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NDA 20-152/S-028

Bristol-Myers Squibb Company
Attention: Ronald Marcus, M.D.
Group Director, Regulatory Science
Five Research Parkway
Wallingford, CT 06492

Dear Dr. Marcus:

We acknowledge receipt of your supplemental new drug application dated November 26, 2001, submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Serzone (nefazodone hydrochloride) 50 mg,
100 mg, 150 mg, 200 mg, and 250 mg Tablets. '

Supplemental application S-028, submitted under "Changes Being Effected", provides for revisions to Serzone
labeling to incorporate the postmarketing data related to Serzone and hepatic failure.

We have completed the review of this supplemental application, S-028, and have concluded that adequate
information has been presented to demonstrate that the drug product is safe and effective for use as recommended
in the submitted final printed labeling (package insert submitted November 26, 2001/Label Code1017710B3),
which incorporates all of the revisions listed below. Accordingly, this supplemental application is approved
effective on the date of this letter.

Specifically, this supplement provides for the following revisions to product labeling.
[Revisions to product labeling. ]

SERZONE®

(nefazodone hydrochloride)

TABLETS

Before prescribing SERZONE, the physician should be thoroughly familiar with the details of this prescribing
information. '

[The addition of a bolded and enclosed black box at the beginning of prescriber ilabeling.]
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Cases of life-threatening hepatic failure have been reported in patients treated with SERZONE.

The reported rate in the United States is about 1 case of liver failure resulting in death or
transplant per 250,000 — 300,000 patient-years of SERZONE treatment. The total patient-years
is a summation of each patient’s duration of exposure expressed in years. For example, 1
patient-year is equal to 2 patients each treated for 6 months, 3 patients each treated for 4
months, etc. (See WARNINGS).

Ordinarily, treatment with SERZONE should not be initiated in individuals with active liver
disease or with elevated baseline serum transaminases. There is no evidence that pre-existing
liver disease increases the likelihood of developing liver failure, however baseline abnormalities |
can complicate patient monitoring.

Patients should be advised to be alert for signs and symptoms of liver dysfunction (jaundice,
anorexia, gastrointestinal complaints, malaise, etc.) and to report them to their doctor
immediately if they occur.

SERZONE should be discontinued if clinical signs or symptoms suggest liver failure (see
PRECAUTIONS-Information for Patients). Patients who develop evidence of hepatocellular
injury such as increased serum AST or serum ALT levels > 3 times the upper limit of normal,
while on SERZONE should be withdrawn from the drug. These patients should be presumed
to be at increased risk for liver injury if SERZONE is reintroduced. Accordingly, such patients
should not be considered for re-treatment.

[Revisions to the CONTRAINDICATIONS section.]

CONTRAINDICATIONS

SERZONE tablets are contraindicated in patients who were withdrawn from SERZONE because of evidence
of liver injury (see Boxed Warning). SERZONE tablets are also contraindicated in patients who have
demonstrated hypersensitivity to nefazodone, its ingredients, or other phenylpiperazine antidepressants

[Subsection addition in bolded text to the WARNINGS section]

WARNINGS

Hepatotoxicity (See BOXED WARNING)

Cases of life-threatening hepatic failure have been reported in patients treated with SERZONE.

The reported rate in the United States is about 1 case of liver failure resulting in death or transplant
per 250,000 — 300,000 patient-years of SERZONE treatment. This represents a rate of about 3-4 times
the estimated background rate of liver failure. This rate is an underestimate because of under
- reporting, and the true risk could be considerably greater than this. A large cohort study of



NDA 20-152/S-028
Page 3

antidepressant users found no cases of liver failure leading to death or transplant among SERZONE
users in about 30,000 patient-years of exposure. The spontaneous report data and the cohort study
results provide estimates of the upper and lower limits of the risk of liver failure in nefazodene treated
patients, but are not capable of providing a precise risk estimate.

The time to liver injury for the reported liver failure cases resulting in death or transplant generally
ranged from 2 weeks to 6 months on SERZONE therapy. Although some reports described dark urine
and nonspecific prodromal symptoms (e.g., anorexia, malaise, and gastrointestinal symptoms), other
reports did not describe the onset of clear prodromal symptoms prior to the onset of jaundice.

The physician may consider the value of liver function testing. Periodic serum transaminase testing has
not been proven to prevent serious injury but it is generally believed that early detection of drug-
induced hepatic injury along with immediate withdrawal of the suspect drug enhances the likelihood for
recovery.

Patients should be advised to be alert for signs and symptoms of liver dysfunction (jaundice, anorexia,
gastrointestinal complaints, malaise, etc.) and to report them to their doctor immediately if they occur.
Ongoing clinical assessment of paﬁents should govern physician interventions, including diagnostic
evaluations and treatment.

SERZONE should be discontinued if clinical signs or symptoms suggest liver failure (see
PRECAUTIONS-Information for Patients). Patients who develop evidence of hepatocellular injury such
as increased serum AST or serum ALT levels > 3 times the upper limit of normal, while on SERZONE
should be withdrawn from the drug. These patients should be presumed to be at increased risk for liver
injury if SERZONE is reintroduced. Accordingly, such patients should not be considered for re-
treatment. '

[Subsection addition to the PRECAUTIONS-General section.]

PRECAUTIONS-General
Hepatotoxicity (see Boxed Warning)

[Subsection addition to PRECAUTIONS — Information for Patients section.]

PRECAUTIONS — Information for Patients:

Hepatotoxicity :

Patients should be informed that SERZONE therapy has been associated with liver abnormalities ranging from

asymptomatic reversible serum transaminase increases to cases of liver failure resulting in transplant and/or death.
At present, there is no way to predict who is likely to develop liver failure. Ordinarily, patients with active liver

disease should not be treated with SERZONE. Patients should be advised to be alert for signs of liver dysfunction

(Jaundice, anorexia, gastrointestinal complaints, malaise, etc.) and to report them to their doctor immediately if they

occur.
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[Addition of a reference to the WARNINGS section in the ADVERSE REACTIONS-Postintroduction
Clinical Experience section. ]

ADVERSE REACTIONS-Postintroduction Clinical Experience (2™ paragraph)

Anaphylactic reactions; angioedema; convulsions (including grand mal seizures); galactorrhea; gynecomastia
(male); liver necrosis and liver failure, in some cases leading to liver transplantation and/or death (see
WARNINGS); ...

Labeling changes of the kind which you have proposed under the above supplemental application are permitted
by section 314.70(c) of the regulations to be instituted prior to approval of the supplement. It is understood that
the changes, described in the above NDA supplement, have been made.

We remind you that you must comply with the requirements for an approved NDA set forth under 21 CFR 314.80
and 314.81.

If you have any questions, call Mr. Paul David, R.Ph., Senior Regulatory Project Manager, at (301) 594-5530.

Sincerely,
{See appended elecironic signature page}

Russell Katz, M.D.

Director

Division of Neuropharmacological Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Russell Katz
12/4/01 09:52:22 AM
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SERZONE®

(nefazodone hydrochloride)
Tablets

should be famifiar with the details of this

Before p SERZONE, the
prescribing information.

WARNING
Cases of life-threatening hepatic failure have been reported in patieats treated
with SERZONE.

The reported rate in the United States is about t case of liver failure resulting in
death or transplant per 250,000 - 300,000 patient-years of SERZONE treo:tment. The

NRIGINAL

DESCRIPTION !
SERZONE® ide) is an anti for oral inistration with a
chemicat to selective i inhibi icycli Yl
or monoamine oxidase inhibitors (MACI).

ide is a i derived J i d The
chenical name for nefa ide is 2-43-(4-3 - i 5

ethyl-2,4-dihydro-4-(2-phenaxyethyl)-3H-1,2 4-triazol-3-one monohydrochloride. The molecular
formuta is Cyst3CIN50; » HCI, which comesponds t a molecutar weight of 506.5. The structural
formuta is:
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2 y ide is a ic, white crystalline sofid. It is freely soluble in
chioroform, soluble in propylene glycol, and slightly soluble in polyethylene glyool and water.
SERZONE is supplied as hexagonal tablets containing 50 mg, 100 mg, 150 mg, 200 mg, or
250 mg of ide and the ing inactive i i Y
cellulose, povidone, sodium starch glycolate, colloidal silicon dioxide, magnesium stearate, and
ron oxides (red and/or yellow) as colorants.

CLINICAL PHARMACOLOGY
Pharmacodynamics ~
The ism of action of as with other anti is

Predinical studies have shown that nefazodone inhibits neuronal uptake of serotonin and
norepinephrine.

Nefazodone occupies central 5-HT, at
antagonist at this receptor. Nefazodone was shown to gonize alpha,
a property which may be associated with postural hypatension. /7 vitro binding studies showed
that nefazodone had no significant affinity for the following receptors: alpha, and beta adren-
ergic, 5-HT1,, chofinergi inergic, or i
Pharmacokinetics

and acts as an

ona BID schedule) and pracebo. The second &
SERZONE (up to 600 mg/day; mean mod
300 mg/day), and placebo, atl on a BID scl
doses fitrated between 300 mg to 600 mg
placebo on at least three of the foltowing fou
Scale or HDRS (totaf score), Hamitton Depres
Severity score, and CGl Improvement Scol
certain factors of the HDRS (e.g.. anxiety |
factor). In the two supportive studies, SERZ(
modal doses of 462 mg/day and 363 m¢
response rates between SERZONE and plac
tional trials were conducted using subtherap:

Overall, approximately two thirds of patier
of the effects of gender on outcome did no:
basis of sex. There were too few elderty pati
differences in response.

Since its initial marketing as an antidepress
of SERZONE have been conducted. These st
evaluated fully at the time initial marketing a
Studies in “Inpatients™
Two studies were conducted to evaluate SEI
patients. These were 6-week, dose-titration
and placebo, on a BID schedule. In one study
the mean modal dose of SERZONE was 5
melancholic; at basefine, patients were di:
Severity scale, as follows: 4=moderately i
(32%). In the other study, the differentiation i
was not statistically significant. This result
neoits improvement among the patients ran
Studies of “Relapse Prevention in Patients Re
Tiwo studies were conducted to assess SERZ:
acutely depressed patients who were judged
<10) after a 16-week period of open treatme
one study, SERZONE was superior to placebo
to continuation on SERZONE or placebo for :

Nefazodone hydrochloride is rapidly and completely absorbed but is subject to
metabodism, so that its absolute bioavailability is Jow, about 20%; and variable. Peak plasma
concentrations occur at about one hour and the half-fife of nefazodone is 24 hours.

