis) 
during gestation and lactation. There was  no evidence of developmental neurotoxicity in the surviving offspring of rats treated with 12 mg/kg/day during gestation. The no-effect dose for rat pup mortality was 5 mg/kg/day  (0.6 
times the MRHD on a mg/m 2 basis). Prozac should be used during pregnancy only if the  potential benefi t justifi es the potential risk to the fetus.  Nonteratogenic Effects — Neonates exposed to Prozac and other SSRIs or serotonin 
and  norepinephrine reuptake inhibitors (SNRIs), late in the third trimester have developed  complications requiring prolonged hospitalization, respiratory support, and tube feeding. Such  complications can arise immediately upon 
delivery. Reported clinical fi ndings have included  respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding diffi culty,  vomiting, hypoglycemia, hypotonia, hypertonia, hyperrefl exia, tremor, jitteriness, 
irritability, and  constant crying. These features are consistent with either a direct toxic effect of SSRIs and  SNRIs or, possibly, a drug discontinuation syndrome. It should be noted that, in some cases, the  clinical picture is 
consistent with serotonin syndrome (see Monoamine oxidase inhibitors under  CONTRAINDICATIONS). When treating a pregnant woman with Prozac during the  third trimester, the physician should carefully consider the potential 
risks and benefi ts of  treatment (see DOSAGE AND ADMINISTRATION).  Labor and Delivery  The effect of Prozac on labor and delivery in humans is unknown. However, because  fl uoxetine crosses the placenta and because of the 
possibility that fl uoxetine may have adverse  effects on the newborn, fl uoxetine should be used during labor and delivery only if the potential  benefi t justifi es the potential risk to the fetus.  Nursing Mothers  Because Prozac is 
excreted in human milk, nursing while on Prozac is not recommended. In  one breast-milk sample, the concentration of fl uoxetine plus norfl uoxetine was 70.4 ng/mL. The  concentration in the mother’s plasma was 295.0 ng/mL. 
No adverse effects on the infant were  reported. In another case, an infant nursed by a mother on Prozac developed crying, sleep  disturbance, vomiting, and watery stools. The infant’s plasma drug levels were 340 ng/mL of  
fl uoxetine and 208 ng/mL of norfl uoxetine on the second day of feeding.  Pediatric Use  The effi cacy of Prozac for the treatment of major depressive disorder was demonstrated in  two 8- to 9-week placebo-controlled clinical trials 
with 315 pediatric outpatients ages 8 to ≤18  (see CLINICAL TRIALS).  The effi cacy of Prozac for the treatment of OCD was demonstrated in one 13-week  placebo-controlled clinical trial with 103 pediatric outpatients ages 7 to 
<18 (see CLINICAL  TRIALS).  The safety and effectiveness in pediatric patients <8 years of age in major depressive disorder  and <7 years of age in OCD have not been established.  Fluoxetine pharmacokinetics were evaluated 
in 21 pediatric patients (ages 6 to ≤18) with major  depressive disorder or OCD (see Pharmacokinetics under CLINICAL PHARMACOLOGY).  The acute adverse event profi les observed in the 3 studies (N=418 randomized;  228 
fl uoxetine-treated, 190 placebo-treated) were generally similar to that observed in adult  studies with fl uoxetine. The longer-term adverse event profi le observed in the 19-week major  depressive disorder study (N=219 
randomized; 109 fl uoxetine-treated, 110 placebo-treated) was  also similar to that observed in adult trials with fl uoxetine (see ADVERSE REACTIONS).  Manic reaction, including mania and hypomania, was reported in 6 (1 mania, 
5 hypomania) out  of 228 (2.6%) fl uoxetine-treated patients and in 0 out of 190 (0%) placebo-treated patients.  Mania/hypomania led to the discontinuation of 4 (1.8%) fl uoxetine-treated patients from the  acute phases of the 
3 studies combined. Consequently, regular monitoring for the occurrence of  mania/hypomania is recommended. As with other SSRIs, decreased weight gain has been observed in association with the use of  fl uoxetine in children 
and adolescent patients. After 19 weeks of treatment in a clinical trial,  pediatric subjects treated with fl uoxetine gained an average of 1.1 cm less in height (p=0.004)  and 1.1 kg less in weight (p=0.008) than subjects treated 
with placebo. In addition, fl uoxetine  treatment was associated with a decrease in alkaline phosphatase levels. The safety of fl uoxetine  treatment for pediatric patients has not been systematically assessed for chronic treatment 
longer  than several months in duration. In particular, there are no studies that directly evaluate the  longer-term effects of fl uoxetine on the growth, development, and maturation of children and  adolescent patients. Therefore, 
height and weight should be monitored periodically in pediatric  patients receiving fl uoxetine.  (See WARNINGS, Clinical Worsening and Suicide Risk.)  Signifi cant toxicity, including myotoxicity, long-term neurobehavioral and 
reproductive  toxicity, and impaired bone development, has been observed following exposure of juvenile  animals to fl uoxetine. Some of these effects occurred at clinically relevant exposures.  In a study in which fl uoxetine (3, 
10, or 30 mg/kg) was orally administered to young rats from  weaning (Postnatal Day 21) through adulthood (Day 90), male and female sexual development  was delayed at all doses, and growth (body weight gain, femur length) 
was decreased during the  dosing period in animals receiving the highest dose. At the end of the treatment period, serum  levels of creatine kinase (marker of muscle damage) were increased at the intermediate and high  doses, 
and abnormal muscle and reproductive organ histopathology (skeletal muscle  degeneration and necrosis, testicular degeneration and necrosis, epididymal vacuolation and  hypospermia) was observed at the high dose. When 
animals were evaluated after a recovery  period (up to 11 weeks after cessation of dosing), neurobehavioral abnormalities (decreased  reactivity at all doses and learning defi cit at the high dose) and reproductive functional  
impairment (decreased mating at all doses and impaired fertility at the high dose) were seen; in  addition, testicular and epididymal microscopic lesions and decreased sperm concentrations were  found in the high dose group, 
indicating that the reproductive organ effects seen at the end of  treatment were irreversible. The reversibility of fl uoxetine-induced muscle damage was not  assessed. Adverse effects similar to those observed in rats treated with 
fl uoxetine during the  juvenile period have not been reported after administration of fl uoxetine to adult animals. Plasma  exposures (AUC) to fl uoxetine in juvenile rats receiving the low, intermediate, and high dose in  this study 
were approximately 0.1-0.2, 1-2, and 5-10 times, respectively, the average exposure in  pediatric patients receiving the maximum recommended dose (MRD) of 20 mg/day. Rat  exposures to the major metabolite, norfl uoxetine, 
were approximately 0.3-0.8, 1-8, and  3-20 times, respectively, pediatric exposure at the MRD.  A specifi c effect of fl uoxetine on bone development has been reported in mice treated with  fl uoxetine during the juvenile period. 
When mice were treated with fl uoxetine (5 or 20 mg/kg,  intraperitoneal) for 4 weeks starting at 4 weeks of age, bone formation was reduced resulting in  decreased bone mineral content and density. These doses did not affect 
overall growth (body  weight gain or femoral length). The doses administered to juvenile mice in this study are  approximately 0.5 and 2 times the MRD for pediatric patients on a body surface area (mg/m 2)  basis.  In another 
mouse study, administration of fl uoxetine (10 mg/kg intraperitoneal) during early  postnatal development (Postnatal Days 4 to 21) produced abnormal emotional behaviors  (decreased exploratory behavior in elevated plus-maze, 
increased shock avoidance latency) in  adulthood (12 weeks of age). The dose used in this study is approximately equal to the pediatric  MRD on a mg/m 2  basis. Because of the early dosing period in this study, the signifi cance 
of  these fi ndings to the approved pediatric use in humans is uncertain.  (See ANIMAL TOXICOLOGY.) Prozac is approved for use in pediatric patients with MDD and OCD (see BOX WARNING  and WARNINGS, Clinical Worsening and 
Suicide Risk). Anyone considering the use of Prozac  in a child or adolescent must balance the potential risks with the clinical need.  Geriatric Use  US fl uoxetine clinical trials as of May 8, 1995 (10,782 patients) included 687 patients  
≥65 years of age and 93 patients ≥75 years of age. The effi cacy in geriatric patients has been  established (see CLINICAL TRIALS). For pharmacokinetic information in geriatric patients, see  Age under CLINICAL PHARMACOLOGY. 
No overall differences in safety or effectiveness  were observed between these subjects and younger subjects, and other reported clinical  experience has not identifi ed differences in responses between the elderly and younger 
patients,  but greater sensitivity of some older individuals cannot be ruled out. As with other SSRIs,  fl uoxetine has been associated with cases of clinically signifi cant hyponatremia in elderly  patients (see Hyponatremia under 
PRECAUTIONS).  ADVERSE REACTIONS  Multiple doses of Prozac had been administered to 10,782 patients with various diagnoses in  US clinical trials as of May 8, 1995. In addition, there have been 425 patients administered  
Prozac in panic clinical trials. Adverse events were recorded by clinical investigators using  descriptive terminology of their own choosing. Consequently, it is not possible to provide a  meaningful estimate of the proportion of 
individuals experiencing adverse events without  fi rst grouping similar types of events into a limited (i.e., reduced) number of standardized event  categories.  In the tables and tabulations that follow, COSTART Dictionary 
terminology has been used to  classify reported adverse events. The stated frequencies represent the proportion of individuals  who experienced, at least once, a treatment-emergent adverse event of the type listed. An event  was 
considered treatment-emergent if it occurred for the fi rst time or worsened while receiving  therapy following baseline evaluation. It is important to emphasize that events reported during  therapy were not necessarily caused by 
it.  The prescriber should be aware that the fi gures in the tables and tabulations cannot be used to  predict the incidence of side effects in the course of usual medical practice where patient  characteristics and other factors differ 
from those that prevailed in the clinical trials. Similarly,  the cited frequencies cannot be compared with fi gures obtained from other clinical investigations  involving different treatments, uses, and investigators. The cited fi gures, 
however, do provide  the prescribing physician with some basis for estimating the relative contribution of drug and  nondrug factors to the side effect incidence rate in the population studied.  Incidence in major depressive disorder, 
OCD, bulimia, and panic disorder placebo-controlled  clinical trials (excluding data from extensions of trials) — Table 1 enumerates the most common  treatment-emergent adverse events associated with the use of Prozac (incidence 
of at least  5% for Prozac and at least twice that for placebo within at least 1 of the indications) for the  treatment of major depressive disorder, OCD, and bulimia in US controlled clinical trials and  panic disorder in US plus non-US 
controlled trials. Table 2 enumerates treatment-emergent  adverse events that occurred in 2% or more patients treated with Prozac and with incidence  greater than placebo who participated in US major depressive disorder, OCD, 
and bulimia  controlled clinical trials and US plus non-US panic disorder controlled clinical trials. Table 2  provides combined data for the pool of studies that are provided separately by indication in  Table 1. Table 1: Most Common 
Treatment-Emergent Adverse Events: Incidence in Major  Depressive Disorder, OCD, Bulimia, and Panic Disorder Placebo-Controlled Clinical  Trials 1   Percentage of Patients Reporting Event   Major Depressive  Disorder    OCD    
Bulimia    Panic Disorder  Body System/  Adverse Event  Prozac  (N=1728)  Placebo  (N=975)  Prozac  (N=266)  Placebo (N=89)  Prozac  (N=450)  Placebo  (N=267)  Prozac  (N=425)  Placebo  (N=342)  Body as a Whole              
Asthenia  9  5  15  11  21  9  7  7     Flu syndrome  3  4  10  7  8  3  5  5  Cardiovascular  System              Vasodilatation  3  2  5  --  2  1  1  --  Digestive System              Nausea  21  9  26  13  29  11  12  7     Diarrhea  12  8  18  13  8  
6  9  4     Anorexia  11  2  17  10  8  4  4  1     Dry mouth  10  7  12  3  9  6  4  4     Dyspepsia  7  5  10  4  10  6  6  2  Nervous System              Insomnia  16  9  28  22  33  13  10  7     Anxiety  12  7  14  7  15  9  6  2     Nervousness  14  
9  14  15  11  5  8  6     Somnolence  13  6  17  7  13  5  5  2     Tremor  10  3  9  1  13  1  3  1     Libido decreased  3  --  11  2  5  1  1  2     Abnormal dreams  1  1  5  2  5  3  1  1  Respiratory  System              Pharyngitis  3  3  11  9  10  
5  3  3     Sinusitis 1 4 5 2 6 4 2 3     Yawn  --  --  7  --  11  --  1  --  Skin and  Appendages              Sweating  8  3  7  --  8  3  2  2     Rash 4 3 6 3 4 4 2 2  Urogenital System              Impotence 2 2 -- -- -- 7 -- 1 --     Abnormal      ejaculation 
2  --   --   7   --   7   --   2   1  1 Includes US data for major depressive disorder, OCD, bulimia, and panic disorder clinical trials, plus non-US data  for panic disorder clinical trials.  2 Denominator used was for males only (N=690 
Prozac major depressive disorder; N=410 placebo major depressive  disorder; N=116 Prozac OCD; N=43 placebo OCD; N=14 Prozac bulimia; N=1 placebo bulimia; N=162 Prozac  panic; N=121 placebo panic).  -- Incidence less 
than 1%. Table 2: Treatment-Emergent Adverse Events: Incidence in Major Depressive Disorder,  OCD, Bulimia, and Panic Disorder Placebo-Controlled Clinical Trials 1   Percentage of Patients Reporting Event    Major Depressive 
Disorder, OCD, Bulimia,  and Panic Disorder Combined  Body System/  Adverse Event 2 Prozac (N=2869)  Placebo (N=1673)  Body as a Whole        Headache  21  19     Asthenia  11  6     Flu syndrome  5  4     Fever  2  1  Cardiovascular 
System        Vasodilatation  2  1  Digestive System        Nausea  22  9     Diarrhea  11  7     Anorexia  10  3     Dry mouth  9  6     Dyspepsia  8  4     Constipation  5  4     Flatulence  3  2     Vomiting  3  2  Metabolic and Nutritional  
Disorders        Weight loss  2  1  Nervous System        Insomnia  19  10     Nervousness  13  8     Anxiety  12  6     Somnolence  12  5     Dizziness  9  6     Tremor  9  2     Libido decreased  4  1     Thinking abnormal  2  1  Respiratory 
System        Yawn  3  --  Skin and Appendages        Sweating  7  3     Rash  4  3     Pruritus  3  2  Special Senses        Abnormal vision  2  1 1 Includes US data for major depressive disorder, OCD, bulimia, and panic disorder clinical 
trials, plus non-US data  for panic disorder clinical trials.  2 Included are events reported by at least 2% of patients taking Prozac, except the following events, which had an  incidence on placebo ≥ Prozac (major depressive disorder, 
OCD, bulimia, and panic disorder  combined): abdominal pain, abnormal dreams, accidental injury, back pain, cough increased, major depressive  disorder (includes suicidal thoughts), dysmenorrhea, infection, myalgia, pain, 
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rta
in
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S

R
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d
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g
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o

x
e
tin

e
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d
u
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v
a
te

d
 p
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a
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v
e
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io
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a
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e
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e
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R
E
C

A
U

T
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N
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h
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a
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e
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d
m
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d
u

ce
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 d
o
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d
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n
g

a
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n
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e
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T
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te
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a
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h
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te

d
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rio
u
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e
n
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r a
rrh

y
th

m
ia

s, su
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 a
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rsa
d

e
s d

e
 p

o
in

te
s-ty

p
e
 a

rrh
y
th

m
ia

s,  a
n

d
 

su
d

d
e
n

 d
e
a
th
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h
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 is e

x
p

e
cte

d
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a
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 fl u
o

x
e
tin

e
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d
u

ce
d
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h
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itio

n
 o

f  th
io
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a
zin

e
 m

e
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b
o
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 (se

e
 C

O
N

T
R

A
IN

D
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A
T
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N
S
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R