Both and its i similar metabolite, hydroxynefazodone, exhibit
nontinear kinetics for both dose and time, with AUC and Cpay increasing more than propor-
tionally with dose increases and more than expected upon muttiple dosing over time,
comparet to single dosing. For example, in a multiple-dose study involving BID dosing with
50, 100, and 200 mg, the AUC for and T i by about 4-
fold with an increase in dose fram 200 to 400 mg per day; Cpay increased by about 3-fold
with the same dose increase. In a muttiple-dose study involving 81D dosing with 25, 50, 100,
and 150 mg, the ion ratios for and hy AUC, after 5
days of BID dosing relative to the first dose, ranged from approximately 3 to 4 at the fower
doses (50100 mg/day) and from 5 to 7 at the higher doses (200-300 mg/day); there were
also i 2~ to 4-fold i in Cray after 5 days of BID dosing refative to the
first dose, suggesting extensive and greater than i jon of and
its hydroxy metabolite with multiple desing. Steady-state plasma nefazodone and metaholite
concentrations are attained within 4 to 5 days of initiation of BID desing or upon dose
increase or decrease.

a ifi y fower relapse
SERZONE compared to those on placebo. T1
power, but the sample of patients admitted
enough incidence to provide a meaningful te
Comparisans of Clinical Trial Results
Highly variable results have been seen in
drugs. Fur in those i
same controlled dlinical trial(s), comparison
effectiveness of different antidepressant dr
conditions of testing (e.q., patient samples,
tered and compared, outcome measures, et
distinguish a difference in drug effect fr
i ing factors just

INDICATIONS AND USAGE
SERZONE {nefazodone hydrochloride) is indis

The efficacy of SERZONE in the treatmer
<coatrolled trials of outpatients and in a 6-we:
i most closaly to the |

is- j ized after oral by ion and
aliphatic and aromatic hydroxylation, and less than 1% of administered nefazodone is excreted
unchanged in urine. Attempts to characterize three metabolites identified in plasma, hydrox-
ynefazodone (HO-NEF), meta-chiorophenylpiperazine (MCPP), and a triazole-dione metabolite,
have been caried out The AUC (expressed as a multiple of the AUC for nefazodone dosed at
100 mg BID) and efimination haff-fives for these three metabolites were as follows:

AUC Muttiples and Ty, for
Three Metabolites of Nefazodone (100 mg BID)
Metabolite AUC Multiple Ty
HO-NEF 0.4 1.5-4 h

mCPP 0.07 4-8h

Triazole-dione 4.0 18h
HO-NEF ‘ a ical profile and quantitatively simitar to
that of nefazodone. mCPP has some simitarities to nefazodone, but also has agonist
activity at some ic receptor The profile of the tria-

zole-dione metabolite has not yet been well characterized. in addition to the above
compounds, several other metabolites were present in plasma but have not been tested
for pharmacological activity.

After oral iniStration of
between 11 and 24 hours.
in urine and about 20-30% in feces.

Pl

the mean half-life of total fabel ranged
55% of the ini ivity was detected

is widely di in hody tissues, including the central
nervous system (CNS). In humans the volume of distribetion of nefazodone ranges from 0.22
to 0.87 t/kg.

Prolein Binding—At concentrations of 252500 ng/mL nefazodone is extensively (>99%)
bound to human piasma proteins in vitro. The administration of 200 mg BID of nefazodone for
1 week did nat increase the fraction of unbound warfarin in subjects whose protivombin times
had been prolonged by warfarin therapy to 120-150% of the laboratory controt {see PRECAU-
TIONS: Drug Interactions). While nefazodone did not alter the jn vitro protein binding of

3 , lidocaine, prazosin, p o

itis whether of either or these drugs occurs in

vivo. There was a 5% decrease in the protein binding of haloperidok; this is probably of no clin-
ical significance.

disorder (see CLINICAL PHARMACOLOGY).

A major depressive episode implies a pr
dysphoric meod that usually interferes with
weeks). it must include either depressed moc
of the following nine m
<change in weight and/or appetite, msomnia o
tion, increased fatigue, feelings of guilt o
concentration, a suicide attemgt or sulcidal id

The efficacy of SERZONE in reducing relap
judged to have had a satisfactory clinical resy
ment for an acute depressive episode has be
trolled triaf (see CLINICAL PHARMACOLOG)
as long as 36 weeks in the study cited Le., !
SERZONE for extended periods should period
drug for the individual patient.

CONTRAINDICATIONS
C infstration of

SERZONE (nefazodone hydrochioride) is contr:

SERZONE tablets are confraindicated in |
because of evidence of liver injury (see €
contraindicated in patients who fave demonstr
its inactive ingredients, or other phenylpiperas

The coadministration of triazotam and nefazc
fevel of triazofam (see WARNINGS and PRECS
zolam dosage is recommended if the two d
commercially available dosage forms of triazol:
ministration of triazolam and SERZONE should |

WARNINGS .

Hepatotoxicity (See BOXED WARNING.)
Cases of life-threatening hepatic faiture |
with SERZONE.

The reported rate in the United States
death or transplant per 250,000 - 300,00
represents a rate of about 3-4 times the
This rate is an underestimate because of
7! greater than this. A large co.

Effect of Food—Food delays the ion of and d the ahility
of nefazodone by approximately 20%.

Aenal Diseasa—in studies involving 29 renally impaired patients, renal impairment (crea-
tinine clearances ranging from 7 to 60 mU/min/1.73m2) had no effect on steady-state

plasma -
Liver Disease—in a muitiple-dose study of patients with fiver cimhasis, the AUC values for
and HO-NEF at steady state were approximately 25% greater than those observed

total patient-years is a summation of each patient's
{expressed in years. For exampte, 1 patient-year is equal to 2 patients each treated
for 6 months, 3 patients each treated for 4 months, ete. (See WARNINGS.)

Ordinarily, treatment with SERZONE should not be initiated i individuals with)
active liver disease or with e serum i There is no
evidence that pre-existing liver disease increases the likelihood of developing liver|
failure, i lities can patient itori

Patients should be advised to be alert for signs and Symptoms of liver dysfunc-
tion i it i ints, malaise, etc.) and to report
them to their doctor immediately if they occur.

SERZONE should be discontinued if clinical signs or symptoms suggest tiver fail-|
ure {see PRECAUTIONS: Information for Patients). Patients who develop evidence of
hepatocellular injury such as increased serum AST or serum ALY levels >3 times
the upper limit of NORMAL, while on SERZONE should be withdrawn from the drug.

These pati should be to be at i risk for fiver injury if;
SERZONE is reil A ingly, such patients should not be considered forl
|re-treatment.

in normal volunteers.

Age/Gender Effects—After single doses of 300 mg to younger (18-45 years) and older
patients (>65 years), Cmay and AUC for and Y were up o twice
as high in the. glder patients. With muitiple doses, however, differences were much smafter,
10-20%. A simitar result was seen for gender, with a higher Cpa and AUC in women after
single doses but no difference after mutfiple doses.

Treatment with SERZONE should be initiated at half the usual dose in elderty patients, espe-
Cially women (see DOSAGE AND ADMINISTRATION), but the therapeutic dose range is similar
in younger and older patients.

Clinicaf Efficacy Trial Results
Studies in Oulpatients with Depression
During its premiarketing development, the efficacy of SERZONE was evaluated at doses within

cases of liver failure feading to death or
30,000 patient-years of exposure. The sp
results provide estimates of the upper ar
nefazodone-treated patients, but are not ¢
The time to fiver injury for the reporte
transplant generally ranged from 2 w
Although some reports described dark u
{e.9., anorexia, malaise, and gastrointe
describe the onset of ciear prodromal sy
The physician may consider the value
transaminase testing has not been prove
ally believed that early detection of
immediate withdrawat of the suspect dru
Patients should be advised to be afert fi

g inal comg
their doctor immediately if they occur. Ong
govem ician interventions, & ing «

SERZONE should be discontinued if clini
(see PRECAUTIONS: Information for Pati

injury such as increased s

the therapeutic range in five well-contralled, short-term {68 weeks) clinical i
These trials enrolled outpatients meeting DSM-IIl or DSM-IUR criteria for major depression.
Among these tiials, two demonstrated the effectiveness of SERZONE, and two provided addi-
tional support for that conclusion.

One trial was a 6-week dose-titration study comparing SERZONE in two dose ranges W
300 mg/day and up to 600 mg/day {mean modal dose for this group was about 400 mg/day],

upper limit of NORMAL, while on SERZONE
patients shoutd be presunied to be at in
i d. A lingly, such pati :

Potential for Interaction with Monoamine
In il ivil d w
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SERZONE {up to 600 mg/day; mean modal dose was 375 mg/day), imipramine (up to
300mglday).andpmbo,almaBIDschedme.BommdiesdemmmmdSBlZONE.at
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placebo on at least three of the 17-ttem Rating
Scale or HORS (totat score), Hamition Depressed Mood item, Clinical Global ions (CGI)

in ination with a oxidase i (MAQL), there have In patients with cirhosis of the liver, the AUC values of nefazodoi
been reports of serious, imes fatal, ions. For a selec i L by d
(SSRI), these ions have included for Patients

yP rigidity,
autonomic instability with possible rapid fluctuations of vital sigas, an& mental sta-
tus changes that include extre itation p ing to delirium and coma. These
have also been reported in patients who have recently discontinued that

Severity score, and CGl improvement score. Significant differences were also found for
certain factors of the HORS (e.g., anxiety factor, sleep di factor, and i
factor). In the two supportive studies, SERZONE was titrated up to 500 or 600 mg/day (mean
modal doses of 462 mg/day and 363 mg/day). In the fifth study, the differentiation in
response rates between SERZONE and placebo was not statistically significant. Three addi-
tional trials were conducted using subtherapeutic doses of SERZONE.

QOverall, approximmately two thirds of patients in these trials were women, and an analysis
of the effects of gender on outcome did not suggest any differential responsiveness on the
basis of sex. There were too few elderly patients in these trials to reveal possible age-refated
differences in response.

Sinoe its initial marketing as an antidepressant drug product, additional cfinical i

drug and have been started.on an MAOL. Some cases presented with features resem-
biing pti i ¥ Severe hyp ia and sei i
fatai, have been rep: in with the d use of tricyclic antide-
pressants and MAOIs. These reactions have also been reported in patients who have
recently discontinued these drugs and have been started on an MAOL. '

Although the effects of combined use of nefazedone and MAO! have not been evaluat-
ed in humans or animals, because nefazodone is an inhibitor of both serotonin and nor-

i i tis that not be used in combination

with an AOH, or within 14 days of discontinuing treatment with an MAOL At least 1 week
should be atiowed after stopping nefazodone before starting an MAQL

of SERZONE have been conducted. These studies explored SERZONE's use under conditions aot
evaluated fully at the time initial marketing approval was granted.
Studies in “Inpatients™

with
studies of with two triazolobenzodiazepines, i.e., tiazolam and
prazol ized by cy yme P450 3A4, have revealed substantial and clinically
i i in plasma ions of these when in
with

Two studies were conducted to evaluate SERZONE's i in i

patients. These were 6-week, dose-titration trials comparing SERZONE (up to 600 mg/day)
and placebo, on a BID schedule. In one study, SERZONE was supeior to placeto. in this study,
the mean modal dose of SERZONE was 503 mg/day, and 85% of these inpatients were
mefanchalic; at baseline, patients were distributed at the higher end of the 7-point cal

Triazolam
When a single oral 0.25-mg dose of triazolam was coadministered with nefazodone (200 mg
pl[)) at steady state, Uiazolam hatf-ife and AUC inm_zased 4-fold and peak conoemﬁons

Severity scale, as follows: 4 ty Ml (17%); S il (48%}); 6: rely ill
(32%). In the other study, the ditferentiation in response rates between SERZONE and placebo
was not statistically significant. This result may be explained by the “high™ rate of sponta-
neous improvement among the patients randomized to placebo.

Studies of “Relapse Prevention in Patients Recently Recovered (Clinically) from Depression™
Two studies were conducted to assess SERZONE's capacity to maintain a clinical remission i

1.7-fold. plasma were by
Coadministration of nefazodone potentiated the effects of triazolam on psychomotor
tests. tf i . | f

B

dosage is Because not all commercially available dosage forms of
triazotam penmit sufficient dosage i inistration of tri with SERZONE
should be avoided_lor most patients, including the efderly. In the exceptional case where coad-

acutely degressed patients who were judged to have responded adequatety (HDRS total score
<10} after a 16-week period of open treatment with SERZONE (titration up to 600 mg/day). in
one study, SERZONE was superior to placebo. In this study, patients (n=131) were randomized
to contiruation on SERZONE or placebo for an additional 36 weeks (1 year total). This study
demonstrated a significantly lower relapse rate (HORS total score >18) for patients taking
SERZONE compared to those on placebo. The second study was of appropriate design and
power, but the sample of patients admitted for evaluation did not suffer relapses at a high
enough incidence to provide a meaningful test of SERZONE's efficacy for this use.

of with SERZONE may be considered appropriate, only the lowest
possible dose of triazotam should be used (see CONTRAINDICATIONS and PRECAUTIONS).
Alprazolam
When alprazolam (1 mg 81D) and nefazodone (200 mg BID) were coadministered, steady-
state peak concentrations, AUC and hatf-ite values for i by approxi
2-fold. plasma ions were by i alp is
coadministered with SERZONE, a 50% reduction in the initial alprazolam dosage is recom-
mended. No dosage adjustment is required for SERZONE.

is with SERZONE, a 75% feduction in the initial -

Physicians are advised to discuss the following issues with patients for
'ONE=-

Hepatotoxicily
Patients should be informed that SERZONE therapy has been associ
malities ranging from i ible serum i

fiver faiture resulting in transpiant and/or death. At present, there is ac
likely to develop liver failure. Ordinarily, patients with active liver ¢
treated with SERZONE. Patients should be advised to be alert for sig
G ice, anorexia, i i ints, malaise, efc.) and t
doctor immediately i they occur.
Time to Response/Continuation
As with ali antidepressants, several weeks on treatment may be req
antidepressant effect. Once improvement is noted, it is important ft
drug treatment as directed by their physician.

Interference With Cognitive and Molor Performance .

Since any psychoactive drug may impair judgment, thinking, or motoi
be cauti about i inery, including 2uto!
reasonably certain that SERZONE therapy does not adversely affect #f
such activities.

Pregnancy

Patients should be advised to notify their physician i they become
become pregnant during therapy.

Nursing

Patients should be advised to notify their physician if they are breas'
PRECAUTIONS: Nursing Mothers).

Concomitant Medication

Patients should be advised to inform their physicians if they are taki
prescription or over-the-counter drugs, since there is a potential for
caution is indicated if SERZONE s to be used in combination with XA!
with HALCION®? should be avoided for most patients including the ¢
use with SELDANE®?, HISMANAL®3, PROPULSID®3, QRAP®4, or T
dicated (see CONTRAINDICATIONS and WARNINGS).

Alcohol :

Patients shouid be advised to avoid alcohol while taking SERZONE (ne’
Allergic Reactions

Patients should be advised to notify their physician if they develop a
allergic phenomenon.

Visual Disturbances

There have been reposts of visual disturbances associated with
including blurved vision, scotoma, and visual trails. Patients should |
physician if they develop visual disturbances. (See ADVERSE REAC

Comparisons of Clinical Trial Results Pﬂlential_ n e 'and Pimozide lntel_acﬁons
Highly variable results have been seen in the clinical of all ant and areall zed by the v
drugs. F in those ¢ when the drugs have not been studied in the P450 3A4 (CYP3A4) isozyme, and it has been that
same controtied clinical trial(s), comparisons among the findings of studies ing the eyt and other of CYP3A4 can block the metabofism of these drugs,
effectiveness of different antidepressant drug products ace inherently unrefiable. Because which can result in sed plasma ions of parent drug. Increased plasma
conditions of testing (e.g., patient samples, investigators, doses of the treatments adminis- s of . ride, and pi are with
tered and compared, oitcome measures, elc.) vary among trials, it is virtually impossible to QT projongation and with rare cases of serious cardiovascular adverse events,
distinguish a difference in drug effect from a difference due to one or more of the death, due 1o vent of the de pointes
confounding factors just enumerated. type. Nefazodone has been shown inr vitra to be an i of CYP3A.
itis recommended that nefazodone not be used in with either
ggzlcoAﬁgous AND USAGE de) s ini forth of i i jsapride, or pimozide (see CONTRAINDICATIONS and PRECAUTIONS).
s or the L _
ity . it P with
The efficacy of SERZONE in the of was in 6-8 week The inistration of 200 m .
" . . o g BID with_nefazodone 200 mg BID, at
di led mﬁu maﬁ“egs‘ %‘&ams&‘e DSM-1H of Dsm;'w of mai whose steady state for both drugs, resulted in almost 95% ons in AUCs for and
Mg (see CLNICAL PHARMACOLOGY). egory 240! ¥ Y likely _resulting i_n ! insu‘fﬁcie_nt plasma nefazodone and
hsohas e vl s with oty Tncioming vy ovry dhy o 2 ot 2 G i "t SERTOE it 5 e Combaton i
e mustinclude ether degressed mood ar 0SS of torost o losure and at east fve carbamazepine (see CONTRAINDICATIONS and PRECAUTIONS).
of the following rine s- depressed mood, loss of intesest in ustial activites, sigaificant PRECAUTIONS
change in weight and/or appetite, nia or psy agitation or retarda- General
tion, mm_meda hﬁgue,afeehmsﬂmyddat‘ g eav;glr‘mlesnes, slowed thinking or impaired Hepatotoxicity (See BOXED WARNING.)
v i i in pati ith mai i Postural Hypotension
The efficacy of SERZONE in reducing refapse in patients with major depression who were A pooled analysis of the vita signs d during placel studies

judged to have had a satisfactory clinical response to 16 weeks of open-fabel ‘SERZONE treat-
ment for an acute depressive episode has been demonstrated in a randomized placebo-con-
trofled trial (see CLINICAL PRARMACOLOGY). Although remitted patients were followed for
as long as 36 weeks in the study cited {i.e., 52 weeks total), the physician who elects to use
SERZONE for extended periods should periodically reevaluate the long-term usefulness of the
drug for the individual patient. .

CONTRAINDICATIONS
Coadministration of i o wil
SERZONE ide) is {see WARNINGS and PRECAUTIONS).

SERZONE tablets are .contralndicated in patients who were withdrawn from SERZONE
because of evidence of liver injury (see BOXED WARNING). SERZONE tablels are also
v 1o .

N .
revealed that 5.1% of nefazodone patients compared to 2.5% of placebo patients (p<0.01)
met criteria for a potentially important decrease in blood pressure at some time during treat-
ment (systofic blood pressure <30 mmHg and a change from baseling of >20 mimHg). While
there was no difference in the proportion of nefazodone and placebo patients having adverse
eveats ized as “syncope’ (i 0.2%; placebo, 0.3%), the rates for adverse
eveats ized as ‘postural were as foltows: nefazodone (2.8%), tricyclic
antidepressants (10.9%), SSRI (1.1%), and placebo (0.8%). Thus, the prescriber should be
aware that there is some risk of postural ion in ion with use.
SERZONE should be used with caution in patients with known cardiovascular or cere-

Lab y Tests
There are no specific 1aboratory tests recommended.

Drug interactions

Drugs Highly Bound to Plasma Protein

Because nefazodone is highly bound to plasma protein {see CLH
Pharmacokinetics), administration of SERZONE to a patient taking a
protein bound may cause increased free concentrations of the other dr
adverse events. Conversely, adverse effects could result from dispta
other highty bound drugs.

Warfarin—There were no effects on the prothrombin or bleeding tir
cokinetics of R-warfarin when nefazodone (200 mg BID} was adt
subjects who had been pretreated for 2 weeks with warfarin. Altho
of nefazodone did decrease the subjects’ exposure to S-warfarin by
on the prothrombin and bleeding times indicates this modest chant
cant. Afthough these results suggest no adjustments in warfarin d

is admi to patients on warfarin, such
tored as required by standard medical practices.
CONS-Active Drugs
ine Oxidase i See WARNINGS.

Haloperidol—When a single oral 5-mg dose of haloperidol v
nefazodone (200 mg BID) at steady state, haloperidol apparent cle:
with no significant increase in peak halopéridol plasma concentral
change is of unknown dlinical significance. Pharmacodynamic e

contraindicated in patients wha have ith
its inactive ingredients, or ather phenyipiperazine antidepressants.

The coadministration of and causes a sini increase in the pfasma
tevel of triazolam (sce WARNINGS and PRECAUTIONS), and a 75% reduction in the initial tria-
zolam dosage is recommended ¥ the two drugs are to be given together. Because not all
commercially avaftable dosage forms of tiazolam permit a sufficient dosage reduction, the coad-
wministration of triazolam and SERZONE shotdd be avoided for most patients, including the eldery.

WARNINGS )
Hepatotoxicity (See BOXED WARNING.)
Cases of life-threatening hepatic failure have been reported in patients treated

with SERZONE.

The reported rate in the United States is about 1 case of liver failure resulting in
death oc transplant per 250,000 - 300,000 patient-years of SERZONE treatment. This
represents a rate of about 3-4 times the estimated background rate of liver failure,
This rate is an i b of under ing, and the true tisk could be
considerably greater than this. A large cohort study of antidepressant users found no
cases of liver falure leading to death o transplant among SERZONE users in about
30,000 patient-years of exposure, The spontaneous report data and the cohort study
results provide estimates of the upper and lower fimits of the risk of liver failure in
nefazodone-treated patients, but are not capable of providing a precise risk esti

brovascuiar disease that could be {history of my gen m'r not altered si e There were 2? changes in lh::1

infarction, angina, or ischemic stroke) and conditions that would predispoese patients to 5 . ] 3
i ‘gma, ) . & and with antihyp ot B on coadministered with nefazodone.

Activation of Mania/k y Lorazepam—When lorazepam (2 mg BID} and nefazodone (200

Sfm; on of Mer ,Es’.f-’na’"a ja or mania d in-0.3% of treated tered to steady state, there was no change in any pharmacokinetic

9,
unipolar patients, compared to 0.3% of tricyclic- and 0.4% of placebo-treated patients. in
patients classified as bipolar the rate of manic episodes was 1.6% for nefazodone, 5.1% for

d to each drug
for either drug when coadministered.
i See CONTRAINDICATIONS and WARNING!

alone. Therefore, dosage ad

the combined tricyclic-treated groups, and 0% for placebo-treated patients. A tion of
mania/hypomania is a known risk in a small proportion of patients with major affective
disorder treated with other i As with ali anti SERZONE
(nefazodone hydrochloride) should be used cautiously in patients with a history of mania.
Suicide

The possibility of a suicide attempt is inherent in depression and may persist until significant
remission occurs. Close supervision of high-risk patients should accompany initial drug
therapy. Prescriptions for SERZONE shouid be written for the smaltest quantity of tablets
consistent with good patient management in order to reduce the isk of overdose.

Seizures

DBuring ing testing, a of a petit mal seizure was observed in a patient
receiving nefazodone _who had a history of such seizures. In adddtion, one nonstudy partici-

The time tb liver injury for the reported fiver failure cases resulting in death or
transplant generally ranged from 2 weeks to 6 months on SERZONE therapy.
Although some reports described dark urine and ific p I
(eg. i laise, and i i other veports did not
describe the onset of clear prodromal symptoms prior to the onset of Jauadice.

The physician may comsider the value of liver function testing. Periodic serum
transaminase testing has not been proven to prevent serious injury hut it is gener-
ally betieved that early detection of drug-induced hepatic injury along with
immediate withdrawal of the suspect drug enhances the likelihood for recovery.

Patients should be advised to be alect for signs and symptoms of fiver dysfunction

i d ints, mataise, etc.) and to report them to
ing clinical of patients should
i i ad

Gately if Yhey ocour,

their doctor im

govern mier g al
SERZONE should be discontinued if clinical signs or symptoms suggest fiver failure
{see PRECAUTIONS: Information for Patients). Patients who develop evidence of
p dfutar injury such as i serum AST or serum ALT Jevets >3 times the
upper limit of NORMAL, while on SERZONE should be withdrawn from the drug. These

should be pr d to be at i risk for fiver injury if SERZONE is
Accordingly, such-pati shouid not be considered for re-treatment.
Potential for with M ine Oxidase

similar o

In p ivi with ical prop

Alcohot—Although nefazodone did not potentiate the cognitive ai
alcohol in experiments with normal subjects, the concomitant use
depressed patients is not advised.