E
C

A
U

T
IO

N
S

  G
e
n

e
ra

l  A
b

n
o

rm
a
l B

le
e
d

in
g
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 P

u
b
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e
d
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se

 re
p

o
rts h

a
v
e
 d

o
cu

m
e
n

te
d

 
th

e
 o

ccu
rre

n
ce

 o
f b

le
e
d

in
g

  e
p

iso
d

e
s in

 p
a
tie

n
ts tre

a
te

d
 w

ith
 p

sy
ch

o
tro

p
ic d

ru
g

s th
a
t in

te
rfe

re
 w

ith
 se

ro
to

n
in

 re
u

p
ta

k
e
.  S

u
b

se
q

u
e
n

t e
p

id
e
m

io
lo

g
ica

l stu
d

ie
s, b

o
th

 o
f th

e
 ca

se
-co

n
tro

l a
n

d
 co

h
o

rt d
e
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n
, h

a
v
e
  d

e
m

o
n

stra
te

d
 a

n
 

a
sso

cia
tio

n
 b

e
tw

e
e
n

 u
se

 o
f p

sy
ch

o
tro

p
ic d

ru
g

s th
a
t in

te
rfe

re
 w

ith
 se

ro
to

n
in

  re
u

p
ta

k
e
 a

n
d

 th
e
 o

ccu
rre

n
ce

 o
f u

p
p

e
r g

a
stro

in
te

stin
a
l b

le
e
d

in
g
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o
 stu

d
ie
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n

cu
rre

n
t u

se
 o

f  a
 n

o
n
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ro
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a
l a

n
ti-in

fl a
m

m
a
to

ry
 d

ru
g

 (N
S

A
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) o
r 

a
sp

irin
 p

o
te

n
tia

te
d

 th
e
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 o
f  b

le
e
d

in
g

 (se
e
 D

R
U

G
 IN

T
E
R

A
C

T
IO

N
S
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lth

o
u

g
h

 th
e
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d

ie
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cu
se

d
 o

n
 u

p
p

e
r  g

a
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in
te

stin
a
l b

le
e
d

in
g
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e
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a
so

n
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 b
e
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v
e
 th

a
t b

le
e
d

in
g

 a
t o

th
e
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a
y
 b

e
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ila
rly
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o

te
n

tia
te

d
. P

a
tie

n
ts 

sh
o

u
ld

 b
e
 ca

u
tio

n
e
d

 re
g

a
rd

in
g

 th
e
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 o
f b

le
e
d

in
g

 a
sso

cia
te

d
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 th

e
  co

n
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m
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n
t u

se
 o

f P
ro

za
c w
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S
A
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irin
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r o

th
e
r d

ru
g

s th
a
t a

ffe
ct co

a
g

u
la

tio
n

.  A
n

x
ie

ty
 a

n
d
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so

m
n

ia
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 In
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S
 p

la
ce

b
o

-co
n
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d
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ica
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ls fo
r 

m
a
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r d
e
p

re
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e
  d
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rd

e
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2
%
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6
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a
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n
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a
te

d
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ith
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c a
n

d
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%
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%

 o
f p

a
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n
ts tre

a
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d
 w

ith
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b
o
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p

o
rte

d
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n
x
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, n

e
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o
u
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e
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m
n
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S

 p
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ce
b

o
-co

n
tro

lle
d
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l tria
ls fo

r O
C

D
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m

n
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a
s 
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p

o
rte

d
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8

%
 o

f p
a
tie

n
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a
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d
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 P

ro
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c a
n

d
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2

%
 o

f p
a
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n
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a
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d
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 p
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b
o
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n

x
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a
s re

p
o
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 1

4
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a
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n
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a
te

d
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n
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 o
f p

a
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n
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a
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d
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ith
 p
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b
o
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S
 p
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b
o
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r b
u
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e
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o
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m
n
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 w

a
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p
o

rte
d
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3
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 o
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a
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n
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a
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d
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0

 m
g
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n
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3
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f p
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n
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a
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 p
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n

x
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 a

n
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e
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o
u
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e
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p

o
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d
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e
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e
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5
%
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n
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1
%

 o
f p

a
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n
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a
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c 6
0

 m
g
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n
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%
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n
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f p
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n
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a
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d
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 p
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m

o
n

g
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m
m

o
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d

v
e
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v
e
n
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sso
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d
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 d
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n
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u

a
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n
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ice
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r p
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ce
b
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 p
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v
e
n
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 d
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n

tin
u

a
tio
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S

 p
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b

o
-co

n
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o
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ls w
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C
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m
b
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d
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n
s a

n
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n
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n
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u
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a
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r d
e
p
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e
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e
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a
b
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p

p
e
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e
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h
t —

 S
ig
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h
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t d
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r b
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 b
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b
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 p
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r d
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f p
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 p
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 o
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a
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f p
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 p
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 p
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c b
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 p
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o
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f p
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f p
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n
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 p
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n
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x
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e
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d
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p
p

e
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n

e
 p

a
tie

n
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n
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u

e
d
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a
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e
n
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c b

e
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u
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 o
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a
n

o
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e
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 P

e
d
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n
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R
E
C

A
U
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 p
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b
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ls fo
r b
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f p
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a
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 m
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f p
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n
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a
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 p
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n
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p
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a
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a
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 m
g

 o
n

 a
v
e
ra
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a
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 b
y
  p

a
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n
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a
te

d
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ith
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b
o
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e
e
k
 d

o
u

b
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-b
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h
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a
n
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e
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o
u
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e
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o
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 d

u
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e
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y
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 p
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n
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a
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e
p
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 d
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/

h
y
p
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m
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n
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a
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o
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f p
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 o
f p

a
tie

n
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a
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 p

la
ce

b
o

. A
ctiv
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a
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h
y
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o
m

a
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a
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 b

e
e
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p
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f p
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 d
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g
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e
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a
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e
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a
jo

r d
e
p

re
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e
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e
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e
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tric U
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n
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E
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 p
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d
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C
D

, m
a
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/

h
y
p

o
m

a
n
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a
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p
o
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a
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a
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 p

a
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n
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a
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d
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 p
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ce

b
o
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o

 p
a
tie

n
ts re

p
o

rte
d
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a
n
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/

h
y
p

o
m

a
n
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 in

 U
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p

la
ce

b
o

-co
n

tro
lle

d
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ica
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ls fo
r b

u
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ll U
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s o
f M

a
y
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 p

a
tie

n
ts re

p
o

rte
d

 m
a
n

ia
/

h
y
p

o
m

a
n

ia
 (se

e
 a

lso
 P

e
d

ia
tric  U

se
 u

n
d

e
r P

R
E
C

A
U

T
IO

N
S

).  H
y
p

o
n

a
tre

m
ia

 —
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a
se

s o
f 

h
y
p

o
n

a
tre

m
ia

 (so
m

e
 w

ith
 se

ru
m

 so
d

iu
m

 lo
w

e
r th

a
n

 1
1

0
 m

m
o

l/
L
)  h

a
v
e
 b

e
e
n

 re
p

o
rte

d
. T

h
e
 h

y
p

o
n

a
tre

m
ia

 a
p

p
e
a
re

d
 to

 b
e
 re

v
e
rsib

le
 w

h
e
n

 P
ro

za
c w

a
s d
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n

tin
u

e
d

.  A
lth

o
u

g
h

 th
e
se

 ca
se

s w
e
re

 co
m

p
le

x
 w

ith
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a
ry

in
g

 p
o

ssib
le

 
e
tio

lo
g

ie
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m
e
 w

e
re

 p
o

ssib
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 d
u

e
 to

  th
e
 sy

n
d

ro
m

e
 o
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a
p

p
ro

p
ria

te
 a

n
tid

iu
re

tic h
o

rm
o

n
e
 se

cre
tio

n
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D

H
). T

h
e
 m

a
jo
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 o

f th
e
se

  o
ccu

rre
n

ce
s h

a
v
e
 b

e
e
n

 in
 o

ld
e
r p

a
tie

n
ts a

n
d

 in
 p

a
tie

n
ts ta

k
in

g
 d

iu
re

tics o
r w

h
o
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e
re

 o
th

e
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v
o

lu
m

e
 d

e
p

le
te

d
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o
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e
e
k
 co

n
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d
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d

ie
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 p
a
tie

n
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6
0
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e
a
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g

e
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0
 o
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2

3
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o
x
e
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a
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n
d
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2

7
 p
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b
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n
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a
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w
e
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g
 o
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m
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d
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m
 b

e
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w
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e
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n
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 ra
n

g
e
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is d
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re
n
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a
s n

o
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lly
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n
ifi ca

n
t. T

h
e
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w
e
st o

b
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e
d
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n
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n
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tio

n
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a
s 1

2
9
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m

o
l/

L
. T

h
e
 o

b
se
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e
d

 d
e
cre

a
se

s w
e
re

 n
o

t clin
ica

lly
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n
ifi ca

n
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e
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 p
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b
o

-co
n
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lle

d
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ica
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ls fo
r m

a
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r d
e
p
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e
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e
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n
v
u
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n
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v
e
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e
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o
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a
v
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g
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e
e
n
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e
re
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p

o
rte

d
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%
 o

f p
a
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n
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a
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d
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ith
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n

d
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 o
f p

a
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n
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a
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d
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ith
 p
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b
o
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 p
a
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n
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p
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n

v
u
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n
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S
 p

la
ce

b
o
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lle

d
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l tria
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r e
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e
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C
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r b

u
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S
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za
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ls a

s  o
f M

a
y
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, 1
9

9
5

, 0
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%
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0
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8
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 p

a
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n
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o

rte
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n

v
u

lsio
n
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e
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e
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n
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g
e
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paresthesia, pharyngitis, rhinitis,  sinusitis.  -- Incidence less than 1%.    Associated with discontinuation in major depressive disorder, OCD, bulimia, and panic  disorder placebo-controlled clinical trials (excluding data from 
extensions of trials) — Table 3  lists the adverse events associated with discontinuation of Prozac treatment (incidence at  least twice that for placebo and at least 1% for Prozac in clinical trials collecting only a primary  event 
associated with discontinuation) in major depressive disorder, OCD, bulimia, and panic  disorder clinical trials, plus non-US panic disorder clinical trials.    Table 3: Most Common Adverse Events Associated with Discontinuation in 
Major  Depressive Disorder, OCD, Bulimia, and Panic Disorder Placebo-Controlled Clinical  Trials 1 Major Depressive  Disorder, OCD,  Bulimia, and Panic  Disorder Combined  (N=1533)    Major  Depressive  Disorder  (N=392)        OCD  
(N=266)        Bulimia  (N=450)        Panic Disorder  (N=425)  Anxiety (1%)  --  Anxiety (2%) --  Anxiety (2%)  -- -- -- Insomnia (2%) --  --  Nervousness (1%)  --  --  Nervousness (1%)  -- -- Rash (1%) -- --  1 Includes US major 
depressive disorder, OCD, bulimia, and panic disorder clinical trials, plus non-US panic  disorder clinical trials.    Other adverse events in pediatric patients (children and adolescents) — Treatment-emergent  adverse events were 
collected in 322 pediatric patients (180 fl uoxetine-treated,  142 placebo-treated). The overall profi le of adverse events was generally similar to that seen in  adult studies, as shown in Tables 1 and 2. However, the following adverse 
events (excluding  those which appear in the body or footnotes of Tables 1 and 2 and those for which the  COSTART terms were uninformative or misleading) were reported at an incidence of at least 2%  for fl uoxetine and greater 
than placebo: thirst, hyperkinesia, agitation, personality disorder,  epistaxis, urinary frequency, and menorrhagia.  The most common adverse event (incidence at least 1% for fl uoxetine and greater than  placebo) associated with 
discontinuation in 3 pediatric placebo-controlled trials  (N=418 randomized; 228 fl uoxetine-treated; 190 placebo-treated) was mania/hypomania  (1.8% for fl uoxetine-treated, 0% for placebo-treated). In these clinical trials, only 
a primary  event associated with discontinuation was collected.  Events observed in Prozac Weekly clinical trials — Treatment-emergent adverse events in  clinical trials with Prozac Weekly were similar to the adverse events 
reported by patients in  clinical trials with Prozac daily. In a placebo-controlled clinical trial, more patients taking  Prozac Weekly reported diarrhea than patients taking placebo (10% versus 3%, respectively) or  taking Prozac 20 
mg daily (10% versus 5%, respectively).  Male and female sexual dysfunction with SSRIs — Although changes in sexual desire, sexual  performance, and sexual satisfaction often occur as manifestations of a psychiatric disorder, 
they may also be a consequence of pharmacologic treatment. In particular, some evidence suggests  that SSRIs can cause such untoward sexual experiences. Reliable estimates of the incidence and  severity of untoward 
experiences involving sexual desire, performance, and satisfaction are  diffi cult to obtain, however, in part because patients and physicians may be reluctant to discuss  them. Accordingly, estimates of the incidence of untoward 
sexual experience and performance,  cited in product labeling, are likely to underestimate their actual incidence. In patients enrolled  in US major depressive disorder, OCD, and bulimia placebo-controlled clinical trials, decreased  
libido was the only sexual side effect reported by at least 2% of patients taking fl uoxetine  (4% fl uoxetine, <1% placebo). There have been spontaneous reports in women taking fl uoxetine  of orgasmic dysfunction, including 
anorgasmia.  There are no adequate and well-controlled studies examining sexual dysfunction with  fl uoxetine treatment.  Priapism has been reported with all SSRIs.  While it is diffi cult to know the precise risk of sexual dysfunction 
associated with the use of  SSRIs, physicians should routinely inquire about such possible side effects.  Other Events Observed in Clinical Trials  Following is a list of all treatment-emergent adverse events reported at anytime by 
individuals  taking fl uoxetine in US clinical trials as of May 8, 1995 (10,782 patients) except (1) those listed  in the body or footnotes of Tables 1 or 2 above or elsewhere in labeling; (2) those for which the  COSTART terms were 
uninformative or misleading; (3) those events for which a causal  relationship to Prozac use was considered remote; and (4) events occurring in only 1 patient  treated with Prozac and which did not have a substantial probability 
of being acutely  life-threatening.  Events are classifi ed within body system categories using the following defi nitions: frequent  adverse events are defi ned as those occurring on one or more occasions in at least 1/100 patients;  
infrequent adverse events are those occurring in 1/100 to 1/1000 patients; rare events are those  occurring in less than 1/1000 patients.  Body as a Whole — Frequent: chest pain, chills; Infrequent: chills and fever, face edema,  
intentional overdose, malaise, pelvic pain, suicide attempt; Rare: acute abdominal syndrome,  hypothermia, intentional injury, neuroleptic malignant syndrome 1, photosensitivity reaction.  Cardiovascular System — Frequent: 
hemorrhage, hypertension, palpitation;  Infrequent: angina pectoris, arrhythmia, congestive heart failure, hypotension, migraine,  myocardial infarct, postural hypotension, syncope, tachycardia, vascular headache; Rare: atrial  
fi brillation, bradycardia, cerebral embolism, cerebral ischemia, cerebrovascular accident,  extrasystoles, heart arrest, heart block, pallor, peripheral vascular disorder, phlebitis, shock,  thrombophlebitis, thrombosis, vasospasm, 
ventricular arrhythmia, ventricular extrasystoles,  ventricular fi brillation.  Digestive System — Frequent: increased appetite, nausea and vomiting; Infrequent: aphthous  stomatitis, cholelithiasis, colitis, dysphagia, eructation, 
esophagitis, gastritis, gastroenteritis,  glossitis, gum hemorrhage, hyperchlorhydria, increased salivation, liver function tests abnormal,  melena, mouth ulceration, nausea/vomiting/diarrhea, stomach ulcer, stomatitis, thirst;  
Rare: biliary pain, bloody diarrhea, cholecystitis, duodenal ulcer, enteritis, esophageal ulcer,  fecal incontinence, gastrointestinal hemorrhage, hematemesis, hemorrhage of colon, hepatitis,  intestinal obstruction, liver fatty deposit, 
pancreatitis, peptic ulcer, rectal hemorrhage, salivary  gland enlargement, stomach ulcer hemorrhage, tongue edema.  Endocrine System — Infrequent: hypothyroidism; Rare: diabetic acidosis, diabetes mellitus.  Hemic and 
Lymphatic System — Infrequent: anemia, ecchymosis; Rare: blood dyscrasia,  hypochromic anemia, leukopenia, lymphedema, lymphocytosis, petechia, purpura,  thrombocythemia, thrombocytopenia. Metabolic and Nutritional — 
Frequent: weight gain; Infrequent: dehydration, generalized  edema, gout, hypercholesteremia, hyperlipemia, hypokalemia, peripheral edema; Rare: alcohol  intolerance, alkaline phosphatase increased, BUN increased, creatine 
phosphokinase increased,  hyperkalemia, hyperuricemia, hypocalcemia, iron defi ciency anemia, SGPT increased.  Musculoskeletal System — Infrequent: arthritis, bone pain, bursitis, leg cramps,  tenosynovitis; Rare: arthrosis, 
chondrodystrophy, myasthenia, myopathy, myositis,  osteomyelitis, osteoporosis, rheumatoid arthritis.  Nervous System — Frequent: agitation, amnesia, confusion, emotional lability, sleep  disorder; Infrequent: abnormal gait, 
acute brain syndrome, akathisia, apathy, ataxia,  buccoglossal syndrome, CNS depression, CNS stimulation, depersonalization, euphoria,  hallucinations, hostility, hyperkinesia, hypertonia, hypesthesia, incoordination, libido 
increased,  myoclonus, neuralgia, neuropathy, neurosis, paranoid reaction, personality disorder 2, psychosis,  vertigo; Rare: abnormal electroencephalogram, antisocial reaction, circumoral paresthesia,  coma, delusions, dysarthria, 
dystonia, extrapyramidal syndrome, foot drop, hyperesthesia,  neuritis, paralysis, refl exes decreased, refl exes increased, stupor.  Respiratory System — Infrequent: asthma, epistaxis, hiccup, hyperventilation; Rare: apnea,  
atelectasis, cough decreased, emphysema, hemoptysis, hypoventilation, hypoxia, larynx edema,  lung edema, pneumothorax, stridor.  Skin and Appendages — Infrequent: acne, alopecia, contact dermatitis, eczema,  maculopapular 
rash, skin discoloration, skin ulcer, vesiculobullous rash; Rare: furunculosis,  herpes zoster, hirsutism, petechial rash, psoriasis, purpuric rash, pustular rash, seborrhea.  Special Senses — Frequent: ear pain, taste perversion, 
tinnitus; Infrequent: conjunctivitis, dry  eyes, mydriasis, photophobia; Rare: blepharitis, deafness, diplopia, exophthalmos, eye  hemorrhage, glaucoma, hyperacusis, iritis, parosmia, scleritis, strabismus, taste loss, visual fi eld  
defect.  Urogenital System — Frequent: urinary frequency; Infrequent: abortion 3, albuminuria,  amenorrhea 3, anorgasmia, breast enlargement, breast pain, cystitis, dysuria, female lactation3,  fi brocystic breast 3, hematuria, 
leukorrhea3, menorrhagia3, metrorrhagia3, nocturia, polyuria,  urinary incontinence, urinary retention, urinary urgency, vaginal hemorrhage 3; Rare: breast  engorgement, glycosuria, hypomenorrhea 3, kidney pain, oliguria, 
priapism3, uterine  hemorrhage 3, uterine fi broids enlarged3.  1 Neuroleptic malignant syndrome is the COSTART term which best captures serotonin syndrome.  2 Personality disorder is the COSTART term for designating 
nonaggressive objectionable behavior.  3 Adjusted for gender.  Postintroduction Reports  Voluntary reports of adverse events temporally associated with Prozac that have been received  since market introduction and that may 
have no causal relationship with the drug include the  following: aplastic anemia, atrial fi brillation, cataract, cerebral vascular accident, cholestatic  jaundice, confusion, dyskinesia (including, for example, a case of buccal-lingual-
masticatory  syndrome with involuntary tongue protrusion reported to develop in a 77-year-old female after  5 weeks of fl uoxetine therapy and which completely resolved over the next few months  following drug discontinuation), 
eosinophilic pneumonia, epidermal necrolysis, erythema  multiforme, erythema nodosum, exfoliative dermatitis, gynecomastia, heart arrest, hepatic  failure/necrosis, hyperprolactinemia, hypoglycemia, immune-related hemolytic 
anemia, kidney  failure, misuse/abuse, movement disorders developing in patients with risk factors including  drugs associated with such events and worsening of preexisting movement disorders, neuroleptic  malignant syndrome-
like events, optic neuritis, pancreatitis, pancytopenia, priapism, pulmonary  embolism, pulmonary hypertension, QT prolongation, serotonin syndrome (a range of signs and  symptoms that can rarely, in its most severe form, 
resemble neuroleptic malignant syndrome),  Stevens-Johnson syndrome, sudden unexpected death, suicidal ideation, thrombocytopenia, thrombocytopenic purpura, vaginal bleeding after drug withdrawal, ventricular tachycardia  
(including torsades de pointes-type arrhythmias), and violent behaviors.  DRUG ABUSE AND DEPENDENCE  Controlled substance class — Prozac is not a controlled substance.  Physical and psychological dependence — Prozac has 
not been systematically studied, in  animals or humans, for its potential for abuse, tolerance, or physical dependence. While the  premarketing clinical experience with Prozac did not reveal any tendency for a withdrawal  syndrome 
or any drug seeking behavior, these observations were not systematic and it is not  possible to predict on the basis of this limited experience the extent to which a CNS active drug  will be misused, diverted, and/or abused once 
marketed. Consequently, physicians should  carefully evaluate patients for history of drug abuse and follow such patients closely, observing  them for signs of misuse or abuse of Prozac (e.g., development of tolerance, 
incrementation of  dose, drug-seeking behavior).  OVERDOSAGE  Human Experience  Worldwide exposure to fl uoxetine hydrochloride is estimated to be over 38 million patients  (circa 1999). Of the 1578 cases of overdose involving 
fl uoxetine hydrochloride, alone or with  other drugs, reported from this population, there were 195 deaths.  Among 633 adult patients who overdosed on fl uoxetine hydrochloride alone, 34 resulted in a  fatal outcome, 378 
completely recovered, and 15 patients experienced sequelae after overdosage,  including abnormal accommodation, abnormal gait, confusion, unresponsiveness, nervousness,  pulmonary dysfunction, vertigo, tremor, elevated 
blood pressure, impotence, movement disorder,  and hypomania. The remaining 206 patients had an unknown outcome. The most common signs  and symptoms associated with non-fatal overdosage were seizures, somnolence, 
nausea,  tachycardia, and vomiting. The largest known ingestion of fl uoxetine hydrochloride in adult  patients was 8 grams in a patient who took fl uoxetine alone and who subsequently recovered.  However, in an adult patient who 
took fl uoxetine alone, an ingestion as low as 520 mg has been  associated with lethal outcome, but causality has not been established.  Among pediatric patients (ages 3 months to 17 years), there were 156 cases of overdose  
involving fl uoxetine alone or in combination with other drugs. Six patients died, 127 patients  completely recovered, 1 patient experienced renal failure, and 22 patients had an unknown  outcome. One of the six fatalities was a 
9-year-old boy who had a history of OCD, Tourette’s  syndrome with tics, attention defi cit disorder, and fetal alcohol syndrome. He had been receiving  100 mg of fl uoxetine daily for 6 months in addition to clonidine, 
methylphenidate, and  promethazine. Mixed-drug ingestion or other methods of suicide complicated all 6 overdoses in  children that resulted in fatalities. The largest ingestion in pediatric patients was 3 grams which  was nonlethal.  
Other important adverse events reported with fl uoxetine overdose (single or multiple drugs)  include coma, delirium, ECG abnormalities (such as QT interval prolongation and ventricular  tachycardia, including torsades de pointes-
type arrhythmias), hypotension, mania, neuroleptic  malignant syndrome-like events, pyrexia, stupor, and syncope.  Animal Experience  Studies in animals do not provide precise or necessarily valid information about the treatment  
of human overdose. However, animal experiments can provide useful insights into possible  treatment strategies.  The oral median lethal dose in rats and mice was found to be 452 and 248 mg/kg, respectively.  Acute high oral 
doses produced hyperirritability and convulsions in several animal species. Among 6 dogs purposely overdosed with oral fl uoxetine, 5 experienced grand mal seizures.  Seizures stopped immediately upon the bolus intravenous 
administration of a standard veterinary  dose of diazepam. In this short-term study, the lowest plasma concentration at which a seizure  occurred was only twice the maximum plasma concentration seen in humans taking 80 
mg/day,  chronically.  In a separate single-dose study, the ECG of dogs given high doses did not reveal prolongation  of the PR, QRS, or QT intervals. Tachycardia and an increase in blood pressure were observed.  Consequently, 
the value of the ECG in predicting cardiac toxicity is unknown. Nonetheless, the  ECG should ordinarily be monitored in cases of human overdose (see Management of  Overdose).  Management of Overdose  Treatment should consist 
of those general measures employed in the management of  overdosage with any drug effective in the treatment of major depressive disorder.  Ensure an adequate airway, oxygenation, and ventilation. Monitor cardiac rhythm and 
vital  signs. General supportive and symptomatic measures are also recommended. Induction of emesis  is not recommended. Gastric lavage with a large-bore orogastric tube with appropriate airway  protection, if needed, may be 
indicated if performed soon after ingestion, or in symptomatic  patients.  Activated charcoal should be administered. Due to the large volume of distribution of this  drug, forced diuresis, dialysis, hemoperfusion, and exchange 
transfusion are unlikely to be of  benefi t. No specifi c antidotes for fl uoxetine are known.  A specifi c caution involves patients who are taking or have recently taken fl uoxetine and might  ingest excessive quantities of a TCA. In such 
a case, accumulation of the parent tricyclic and/or  an active metabolite may increase the possibility of clinically signifi cant sequelae and extend the  time needed for close medical observation (see Other drugs effective in the 
treatment of major  depressive disorder under PRECAUTIONS).  Based on experience in animals, which may not be relevant to humans, fl uoxetine-induced  seizures that fail to remit spontaneously may respond to diazepam.  In 
managing overdosage, consider the possibility of multiple drug involvement. The physician  should consider contacting a poison control center for additional information on the treatment of  any overdose. Telephone numbers for 
certifi ed poison control centers are listed in the  Physicians’ Desk Reference (PDR).  DOSAGE AND ADMINISTRATION  Major Depressive Disorder  Initial Treatment  Adult — In controlled trials used to support the effi cacy of 
fl uoxetine, patients were  administered morning doses ranging from 20 to 80 mg/day. Studies comparing fl uoxetine 20, 40,  and 60 mg/day to placebo indicate that 20 mg/day is suffi cient to obtain a satisfactory response  in major 
depressive disorder in most cases. Consequently, a dose of 20 mg/day, administered in  the morning, is recommended as the initial dose.  A dose increase may be considered after several weeks if insuffi cient clinical improvement 
is  observed. Doses above 20 mg/day may be administered on a once-a-day (morning) or BID  schedule (i.e., morning and noon) and should not exceed a maximum dose of 80 mg/day.  Pediatric (children and adolescents) — In 
the short-term (8 to 9 week) controlled clinical trials  of fl uoxetine supporting its effectiveness in the treatment of major depressive disorder, patients  were administered fl uoxetine doses of 10 to 20 mg/day (see CLINICAL TRIALS). 
Treatment  should be initiated with a dose of 10 or 20 mg/day. After 1 week at 10 mg/day, the dose should  be increased to 20 mg/day. However, due to higher plasma levels in lower weight children, the starting and target dose 
in  this group may be 10 mg/day. A dose increase to 20 mg/day may be considered after several  weeks if insuffi cient clinical improvement is observed.  All patients — As with other drugs effective in the treatment of major 
depressive disorder, the  full effect may be delayed until 4 weeks of treatment or longer.  As with many other medications, a lower or less frequent dosage should be used in patients  with hepatic impairment. A lower or less frequent 
dosage should also be considered for the  elderly (see Geriatric Use under PRECAUTIONS), and for patients with concurrent disease or  on multiple concomitant medications. Dosage adjustments for renal impairment are not 
routinely  necessary (see Liver disease and Renal disease under CLINICAL PHARMACOLOGY, and Use  in Patients with Concomitant Illness under PRECAUTIONS).  Maintenance/Continuation/Extended Treatment  It is generally 
agreed that acute episodes of major depressive disorder require several months  or longer of sustained pharmacologic therapy. Whether the dose needed to induce remission is  identical to the dose needed to maintain and/or 
sustain euthymia is unknown.  Daily Dosing  Systematic evaluation of Prozac in adult patients has shown that its effi cacy in major  depressive disorder is maintained for periods of up to 38 weeks following 12 weeks of  open-label 
acute treatment (50 weeks total) at a dose of 20 mg/day (see CLINICAL TRIALS).  Weekly Dosing  Systematic evaluation of Prozac Weekly in adult patients has shown that its effi cacy in major  depressive disorder is maintained 
for periods of up to 25 weeks with once-weekly dosing  following 13 weeks of open-label treatment with Prozac 20 mg once daily. However, therapeutic  equivalence of Prozac Weekly given on a once-weekly basis with Prozac 20 
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e
r 