Buspirone—in a study of steady-state pharmacokinetics in heall
?mtion of buspirone (2.5 or 5 mg BID) wnh nefazodone (250 m:

in plasma upto 20
fold in AUC) and statistically significant decreases (about 50%) ir
the i ite 1-pyrimidinylpij ine. With 5-mg BID

increases in AUC were observed for nefazodone (23%) and its
zodone (17%) and mCPP (9%).
Pimozide—See CONTRAINDICATIONS, WARNINGS, and_PRE(?Am

pant rep: a {type not a muttiple-drug in ‘Paor izers' and Potential with L
overdose (see OVERDOSAGE). Rare of ) ing grand mal by Cy Pa50

izures) follow inistration have been reported since markat i i Fluoxetine—When 20 mg QD) and nefazodone (200 ¢
A causal refationship to nefazodone has not been established (see ADVERSE REACTIONS). at steady state there were no(d,a',':g% ,,’, the p,,mamkin(eﬁc P
Priapism its metabolite, nodfiuoxetine. Simifarly, there were no changes in
While priapism did not occur during p rare teports of meters of nefazodone or HO-NEF; however, the mean AUC

ing i with
priapism have been received since market introduction. A causal relationship to nefazodone
has not been estabRished (see ADVERSE REACTIONS). If patients present with prolonged or
inappropriate erections, they should discontinue therapy immediately and consuit their physi-

metabolites mCPP and triazole-dione increased by 3- to 6-fold
When a 200-mg dose of nefazodone was administered 1o subjec
fluoxetine for 1 week, there was an increased incidence of transi

cians. If the condition pessists for more than 24 hours, a urologist should be to

Use in Patients with Concomitant liiness

nausea, of p possibly «

levels. Patients who are switched from fiuoxetine to nefazor
washout period may experience similar transient adverse eve
ing can be minimized by altowing a washout period b:

SERZONE (nefazodone hydrochloride) has not been evatuated or used to any app i

extent In patients with a recent history of myocardial inférction or unstable heart disease.
Patients with these diag were i fronvclinical studies during the
product’s ing testing. o of of 1153 patients who
received nefazodone in 6- to 8-week, double-bfind, placebo-controlied triais did not indicate
that s jated with the I of clinically important ECG abnormali-
ties. However, sinus bradycardia, defined as heart rate <50 bpm and a decrease of at least

therapy and by reducing the initial dose of nefazodone. Becal
fluoxetine and its metabolites, this washout period may range
depending on the dose of fluoxetine and other individual patier
Phenytoin—Pretreatment for 7 days with 200 mg BID of nefazodos
macokinetics of a single 300-mg oral dose of phenytom. Hov
pharmacokinetics of phenytoin, the fallure to observe a significa

15 hpm from baseline, was observed in 1.5% of treated patients to
0.4% of placebo-treated patients (p<0.05). Because patients with a recent history of myocar-
dial infarction or unstable heart disease were excluded from clinical trials, such patients
should be freated with caution.

of phenytoin does not preciude the possibility of
action with when in is dosed i How
dosage of phenytoin is considered necessary and any stbsequ
dosage shotid be guided by usual dinical practices.




- t"t‘or (MAO), there have
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n patients with cinhosis of the tiver, the AUC values of nefazodone and HO-NEF were
i d 25%.

rigidity,
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-{ signs, and mental sta-
dirium and coma. These
lently discontinued that
ed with features resem-
Jnd seizures, sometimes
use of tricyclic antide-
2d in patients who have
n MaoLL

il have not been evatuat-
both serotonin and nor-

for Patients
Physicians are advised to discuss the following issues with patients for whom they prescribe
SERZONE:

Hepatotoxicity

Patients should be informed that SERZONE _therapy has heen asouated with liver abnor-
malities ranging from sefum to cases of
liver failure resuiting in fransplant and/or death. At present, there is no way to predict who is
likely to develop liver failure. Ordinarily, patients with active liver disease should not be
treated with SERZONE. Patients should be advised to be alert for signs of liver dysfunction

be used in i
an MAOH. At least T week
MAQL.

ines, i.e., triazolam and
substantial and dinically

unds when administered

with nefazodone (200 mg
and peak i

anorexia, ga: i malaise, efc.) and to report them to their
doctor i it they occur.
Time to Response/Continuation
As with all antidepressants, several weeks on treatment may be required to obtain the full
antidepressant effect. Once i Is aoted, it is imp for patients to continue

drug treatment as directed by their physician.

Interference With Cognitive and Motor Performance

Slnoe any psychoactive drug may impair |udgment. thmkmg or motor sknlls patients should
about until they are

reasonably certain that SERZONE therapy does not adversety affect their ability to engage in

. such activities.

unaffected by triazolam.
azolam on psychomotor

", -75% reduction m the initial

- . iavailable dosage forms of
.{ triavolam with SERZONE

leptional case where coad-
ropriate, only the lowest
}S and PRECAUTIONS).

‘& coadministered, steady-
fcreased by approximately

-prazolam. i alprazolam is
jazolam dosage is recom-

fized by the cytochrome
jted that ketoconazole,
‘ftabolism of these drugs,

'} drug. Increased plasma
- - Wride are associated with

scular adverse events,
jthe torsades de pointes

-~ .. CYP3A4. Consequently,
« - twith either tedfenadine,
-~ nd PRECAUTIONS).

azodone 200 mg BID, at
AUCs for nefazodone and

Pan'aents ;hould be advised to notify thetr physictan if they become pregnant or intend to
become pregnant during therapy.

Nursing

Patients should be advised to nofify their physician if they are breast-feeding an infant (see
PRECAUTIONS: Nursing Mothers).

Concomitant Medication

Patients should be advised 1o inform their physicians if they are taking, or plan to take, any
prescription or over-the-counter drugs, since there is a potential for mteractions. Significant
caution is indicated if SERZONE is to be used in combination with XANAX®1, concomitant use
with HALCION®1 should be avoided for most patients including the eldedy, and concomitant
use with SELDANE®2, HISMANAL®3, PROPULSID®3, ORAP®4, or TEGRETOL®S is contrain-
dicated (see CONTRAINDICATIONS and WARNINGS).

Alcohol

Patients should be advised to avoid alcohol while taking SERZONE (nefazodone hydrochioride).
Allergic Reactions

Patients should be advised to notify their physician i they develop a rash, hives, or a related
allergic phenomenon.

Visual Disturbances

There have heen reports of visual disturbances associated with the use of nefazodone,
including blurred vision, scotoma, and visual trails. Patients should be advised to notify their
physician if they develop visual disturbances. (See ADVERSE REACTIONS.)

Laboratory Tests
There are no specific laboratory tests recommended.

Drug interactions
Drugs Highly Bound to Plasma Protein
Because nefdzodme is highly bound to plasma protein (see CLINICAL PHARMACCLOGY:

jsma and

-gant effect for SERZONE.
led in combination with

plied premarketing studies

“Iplacebo patients (p<0.01)

et some time during treat-
‘Bline of 220 mmHg). While
-bo patients having adverse
PB%), the rates for adverse
$tazodone (2.8%), tricyciic
the grescriber should be
fion with nefazodone use.
cardiovascular or cere-
i (history of myocardial

- Bd predispose patients to

of SERZONE to a patient taking another drug that is highly
mnbumdmaymuseumsedﬁeewnwmmmdmmwmmmwmm
adverse events. Conversely, adverse effects could result from disptacement of nefazodone by
aother highty bound drugs.
Warfarin——There were no effects on the prothrombin or bleeding times or upen the pharma:
cokinetics of R-warfarin when nefazodone (200 mg BID) was administered for 1 week to
subjects who had been pretreated for 2 weeks with warfarin. Afthough the coadministration
did the subjects’ to S-warfarin by 12%, the lack of effects
on the prothrombin and bleeding times indicates this modest change is not clinically signifi-
cant. Almough ihese fesults suggesl no adjustments In warfarin dosage are required when
i to patients ilized on warfarin, such patients should be moni-
tored as requmed by standard medical practices.
CNS-Active Drugs
M ine Oxidase Inhibi See WARNINGS.
Haloperidol—When a siagle oral S5-mg dose 01 haloperido! was coadministered with
nefazodone (200 mg BID) at steady state, by 35%
with no s:gmﬁcant increase in peak hafoperidol plasma conoenmms o nme of peak. This
change is of unknown clinical significance. F effects of idol were
generally not altered significantly. There were no changes In the pﬂammohnehc parame-
ters for f Dosage adj i y when
with

p

3% of nefazodone-treated

‘Jacebo-treated patients. in

4} for nefazodone, 5.1% for

Lorazepam—When lorazepam (2 mg BiD) and nefazodone (200 mg BID) were coadminis-

tered to steady state, there was no change in any pharmacokinetic parameter for either drug
to each drug alone. dosage adj isnot y

for either drug when ooadmmlsterea

See CONTRAINDICATIONS and WARNINGS.

-4with a history of mania.

- hay persist until significant
. accompany instial drug

haflest quantity of tablets
sk of overdose.

ivas observed in a patient
ion, one nonstudy partici-
following a multipfe-drug

Alcohot—Although nelazodone did not potentiate the cognitive and psychomotor effects of

alcohol in experiments with normat subjects, the concomitant use of SERZONE and alcoho! in

depressed patiénts is not advised.

Buspirone—In a study of steady-state inetics in heatthy

tration ofbusplrone(zs or 5 mg BID)anefazodme(zso mg BID) resutted in nvarked

in plasma up to 20-fold in Cpa and up to 50-

fold in AUC) and stanstmlly sugnrﬁcant decreases {about 50%) in plasma concentrations of
the ine. With 5-mg BID doses of buspirone, slight

mmaases in AUC were omerved for nefazodone (23%) and its metabohtes fiydroxynefa-

z0done (17%) and MCPP (9%).

Pimozide—See CONTRAINDICATIONS, WARNINGS, and PRECAUTIONS: Pharmacokinetics of

Nefazodone in ‘Poor Metabalizers' and Potential Interaction with Drugs that Inhibit and/or Are

K pefazodone, rare reports of
jonship to

ns (including grand mal by Cy P450
. pince market i When fluoxetine {20 mg QD) and nefazodone (200 mg BID) were admmlsiered
ADVERSE REACTIONS). a( steady state there were no changes in the

its metabolite, norfiuoxetine. Simitarty, there were no changes in the phaxmacohneuc pam
meters of nefazodone or HO-NEF; however, the mean AUC fevels of the nefazodone

mCPP and triazole-dione increased by 3- to 6-fold and 1.3-fold, respectively.

@nd a decrease of at feast

pvesent with prolonged or When a 200-mg dose of nefazodone was administered to subjects who had been receiving
* %y and consuit thetr physi- fluoxetine for 1 week, there was an increased incidence of transient adverse events such as
*--¥st should be o nausea, er p ia, possibly due to the elevated mCPP
levels. Patients who are swil from ine to without an adequate
K washout period may experience similar transient adverse events. The possibility of this
used 10 any ing can be minimi by allowing a washout period before initiating nefazodone
br unstable heart disease. therapy and by reducing the initial dose of nefazodone. Because of the long half-life of
“Julinical studies during the fluoxetine and its metabolites, this washout period may range from one to several weeks
s of 1153 patients who depending on the dose of fluoxetine and other individual patient vari
.plled trials did not indicate Phenytoin—Pretreatment for 7 days with 200 mg BID of nefazodone had no effect on the phar-
pmportant £CG abnormali- macokinetics of a single 300-mg oral dose of phenytoin. However, due to the nonlinear

phannaooklneuw of phenytom the failure to observe a significant effect on the single-dose

-ated patients D to

recent history of myocar-
nical trials, such patients

of pheny do&snotpmdude the posstbmtyofadlmcally significant inter-
action with when h is dosed However, no change in the initial
dosage of y and any
dosage should be gunded by usual clinical pfachoes




Desipramine—When nefazodone (150 mg BID) and desipramine {75 mg (D) were adminis-
tered together there were no changes in the ph: inetics of d ine or its

etabolite, 2-hydroxy desi ine. There were also no changes in the pharmacokinetics of
nefazodone or its triazole-dione metabolite, but the AUC and Cmax 0f mCPP increased by 44%
and 48%, respectively, while the AUC of HO-NEF decreased by 19%. No changes in doses of

nefazodane to rats and mice for 2 years at daily doses of up to 200 mg/kg and 800 ma/kg,
i i ively, the maxi

ly, which are ly 3 and 6 times, human daity
dose on a mg/m2 basis, produced no increase in tumors.
Mutagenesis

has been shown to have no genotoxic effects based on the following assays:

either nef: or are Y when the two drugs are given y.
Subsequent dose adjustments shouid be made on the basis of clinical response.
Lithium—1tn 13 healthy subjects the Ccoadministration of nefazodone {200 mg BID) with fithium

bacterial mutation assa » 3 DHA repair assay in cuftured rat hepatocytes, a mammalian
mutation assay in Chinese hamster ovary cells, an i1 vivo Cytogenetics assay in rat bone
mamow cells, and a rat dominant lethat study.

Impaiment of Fertifity

of either flithium, nefazodone, or its metabolite HO-NEF; however, there were small decreases
in the steady-state plasma ions of two nefa ites,

dione, which are considered not to be of clinical significance. Therefore, no dosage adjustment
of efther lithium or nefazodone is required when they are coadministeraq.

Carbamazepine—The coadministration of nefazodone {200 mg BID) for 5 days 10 12 healthy
Subjects on carbamazepine who had achieved steady state (200 mg BI0} was found to be welt
tolerated. Steady-state conditions for carbamazepine, nefazodone, and several of their
metabolites were achieved by day 5 of coadministration. With coadministration of the two

Afestility study in rats showed a slight decrease in {ertifity at 200 mg/kg/day (approximately three
times lhemaximumhmnmdanydasponamglnﬂbasis)bmno(aﬂ%mg/kglﬂay(appmﬁ-
matelyi.sﬁmesmema:dmumMnandailydosem amg/m2 basis),

Pregnancy

Teratogenic Effects—Pregnancy Category

Reproduction studies hav been performed in pregnant rabbits and rats at daily doses up to 200
and 300 mg/kg, ively ; G 6 and 5 times, ively, the maxi human

drugs there were significant increases in the steady-state Camay and AUC of carb:

(23% and 23%, respectively), while the steady-state Cuay and the AUC of the carh i

Zole-dione were more modest (13% and 44% for the former and 28% and 57% for the {atter).
Due to the potential for coadmini: of ine to resuit in insufficient plasma
fefazodone and tiydroxynefazodone ions for achieving an anti effect for
SERZONE, it is recommended that SERZONE not be used in combination with carbamazepine
(see CONTRAINDICATIONS and WARNINGS).

General Anesthetics—Little is known about the potential for interaction between nefazodone
and general anesthetics; therefore, prior to elective surgery, SERZONE should be di i

hmuandoseonamqlmzbasiarhereamm i and wet studies in

women. Nefazodone should be ysed during pregnancy only if the potential benefit justifies the
potential fisk to the fetys, .
Labor and Delivery

The effect of SERZONE (refazodone hydrochioride) on labor and dedivery in humans is uninown,
Nursing Mothers

ft is not known whether SERZONE or its metabolites are excreted in human milk. Because
many drugs are excreted i human milk, caution shoutd be exercised when SERZONE is

for as long as clinically feasible.
Cther CNS-Active Drugs—The use of nefazodone in combination with other CNS-active drugs has
0t been i Ui C

n ly . ,,mtﬁmisadvisedifmnoomilzmadminishaﬁon
of SERZONE (nefazodone hydrochioride) and such drugs is required.

Cimetiding '

When nefazodone (200 mg BID} and cimetidine {300 mg QID) were coadministered for one
week, no change in the steady-state ph; inetics of either nef: or cimetidine was
observed compared to each dosed alone. Theref , dosage adji is not y for
either drug when coadministered.

Theophylline

When nefazodone (200 mg BID} was given to patients being treated with theophylline {600-
1200 mg/day) for chronic obstructive pulmonary disease, there was no change in the
steady-state ph inetics of either nef: or th ine. FEV,

did not differ from baseline
dosage adjustment is not

taken when th ine and nefa; were
dosage @i.e., when tfx ine was admini
fecessary for either drug when coadministered.
Cardiovascular-Active Drugs

Digoxin—When nefazodore {200 mg BID} and digoxin (0.2 mg QD) were coadmiriistered for 9
days to healthy male volunteers (n=18) who were as CYP2D6 extensive metabotizers,
Canax, Crin, and AUC of digoxin were increased by 29%, 27%, and 15%, respectively. Digoxin had
mMmMMﬁmmﬁnﬁmdnmmkmemmmsmusemm
nmowﬂlempecﬁcindexddigoﬁn,wuﬁmshmhbeexermedwhennefamdmeammgoﬁn
are coadministered; plasma level moni ing for in is .

Propranclol—The Coadministration of nefazodone {200 mg BID) and propranolol (40 mg BID)
for 5.5 days to heafthy male volunteers (n=18), including 3 poor and 15 extensive CYP2D6
metabolizers, resulted in 30% and 14% feductions in Cmax and AUC of propranolol, respec-
tively, and a 14% reduction in Conax for the metabolite, 4-hydroxypropranalol. The kinetics of
nefazodone, hydroxynefazodone, and triazole-dione were not affected by inistration of

alone). Th

{0 a nursing woman,

Pediatric Use

Safety and effectiveness in individuals below 18 years of age have not been established.
Geriatric Use

Of the approximately 7000 patients in clinical studies who received SERZONE for the treat-
ment of depression, 18% were 65 years and oider, while 5% were 75 years and older.
Based on monitoring of adverse eve; , vital signs, electrocardiograms, and fesults of labo-
fatory tests, no overalt differences in safety between elderly and younger patients were
observed in diinical studies. Efficacy in the elderty has not been demonstrated in placebo-
controlled triafs. Other reported clinical experience has not identified differences in
responses betwsen elderly and Yyounger patients, but greater sensitivity of some older indi-
viduals cannot be ruled out.

Due to the i to nef: seen in single-dose studies in

(table continued from previous coty

Body System Pre
Nervous Pan

Respiratory Phar

Speciaf Senses Blunr
Abno
Tinni
Taste
Visua
Urogenital Urina
Urina
Urina:
Vagin
Breas
—_— Breas
T Events reported by at least 1%
quent than the placebo group 2
1% (<1% indicates an incidency
intidence was equal to or less 4
ed the following: abdominal pai
neck pain, palpitation, migraine
disorder, weight gain, edema,
hypesthesia, CNS stimulation, dy
Mmenortheas, dysuria.
2 Vasodilataﬁon—ﬁushing, feeling
3 Abnomal vision—scatoma, vist:
4 Incidence adjusted for gender,
Dose Dependency of Adverse Events
The table that follows enumerates 2
(nefazodone hydrochioride) dose ra
range of up to 300 mg/day. This tab!

propranciol. However, Cpay, Crmin, and AUC of m-chlorophenylpiperazine were increased by
23%, 54%, and 28%, respectively. No change in initial dose of either drug is necessary and
dpse adjustments should be made on the basis of cfinical response.

HMG-CoA Reductase Inhibitors—When single 40-mg doses of simvastatin or atorvastatin

both substrates of CYP3A4, were given to healthy a(_iult volunteers who had reoe_ived' :

SERZONE 200 mg BID for 6 days, ] ly 20-fold in plasma
of simvastatin and simvastati acid and 3- to 4-fold i in plasma of
atorvastatin and atorvastatin lactone were seen. These effects appear to be due to the inhi-

bition of CYP3A4 by SERZONE because, in the same study, SERZON;E had no significant effect

on the plasma concentrations of in, which is not by CYP3A4 to a diini-
cally significant extent,

merehaveheenmlereporrsof‘ 1S d ing patients iving the inati
of SERZONE and either i in or in, also a sub of CYP3A4 (see ADVERS
REACTIONS: Posti ion Clinical Experience). Rhab ysis has been observed in
patients HMG-CoA red inhib d alone (at

elderty patients (see CLINICAL PHARMACOLOGY Pharmacokinetics), treatment stiould be a stalistically significant difference
initiated at half the wsual dose, but titration upward should take place over the same range as well as a difference between the
as in younger patients (see DOSAGE AND ADMINISTRATION). The usyat precautions should Dase Dependency of Ac
be observed in elderly patients who have concomitant medica! ilinesses or who are
feceiving concomitant drugs. —_—
ADVERSE REACTIONS
Associated with Discontinuation of Treatment
Ppproximately 16% of the’ 3496 patients who received SERZONE (et h ide) in Body System__Preferved Term_

i g clinical trisls discontinued tre. due to an adverse experience, The Gastroi Nausea
memmn(zi%)evamindiﬁwlﬁals ¥ with d imsation and i tobe Constipation
drug refated (i.e., thase events associated with dropout at a rate approximatety twice or greater Nervous Somnolence
for SERZONE fo placebo) induded: nausea {3.5%), dizziness (1.9%), insomnia {1.5%), Dizziness
asthenia (1.3%), and agitation (1.2%). Confusion
Incidence in Controlled Trials™ - Special Senses Abnormal vision
[~ ly Observed Adverse Events in Controlled Clinical Trials Blurred vision
The most commonly observed adverse events associated with the use of SERZONE (ingi Tinaitus

of 5% or greater) and not seen at an equivalent incidence among placebo-treated patients
(e, significantly higher incidence for SERZONE compared to placebo, p<0.05), derived from
the table below, were: Somnolenice, dry mouth, nausea, dizziness, constipation, asthenia,
lightheadedness, biured vision, confusion, and abnormal vision.

Adverse Events Occurring at an lncidence of 1% or More Among SERZONE- Treated Patients
The table that follows enumerates adverse events that occumed at an incidence of 1% or

standard COSTART-based Dictionary terminology, .
The stmddbeammﬂmmgseﬁqwe_smnnotbeugedmvrediameinddenced

dosages) and in particular, for certain drugs in this class, when given in combination with
inhibilors of the CYP3A4 i .
GauﬁmslmdbeuseditSERZONEis ini in ination with HMG-CaA redy
inhibitors that are metabolized by CYP3ad, such as simvastatin, atorvastatin, and lovastatin, and
i Since metaly

sideeﬁedsinﬂnecwmeofmualmedswm
hﬂomdiﬁammmemdlmevailedmmed'wmﬂs.simﬂany,ﬂwmdrrequmcies
mno!beopnmaredwimﬁgqmobtzinedmnoﬂlerdhﬁwmesﬁgaﬁons involving different

dﬂsagea«ﬁuﬁmemso(meseHMG-CoA d inhi are
interactions are unlikety between SERZONE and HMG-CoA reductase inhibitors that undergo little
O no metabolism by the CYP3A4 isozyme, such as pravastatin or fluvastatin, dosage adjust-
meqts should not be A
Immunosuppressive Agents .
There have been reports of i blood ions of cycl ine and ta into
toxic ranges when patients received these drugs concomitantly with SERZONE. Both
ol ine and tacrolimus are syb: of CYP3A4, and nefazodone is known to inhibit this
enzyme. if either cyck ine or ta is i with SERZONE, blood concentra-
tions of the immunosuppressive agent should be monitored and dosage adjusted accordingly.
Ph; inelics of Nefa: in ‘Poor M 7 and Polential I with Drugs
that Inhibit and/or Are Metabolized by Cytoctirome P450 Isozymes
150 efazodmehasbeenshowninviﬂvtobeaninhibﬂnrdCYPaM.Thisis
with the interacti b: between nefa and tri , ai 3
buspirone, atorvastatin, and simvastatin, drugs metabolized by this isozyme. Consequently,
Anbgireiion bined Use of et ! :

caution is inthe with any drugs known to be
by CYP3A4. In parti , the combined use of with tria: shoufd be avoided for
mostpaﬁens,indudingﬂleeldeﬂy.nle bined use of nefa ith terfenadine, astemi-
zole, cisapride, or pimozide is indi (see CONTRAINDICATIONS and WARNINGS).
CYPZDEbozymebset(.‘i%mlO%)dmepopulaﬁonhasMuoedacﬁvityofhedmg—
metabokzing enzyme CYP2D6. Such mdividuals are ref to ly as “poor i

Plasma concenttrations of one minor ite (MCPP) are i in this ion; the
adiustment of SERZONE dosage is not required when ini to “poor 3
Nefazodane and its metabuiites have been shown in vitro to be extrem weak inhibitors of
CYP2D6. Thus, it is not fikely that nefa will d the ic ¢l of drugs
metabolized by this isozyme.