P
R

E
C

A
U

T
IO

N
S

).  A
ccu

m
u

la
tio

n
 a

n
d

 slo
w

 e
lim

in
a
tio

n
 —

 T
h

e
 re

la
tiv

e
ly

 slo
w

 e
lim

in
a
tio

n
 o

f fl u
o

x
e
tin

e
  (e

lim
in

a
tio

n
 h

a
lf-life

 o
f 1

 to
 3

 d
a
y
s a

fte
r a

cu
te

 a
d

m
in

istra
tio

n
 a

n
d

 4
 to

 6
 d

a
y
s a

fte
r ch

ro
n

ic  a
d

m
in

istra
tio

n
) a

n
d

 its a
ctiv

e
 

m
e
ta

b
o

lite
, n

o
rfl u

o
x
e
tin

e
 (e

lim
in

a
tio

n
 h

a
lf-life

 o
f 4

 to
 1

6
 d

a
y
s a

fte
r  a

cu
te

 a
n

d
 ch

ro
n

ic a
d

m
in

istra
tio

n
), le

a
d

s to
 sig

n
ifi ca

n
t a

ccu
m

u
la

tio
n

 o
f th

e
se

 a
ctiv

e
 sp

e
cie

s in
  ch

ro
n

ic u
se

 a
n

d
 d

e
la

y
e
d

 a
tta

in
m

e
n

t o
f ste

a
d

y
 sta

te
, e

v
e
n

 w
h

e
n

 a
 

fi x
e
d

 d
o

se
 is u

se
d

. A
fte

r 3
0

 d
a
y
s  o

f d
o

sin
g

 a
t 4

0
 m

g
/

d
a
y
, p

la
sm

a
 co

n
ce

n
tra

tio
n

s o
f fl u

o
x
e
tin

e
 in

 th
e
 ra

n
g

e
 o

f 9
1

 to
 3

0
2

 n
g

/
m

L
 a

n
d

  n
o

rfl u
o

x
e
tin

e
 in

 th
e
 ra

n
g

e
 o

f 7
2

 to
 2

5
8

 n
g

/
m

L
 h

a
v
e
 b

e
e
n

 o
b

se
rv

e
d

. P
la

sm
a
 co

n
ce

n
tra

tio
n

s o
f  

fl u
o

x
e
tin

e
 w

e
re

 h
ig

h
e
r th

a
n

 th
o

se
 p

re
d

icte
d

 b
y
 sin

g
le

-d
o

se
 stu

d
ie

s, b
e
ca

u
se

 fl u
o

x
e
tin

e
’s  m

e
ta

b
o

lism
 is n

o
t p

ro
p

o
rtio

n
a
l to

 d
o

se
. N

o
rfl u

o
x
e
tin

e
, h

o
w

e
v
e
r, a

p
p

e
a
rs to

 h
a
v
e
 lin

e
a
r  p

h
a
rm

a
co

k
in

e
tics. Its m

e
a
n

 te
rm

in
a
l h

a
lf-life

 a
fte

r 
a
 sin

g
le

 d
o

se
 w

a
s 8

.6
 d

a
y
s a

n
d

 a
fte

r m
u

ltip
le

  d
o

sin
g

 w
a
s 9

.3
 d

a
y
s. S

te
a
d

y
-sta

te
 le

v
e
ls a

fte
r p

ro
lo

n
g

e
d

 d
o

sin
g

 a
re

 sim
ila

r to
 le

v
e
ls se

e
n

 a
t 4

 to
  5

 w
e
e
k
s.  T

h
e
 lo

n
g

 e
lim

in
a
tio

n
 h

a
lf-liv

e
s o

f fl u
o

x
e
tin

e
 a

n
d

 n
o

rfl u
o

x
e
tin

e
 a

ssu
re

 th
a
t, 

e
v
e
n

 w
h

e
n

 d
o

sin
g

  is sto
p

p
e
d

, a
ctiv

e
 d

ru
g

 su
b

sta
n

ce
 w

ill p
e
rsist in

 th
e
 b

o
d

y
 fo

r w
e
e
k
s (p

rim
a
rily

 d
e
p

e
n

d
in

g
 o

n
  in

d
iv

id
u

a
l p

a
tie

n
t ch

a
ra

cte
ristics, p

re
v
io

u
s d

o
sin

g
 re

g
im

e
n

, a
n

d
 le

n
g

th
 o

f p
re

v
io

u
s th

e
ra

p
y
 a

t  d
isco

n
tin

u
a
tio

n
). T

h
is 

is o
f p

o
te

n
tia

l co
n

se
q

u
e
n

ce
 w

h
e
n

 d
ru

g
 d

isco
n

tin
u

a
tio

n
 is re

q
u

ire
d

 o
r w

h
e
n

  d
ru

g
s a

re
 p

re
scrib

e
d

 th
a
t m

ig
h

t in
te

ra
ct w

ith
 fl u

o
x
e
tin

e
 a

n
d

 n
o

rfl u
o

x
e
tin

e
 fo

llo
w

in
g

 th
e
  d

isco
n

tin
u

a
tio

n
 o

f P
ro

za
c.  W

e
e
k
ly

 d
o

sin
g

 —
 A

d
m

in
istra

tio
n

 o
f 

P
ro

za
c W

e
e
k
ly

 o
n

ce
 w

e
e
k
ly

 re
su

lts in
 in

cre
a
se

d
  fl u

ctu
a
tio

n
 b

e
tw

e
e
n

 p
e
a
k
 a

n
d

 tro
u

g
h

 co
n

ce
n

tra
tio

n
s o

f fl u
o

x
e
tin

e
 a

n
d

 n
o

rfl u
o

x
e
tin

e
 co

m
p

a
re

d
  w

ith
 o

n
ce

-d
a
ily

 d
o

sin
g

 [fo
r fl u

o
x
e
tin

e
: 2

4
%

 (d
a
ily

) to
 1

6
4

%
 (w

e
e
k
ly

) a
n

d
 fo

r  
n

o
rfl u

o
x
e
tin

e
: 1

7
%

 (d
a
ily

) to
 4

3
%

 (w
e
e
k
ly

)]. P
la

sm
a
 co

n
ce

n
tra

tio
n

s m
a
y
 n

o
t n

e
ce

ssa
rily

 b
e
  p

re
d

ictiv
e
 o

f clin
ica

l re
sp

o
n

se
. P

e
a
k
 co

n
ce

n
tra

tio
n

s fro
m

 o
n

ce
-w

e
e
k
ly

 d
o

se
s o

f P
ro

za
c W

e
e
k
ly

  ca
p

su
le

s o
f fl u

o
x
e
tin

e
 a

re
 in

 th
e
 ra

n
g

e
 

o
f th

e
 a

v
e
ra

g
e
 co

n
ce

n
tra

tio
n

 fo
r 2

0
-m

g
 o

n
ce

-d
a
ily

 d
o

sin
g

.  A
v
e
ra

g
e
 tro

u
g

h
 co

n
ce

n
tra

tio
n

s a
re

 7
6

%
 lo

w
e
r fo

r fl u
o

x
e
tin

e
 a

n
d

 4
7

%
 lo

w
e
r fo

r n
o

rfl u
o

x
e
tin

e
  th

a
n

 th
e
 co

n
ce

n
tra

tio
n

s m
a
in

ta
in

e
d

 b
y
 2

0
-m

g
 o

n
ce

-d
a
ily

 d
o

sin
g

. A
v
e
ra

g
e
 

ste
a
d

y
-sta

te
  co

n
ce

n
tra

tio
n

s o
f e

ith
e
r o

n
ce

-d
a
ily

 o
r o

n
ce

-w
e
e
k
ly

 d
o

sin
g

 a
re

 in
 re

la
tiv

e
 p

ro
p

o
rtio

n
 to

 th
e
 to

ta
l  d

o
se

 a
d

m
in

iste
re

d
. A

v
e
ra

g
e
 ste

a
d

y
-sta

te
 fl u

o
x
e
tin

e
 co

n
ce

n
tra

tio
n

s a
re

 a
p

p
ro

x
im

a
te

ly
 5

0
%

 lo
w

e
r  fo

llo
w

in
g

 th
e
 

o
n

ce
-w

e
e
k
ly

 re
g

im
e
n

 co
m

p
a
re

d
 w

ith
 th

e
 o

n
ce

-d
a
ily

 re
g

im
e
n

.  C
m

a
x
 fo

r fl u
o

x
e
tin

e
 fo

llo
w

in
g

 th
e
 9

0
-m

g
 d

o
se

 w
a
s a

p
p

ro
x
im

a
te

ly
 1

.7
-fo

ld
 h

ig
h

e
r th

a
n

 th
e
  C

m
a
x
 v

a
lu

e
 fo

r th
e
 e

sta
b

lish
e
d

 2
0

-m
g

 o
n

ce
-d

a
ily

 re
g

im
e
n

 fo
llo

w
in

g
 tra

n
sitio

n
 

th
e
 n

e
x
t d

a
y
 to

 th
e
  o

n
ce

-w
e
e
k
ly

 re
g

im
e
n

. In
 co

n
tra

st, w
h

e
n

 th
e
 fi rst 9

0
-m

g
 o

n
ce

-w
e
e
k
ly

 d
o

se
 a

n
d

 th
e
 la

st  2
0

-m
g

 o
n

ce
-d

a
ily

 d
o

se
 w

e
re

 se
p

a
ra

te
d

 b
y
 1

 w
e
e
k
, C

m
a
x
 v

a
lu

e
s w

e
re

 sim
ila

r. A
lso

, th
e
re

 w
a
s a

  tra
n

sie
n

t in
cre

a
se

 in
 th

e
 

a
v
e
ra

g
e
 ste

a
d

y
-sta

te
 co

n
ce

n
tra

tio
n

s o
f fl u

o
x
e
tin

e
 o

b
se

rv
e
d

 fo
llo

w
in

g
  tra

n
sitio

n
 th

e
 n

e
x
t d

a
y
 to

 th
e
 o

n
ce

-w
e
e
k
ly

 re
g

im
e
n

. F
ro

m
 a

 p
h

a
rm

a
co

k
in

e
tic p

e
rsp

e
ctiv

e
, it m

a
y
  b

e
 b

e
tte

r to
 se

p
a
ra

te
 th

e
 fi rst 9

0
-m

g
 w

e
e
k
ly

 d
o

se
 a

n
d

 th
e
 la

st 
2

0
-m

g
 o

n
ce

-d
a
ily

 d
o

se
 b

y
 1

 w
e
e
k
  (se

e
 D

O
S

A
G

E
 A

N
D

 A
D

M
IN

IS
T
R

A
T
IO

N
). L

iv
e
r d

ise
a
se

 —
 A

s m
ig

h
t b

e
 p

re
d

icte
d

 fro
m

 its p
rim

a
ry

 site
 o

f m
e
ta

b
o

lism
, liv

e
r im

p
a
irm

e
n

t  ca
n

 a
ffe

ct th
e
 e

lim
in

a
tio

n
 o

f fl u
o

x
e
tin

e
. T

h
e
 e

lim
in

a
tio

n
 h

a
lf-life

 
o

f fl u
o

x
e
tin

e
 w

a
s p

ro
lo

n
g

e
d

 in
  a

 stu
d

y
 o

f cirrh
o

tic p
a
tie

n
ts, w

ith
 a

 m
e
a
n

 o
f 7

.6
 d

a
y
s co

m
p

a
re

d
 w

ith
 th

e
 ra

n
g

e
 o

f 2
 to

 3
 d

a
y
s se

e
n

  in
 su

b
je

cts w
ith

o
u

t liv
e
r d

ise
a
se

; n
o

rfl u
o

x
e
tin

e
 e

lim
in

a
tio

n
 w

a
s a

lso
 d

e
la

y
e
d

, w
ith

 a
 m

e
a
n

  d
u

ra
tio

n
 

o
f 1

2
 d

a
y
s fo

r cirrh
o

tic p
a
tie

n
ts co

m
p

a
re

d
 w

ith
 th

e
 ra

n
g

e
 o

f 7
 to

 9
 d

a
y
s in

 n
o

rm
a
l  su

b
je

cts. T
h

is su
g

g
e
sts th

a
t th

e
 u

se
 o

f fl u
o

x
e
tin

e
 in

 p
a
tie

n
ts w

ith
 liv

e
r d

ise
a
se

 m
u

st b
e
  a

p
p

ro
a
ch

e
d

 w
ith

 ca
u

tio
n

. If fl u
o

x
e
tin

e
 is a

d
m

in
iste

re
d

 to
 

p
a
tie

n
ts w

ith
 liv

e
r d

ise
a
se

, a
 lo

w
e
r o

r  le
ss fre

q
u

e
n

t d
o

se
 sh

o
u

ld
 b

e
 u

se
d

 (se
e
 P

R
E
C

A
U

T
IO

N
S

 a
n

d
 D

O
S

A
G

E
 A

N
D

  A
D

M
IN

IS
T
R

A
T
IO

N
).  R

e
n

a
l d

ise
a
se

 —
 In

 d
e
p

re
sse

d
 p

a
tie

n
ts o

n
 d

ia
ly

sis (N
=

1
2

), fl u
o

x
e
tin

e
 a

d
m

in
iste

re
d

 a
s 2

0
 m

g
  

o
n

ce
 d

a
ily

 fo
r 2

 m
o

n
th

s p
ro

d
u

ce
d

 ste
a
d

y
-sta

te
 fl u

o
x
e
tin

e
 a

n
d

 n
o

rfl u
o

x
e
tin

e
 p

la
sm

a
  co

n
ce

n
tra

tio
n

s co
m

p
a
ra

b
le

 w
ith

 th
o

se
 se

e
n

 in
 p

a
tie

n
ts w

ith
 n

o
rm

a
l re

n
a
l fu

n
ctio

n
. W

h
ile

 th
e
  p

o
ssib

ility
 e

x
ists th

a
t re

n
a
lly

 e
x
cre

te
d

 m
e
ta

b
o

lite
s 

o
f fl u

o
x
e
tin

e
 m

a
y
 a

ccu
m

u
la

te
 to

 h
ig

h
e
r le

v
e
ls  in

 p
a
tie

n
ts w

ith
 se

v
e
re

 re
n

a
l d

y
sfu

n
ctio

n
, u

se
 o

f a
 lo

w
e
r o

r le
ss fre

q
u

e
n

t d
o

se
 is n

o
t ro

u
tin

e
ly

  n
e
ce

ssa
ry

 in
 re

n
a
lly

 im
p

a
ire

d
 p

a
tie

n
ts (se

e
 U

se
 in

 P
a
tie

n
ts w

ith
 C

o
n

co
m

ita
n

t Illn
e
ss 

u
n

d
e
r  P

R
E
C

A
U

T
IO

N
S

 a
n

d
 D

O
S

A
G

E
 A

N
D

 A
D

M
IN

IS
T
R

A
T
IO

N
).  A

g
e
  G

e
ria

tric p
h

a
rm

a
co

k
in

e
tics —

 T
h

e
 d

isp
o

sitio
n

 o
f sin

g
le

 d
o

se
s o

f fl u
o

x
e
tin

e
 in

 h
e
a
lth

y
 e

ld
e
rly

  su
b

je
cts (>

6
5

 y
e
a
rs o

f a
g

e
) d

id
 n

o
t d

iffe
r sig

n
ifi ca

n
tly

 fro
m

 th
a
t in

 
y
o

u
n

g
e
r n

o
rm

a
l su

b
je

cts.  H
o

w
e
v
e
r, g

iv
e
n

 th
e
 lo

n
g

 h
a
lf-life

 a
n

d
 n

o
n

lin
e
a
r d

isp
o

sitio
n

 o
f th

e
 d

ru
g

, a
 sin

g
le

-d
o

se
 stu

d
y
 is  n

o
t a

d
e
q

u
a
te

 to
 ru

le
 o

u
t th

e
 p

o
ssib

ility
 o

f a
lte

re
d

 p
h

a
rm

a
co

k
in

e
tics in

 th
e
 e

ld
e
rly

, p
a
rticu

la
rly

 if  th
e
y
 h

a
v
e
 

sy
ste

m
ic illn

e
ss o

r a
re

 re
ce

iv
in

g
 m

u
ltip

le
 d

ru
g

s fo
r co

n
co

m
ita

n
t d

ise
a
se

s. T
h

e
 e

ffe
cts  o

f a
g

e
 u

p
o

n
 th

e
 m

e
ta

b
o

lism
 o

f fl u
o

x
e
tin

e
 h

a
v
e
 b

e
e
n

 in
v
e
stig

a
te

d
 in

 2
6

0
 e

ld
e
rly

 b
u

t o
th

e
rw

ise
  h

e
a
lth

y
 d

e
p

re
sse

d
 p

a
tie

n
ts (≥

6
0

 y
e
a
rs o

f a
g

e
) 

w
h

o
 re

ce
iv

e
d

 2
0

 m
g

 fl u
o

x
e
tin

e
 fo

r 6
 w

e
e
k
s.  C

o
m

b
in

e
d

 fl u
o

x
e
tin

e
 p

lu
s n

o
rfl u

o
x
e
tin

e
 p

la
sm

a
 co

n
ce

n
tra

tio
n

s w
e
re

 2
0

9
.3

 ±
 8

5
.7

 n
g

/
m

L
 a

t th
e
  e

n
d

 o
f 6

 w
e
e
k
s. N

o
 u

n
u

su
a
l a

g
e
-a

sso
cia

te
d

 p
a
tte

rn
 o

f a
d

v
e
rse

 e
v
e
n

ts w
a
s o

b
se

rv
e
d

 in
 

th
o

se
  e

ld
e
rly

 p
a
tie

n
ts.  P

e
d

ia
tric p

h
a
rm

a
co

k
in

e
tics (ch

ild
re

n
 a

n
d

 a
d

o
le

sce
n

ts) —
 F

lu
o

x
e
tin

e
 p

h
a
rm

a
co

k
in

e
tics w

e
re

  e
v
a
lu

a
te

d
 in

 2
1

 p
e
d

ia
tric p

a
tie

n
ts (1

0
 ch

ild
re

n
 a

g
e
s 6

 to
 <

1
3

, 1
1

 a
d

o
le

sce
n

ts a
g

e
s 1

3
 to

 <
1

8
)  d

ia
g

n
o

se
d

 w
ith

 
m

a
jo

r d
e
p

re
ssiv

e
 d

iso
rd

e
r o

r o
b

se
ssiv

e
 co

m
p

u
lsiv

e
 d

iso
rd

e
r (O

C
D

). F
lu

o
x
e
tin

e
  2

0
 m

g
/

d
a
y
 w

a
s a

d
m

in
iste

re
d

 fo
r u

p
 to

 6
2

 d
a
y
s. T

h
e
 a

v
e
ra

g
e
 ste

a
d

y
-sta

te
 co

n
ce

n
tra

tio
n

s o
f  fl u

o
x
e
tin

e
 in

 th
e
se

 ch
ild

re
n

 w
e
re

 2
-fo

ld
 h

ig
h

e
r th

a
n

 in
 

a
d

o
le

sce
n

ts (1
7

1
 a

n
d

 8
6

 n
g

/
m

L
,  re

sp
e
ctiv

e
ly

). T
h

e
 a

v
e
ra

g
e
 n

o
rfl u

o
x
e
tin

e
 ste

a
d

y
-sta

te
 co

n
ce

n
tra

tio
n

s in
 th

e
se

 ch
ild

re
n

 w
e
re

  1
.5

-fo
ld

 h
ig

h
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WELLBUTRIN XL has been demonstrated to have similar bioavailability both to the  immediate-release formulation of bupropion and to the sustained-release formulation of  bupropion (see CLINICAL PHARMACOLOGY). 
The information included under the Incidence  in Controlled Trials subsection of ADVERSE REACTIONS is based primarily on data from  controlled clinical trials with WELLBUTRIN SR Tablets, the sustained-release 
formulation of  bupropion. WELLBUTRIN XL has not been studied in placebo-controlled trials, although it has  been studied in non-placebo-controlled clinical bioavailability studies. Information on additional  adverse 
events associated with the sustained-release formulation of bupropion in smoking  cessation trials, as well as the immediate-release formulation of bupropion, is included in a  separate section (see Other Events Observed 
During the Clinical Development and  Postmarketing Experience of Bupropion).  
Incidence in Controlled Trials With Bupropion: Adverse Events Associated With  Discontinuation of Treatment Among Patients Treated With Bupropion: In  placebo-controlled clinical trials, 9% and 11% of patients 
treated with 300 and 400 mg/day,  respectively, of the sustained-release formulation of bupropion and 4% of patients treated with  placebo discontinued treatment due to adverse events. The specifi c adverse 
events in these trials  that led to discontinuation in at least 1% of patients treated with either 300 mg/day or  400 mg/day of WELLBUTRIN SR, the sustained-release formulation of bupropion, and at a rate  at 
least twice the placebo rate are listed in Table 3.
Table 3. Treatment Discontinuations Due to Adverse Events in Placebo-Controlled Trials
Adverse Event Term  WELLBUTRIN SR  300 mg/day  (n = 376)  WELLBUTRIN SR  400 mg/day  (n = 114)
Placebo  (n = 385)  Rash 2.4% 0.9% 0.0%  Nausea 0.8% 1.8% 0.3%  Agitation 0.3% 1.8% 0.3%  Migraine 0.0% 1.8% 0.3%

In clinical trials with the immediate-release formulation of bupropion, 10% of patients and  volunteers discontinued due to an adverse event. Events resulting in discontinuation, in addition  to those listed above for the 
sustained-release formulation of bupropion, include vomiting,  seizures, and sleep disturbances.
Adverse Events Occurring at an Incidence of 1% or More Among Patients  Treated With Bupropion: Table 4 enumerates treatment-emergent adverse events that  occurred among patients treated with 300 and 400 mg/day 
of the sustained-release formulation of  bupropion and with placebo in controlled trials. Events that occurred in either the 300- or  400-mg/day group at an incidence of 1% or more and were more frequent than in the 
placebo  group are included. Reported adverse events were classifi ed using a COSTART-based  Dictionary.
Accurate estimates of the incidence of adverse events associated with the use of any drug are  diffi cult to obtain. Estimates are infl uenced by drug dose, detection technique, setting, physician  judgments, etc. The fi gures 
cited cannot be used to predict precisely the incidence of untoward  events in the course of usual medical practice where patient characteristics and other factors  differ from those that prevailed in the clinical trials. These 
incidence fi gures also cannot be  compared with those obtained from other clinical studies involving related drug products as each  group of drug trials is conducted under a different set of conditions.
Finally, it is important to emphasize that the tabulation does not refl ect the relative severity  and/or clinical importance of the events. A better perspective on the serious adverse events  associated with the use of 
bupropion is provided in the WARNINGS and PRECAUTIONS  sections.
Table 4. Treatment-Emergent Adverse Events in Placebo-Controlled Trials*
Body System/  Adverse Event  WELLBUTRIN SR  300 mg/day  (n = 376)  WELLBUTRIN SR 400 mg/day  (n = 114) Placebo  (n = 385)  Body (General) Headache  26%  25%  23% Infection  8%  9%  6% Abdominal pain  3%  
9%  2% Asthenia  2%  4%  2% Chest pain  3%  4%  1% Pain  2%  3%  2% Fever  1%  2%  —  Cardiovascular Palpitation  2%  6%  2% Flushing  1%  4%  — Migraine  1%  4%  1% Hot fl ashes  1%  3%  1%  Digestive 
Dry mouth  17%  24%  7% Nausea  13%  18%  8% Constipation  10%  5%  7% Diarrhea  5%  7%  6% Anorexia  5%  3%  2% Vomiting  4%  2%  2% Dysphagia  0%  2%  0%  Musculoskeletal Myalgia  2%  6%  3% 
Arthralgia  1%  4%  1% Arthritis  0%  2%  0% Twitch  1%  2%  —  Nervous system Insomnia  11%  16%  6% Dizziness  7%  11%  5% Agitation  3%  9%  2% Anxiety  5%  6%  3% Tremor  6%  3%  1% Nervousness  
5%  3%  3% Somnolence  2%  3%  2% Irritability  3%  2%  2% Memory decreased  —  3%  1% Paresthesia  1%  2%  1% Central nervous  system stimulation  2% 1% 1%  Respiratory Pharyngitis  3%  11%  2% 
Sinusitis  3%  1%  2% Increased cough  1%  2%  1%  Skin Sweating  6%  5%  2% Rash  5%  4%  1% Pruritus  2%  4%  2% Urticaria  2%  1%  0%  Special senses Tinnitus  6%  6%  2% Taste perversion  2%  4%  
— Amblyopia  3%  2%  2%  Urogenital Urinary frequency  2%  5%  2% Urinary urgency  —  2%  0% Vaginal hemorrhage † 0% 2% — Urinary tract infection  1%  0%  —  *  Adverse events that occurred in at least 1% of 
patients treated with either 300 or 400 mg/day  of the sustained-release formulation of bupropion, but equally or more frequently in the  placebo group, were: abnormal dreams, accidental injury, acne, appetite increased, 
back pain,  bronchitis, dysmenorrhea, dyspepsia, fl atulence, fl u syndrome, hypertension, neck pain,  respiratory disorder, rhinitis, and tooth disorder.  †  Incidence based on the number of female patients.  — Hyphen 
denotes adverse events occurring in greater than 0 but less than 0.5% of patients.
Additional events to those listed in Table 4 that occurred at an incidence of at least 1% in  controlled clinical trials of the immediate-release formulation of bupropion (300 to 600 mg/day)  and that were numerically 
more frequent than placebo were: cardiac arrhythmias (5% vs 4%),  hypertension (4% vs 2%), hypotension (3% vs 2%), tachycardia (11% vs 9%), appetite increase  (4% vs 2%), dyspepsia (3% vs 2%), menstrual 
complaints (5% vs 1%), akathisia (2% vs 1%),  impaired sleep quality (4% vs 2%), sensory disturbance (4% vs 3%), confusion (8% vs 5%),  decreased libido (3% vs 2%), hostility (6% vs 4%), auditory disturbance 
(5% vs 3%), and  gustatory disturbance (3% vs 1%).
Incidence of Commonly Observed Adverse Events in Controlled Clinical Trials:  Adverse events from Table 4 occurring in at least 5% of patients treated with the  sustained-release formulation of bupropion and at a rate 
at least twice the placebo rate are listed  below for the 300- and 400-mg/day dose groups.
300 mg/day of the Sustained-Release Formulation: Anorexia, dry mouth, rash,  sweating, tinnitus, and tremor.
400 mg/day of the Sustained-Release Formulation: Abdominal pain, agitation,  anxiety, dizziness, dry mouth, insomnia, myalgia, nausea, palpitation, pharyngitis, sweating,  tinnitus, and urinary frequency.  
Other Events Observed During the Clinical Development and Postmarketing  Experience of Bupropion: In addition to the adverse events noted above, the following  events have been reported in clinical trials and 
postmarketing experience with the  sustained-release formulation of bupropion in depressed patients and in nondepressed smokers,  as well as in clinical trials and postmarketing clinical experience with the immediate-
release  formulation of bupropion.
Adverse events for which frequencies are provided below occurred in clinical trials with the  sustained-release formulation of bupropion. The frequencies represent the proportion of patients  who experienced a treatment-
emergent adverse event on at least one occasion in  placebo-controlled studies for depression (n = 987) or smoking cessation (n = 1,013), or patients  who experienced an adverse event requiring discontinuation of 
treatment in an open-label  surveillance study with the sustained-release formulation of bupropion (n = 3,100). All  treatment-emergent adverse events are included except those listed in Tables 1 through 4, those  events 
listed in other safety-related sections, those adverse events subsumed under COSTART  terms that are either overly general or excessively specifi c so as to be uninformative, those  events not reasonably associated with 
the use of the drug, and those events that were not serious  and occurred in fewer than 2 patients. Events of major clinical importance are described in the  WARNINGS and PRECAUTIONS sections of the labeling.
Events are further categorized by body system and listed in order of decreasing frequency  according to the following defi nitions of frequency: Frequent adverse events are defi ned as those  occurring in at least 1/100 
patients. Infrequent adverse events are those occurring in 1/100 to  1/1,000 patients, while rare events are those occurring in less than 1/1,000 patients.
Adverse events for which frequencies are not provided occurred in clinical trials or  postmarketing experience with bupropion. Only those adverse events not previously listed for  sustained-release bupropion are included. 
The extent to which these events may be associated  with WELLBUTRIN XL is unknown.
Body (General): Infrequent were chills, facial edema, musculoskeletal chest pain, and  photosensitivity. Rare was malaise. Also observed were arthralgia, myalgia, and fever with rash  and other symptoms suggestive of 
delayed hypersensitivity. These symptoms may resemble  serum sickness (see PRECAUTIONS).
Cardiovascular: Infrequent were postural hypotension, stroke, tachycardia, and  vasodilation. Rare was syncope. Also observed were complete atrioventricular block,  extrasystoles, hypotension, hypertension (in some 
cases severe, see PRECAUTIONS),  myocardial infarction, phlebitis, and pulmonary embolism.
Digestive: Infrequent were abnormal liver function, bruxism, gastric refl ux, gingivitis,  glossitis, increased salivation, jaundice, mouth ulcers, stomatitis, and thirst. Rare was edema of tongue. Also observed were colitis, 
esophagitis, gastrointestinal hemorrhage, gum hemorrhage,  hepatitis, intestinal perforation, liver damage, pancreatitis, and stomach ulcer.
Endocrine: Also observed were hyperglycemia, hypoglycemia, and syndrome of  inappropriate antidiuretic hormone.
Hemic and Lymphatic: Infrequent was ecchymosis. Also observed were anemia,  leukocytosis, leukopenia, lymphadenopathy, pancytopenia, and thrombocytopenia. Altered PT  and/or INR, infrequently associated with 
hemorrhagic or thrombotic complications, were  observed when bupropion was coadministered with warfarin.
Metabolic and Nutritional: Infrequent were edema and peripheral edema. Also observed  was glycosuria.
Musculoskeletal: Infrequent were leg cramps. Also observed were muscle  rigidity/fever/rhabdomyolysis and muscle weakness.
Nervous System: Infrequent were abnormal coordination, decreased libido,  depersonalization, dysphoria, emotional lability, hostility, hyperkinesia, hypertonia, hypesthesia,  suicidal ideation, and vertigo. Rare 
were amnesia, ataxia, derealization, and hypomania. Also  observed were abnormal electroencephalogram (EEG), aggression, akinesia, aphasia, coma,  delirium, delusions, dysarthria, dyskinesia, dystonia, euphoria, 
extrapyramidal syndrome,  hallucinations, hypokinesia, increased libido, manic reaction, neuralgia, neuropathy, paranoid  ideation, restlessness, and unmasking tardive dyskinesia.
Respiratory: Rare was bronchospasm. Also observed was pneumonia.
Skin: Rare was maculopapular rash. Also observed were alopecia, angioedema, exfoliative  dermatitis, and hirsutism.
Special Senses: Infrequent were accommodation abnormality and dry eye. Also observed  were deafness, diplopia, and mydriasis.
Urogenital: Infrequent were impotence, polyuria, and prostate disorder. Also observed were  abnormal ejaculation, cystitis, dyspareunia, dysuria, gynecomastia, menopause, painful erection,  salpingitis, urinary 
incontinence, urinary retention, and vaginitis.  
DRUG ABUSE AND DEPENDENCE
Controlled Substance Class: Bupropion is not a controlled substance.  Humans: Controlled clinical studies of bupropion (immediate-release formulation) conducted  in normal volunteers, in subjects with a history of 
multiple drug abuse, and in depressed patients  showed some increase in motor activity and agitation/excitement.
In a population of individuals experienced with drugs of abuse, a single dose of 400 mg of  bupropion produced mild amphetamine-like activity as compared to placebo on the  Morphine-Benzedrine Subscale of the Addiction 
Research Center Inventories (ARCI), and a  score intermediate between placebo and amphetamine on the Liking Scale of the ARCI. These  scales measure general feelings of euphoria and drug desirability.
Findings in clinical trials, however, are not known to reliably predict the abuse potential of  drugs. Nonetheless, evidence from single-dose studies does suggest that the recommended daily dosage of bupropion 
when administered in divided doses is not likely to be especially reinforcing  to amphetamine or stimulant abusers. However, higher doses that could not be tested because of  the risk of seizure might be modestly 
attractive to those who abuse stimulant drugs.  
Animals: Studies in rodents and primates have shown that bupropion exhibits some  pharmacologic actions common to psychostimulants. In rodents, it has been shown to increase  locomotor activity, elicit a mild 
stereotyped behavioral response, and increase rates of  responding in several schedule-controlled behavior paradigms. In primate models to assess the  positive reinforcing effects of psychoactive drugs, bupropion 
was self-administered  intravenously. In rats, bupropion produced amphetamine-like and cocaine-like discriminative  stimulus effects in drug discrimination paradigms used to characterize the subjective effects 
of  psychoactive drugs.  OVERDOSAGE  
Human Overdose Experience: Overdoses of up to 30 g or more of bupropion have been  reported. Seizure was reported in approximately one third of all cases. Other serious reactions  reported with overdoses of bupropion 
alone included hallucinations, loss of consciousness, sinus  tachycardia, and ECG changes such as conduction disturbances or arrhythmias. Fever, muscle  rigidity, rhabdomyolysis, hypotension, stupor, coma, and 
respiratory failure have been reported  mainly when bupropion was part of multiple drug overdoses.
Although most patients recovered without sequelae, deaths associated with overdoses of  bupropion alone have been reported in patients ingesting large doses of the drug. Multiple  uncontrolled seizures, bradycardia, 
cardiac failure, and cardiac arrest prior to death were reported  in these patients.  Overdosage Management: Ensure an adequate airway, oxygenation, and ventilation.  Monitor cardiac rhythm and vital signs. EEG 
monitoring is also recommended for the fi rst  48 hours post-ingestion. General supportive and symptomatic measures are also recommended.  Induction of emesis is not recommended. Gastric lavage with a large-bore 
orogastric tube with  appropriate airway protection, if needed, may be indicated if performed soon after ingestion or in  symptomatic patients.
Activated charcoal should be administered. There is no experience with the use of forced  diuresis, dialysis, hemoperfusion, or exchange transfusion in the management of bupropion  overdoses. No specifi c antidotes 
for bupropion are known.
Due to the dose-related risk of seizures with WELLBUTRIN XL, hospitalization following  suspected overdose should be considered. Based on studies in animals, it is recommended that  seizures be treated with intravenous 
benzodiazepine administration and other supportive  measures, as appropriate.
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h
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e
 y

o
u

 a
re

 u
si

n
g

  
W

E
L
L
B

U
T
R

IN
 X

L
.

W
E
L
L
B

U
T
R

IN
 X

L
 h

a
s 

n
o

t 
b

e
e
n

 s
tu

d
ie

d
 i

n
 c

h
il

d
re

n
 u

n
d

e
r 

th
e
 a

g
e
 o

f 
1

8
 y

e
a
rs

.
H

o
w

 s
h

o
u

ld
 I

 t
a
k
e
 W

E
L
L
B

U
T
R

IN
 X

L
?

•
  

T
a
k
e
 W

E
L
L
B

U
T
R

IN
 X

L
 e

x
a
ct

ly
 a

s 
p

re
sc

ri
b

e
d

 b
y
 y

o
u

r 
d

o
ct

o
r.