CYP1A2 Isozyme—Nefazodone and its metabolites have been shown in vitro not to inhibit
CYP1A2. Thus, ic int ions between nef; and drugs ized by this
isozyme are untikely.,

Electroconvulsive Therapy (ECT)

There are nio dlinical studies of the combined use of ECT and nefazodone.

Careii is, Mut: is, Impai of Fertifity

Carcinogenesis

There is no evidence of ity with nef; The dietary administration of

ts, uses, and i tors. The cited figures, however, do provide the prescribing
fysich wimsomebasistoresﬁmaﬁngmerelaﬁveomnihuﬁonofdmgandnmdmgﬁdms -
to the side-effect incidence rate in the Ppoputation studied,
Tr Emergent Adverse Experi fncid in 6- to 8-Week Placebo-Controlled
Cfinical Trialst, SERZONE 300 to 600 mg/day Dose Range
Percent of Patients
SERZONE ~  Placebo
Body System Preferred Term (n=393) (n=394)
Body as a Whole Headache 36 33
Asthenia 11 5
Infection 8 6
Fu syndrome 3 2
Chills 2 1
Fever 2 1
Neck rigidity 1 0
Cardi Postural hypotension 4 1
Hypotension 2 1
Dermatelogical Pruritus 2 1
Rash 2 1
Gastrointestinal Ory mouth 25 13
Nausea 22 12
Constipation 14 8
Dyspepsia 9 7
Diarhea 8 7
Increased appetite 5 3
Nausea & vomiting 2 1
Metabolic Petipheral edema 3 2
Thirst 1 <1
Musculoskeletal Artaralgia 1 <1
Nervous Somnolence 25 14
Dizziness 17 5
insomnia 1 9
Lightheadedness 10 3
Confusion 7 2
Memory impairment 4 2

(tabte continued on next columin)

" Events for which there was a static
nefazodone dose groups.

Visual Disturbances

in controlled clinical trials, blurred vi
compared to 3% of placebo-treated pa
Scotomata and visual trails, occurred i

of placebo-treated {see Treatment-Eme¢
dency was observed for these events |
trails at doses befow 300 ma/day. Hov
befow 300 mg/day have been reporte
PRECAUTIONS: Information for Patier
Vital Sign Changes

(See PRECAUTIONS: Postural Hypotensi
Weight Changes

In a pooled analysis of placebo-control
between nefazodone and placebo groy
patentially important increases or decre
Laboratory Changes

0f the serum chemistry, serum hemat
placebo-controtied premarketing studic
statisticat trend between nefazodone a
patients met critedia for a potentially img
female) compared to 1.5% of placebo
presumably difutional, have been report.
ergic receptors. There was nio apparent
few patients meeting these criteria.

ECG Changes

01 the ECG parameters monitored dur
nefazodone, a pooled analysis revealed a <
and placebo for sinus bradycardia, i.e., 1.5
l'mporlamdeueaseinheanmle(SSthn
placebo patients (p<0.05). There was no ot
the few patients meeting these criteria,
Other Events Observed During the Pre
During its premarketing assessment, muti
were administered to 349 patients in (
treated for at least one year, The conditi
greatly, and indluded (in overtapping catec
and controlled studies, inpatient and o
Untoward events associated with this expt
terminiology of their own choasing. Conse

stimate of the ion of indivi e
similar types of untoward events into a Eg
In the tabulations that follow, reported

COSTART-based Dictionary terminology. Th
proportion of the 3496 patients exposed t
event of the type cited on at least one occs
are included except those already fisted
Incidence table, those events listed in other :
experiences subsumed under COSTART tey
Specific so as to be uninformative, those ew
those events which were not serious and oc

ftis important to emphasize that, atthough 1
SERZONE, they were nat necessanly caused




i

(table continued from previous column) Everts are further categorized by body system and Jisted in order of decreasing fre y Mai
Pescent of Patients g to the ing itions: frequent adverse events are those occurting on one or There is no b
SERIONE Placebo more occasions in 2t least 1/100 patients (only those not already listed in the tabulated resuts depressed pat
Body System Preferred Term ©0=393)  (n=394) from placebo-catrofled rials appear in this fisting) inredfuent adverse events are thas ocour- pharmacologic
Nervous Paresthesia n 2 fing in 1/100 to 1/1000 patients; rare events are those occurting in fewer than 1/1000 patients. montfs or long
Vasodilatation? 1 2 Body as; a whnle—lnlrequenb allergic reaction, 1 mala_ise. _phmosenspﬁvny reaction, f_af;e 2 ﬂleeRngn:
Abnormat dreams 3 2 e/z.den'.la, tiﬂect. h'em:a. pelvic Pam. and halnusua.ﬂam cellufitis. 16 weeks of D(I
Concentration decreased 3 1 - system—Inirequent: tachy . hyp  Syncope, extrasys- aged 438 mg/
ooy 2 ° toles, and angina pectoris. Rare: AV block, congestive heart faiture, hemorrhage, paflor, and response durin
Incoordination 2 1 varicose vein. i long-term s
Psychomotor retardation 2 1 ical syst q dry skin, acne, alopecia, urticaria, macutopapular rash, more than 250
Tremor 2 1 vesicutobullous rash, and eczema. Switching Pat
Hypertonia 1 0 Gastrointestinal system—Frequent: itis. Inft ion, i At least 14 day
Libido decreased 1 <1 abscess, abnormal fiver function tests, gingivitis, colitis, gastritis, mouth uiceration, stom- with SERZONE.
Respiratory Pharyngitis 6 5 atitis, esophagitis, peptic ulcer, and rectal hemomhage. Rare: glossitis, hepatitis, dysphagia, starting an MA(
Cough increased 3 1 gastroi i oral iliasis, and ive colitis.
Special Senses Blurred vision 9 3 Hemic and ic system h anemia, ia, and How SUPOPUEJ
Abnormal vision3 7 1 ymphadenopathy. ﬂS:Eeﬂgggf gm(‘:e:
']l;r;‘n;ms ersion % : Metaboiic and nutritional syste quent weight loss, gout, dehydration, tactic defydro- 100 mg and |'5
Vlsmlpﬁe;lvd ot 5 H g;;:;;e crea SGOT and SGPT . Rare: by and 250 mg tablets
Urogenital Urinary frequency 2 1 P ¥ ot arthitis, its, stiffn d bursiti NDC CO.
Urinary fract infection 2 1 Bare: tontm e g - mustle stifiness, an s NDC 00¢
N . 2 1 3 d NDC 00
3:;2?55 tention 2 1 Nervous syster uent: vertigo, twitching, depersonalization, hallucinations, suicide Nog 002
Breast paint 1 a o, sty euphori, sy, iidal ot sbnormal at inking abrormal, NOC 0ot
1 Events reported by at least 1% of patients treated with SERZONE and more fre- suicids, ang Rare: hyperkinesia, ncreased Saatlon, mossbrcer e co woite: U, PaanC 00¢
k(<% icats a inidonc e 605, et o v e . ko, i, and newiep Stoe at rom t
(<1% indicates an incidence less than 0.5%). Events for whi . M o _
incidence was equal o or {ess than placebo are notlsted in the tabl, but includ- gﬁ;‘n”;;.’g'}"l System —Frequent dyspnea ;"‘,’la"rg‘_")ﬂ"“s- ”!ffeﬂ"egﬁdamw':a preumonia, REFERENCES
ed the following: abdominal pain, pain, back pain, accidental isijury, chest pain, S N - PerEs TP s ya 4 1. HALCION® ar
neck pain, palpitation, migrai ing, fi vomiting, anorexia, tooth Special senses—Frequent eye pain. infrequent dry eye, ear pain, abnormality of accommo- 2. SELDANE® i
disorder, weight gain, edema, myalgia, cramp, agitation, anxiety, depression, dation, diplopia, S and P i
ia, CNS stimulat i ional lability, sinusitis, rhinitis, dys— Rare: night and taste foss. 3. HISMANAL®
menorrheat, dysuria, Urogenital system— Frequent: impotencea. Infrequent: cystitis, urinary urgeacy, metrorrha- Products, LP.
2 Vasodilatation—flushing, feeling warm. gias, amenorrhea2, polyuria, vaginal , breast , giaa, 4.0RAP® s 3
3 Abnormal vision—scotoma, visual traits. urinary i i j iona, ia, nocturia, and kidney calcutus. Rare: Pharmaceutic
4 Incidence adjusted for gender. uterine fibroids 'geda, uterine , ia, and oliguria. 5. TEGRETOL® i
Dase Dependency of Adverse Events *Adjusted for gender.
The table that follows enumerates adverse events that were more frequent in the SNEEZONE Posti ion Clinicat €
{nefazodone hydrochloride) dose range of 300 to 600 mg/day than in the SERZONE dose " : - . -
Fange of p 10 300 mg/day. This tables Shows only hose adreree evets for which e g That Seon o o e SERZON has shaun an e eetce profle imar 0
a statisically significant diference (p<0.05) inincidence between the SERZONE dose ranges events temporally associated with SERZONE have teen received since market introduction
as well as a diference between the high dose range and ptacebo. that are not listed above an for which a causal relationship has not been established. These
Dose Dependency of Adverse Events in Placebo-Controlled Trials? mdude: ) _ ) ]
Percent of Patients a con i g grand mal seizures); galactor-
hea; (male); ia; liver necrosis and liver failure, In some cases leading
SERZONE SERZONE to iver transplantation and/or death (see WARNINGS); priapism (see PRECAUTIONS); prolactin
300-600 mg/day <300 mg/day Placebo increased; thabdomyolysis involving patients receiving the combination of SERZONE and lovas-
Body System Preferred Term (n = 209) {n=211) {n=212) tatin or simvastatin (see PRECAUTIONS); serotonin syndrome; Stevens-Johsson Syndrome; and
Gastrointestinal Nausea 23 1 12 thrombocytopenia.
Constipation 17 10 9 DRUG ABUSE AND DEPENDENCE
Nervous Somnolence 28 16 13 Gontrolled Substance Class
Dizziness 22 " 4 SERZONE I )is nota
Confusion 8 2 ! Physical and Psychological Dependence
Special Senses  Abnormal vision 10 0 2 in animal studies, nefaz“;%one did ot act as a reinforcer for i If-administrati
Biurred vision 9 3 2 in trained to setf-administer cocaine, suggesting no abuse liabifiy. In 2 controll
Tinnitus 3 0 1 study of abuse liability in human subjects, nefazodone showed nto potential for abuse,
1 Events for which there was a statistically significant difference (p<0.05) between the has not been i studied in humans for its potential for tolerance,
nefazodone dose groups. physical dependence, or withdrawal. While the premarketing cfinical experience with
Visual Disturbances nefazodone did not reveal any y for 2 withdraws me of any drug-seeking
in controlled clinical trials, blured vision occumed in 9% of nefazodone-treated patients Dehavior it i nat possible 1o predicton tho basis of this fimitzd experience the extent 1o which
compared to 3% of placebo-treated patients. In these Same trials, abriormal vision, including 3 CNS-active drug wil be misused, diverted, and/or abused onos marteted. Consequently
scotomata and visual traits, occurred in 7% of nefazodone-treated patients compared to 1% physicians should carefuly evaluate patients for a history of drug abuse and foflow such
of plicebo-treated (see T E Adverse o table, above). Dose-depen- patients closely, observing them for signs of misuse of abuse of SERZONE (e.g., development
dency was observed for these events in these trials, with none of the scotomata and visual of tolerance, dose escalation, drug-seeking behavion),
trails at doses below 300 mg/day. However, scotomata and visual trails observed at doses OVERDOSAGE
below 300 mg/day have been reported in postmarketing experience with SERZONE. (See Human Experience
PRECAUTIONS: Information for Patients.) ' premarketing clinical stiudies, there were seven reports of nefazodone overdose atone o
Vital Sign Changes ! in ination with other ical agents. The amount of netazodone ingested
(See PRECAUTIONS: Postural Hypotension.) ranged from 1600 mg to 11,200 mg. G y reported from of
Weight Changes : nefazodone included nausea, vomiting, and One icipant took
In a poofed analysis of ptacebo-controlled premarketing studies, there were no differences 20003000 mg of nefazodone with methocarbamel and alcohot; this person reportedly expe-
between nefazodone and placebo groups in the proportions of patients meeting criteria for rienced a {type not None of these patients died.
ally i i or in body weight (a change of >7%). n i i with SERZONE alone and In combination with alcohol
Laboratory Changes and/or other substances has been reported. Commonty reported symptoms were simitar to
Of the serum chemistry, serum gy, and urinalysi itoved during gfgmmmmgm, ing ex Whieﬂ_iereha):‘ebeen_me_repoﬁ
tacebo-controlled premarketing studies with nefazodone, a pooled analysis revealed a 132000 | on Wi
gmﬁsﬁml trend between nefazogdme and placebo for hematocrit, Le., 2.8% of niefazodone alcohol and/or other substances, no causal relationship to nefazodone has been established.
patients met criteria for a ially imp in h it (<37% male or <32% Overdosage Management
female) compared to 1.5% of placebo patients (0.05<p<0.10). in ¥ should consist of those general in the of over-
presumably dilutional, have been reported with many other drugs that block alphay-adren- dosage with any antidepressant.
ergic receptors. There was no apparent clinical significance of the observed changes in the Ensure an airway, ion, and Monitor cardiac riythm and vital
few patients meeting these criteria. signs. General and i are also Ind of
ECG Changes emasisisnol{emgnmended.ﬁashiclavagewiﬂnalarge—bae orogasuicmbewiﬂlqmmpriate
Of the ECG parameters monitored during placebo-controlled premarketing studies with airway protection, if needed, may be it soon after ingestion, or in sympto-
nefazodone, a pooled analysis revealed a statistically significant difference between nefazodone matic patients. .
and placebo for sinus ia, i.e., 1.5% of patients met criteria for 2 potentially Activated charcoal should be administered. Due to the wide distribution of nefazodone in body
irnpommdeormelnheanmte(siObpmandadeweasedzIprm)wrnparedtoM%of ﬁsues.fmdd_xurests,dmysis. ion, and exch: ion are unfikely to be of
mmmﬁmM.OS).maemsmchﬁﬁwﬁwﬁmeedmmsemdmmm benefit. No specific antidotes for nefazodone are known.
the few patients meeting these criteria. sI.‘i;“Tﬂanagu}g overdosage, mamimy «:1 mme dr::gﬂ involvement. ’g:: tlrihysiuian
Other Events Observed During the Premarketing Evaluation of SERZONE consider contacting a poison center for additional information on the treatment
During s premarketing assessent. mutipk oses of SERZONE (nefazodone hydrochioride) of any overdase. Telophone numbers for certfied poison control centers are Bisted in the
were administered to 3496 patients in dlinical studies, including more than 250 patients Prysicians' Desk Reference (POR).
treated for at least one year. The conditions and duration of exposure t0 SERZONE varied DOSAGE AND ADMINISTRATION
greatly, and included (in overlapping categories) open and double-blind studies, uncontrofied Initial Treatment
T ohed e inpatient and outyatient studie, o by oo s The recommendad statng doss fox SERZONE (neazodans tydiotioide) is 200 oy,
Y > \ " i 2 - ministered in two divided doses . In the controlled diqi ials establishing the anti-
c 3 ool s Syt o et gy Sy of N et b v oty 0100
simifar types of untoward events into a smaller number of event H should have m'e“ir dol;:qaﬂs, D an M";gualgd the need for further ?‘:‘0'?‘ eﬁzu.
In the tabulations that follow, teported adverse evemls were ciassified using Standard 1200 myday. acat i e orcases stiould ccour in f 100 mg/day
COSTART-based Dictionary inology. The jes o . the 0 y, again on a Bl schedule,atmtervalsofnplessman!weekAsv_mhaJIafm-
proportion of the 3496 patients exposed 1 muttiple doses of SERZGNE who experienced an depressants, several weeks on treatment may he required to obtain a full antidepressant
event of the type cited on at least one oocasion wiile receiving SERZONE AM reported everts response.
are included except those already listed in the £ Adverse i Dosage for Elderly or Debilitated Patients
Incidence table, these events listed in other safety-related sections of this insert, those adverse The recommended initial dose for eiderly or debilitated patients is 100 mg/day, administered
experiences subsumed under COSTART tems that are either overly- general of excessively in two divided doses (BID). These patients often have reduced nefazodone clearance and/oc
specific so as to be uninformative, those events for which a drug cause was very remote, and increased sensitivity to the side effects of CNS-active drugs. it may also be appropriate to
thase events which were not serious and occured in fewer than two patients. modify the rate of subsequent dose titration. As steady-state ptasma levels do not change 0771083