•
  

D
o

 n
o

t 
ch

e
w

, 
cu

t,
 o

r 
cr

u
sh

 W
E
L
L
B

U
T
R
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In managing overdosage, consider the possibility of multiple drug involvement. The physician  should consider contacting a poison control center for additional information on the treatment of  any overdose. Telephone 
numbers for certifi ed poison control centers are listed in the  Physicians’ Desk Reference (PDR). 
DOSAGE AND ADMINISTRATION  
General Dosing Considerations: It is particularly important to administer  WELLBUTRIN XL Tablets in a manner most likely to minimize the risk of seizure (see  WARNINGS). Gradual escalation in dosage is also important 
if agitation, motor restlessness,  and insomnia, often seen during the initial days of treatment, are to be minimized. If necessary,  these effects may be managed by temporary reduction of dose or the short-term 
administration of  an intermediate to long-acting sedative hypnotic. A sedative hypnotic usually is not required  beyond the fi rst week of treatment. Insomnia may also be minimized by avoiding bedtime doses.  If 
distressing, untoward effects supervene, dose escalation should be stopped.  
WELLBUTRIN XL should be swallowed whole and not crushed, divided, or chewed.  
WELLBUTRIN XL may be taken without regard to meals.  
Initial Treatment: The usual adult target dose for WELLBUTRIN XL Tablets is 300 mg/day,  given once daily in the morning. Dosing with WELLBUTRIN XL Tablets should begin at  150 mg/day given as a single daily 
dose in the morning. If the 150-mg initial dose is adequately  tolerated, an increase to the 300-mg/day target dose, given as once daily, may be made as early  as day 4 of dosing. There should be an interval of at 
least 24 hours between successive doses.
Increasing the Dosage Above 300 mg/day: As with other antidepressants, the full  antidepressant effect of WELLBUTRIN XL Tablets may not be evident until 4 weeks of  treatment or longer. An increase in dosage to the 
maximum of 450 mg/day, given as a single  dose, may be considered for patients in whom no clinical improvement is noted after several  weeks of treatment at 300 mg/day.  
Switching Patients from WELLBUTRIN Tablets or from WELLBUTRIN SR  Sustained-Release Tablets: When switching patients from WELLBUTRIN Tablets to  WELLBUTRIN XL or from WELLBUTRIN SR Sustained-
Release Tablets to  WELLBUTRIN XL, give the same total daily dose when possible. Patients who are currently  being treated with WELLBUTRIN Tablets at 300 mg/day (for example, 100 mg 3 times a day)  may 
be switched to WELLBUTRIN XL 300 mg once daily. Patients who are currently being  treated with WELLBUTRIN SR Sustained-Release Tablets at 300 mg/day (for example, 150 mg  twice daily) may be switched 
to WELLBUTRIN XL 300 mg once daily.  
Maintenance Treatment: It is generally agreed that acute episodes of depression require  several months or longer of sustained pharmacological therapy beyond response to the acute  episode. It is unknown whether 
or not the dose of WELLBUTRIN XL needed for maintenance  treatment is identical to the dose needed to achieve an initial response. Patients should be  periodically reassessed to determine the need for maintenance 
treatment and the appropriate dose  for such treatment.  
Dosage Adjustment for Patients With Impaired Hepatic Function:  WELLBUTRIN XL should be used with extreme caution in patients with severe hepatic  cirrhosis. The dose should not exceed 150 mg every other day in 
these patients.  WELLBUTRIN XL should be used with caution in patients with hepatic impairment (including  mild to moderate hepatic cirrhosis) and a reduced frequency and/or dose should be considered in patients with 
mild to moderate hepatic cirrhosis (see CLINICAL PHARMACOLOGY,  WARNINGS, and PRECAUTIONS).  
Dosage Adjustment for Patients With Impaired Renal Function: WELLBUTRIN XL  should be used with caution in patients with renal impairment and a reduced frequency and/or  dose should be considered (see 
CLINICAL PHARMACOLOGY and PRECAUTIONS).  
HOW SUPPLIED
WELLBUTRIN XL Extended-Release Tablets, 150 mg of bupropion hydrochloride, are  creamy-white to pale yellow, round, tablets printed with “WELLBUTRIN XL 150” in bottles of  30 tablets (NDC 0173-0730-01) 
and 90 (NDC 0173-0730-02) tablets.
WELLBUTRIN XL Extended-Release Tablets, 300 mg of bupropion hydrochloride, are  creamy-white to pale yellow, round, tablets printed with “WELLBUTRIN XL 300” in bottles of  30  (NDC 0173-0731-01).
Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled  Room Temperature].
Medication Guide  WELLBUTRIN XL ®(WELL byu-trin)  (bupropion hydrochloride extended-release tablets)  About Using Antidepressants in Children and Teenagers
What is the most important information I should know if my child is being prescribed an  antidepressant?
Parents or guardians need to think about 4 important things when their child is prescribed an  antidepressant:  
1.  There is a risk of suicidal thoughts or actions  
2.  How to try to prevent suicidal thoughts or actions in your child
3.  You should watch for certain signs if your child is taking an antidepressant  4.  There are benefi ts and risks when using antidepressants
1.  There is a Risk of Suicidal Thoughts or Actions
Children and teenagers sometimes think about suicide, and many report trying to kill themselves.
Antidepressants increase suicidal thoughts and actions in some children and teenagers. But  suicidal thoughts and actions can also be caused by depression, a serious medical condition that  is commonly treated with 
antidepressants. Thinking about killing yourself or trying to kill  yourself is called suicidality or being suicidal. A large study combined the results of 24 different studies of children and teenagers with  depression or other 
illnesses. In these studies, patients took either a placebo (sugar pill) or an  antidepressant for 1 to 4 months. No one committed suicide in these studies, but some patients  became suicidal. On sugar pills, 2 out of every 
100 became suicidal. On the antidepressants, 4  out of every 100 patients became suicidal.
For some children and teenagers, the risks of suicidal actions may be especially high. These  include patients with  
•  Bipolar illness (sometimes called manic-depressive illness)
•  A family history of bipolar illness
•  A personal or family history of attempting suicide  If any of these are present, make sure you tell your healthcare provider before your child takes an  antidepressant.
2.  How to Try to Prevent Suicidal Thoughts and Actions
To try to prevent suicidal thoughts and actions in your child, pay close attention to changes in her  or his moods or actions, especially if the changes occur suddenly. Other important people in your  child’s life can help by 
paying attention as well (e.g., your child, brothers and sisters, teachers,  and other important people). The changes to look out for are listed in Section 3, on what to watch  for.
Whenever an antidepressant is started or its dose is changed, pay close attention to your child.  After starting an antidepressant, your child should generally see his or her healthcare provider:
•  Once a week for the fi rst 4 weeks
•  Every 2 weeks for the next 4 weeks
•  After taking the antidepressant for 12 weeks
•  After 12 weeks, follow your healthcare provider’s advice about how often to come back
•  More often if problems or questions arise (see Section 3)
You should call your child’s healthcare provider between visits if needed.
3.  You Should Watch For Certain Signs if Your Child is Taking an Antidepressant
Contact your child’s healthcare provider right away if your child exhibits any of the following  signs for the fi rst time, or they seem worse, or worry you, your child, or your child’s teacher:
•  Thoughts about suicide or dying
•  Attempts to commit suicide
•  New or worse depression
•  New or worse anxiety
Never let your child stop taking an antidepressant without fi rst talking to his or her healthcare  provider. Stopping an antidepressant suddenly can cause other symptoms.
4.  There are Benefi ts and Risks When Using Antidepressants
Antidepressants are used to treat depression and other illnesses. Depression and other illnesses  can lead to suicide. In some children and teenagers, treatment with an antidepressant increases  suicidal thinking 
or actions. It is important to discuss all the risks of treating depression and also  the risks of not treating it. You and your child should discuss all treatment choices with your  healthcare provider, not just the 
use of antidepressants.
Other side effects can occur with antidepressants (see section below).
Of all antidepressants, only fl uoxetine (Prozac ®)* has been FDA approved to treat pediatric  depression.
For obsessive compulsive disorder in children and teenagers, FDA has approved only fl uoxetine  (Prozac ®)*, sertraline (Zoloft®)*, fl uvoxamine, and clomipramine (Anafranil®)*.
Your healthcare provider may suggest other antidepressants based on the past experience of your  child or other family members.
Is this all I need to know if my child is being prescribed an antidepressant?
No. This is a warning about the risk of suicidality. Other side effects can occur with  antidepressants. Be sure to ask your healthcare provider to explain all the side effects of the  particular drug he or she is prescribing. 
Also ask about drugs to avoid when taking an  antidepressant. Ask your healthcare provider or pharmacist where to fi nd more information.
*The following are registered trademarks of their respective manufacturers: Prozac ®/Eli Lilly  and Company; Zoloft ®/Pfi zer Pharmaceuticals; Anafranil®/Mallinckrodt Inc.
This Medication Guide has been approved by the U.S. Food and Drug Administration for all  antidepressants.
January 2005
MG-WX:1
Manufactured by:  Biovail Corporation  Mississauga, ON L5N 8M5, Canada for
GlaxoSmithKline  Research Triangle Park, NC 27709
©2005, GlaxoSmithKline. All rights reserved.
November 2005
RL-2228
PHARMACIST--DETACH HERE AND GIVE LEAFLET TO PATIENT. ALSO  PROVIDE AN APPROVED MEDICATION GUIDE ABOUT USING  ANTIDEPRESSANTS IN CHILDREN AND TEENAGERS.
Patient Information  WELLBUTRIN XL ® (WELL byu-trin)  (bupropion hydrochloride extended-release tablets)
Read the Patient Information that comes with WELLBUTRIN XL before you start taking  WELLBUTRIN XL and each time you get a refi ll. There may be new information. This  leafl et does not take the place of talking 
with your doctor about your medical condition or your  treatment.
What is the most important information I should know about WELLBUTRIN XL?  
There is a chance of having a seizure (convulsion, fi t) with WELLBUTRIN XL, especially  in people:
•  with certain medical problems.
•  who take certain medicines.
The chance of having seizures increases with higher doses of WELLBUTRIN XL. For more  information, see the sections “Who should not take WELLBUTRIN XL?” and “What should I tell my doctor before using WELLBUTRIN 
XL?” Tell your doctor about all of your medical  conditions and all the medicines you take. Do not take any other medicines while you are  using WELLBUTRIN XL unless your doctor has said it is okay to take them.
If you have a seizure while taking WELLBUTRIN XL, stop taking the tablets and call your  doctor right away. Do not take WELLBUTRIN XL again if you have a seizure.
What is important information I should know and share with my family about taking  antidepressants?  Patients and their families should watch out for worsening depression or thoughts of suicide.  Also watch out for 
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was seen in female mice or in rats of either sex receiving the same treatments, nor was there an increase in hepatocellular carcinomas. 
Liver adenomas have a variable rate of spontaneous occurrence in the CD-1 mouse and are of unknown signifi cance to humans. There was 
an increase in follicular adenomas of the thyroid in female rats receiving sertraline at 40 mg/kg (2 times the MRHD on a mg/m 2 basis); 
this was not accompanied by thyroid hyperplasia. While there was an increase in uterine adenocarcinomas in rats receiving sertraline at 
10-40 mg/kg (0.5-2.0 times the MRHD on a mg/m 2 basis) compared to placebo controls, this effect was not clearly drug related. 
Mutagenesis–Sertraline had no genotoxic effects, with or without metabolic activation, based on the following assays: bacterial mutation 
assay; mouse lymphoma mutation assay; and tests for cytogenetic aberrations in vivo in mouse bone marrow and in vitro in human 
lymphocytes. Impairment of Fertility–A decrease in fertility was seen in one of two rat studies at a dose of 80 mg/kg (4 times the 
maximum recommended human dose on a mg/m 2 basis). Pregnancy–Pregnancy Category C–Reproduction studies have been performed 
in rats and rabbits at doses up to 80 mg/kg/day and 40 mg/kg/day, respectively. These doses correspond to approximately 4 times the 
maximum recommended human dose (MRHD) on a mg/m 2 basis. There was no evidence of teratogenicity at any dose level. When 
pregnant rats and rabbits were given sertraline during the period of organogenesis, delayed ossifi cation was observed in fetuses at doses 
of 10 mg/kg (0.5 times the MRHD on a mg/m 2 basis) in rats and 40 mg/kg (4 times the MRHD on a mg/m 2 basis) in rabbits. When female 
rats received sertraline during the last third of gestation and throughout lactation, there was an increase in the number of stillborn pups 
and in the number of pups dying during the fi rst 4 days after birth. Pup body weights were also decreased during the fi rst four days after 
birth. These effects occurred at a dose of 20 mg/kg (1 times the MRHD on a mg/m 2 basis). The no effect dose for rat pup mortality was 
10 mg/kg (0.5 times the MRHD on a mg/m 2 basis). The decrease in pup survival was shown to be due to in utero exposure to sertraline. 
The clinical signifi cance of these effects is unknown. There are no adequate and well-controlled studies in pregnant women. ZOLOFT ® 
(sertraline hydrochloride) should be used during pregnancy only if the potential benefi t justifi es the potential risk to the fetus. Pregnancy-
Nonteratogenic Effects–Neonates exposed to Zoloft and other SSRIs or SNRIs, late in the third trimester have developed complications 
requiring prolonged hospitalization, respiratory support, and tube feeding. These fi ndings are based on postmarketing reports. Such 
complications can arise immediately upon delivery. Reported clinical fi ndings have included respiratory distress, cyanosis, apnea, 
seizures, temperature instability, feeding diffi culty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperrefl exia, tremor, jitteriness, 
irritability, and constant crying. These features are consistent with either a direct toxic effect of SSRIs and SNRIs or, possibly, a drug 
discontinuation syndrome. It should be noted that, in some cases, the clinical picture is consistent with serotonin syndrome (see 
WARNINGS). When treating a pregnant woman with ZOLOFT during the third trimester, the physician should carefully consider the 
potential risks and benefi ts of treatment (see DOSAGE AND ADMINISTRATION). Labor and Delivery–The effect of ZOLOFT on labor and 
delivery in humans is unknown. Nursing Mothers–It is not known whether, and if so in what amount, sertraline or its metabolites are 
excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised when ZOLOFT is administered to a 
nursing woman. Pediatric Use–The effi cacy of ZOLOFT for the treatment of obsessive-compulsive disorder was demonstrated in a 12-
week, multicenter, placebo-controlled study with 187 outpatients ages 6-17 (see Clinical Trials under CLINICAL PHARMACOLOGY). Safety 
and effectiveness in the pediatric population other than pediatric patients with OCD have not been established (see BOX WARNING and 
WARNINGS-Clinical Worsening and Suicide Risk). Two placebo controlled trials (n73) in pediatric patients with MDD have been conducted 
with Zoloft, and the data were not suffi cient to support a claim for use in pediatric patients. Anyone considering the use of Zoloft in a child 
or adolescent must balance the potential risks with the clinical need. The safety of ZOLOFT use in children and adolescents with OCD, ages 
6-18, was evaluated in a 12-week, multicenter, placebo-controlled study with 187 outpatients, ages 6-17, and in a fl exible dose, 52 week 
open extension study of 137 patients, ages 6-18, who had completed the initial 12week, double-blind, placebo-controlled study. ZOLOFT 
was administered at doses of either 25 mg/day (children, ages 6-12) or 50 mg/day (adolescents, ages 13-18) and then titrated in weekly 
25 mg/day or 50 mg/day increments, respectively, to a maximum dose of 200 mg/day based upon clinical response. The mean dose for 
completers was 157 mg/day. In the acute 12 week pediatric study and in the 52 week study, ZOLOFT had an adverse event profi le 
generally similar to that observed in adults. Sertraline pharmacokinetics were evaluated in 61 pediatric patients between 6 and 17 years 
of age with major depressive disorder or OCD and revealed similar drug exposures to those of adults when plasma concentration was 
adjusted for weight (see Pharmacokinetics under CLINICAL PHARMACOLOGY). Approximately 600 patients with major depressive 
disorder or OCD between 6 and 17 years of age have received ZOLOFT in clinical trials, both controlled and uncontrolled. The adverse event 
profi le observed in these patients was generally similar to that observed in adult studies with ZOLOFT (see ADVERSE REACTIONS). As with 
other SSRIs, decreased appetite and weight loss have been observed in association with the use of ZOLOFT. In a pooled analysis of two 
10-week, double-blind, placebo-controlled, fl exible dose (50-200 mg) outpatient trials for major depressive disorder (n73), there was a 
difference in weight change between sertraline  a n d   p l a c e b o   o f   r o u g h l y   1   k i l o g r a m ,   f o r   b o t h   c h i l d r e n   ( a 
g e s   6 - 1 1 )   a n d   a d o l e s c e n t s   ( a g e s   1 2 - 1 7 ) ,   i n   b o t h   c a s e s   r e p r e s e n t i n g   a   s l i g h t   w e i g h t   l o 
s s   f o r   s e r t r a l i n e   c o m p a r e d   t o   a   s l i g h t   g a i n   f o r   p l a c e b o .   A t   b a s e l i n e   t h e   m e a n   w e i g h t   f 
o r   c h i l d r e n   w a s   3 9 . 0   k g   f o r   s e r t r a l i n e   a n d   3 8 . 5   k g   f o r   p l a c e b o .   A t   b a s e l i n e   t h e   m e a n   w 
e i g h t   f o r   a d o l e s c e n t s   w a s   6 1 . 4   k g   f o r   s e r t r a l i n e   a n d   6 2 . 5   k g   f o r   p l a c e b o .   T h e r e   w a s   a   
b i g g e r   d i f f e r e n c e   b e t w e e n   s e r t r a l i n e   a n d   p l a c e b o   i n   t h e   p r o p o r t i o n   o f   o u t l i e r s   f o r   c l i n 
i c a l l y   i m p o r t a n t   w e i g h t   l o s s   i n   c h i l d r e n   t h a n   i n   a d o l e s c e n t s .   F o r   c h i l d r e n ,   a b o u t   7 %   h 
a d   a   w e i g h t   l o s s   >   7 %   o f   b o d y   w e i g h t   c o m p a r e d   t o   n o n e   o f   t h e   p l a c e b o   p a t i e n t s ;   f o r   a 
d o l e s c e n t s ,   a b o u t   2 %   h a d   a   w e i g h t   l o s s   >   7 %   o f   b o d y   w e i g h t   c o m p a r e d   t o   a b o u t   1 %   o f   
t h e   p l a c e b o   p a t i e n t s .   A   s u b s e t   o f   t h e s e   p a t i e n t s   w h o   c o m p l e t e d   t h e   r a n d o m i z e d   c o n t r o 
l l e d   t r i a l s   ( s e r t r a l i n e   n ô ,   p l a c e b o   n o. 2 )   w e r e   c o n t i n u e d   i n t o   a   2 4 - w e e k ,   f l e x i b l e - d o s e ,   
o p e n - l a b e l ,   e x t e n s i o n   s t u d y .   A   m e a n   w e i g h t   l o s s   o f   a p p r o x i m a t e l y   0 . 5   k g   w a s   s e e n   d u r 
i n g   t h e   f i r s t   e i g h t   w e e k s   o f   t r e a t m e n t   f o r   s u b j e c t s   w i t h   f i r s t   e x p o s u r e   t o   s e r t r a l i n e   d 
u r i n g   t h e   o p e n - l a b e l   e x t e n s i o n   s t u d y ,   s i m i l a r   t o   m e a n   w e i g h t   l o s s   o b s e r v e d   a m o n g   s e r 
t r a l i n e   t r e a t e d   s u b j e c t s   d u r i n g   t h e   f i r s t   e i g h t   w e e k s   o f   t h e   r a n d o m i z e d   c o n t r o l l e d   t r i a 
l s .   T h e   s u b j e c t s   c o n t i n u i n g   i n   t h e   o p e n   l a b e l   s t u d y   b e g a n   g a i n i n g   w e i g h t   c o m p a r e d   t o   
b a s e l i n e   b y   w e e k   1 2   o f   s e r t r a l i n e   t r e a t m e n t .   T h o s e   s u b j e c t s   w h o   c o m p l e t e d   3 4   w e e k s   o 
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g

 d
a
ily

), th
e
re

 w
e
re

 sig
n

ifi ca
n

t in
cre

a
se

s in
 Z

O
L
O

F
T
 m

e
a
n

 A
U

C
 (5

0
%

), C
m

a
x
 (2

4
%

) a
n

d
 h

a
lf-life

 (2
6

%
) co

m
p

a
re

d
 to

 th
e
 p

la
ce

b
o

 
g

ro
u

p
. T

h
e
 clin

ica
l sig

n
ifi ca

n
ce

 o
f th

e
se

 ch
a
n

g
e
s is u

n
k
n

o
w

n
. C

N
S

 A
ctiv

e
 D

ru
g

s–
In

 a
 stu

d
y
 co

m
p

a
rin

g
 th

e
 d

isp
o

sitio
n

 o
f in

tra
v
e
n

o
u

sly
 th

e
 f

o
ll

o
w

in
g

 d
e
fi 

n
it

io
n

s:
 f

re
q

u
e
n

t 
a
d

v
e
rs

e
 e

v
e
n

ts
 a

re
 t

h
o

se
 o

cc
u

rr
in

g
 o

n
 o

n
e
 o

r 
m

o
re

 o
cc

a
si

o
n

s 
in

 a
t 

le
a
st

 1
/

1
0

0
 p

a
ti

e
n

ts
; 

in
fr

e
q

u
e
n

t 
a
d

v
e
rs

e
 e

v
e
n

ts
 a

re
 t

h
o

se
 o

cc
u

rr
in

g
 i
n

 1
/

1
0

0
 t

o
 1

/
1

0
0

0
 p

a
ti

e
n

ts
; 

ra
re

 e
v
e
n

ts
 a

re
 t

h
o

se
 o

cc
u

rr
in

g
 i
n

 f
e
w

e
r 

th
a
n

 1
/

1
0

0
0

 p
a
ti

e
n

ts
. 
E
v
e
n

ts
 o

f 
m

a
jo

r 
cl

in
ic

a
l 

im
p

o
rt

a
n

ce
 a

re
 a

ls
o

 d
e
sc

ri
b

e
d

 i
n

 t
h

e
 P

R
E
C

A
U

T
IO

N
S

 s
e
ct

io
n

. 
A

u
to

n
o

m
ic

 N
e
rv

o
u

s 
S

y
st

e
m

 D
is

o
rd

e
rs

–
F
re

q
u

e
n

t:
 i

m
p

o
te

n
ce

; 
In

fr
e
q

u
e
n

t:
 fl

 u
sh

in
g

, 
in

cr
e
a
se

d
 s

a
li
v
a
, 

co
ld

 c
la

m
m

y
 s

k
in

, 
m

y
d

ri
a
si

s;
 R

a
re

: 
p

a
ll
o

r,
 g

la
u

co
m

a
, 

p
ri

a
p

is
m

, 
v
a
so

d
il
a
ti

o
n

. 
B

o
d

y
 a

s 
a
 W

h
o

le
–

G
e
n

e
ra

l 
D

is
o

rd
e
rs

–
R

a
re

: 
a
ll

e
rg

ic
 

re
a
ct

io
n

, 
a
ll
e
rg

y
. 

C
a
rd

io
v
a
sc

u
la

r–
F
re

q
u

e
n

t:
 

p
a
lp

it
a
ti

o
n

s,
 

ch
e
st

 
p

a
in

; 
In

fr
e
q

u
e
n

t:
 

h
y
p

e
rt

e
n

si
o

n
, 

ta
ch

y
ca

rd
ia

, 
p

o
st

u
ra

l 
d

iz
zi

n
e
ss

, 
p

o
st

u
ra

l 
h

y
p

o
te

n
si

o
n

, 
p

e
ri

o
rb

it
a
l 

e
d

e
m

a
, 

p
e
ri

p
h

e
ra

l 
e
d

e
m

a
, 

h
y
p

o
te

n
si

o
n

, 
p

e
ri

p
h

e
ra

l 
is

ch
e
m

ia
, 

sy
n

co
p

e
, 

e
d

e
m

a
, 

d
e
p

e
n

d
e
n

t 
e
d

e
m

a
; 

R
a
re

: 
p

re
co

rd
ia

l 
ch

e
st

 
p

a
in

, 
su

b
st

e
rn

a
l 

ch
e
st

 
p

a
in

, 
a
g

g
ra

v
a
te

d
 

h
y
p

e
rt

e
n

si
o

n
, 

m
y
o

ca
rd

ia
l 

in
fa

rc
ti

o
n

, 
ce

re
b

ro
v
a
sc

u
la

r 
d

is
o

rd
e
r.

 C
e
n

tr
a
l 

a
n

d
 P

e
ri

p
h

e
ra

l 
N

e
rv

o
u

s 
S

y
st

e
m

 D
is

o
rd

e
rs

–
F
re

q
u

e
n

t:
 h

y
p

e
rt

o
n

ia
, 

h
y
p

o
e
st

h
e
si

a
; 

In
fr

e
q

u
e
n

t:
 t

w
it

ch
in

g
, 

co
n

fu
si

o
n

, 
h

y
p

e
rk

in
e
si

a
, 

v
e
rt

ig
o

, 
a
ta

x
ia

, 
m

ig
ra

in
e
, 

a
b

n
o

rm
a
l 

co
o

rd
in

a
ti

o
n

, 
h

y
p

e
re

st
h

e
si

a
, 

le
g

 
cr

a
m

p
s,

 
a
b

n
o

rm
a
l 

g
a
it

, 
n

y
st

a
g

m
u

s,
 

h
y
p

o
k
in

e
si

a
; 

R
a
re

: 
d

y
sp

h
o

n
ia

, 
co

m
a
, 

d
y
sk

in
e
si

a
, 

h
y
p

o
to

n
ia

, 
p

to
si

s,
 c

h
o

re
o

a
th

e
to

si
s,

 h
y
p

o
re

fl 
e
x
ia

. 
D

is
o

rd
e
rs

 o
f 

S
k
in

 a
n

d
 A

p
p

e
n

d
a
g

e
s–

In
fr

e
q

u
e
n

t:
 p

ru
ri

tu
s,

 a
cn

e
, 
u

rt
ic

a
ri

a
, 
a
lo

p
e
ci

a
, 
d

ry
 s

k
in

, 
e
ry

th
e
m

a
to

u
s 

ra
sh

, 
p

h
o

to
se

n
si

ti
v
it

y
 r

e
a
ct

io
n

, 
m

a
cu

lo
p

a
p

u
la

r 
ra

sh
; 

R
a
re

: 
fo

ll
ic

u
la

r 
ra

sh
, 

e
cz

e
m

a
, 

d
e
rm

a
ti

ti
s,

 c
o

n
ta

ct
 d

e
rm

a
ti

ti
s,

 b
u

ll
o

u
s 

e
ru

p
ti

o
n

, 
h

y
p

e
rt

ri
ch

o
si

s,
 s

k
in

 d
is

co
lo

ra
ti

o
n

, 
p

u
st

u
la

r 
ra

sh
. 

E
n

d
o

cr
in

e
 D

is
o

rd
e
rs

–
R

a
re

: 
e
x
o

p
h

th
a
lm

o
s,

 
g

y
n

e
co

m
a
st

ia
. 

G
a
st

ro
in

te
st

in
a
l 

D
is

o
rd

e
rs

–
F
re

q
u

e
n

t:
 

a
p

p
e
ti

te
 

in
cr

e
a
se

d
; 

In
fr

e
q

u
e
n

t:
 

d
y
sp

h
a
g

ia
, 

to
o

th
 

ca
ri

e
s 

a
g

g
ra

v
a
te

d
, 

e
ru

ct
a
ti

o
n

, 
e
so

p
h

a
g

it
is

, 
g

a
st

ro
e
n

te
ri

ti
s;

 
R

a
re

: 
m

e
le

n
a
, 

g
lo

ss
it

is
, 

g
u

m
 
h

y
p

e
rp

la
si

a
, 

h
ic

cu
p

, 
st

o
m

a
ti

ti
s,

 
te

n
e
sm

u
s,

 
co

li
ti

s,
 

d
iv

e
rt

ic
u

li
ti

s,
 f

e
ca

l 
in

co
n

ti
n

e
n

ce
, 

g
a
st

ri
ti

s,
 r

e
ct

u
m

 h
e
m

o
rr

h
a
g

e
, 

h
e
m

o
rr

h
a
g

ic
 p

e
p

ti
c 

u
lc

e
r,

 p
ro

ct
it

is
, 

u
lc

e
ra

ti
v
e
 s

to
m

a
ti

ti
s,

 t
o

n
g

u
e
 e

d
e
m

a
, 

to
n

g
u

e
 u

lc
e
ra

ti
o

n
. 

G
e
n

e
ra

l–
F
re

q
u

e
n

t:
 b

a
ck

 p
a
in

, 
a
st

h
e
n

ia
, 

m
a
la

is
e
, 

w
e
ig

h
t 

in
cr

e
a
se

; 
In

fr
e
q

u
e
n

t:
 f

e
v
e
r,

 r
ig

o
rs

, 
g

e
n

e
ra

li
ze

d
 e

d
e
m

a
; 

R
a
re

: 
fa

ce
 

e
d

e
m

a
, 

a
p

h
th

o
u

s 
st

o
m

a
ti

ti
s.

 
H

e
a
ri

n
g

 
a
n

d
 

V
e
st

ib
u

la
r 

D
is

o
rd

e
rs

–
R

a
re

: 
h

y
p

e
ra

cu
si

s,
 

la
b

y
ri

n
th

in
e
 

d
is

o
rd

e
r.

 
H

e
m

a
to

p
o

ie
ti

c 
a
n

d
 

L
y
m

p
h

a
ti

c–
R

a
re

: 
a
n

e
m

ia
, 

a
n

te
ri

o
r 

ch
a
m

b
e
r 

e
y
e
 
h

e
m

o
rr

h
a
g

e
. 

L
iv

e
r 

a
n

d
 
B

il
ia

ry
 
S

y
st

e
m

 
D

is
o

rd
e
rs

–
R

a
re

: 
a
b

n
o

rm
a
l 

h
e
p

a
ti

c 
fu

n
ct

io
n

. 
M

e
ta

b
o

li
c 

a
n

d
 N

u
tr

it
io

n
a
l 

D
is

o
rd

e
rs

–
In

fr
e
q

u
e
n

t:
 t

h
ir

st
; 

R
a
re

: 
h

y
p

o
g

ly
ce

m
ia

, 
h

y
p

o
g

ly
ce

m
ia

 r
e
a
ct

io
n

. 
M

u
sc

u
lo

sk
e
le

ta
l 

S
y
st

e
m

 D
is

o
rd

e
rs

–
F
re

q
u

e
n

t:
 

m
y
a
lg

ia
; 

In
fr

e
q

u
e
n

t:
 

a
rt

h
ra

lg
ia

, 
d

y
st

o
n

ia
, 

a
rt

h
ro

si
s,

 
m

u
sc

le
 

cr
a
m

p
s,

 
m

u
sc

le
 

w
e
a
k
n

e
ss

. 
P

sy
ch

ia
tr

ic
 

D
is

o
rd

e
rs

–
F
re

q
u

e
n

t:
 

y
a
w

n
in

g
, 

o
th

e
r 

m
a
le

 s
e
x
u

a
l 

d
y
sf

u
n

ct
io

n
, 

o
th

e
r 

fe
m

a
le

 s
e
x
u

a
l 

d
y
sf

u
n

ct
io

n
; 

In
fr

e
q

u
e
n

t:
 d

e
p

re
ss

io
n

, 
a
m

n
e
si

a
, 

p
a
ro

n
ir

ia
, 

te
e
th

-g
ri

n
d

in
g

, 
e
m

o
ti

o
n

a
l 

la
b

il
it

y
, 

a
p

a
th

y
, 

a
b

n
o

rm
a
l 

d
re

a
m

s,
 e

u
p

h
o

ri
a
, 

p
a
ra

n
o

id
 r

e
a
ct

io
n

, 
h

a
ll
u

ci
n

a
ti

o
n

, 
a
g

g
re

ss
iv

e
 r

e
a
ct

io
n

, 
a
g

g
ra

v
a
te

d
 d

e
p

re
ss

io
n

, 
d

e
lu

si
o

n
s;

 R
a
re

: 
w

it
h

d
ra

w
a
l 

sy
n

d
ro

m
e
, 

su
ic

id
e
 i

d
e
a
ti

o
n

, 
li
b

id
o

 i
n

cr
e
a
se

d
, 

so
m

n
a
m

b
u

li
sm

, 
il
lu

si
o

n
. 