It is important to emphasize that, although the events reported eccumed during treatment with
SERZONE, they were not necessarily caused by it.

with age, the final target dose based on a careful assessment of the patient's clinical
response may be similar in hieatthy younger and older patients.



vesiculobulious rash, and eczema.

ahsoess. i

atitis, esophagits: peplic ulcet, and rectal hem
intestinal

\ympl\adempamy.

Wmtegodzed_pybodysysteﬁnm\drstedmmdmueasi}\gmuenw

according 10 the follow definiions: trequent adverse events are fose occurting on one o
mammmwﬁemsmymusendmmwmmwmmwm
 placebo ed trials appear in this isting): nfrequent agverse & ocour-

3 ents are thase
00 to /1000 tients; rare events are those 0ccurmicd in fewer than 1/1000 patients-

Body as 4 wm!e——lnfrequent: allergic reaction, malaise, phmsemmvny
‘effect, abdomen e ed, hermia,

reaction, face
pelvic pait, and haltosis. Rare: cettutitis.

Cardiovascular system— Infrequent tachycasdia. hypertension, Syncope, yentricutal exirasys-
: ock, congestive heart fail

ure, hemorhage. paltor, and

ont: dry SKin, ache. alopecia, jcasia, maculopapulal rash,
Gastmintesﬁnal sysfem—-F as"oenteriﬁs infrequent: eructation, peﬁodontm
abnocmal iver furiction testS. gingivitis, coliis, gastits, iceration, stom-
ic ul orchage. Rare:g|0§'ﬂis. hepatitis. dysohagia.

nemontiage. ‘oral qoniliasis. and ulcerative coftis.
Hemic and lympnatic system——lnfreauem: ecChymosis, anemia, teukopenia. and

Mefabolic and qautritional system——lmreauent: weight 10sS, gout, dehydration, factic dehydro-

genasé increased, 60T increased, and SGPT increased. Rare: yp! eremia an

nypogiycemia.

Musculoskerefal system——mfreauent arthitis, tenasynovitis, musdle stiffness, and bursitis.

Rare: tendinous contracture.

Nervous system——lnfrequent vertigo. twitching. depersmmliza\icn. fratiucinations, suicide

atempt, apatiy, euphoria, fostility, suict oughts, abnormal gait, thinking D 5

attention decreased, derealization, aeuralgia, parancid veaction. dysartivia, increased fibido.
dnesia, salivation, cerebrgvascutar accident,

rogenital sysfem——F(equent impotence?. {nfrequent: gystitis, urinary urgencs: metrorha-

i lyuria. vagnal I 3 menohagid

abnormal gjacutation®, hematuna, octuria, and Kidney calculus- Rare:
ine hemorthage™. anorgasmia, and ofiguria-

apgjusted for gender.

postintroduction Chinical Experience

ing experience with AZONE has shown an adverse experience profiie sirnitar 10

that seen during the prunaﬂ(eting evaluation of nefazodone- Votuatary reparts of adverse

events tem! ity associated with SERZONE have been received since market introduction

ﬂ\:l‘luz:‘r: ot listed above and for which causal relati aot beed established. These

in :

Anaphylactic reactions: angioedema: convuisions {includiog grand nal seizuresh galattor-
hed: gynecomas\ia (male); ‘ypoatreia, fiver neuns'Sal\dlivefhﬂum.'mso{mcaSES teading
1o fves {ransplantation and/or death (3€8 WARNINGS) priapism (see PRECAUTIONSY, prolactin
i :mabdmnyolysis invoving patients receiving the combination otSaxZONEandmas»
tatin of Smvastatin (see PRECAUTIONSE serotonin 3 Stavens-Johnson syndrome; and
mmmowmvenia . .
DRUG ABUSE AND DEPEHDE“CE
Controtled substance class
SERZONE (nefazodone hydrocmaide) wsacta controlled substance-
physical and Psydmlogical pependence
tn animal studies, ¥ odone did not act as a reiforcer for intravenous seﬂ—administmion
n monkeys trained 0 self-administer cocaine, Sug! ing no 3buse jiability. in @
study of abuse fiabliity in human subjects, aefazodone showed no potential {or abuse-

tras not bee i ysmﬁiedmhumamhrhspowﬁa!ﬁxm\erame.

physical dependence, o withdrawal. While the preumkeﬁ“g chinical experience with

nefazotone Gid not reveal any tendency for 3 withdrawal syndrome Of any drug-seeking
Detiavior, i\isndpossible(opmdictmmemsisoiﬁismmed experience the extent 10

i , dverted, andior abused once marketed. Consequentlys

patierts fora tistory abuse and foliow such

them for signs of misuse of aDuse of GERZONE (&9 development

OVERDOSAGE
Human Experience
emarketing cimical stdies, there were seven reports of nefazodone

ouerdose wm GERZONE al and in combination
reparted. reported symptoms were simitar 10

o causal relationship 10 netazodone 0as been established.

neral measures emptoyed in the management of over-

airway protection, if
atic patients-

i charcoal sl\mddbeadmmistetecl puetothe wide distribution of nefazodone in body
ssues, foreed diuresis, alysis. hemoperusion, and exchange transfusion are unliely tobe ot
heneft. No specific antidotes for nefazodone are nown.

n managing overdosage, constder the possiilty o muttple drug imolvementm physician

should consider i apoisonconudoemeﬂoramﬁﬁm wmnaﬁmmmeheam\em

any wudas&Te\ephone munbesinrwﬁﬁedpoisonmnﬂdeemersare fisted in the
physicians’ pesk Reference POR)-

DOSAGE AND ADNI\N\STRA“DN

itiat Treatment

The cecommended starting dose fof

administered [ wo divided doses Ll

depressant efficacy of GERZONE, the effective dose range Was generally 300 to 600 day.
, most patients, depending 00 tolerability and the need for

Con

shoutd have their dosé increased. Dose I 1g eccur ncrements of 100 d:
10 200 my/daY, aganond 81D schedute, atintervals of no less thant 1 week. As with all anti
depres’ , several weeks on treatment may be required {0 obtain @ full antidepre

response-

posage for flderty o€ pebilitated patients

The recommwled ‘Tnitiat dose for eldedy of ‘debilitated patients is 100 mg/day: admiistered
in two divided d0ses (@®iD). These patients often hav efazodone and/of
increased senstivity 10 the side effects of CHs-active drugs. ft may also be appropriate 10
modity the (e of subsequent dose titration. AS steady-state plasma \evels do not change
with age, the final target dose based on 3 Caré! assessment of the patient’s dinical
respoitse M3y be similar i healthy younger and older patients-

i ded Treatment
evidence available from controfied trials indicate how fong the
it SERZONE. & is generally agreed. nowevert that
pha;maco\ﬂ'!ical reatment for acute episodes of depression should continue foxrupto b
1o induce remission is identical
wn, Systematic evaluation of the efficacy
thal up weekstu\low'\ng
16 weeks of apen-tabel acute treatment qreated for 52 weels total) at dosages that a:;-.;,—\

ose was that
response guting acute treatment- ICAL LOGY ) The safety of SERZONE
use i support from both double-plind and open-atel tyials invoing
an 250 patierts treated for at least one year.