R
e
p

ro
d

u
ct

iv
e
–

In
fr

e
q

u
e
n

t:
 m

e
n

st
ru

a
l 

d
is

o
rd

e
r,

 d
y
sm

e
n

o
rr

h
e
a
, 

in
te

rm
e
n

st
ru

a
l 

b
le

e
d

in
g

, 
v
a
g

in
a
l 

h
e
m

o
rr

h
a
g

e
, 

a
m

e
n

o
rr

h
e
a
, 

le
u

k
o

rr
h

e
a
; 

R
a
re

: 
fe

m
a
le

 b
re

a
st

 p
a
in

, 
m

e
n

o
rr

h
a
g

ia
, 

b
a
la

n
o

p
o

st
h

it
is

, 
b

re
a
st

 
e
n

la
rg

e
m

e
n

t,
 

a
tr

o
p

h
ic

 
v
a
g

in
it

is
, 

a
cu

te
 

fe
m

a
le

 
m

a
st

it
is

. 
R

e
sp

ir
a
to

ry
 

S
y
st

e
m

 
D

is
o

rd
e
rs

–
F
re

q
u

e
n

t:
 

rh
in

it
is

; 
In

fr
e
q

u
e
n

t:
 c

o
u

g
h

in
g

, 
d

y
sp

n
e
a
, 

u
p

p
e
r 

re
sp

ir
a
to

ry
 t

ra
ct

 i
n

fe
ct

io
n

, 
e
p

is
ta

x
is

, 
b

ro
n

ch
o

sp
a
sm

, 
si

n
u

si
ti

s;
 R

a
re

: 
h

y
p

e
rv

e
n

ti
la

ti
o

n
, 

b
ra

d
y
p

n
e
a
, 

st
ri

d
o

r,
 

a
p

n
e
a
, 

b
ro

n
ch

it
is

, 
h

e
m

o
p

ty
si

s,
 

h
y
p

o
v
e
n

ti
la

ti
o

n
, 

la
ry

n
g

is
m

u
s,

 
la

ry
n

g
it

is
. 

S
p

e
ci

a
l 

S
e
n

se
s–

F
re

q
u

e
n

t:
 

ti
n

n
it

u
s;

 
In

fr
e
q

u
e
n

t:
 

co
n

ju
n

ct
iv

it
is

, 
e
a
ra

ch
e
, 

e
y
e
 p

a
in

, 
a
b

n
o

rm
a
l 
a
cc

o
m

m
o

d
a
ti

o
n

; 
R

a
re

: 
x
e
ro

p
h

th
a
lm

ia
, 

p
h

o
to

p
h

o
b

ia
, 

d
ip

lo
p

ia
, 

a
b

n
o

rm
a
l 
la

cr
im

a
ti

o
n

, 
sc

o
to

m
a
, 

v
is

u
a
l 

fi 
e
ld

 d
e
fe

ct
. 

U
ri

n
a
ry

 S
y
st

e
m

 D
is

o
rd

e
rs

–
In

fr
e
q

u
e
n

t:
 m

ic
tu

ri
ti

o
n

 f
re

q
u

e
n

cy
, 

p
o

ly
u

ri
a
, 

u
ri

n
a
ry

 r
e
te

n
ti

o
n

, 
d

y
su

ri
a
, 

n
o

ct
u

ri
a
, 

u
ri

n
a
ry

 
in

co
n

ti
n

e
n

ce
; 

R
a
re

: 
cy

st
it

is
, 
o

li
g

u
ri

a
, 
p

y
e
lo

n
e
p

h
ri

ti
s,

 h
e
m

a
tu

ri
a
, 
re

n
a
l 
p

a
in

, 
st

ra
n

g
u

ry
. 
L
a
b

o
ra

to
ry

 T
e
st

s–
In

 m
a
n

, 
a
sy

m
p

to
m

a
ti

c 
e
le

v
a
ti

o
n

s 
in

 s
e
ru

m
 t

ra
n

sa
m

in
a
se

s 
(S

G
O

T
 [

o
r 

A
S

T
] 

a
n

d
 S

G
P

T
 [

o
r 

A
L
T
])

 h
a
v
e
 b

e
e
n

 r
e
p

o
rt

e
d

 i
n

fr
e
q

u
e
n

tl
y
 (

a
p

p
ro

x
im

a
te

ly
 0

.8
%

) 
in

 a
ss

o
ci

a
ti

o
n

 w
it

h
 

Z
O

L
O

F
T
 ®

 (
se

rt
ra

li
n

e
 h

y
d

ro
ch

lo
ri

d
e
) 

a
d

m
in

is
tr

a
ti

o
n

. 
T
h

e
se

 h
e
p

a
ti

c 
e
n

zy
m

e
 e

le
v
a
ti

o
n

s 
u

su
a
ll
y
 o

cc
u

rr
e
d

 w
it

h
in

 t
h

e
 fi

 r
st

 1
 t

o
 9

 w
e
e
k
s 

o
f 

d
ru

g
 t

re
a
tm

e
n

t 
a
n

d
 p

ro
m

p
tl

y
 d

im
in

is
h

e
d

 u
p

o
n

 d
ru

g
 d

is
co

n
ti

n
u

a
ti

o
n

. 
Z

O
L
O

F
T
 t

h
e
ra

p
y
 w

a
s 

a
ss

o
ci

a
te

d
 w

it
h

 s
m

a
ll
 m

e
a
n

 i
n

cr
e
a
se

s 
in

 t
o

ta
l 

ch
o

le
st

e
ro

l 
(a

p
p

ro
x
im

a
te

ly
 3

%
) 

a
n

d
 t

ri
g

ly
ce

ri
d

e
s 

(a
p

p
ro

x
im

a
te

ly
 5

%
),

 a
n

d
 a

 s
m

a
ll
 m

e
a
n

 d
e
cr

e
a
se

 i
n

 s
e
ru

m
 u

ri
c 

a
ci

d
 (

a
p

p
ro

x
im

a
te

ly
 7

%
) 

o
f 

n
o

 a
p

p
a
re

n
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f   s e r t r a l i n e   t r e a t m e n t   ( 1 0   w e e k s   i n   a   p l a c e b o   c o n t r o l l e d   t r i a l   +   2 4   w e e k s   o p e n   l a b e l ,   
n h )   h a d   w e i g h t   g a i n   t h a t   w a s   s i m i l a r   t o   t h a t   e x p e c t e d   u s i n g   d a t a   f r o m   a g e a d j u s t e d   p e 
e r s .   R e g u l a r   m o n i t o r i n g   o f   w e i g h t   a n d   g r o w t h   i s   r e c o m m e n d e d   i f   t r e a t m e n t   o f   a   p e d i a t 
r i c   p a t i e n t   w i t h   a n   S S R I   i s   t o   b e   c o n t i n u e d   l o n g   t e r m .   S a f e t y   a n d   e f f e c t i v e n e s s   i n   p e d 
i a t r i c   p a t i e n t s   b e l o w   t h e   a g e   o f   6   h a v e   n o t   b e e n   e s t a b l i s h e d .   T h e   r i s k s ,   i f   a n y ,   t h a t   m 
a y   b e   a s s o c i a t e d   w i t h   Z O L O F T ‘ s   u s e   b e y o n d   1   y e a r   i n   c h i l d r e n   a n d   a d o l e s c e n t s   w i t h   O C 
D   o r   m a j o r   d e p r e s s i v e   d i s o r d e r   h a v e   n o t   b e e n   s y s t e m a t i c a l l y   a s s e s s e d .   T h e   p r e s c r i b e r   
s h o u l d   b e   m i n d f u l   t h a t   t h e   e v i d e n c e   r e l i e d   u p o n   t o   c o n c l u d e   t h a t   s e r t r a l i n e   i s   s a f e   f o r   
u s e   i n   c h i l d r e n   a n d   a d o l e s c e n t s   d e r i v e s   f r o m   c l i n i c a l   s t u d i e s   t h a t   w e r e   1 0   t o   5 2   w e e k 
s   i n   d u r a t i o n   a n d   f r o m   t h e   e x t r a p o l a t i o n   o f   e x p e r i e n c e   g a i n e d   w i t h   a d u l t   p a t i e n t s .   I n   
p a r t i c u l a r ,   t h e r e   a r e   n o   s t u d i e s   t h a t   d i r e c t l y   e v a l u a t e   t h e   e f f e c t s   o f   l o n g - t e r m   s e r t r a l 
i n e   u s e   o n   t h e   g r o w t h ,   d e v e l o p m e n t ,   a n d   m a t u r a t i o n   o f   c h i l d r e n   a n d   a d o l e s c e n t s .   A l t h 
o u g h   t h e r e   i s   n o   a f f i r m a t i v e   f i n d i n g   t o   s u g g e s t   t h a t   s e r t r a l i n e   p o s s e s s e s   a   c a p a c i t y   t o   
a d v e r s e l y   a f f e c t   g r o w t h ,   d e v e l o p m e n t   o r   m a t u r a t i o n ,   t h e   a b s e n c e   o f   s u c h   f i n d i n g s   i s   n 
o t   c o m p e l l i n g   e v i d e n c e   o f   t h e   a b s e n c e   o f   t h e   p o t e n t i a l   o f   s e r t r a l i n e   t o   h a v e   a d v e r s e   e 
f f e c t s   i n   c h r o n i c   u s e   ( s e e   W A R N I N G S  -  C l i n i c a l   W o r s e n i n g   a n d   S u i c i d e   R i s k ) .   G e r i a t r i c   
U s e -  U . S .   g e r i a t r i c   c l i n i c a l   s t u d i e s   o f   Z O L O F T   i n   m a j o r   d e p r e s s i v e   d i s o r d e r   i n c l u d e d   6 6 
3   Z O L O F T - t r e a t e d   s u b j e c t s  “e   6 5   y e a r s   o f   a g e ,   o f   t h o s e ,   1 8 0   w e r e  “e   7 5   y e a r s   o f   a g e .   N 
o   o v e r a l l   d i f f e r e n c e s   i n   t h e   p a t t e r n   o f   a d v e r s e   r e a c t i o n s   w e r e   o b s e r v e d   i n   t h e   g e r i a t r i 
c   c l i n i c a l   t r i a l   s u b j e c t s   r e l a t i v e   t o   t h o s e   r e p o r t e d   i n   y o u n g e r   s u b j e c t s   ( s e e   A D V E R S E   R 
E A C T I O N S ) ,   a n d   o t h e r   r e p o r t e d   e x p e r i e n c e   h a s   n o t   i d e n t i f i e d   d i f f e r e n c e s   i n   s a f e t y   p a t 
t e r n s   b e t w e e n   t h e   e l d e r l y   a n d   y o u n g e r   s u b j e c t s .   A s   w i t h   a l l   m e d i c a t i o n s ,   g r e a t e r   s e n s 
i t i v i t y   o f   s o m e   o l d e r   i n d i v i d u a l s   c a n n o t   b e   r u l e d   o u t .   T h e r e   w e r e   9 4 7   s u b j e c t s   i n   p l a c 
e b o - c o n t r o l l e d   g e r i a t r i c   c l i n i c a l   s t u d i e s   o f   Z O L O F T   i n   m a j o r   d e p r e s s i v e   d i s o r d e r .   N o   o 
v e r a l l   d i f f e r e n c e s   i n   t h e   p a t t e r n   o f   e f f i c a c y   w e r e   o b s e r v e d   i n   t h e   g e r i a t r i c   c l i n i c a l   t r i 
a l   s u b j e c t s   r e l a t i v e   t o   t h o s e   r e p o r t e d   i n   y o u n g e r   s u b j e c t s .   O t h e r   A d v e r s e   E v e n t s   i n   G e 
r i a t r i c   P a t i e n t s .   I n   3 5 4   g e r i a t r i c   s u b j e c t s   t r e a t e d   w i t h   Z O L O F T   i n   p l a c e b o - c o n t r o l l e d   t 
r i a l s ,   t h e   o v e r a l l   p r o f i l e   o f   a d v e r s e   e v e n t s   w a s   g e n e r a l l y   s i m i l a r   t o   t h a t   s h o w n   i n   T a b 
l e s   1   a n d   2 .   U r i n a r y   t r a c t   i n f e c t i o n   w a s   t h e   o n l y   a d v e r s e   e v e n t   n o t   a p p e a r i n g   i n  Tables 1 
and 2 and reported at an incidence of at least 2% and at a rate greater than placebo in placebo-controlled trials. As with other SSRIs, 
ZOLOFT has been associated with cases of clinically signifi cant hyponatremia in elderly patients (see Hyponatremia under PRECAUTIONS). 
ADVERSE REACTIONS: Incidence in Placebo-Controlled Trials–Table 1 enumerates the most common treatment-emergent adverse events 
associated with the use of ZOLOFT (incidence of at least 5% for ZOLOFT and at least twice that for placebo within at least one of the 
indications) for the treatment of adult patients with major depressive disorder/other*, OCD, panic disorder, PTSD, PMDD and social 
anxiety disorder in placebo-controlled clinical trials. Most patients in major depressive disorder/other*, OCD, panic disorder, PTSD and 
social anxiety disorder studies received doses of 50 to 200 mg/day. Patients in the PMDD study with daily dosing throughout the 
menstrual cycle received doses of 50 to 150 mg/day, and in the PMDD study with dosing during the luteal phase of the menstrual cycle 
received doses of 50 to 100 mg/day. Table 2 enumerates treatment-emergent adverse events that occurred in 2% or more of adult 
patients treated with ZOLOFT and with incidence greater than placebo who participated in controlled  clinical trials comparing ZOLOFT 
with placebo in the treatment of major depressive  disorder/other*, OCD, panic disorder, PTSD, PMDD and social anxiety disorder.  Table 
2  provides combined data for the pool of studies that are provided separately by indication in  Table 1. Associated with Discontinuation 
in Placebo-Controlled Clinical Trials Table 3 lists the adverse events associated with discontinuation of ZOLOFT ® (sertraline 
hydrochloride) treatment (incidence at least twice that for placebo and at least 1% for ZOLOFT in clinical trials) in major depressive 
disorder/other*, OCD, panic disorder, PTSD, PMDD and social anxiety disorder. Male and Female Sexual Dysfunction with SSRIs Although 
changes in sexual desire, sexual performance and sexual satisfaction often occur as manifestations of a psychiatric disorder, they may 
also be a consequence of pharmacologic treatment. In particular, some evidence suggests that selective serotonin reuptake inhibitors 
(SSRIs) can cause such untoward sexual experiences. Reliable estimates of the incidence and severity of untoward experiences involving 
sexual desire, performance and satisfaction are diffi cult to obtain, however, in part because patients and physicians may be reluctant to 
discuss them. Accordingly, estimates of the incidence of untoward sexual experience and performance cited in product labeling, are likely 
to underestimate their actual incidence. There are no adequate and well-controlled studies examining sexual dysfunction with sertraline 
treatment. Priapism has been reported with all SSRIs. While it is diffi cult to know the precise risk of sexual dysfunction associated with 
the use of SSRIs, physicians should routinely inquire about such possible side effects. Other Adverse Events in Pediatric Patients–In over 
600 pediatric patients treated with ZOLOFT, the overall profi le of adverse events was generally similar to that seen in adult studies. 
However, the following adverse events, from controlled trials, not appearing in Tables 1 and 2, were reported at an incidence of at least 
2% and occurred at a rate of at least twice the placebo rate (N(1 patients treated with ZOLOFT): fever, hyperkinesia, urinary incontinence, 
aggressive reaction, sinusitis, epistaxis and purpura. Other Events Observed During the Premarketing Evaluation of ZOLOFT ® (sertraline 
hydrochloride)–Following is a list of treatment-emergent adverse events reported during premarketing assessment of ZOLOFT in clinical 
trials (over 4000 adult subjects) except those already listed in the previous tables or elsewhere in labeling. In the tabulations that follow, 
a World Health Organization dictionary of terminology has been used to classify reported adverse events. The frequencies presented, 
therefore, represent the proportion of the over 4000 adult individuals exposed to multiple doses of ZOLOFT who experienced an event of 
the type cited on at least one occasion while receiving ZOLOFT. All events are included except those already listed in the previous tables 
or elsewhere in labeling and those reported in terms so general as to be uninformative and those for which a causal relationship to ZOLOFT 
treatment seemed remote. It is important to emphasize that although the events reported occurred during treatment with ZOLOFT, they 
were not necessarily caused by it. Events are further categorized by body system and listed in order of decreasing frequency according to 
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