Switching patients to of from a ponoarvine QOxidase {atibitor
Atteast 14 days should etapse petween disconti ation of an MAO! and initiation of therapy
additi i ERZONE before

iy
with SERZONE. In ddition, at \east 7 days should be owed after stopping S!

HowW SUPPLIED
SERZONE® (nefazodone hydrod\loﬁde) tablets are hexagonal tablets imprinted with BMS and
1 ) o one side and ;\le mmﬁmﬁon code number of the other. The
on

the strength {ies 00 ma)
00 mg and 150 mg tablets aré isect scort tablet faces. The SO mg, 200 Mg and

250 mg tablets are unscored-
NDC CODE DESCRIPTION
NDC 0087-0031 -47 50 myg light pink tablet, bottie of 60
NDC 0087—0032-31 100 g white tablet, bottie ot 60
NOC 0087-0039—3 g peacht tablet, bottie of 60
NDC 0087—0033—3\ 200 mg ight yellow tablet, botle of 60
NOC 0087 -0041-31 250 mg white tablet, bottie
u.S. Patent Nos. 4338317 and 6,008,222
Store at roofm temperature. pelow 40° caoed and dispenseé in 3 tight container.
REFEREHGES -
. oN® and XANAX® are registered wrademasks of Ppharmacia & Upjohn- i
2. SELDANE® sa registered wademark of ocechst Marion Rousse! trc. (oW Aventis i
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3, HISMANAL® and PROPULSID® are registered wademarks of Janssen pharmaceutica |
Products, LE: H
4.ORAP® is 3 registered yrademark of Gate Pham\aueu\icals. a division of Teva t
pharmaceuticals USA |
5. TEGRET ® is a registered yademark of Hovarlis pharmaceuticals Corporation-
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LABELING REVIEW
Review Date: December 2, 2001
NDA: 20-152
Sponsor: Bristol-Myers Squibb (BMS)
DRUG: Serzone (nefazodone hydrochloride) 50 mg, 100 mg. 150 mg, 200 mg, and
250 mg Tablets

Supplements: SLR-028 dated 11-26-01

Notes of interest:

The last approved labeling (Label Code 1092982A8) was submitted with SLR-026
which was approved in an Agency letter dated 3-21-01.

This project initiated when BMS inserted the terms “liver necrosis” and “liver failure”
in the ADVERSE REACTIONS-Postintroduction Clinical Experience section in
CBE supplement SLR-016 dated 11-20-98. The Division (including the safety team)
as well as OPDRA and the Office Level (Dr. Temple) [for some of the meetings],
convened internally to discuss the association of Serzone and hepatic failure in
internal meetings dated 1-13-99, 4-15-99, 5-13-99, 5-27-99, 7-1-99, 7-13-99, 7-20-99,
8-16-99, 8-18-99, 9-3-99, 2-1-00, 8-27-00, 4-25-01, 6-29-01, 7-23-01, 10-3-01, 10-
25-01, and 11-13-01. The Agency and BMS discussed these issues in meetings dated
7-16-99, 8-20-99, 9-17-99, 2-3-00, 4-26-01, 9-6-01, and 10-30-01. Prior to making
any changes in prescriber labeling, BMS conducted a large epidemiological study
since their assertion was that the rate of hepatic failure was no different than the other
drugs approved for the treatment of major depressive disorder (MDD). The post-
marketing data, in conjunction with the data from the epidemiologic study, strongly
suggest that Nefazadone can cause acute liver failure resulting in death or transplant.
The data from BMS’s epidemiologic study did not demonstrate that other drugs
approved for the treatment of MDD had the same incidence rate since the study was
not powered to detect this difference. Therefore, the Agency issued a letter
requesting extensive changes to the labeling, including the addition of a boxed
warning, a PPI, and a “Dear Healthcare Practitioner” letter in a letter dated 7-27-01.
The prescriber labeling revisions were agréed upon between BMS and the Agency on
10-31-01.

REVIEW

20-152/SLR-028

Dated: 11-26-01

CBE: Yes

Label Code:1017710B3

Reviewed by Medical Officer: Yes, acceptable.

The supplement provides for the following revisions to labeling:

SERZONE®
(nefazodone hydrochloride)
TABLETS
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Before prescribing SERZONE, the physician should be thoroughly familiar with the
details of this prescribing information.

[The addition of a bolded and enclosed black box at the beginning of prescriber
labeling with the following text.]

Cases of life-threatening hepatic failure have been reported in patients treated with
SERZONE.

The reported rate in the United States is about 1 case of liver failure resulting in death or
transplant per 250,000 — 300,000 patient-years of SERZONE treatment. The total
patient-years is a summation of each patient’s duration of exposure expressed in years.
For example, 1 patient-year is equal to 2 patients each treated for 6 months, 3 patients
each treated for 4 months, etc. (See WARNINGS).

Ordinarily, treatment with SERZONE should not be initiated in individuals with active
liver disease or with elevated baseline serum transaminases. There is no evidence that
pre-existing liver disease increases the likelihood of developing liver failure, however
baseline abnormalities can complicate patient monitoring.

Patients should be advised to be alert for signs and symptoms of liver dysfunction
(jaundice, anorexia, gastrointestinal complaints, malaise, etc.) and to report them to their
doctor immediately if they occur.

SERZONE should be discontinued if clinical signs or symptoms suggest liver failure (see
PRECAUTIONS-Information for Patients). Patients who develop evidence of
hepatocellular injury such as increased serum AST or serum ALT levels > 3 times the
upper limit of normal, while on SERZONE should be withdrawn from the drug. These
patients should be presumed to be at increased risk for liver injury if SERZONE is
reintroduced. Accordingly, such patients should not be considered for re-treatment.

[Revisions to the CONTRAINDICATIONS section.]

CONTRAINDICATIONS

SERZONE tablets are contraindicated in patients who were withdrawn from SERZONE
because of evidence of liver injury (see Boxed Warning). SERZONE tablets are also
contraindicated in patients who have demonstrated hypersensitivity to nefazodone, its
ingredients, or other phenylpiperazine antidepressants

[Subsection addition in bolded text to the WARNINGS section]

WARNINGS
Hepatotoxicity (See BOXED WARNING)
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Cases of life-threatening hepatic failure have been reported in patients treated with
SERZONE.

The reported rate in the United States is about 1 case of liver failure resulting in
death or transplant per 250,000 — 300,000 patient-years of SERZONE treatment.
This represents a rate of about 3-4 times the estimated background rate of liver
failure. This rate is an underestimate because of under reporting, and the true risk
could be considerably greater than this. A large cohort study of antidepressant users
found no cases of liver failure leading to death or transplant among SERZONE
users in about 30,000 patient-years of exposure. The spontaneous report data and
the cohort study results provide estimates of the upper and lower limits of the risk
of liver failure in nefazodone treated patients, but are not capable of providing a
precise risk estimate.

The time to liver injury for the reported liver failure cases resulting in death or
transplant generally ranged from 2 weeks to 6 months on SERZONE therapy.
Although some reports described dark urine and nonspecific prodromal symptoms
(e.g., anorexia, malaise, and gastrointestinal symptoms), other reports did not
describe the onset of clear prodromal symptoms prior to the onset of jaundice.

The physician may consider the value of liver function testing. Periodic serum
transaminase testing has not been proven to prevent serious injury but it is
generally believed that early detection of drug-induced hepatic injury along with
immediate withdrawal of the suspect drug enhances the likelihood for recovery.

Patients should be advised to be alert for signs and symptoms of liver dysfunction
(jaundice, anorexia, gastrointestinal complaints, malaise, etc.) and to report them to
their doctor immediately if they occur. Ongoing clinical assessment of patients
should govern physician interventions, including diagnostic evaluations and
treatment.

SERZONE should be discontinued if clinical signs or symptoms suggest liver failure
(see PRECAUTIONS-Information for Patients). Patients who develop evidence of
hepatocellular injury such as increased serum AST or serum ALT levels > 3 times
the upper limit of normal, while on SERZONE should be withdrawn from the drug.
These patients should be presumed to be at increased risk for liver injury if
SERZONE is reintroduced. Accordingly, such patients should not be considered for
re-treatment. :

[Subsection addition to the PRECAUTIONS-General section. ]

PRECAUTIONS-General
Hepatotoxicity (see Boxed Warning)

[Subsection addition to PRECAUTIONS — Information for Patients section.]

PRECAUTIONS - Information for Patients:
Hepatotoxicity
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Patients should be informed that SERZONE therapy has been associated with liver
abnormalities ranging from asymptomatic reversible serum transaminase increases to
cases of liver failure resulting in transplant and/or death. At present, there is no way to
predict who is likely to develop liver failure. Ordinarily, patients with active liver disease
should not be treated with SERZONE. Patients should be advised to be alert for signs of
liver dysfunction (jaundice, anorexia, gastrointestinal complaints, malaise, etc.) and to
report them to their doctor immediately if they occur.

[Addition of a reference to the WARNINGS section in the ADVERSE
REACTIONS-Postintroduction Clinical Experience section.]

ADVERSE REACTIONS-Postintroduction Clinical Experience (2™ paragraph)
Anaphylactic reactions; angioedema; convulsions (including grand mal seizures);
galactorrhea; gynecomastia (male); liver necrosis and liver failure, in some cases leading
to liver transplantation and/or death (see WARNINGS); ...

The above revisions were based upon postmarketing reports of hepatic failure associated
with Serzone use. This labeling was agreed upon by the Agency and BMS on 10-31-01.
The Agency and BMS subsequently agreed upon labeling for a “Dear Healthcare
Practitioner” letter as well as a PPIL, and this will be submitted in a separate supplement
within the next 1-2 weeks.

CONCLUSIONS

1. This supplement only provides for the labeling revisions listed above. The sponsor
has incorporated the labeling text, verbatim, which was agreed upon on 10-31-01 into
the FPL. See attachment denoting highlighted labeling revisions.

2. The medical officer and safety team concur with the revisions provided for in the
application.

3. Irecommend that an approval letter issue for SLR-028.

Paul David. R.Ph
Senior Regulatory Project Manager

Robbin Nighswander, R.Ph
Supervisory Regulatory Health Officer
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Richard L. Gelb Center for Pharmaceutical Research and Development

5 Research Parkway P.O. Box 5100 Wallingford, CT 064927660 _
NDA SUPPLEMENT

NDA No. 20-152 ’ SUBMISSION NO. 223 -
SERZONE® (Nefazodone HCI) Tablets : Special Supplement:
. Changes Being Effected

NDA NO _ﬂél_REF NO.‘.%&.?BX

SUPPL FOR_
Russell Katz, M.D. DlrectorN DA

Division of Neurophannacological Drug Products ROV 27 2001
Center for Drug Evaluation and Research

Food and Drug Administration ' : %EGE!VED HFD-1 2(}

November 26, 2001

CENTER FOR DRUG EVALUATION
AMD RESEARCH

_Attention: Division Document Control Room 4008, HFD-120

Woodmont II Building
1451 Rockville Pike
Rockville, MD 20852

Dear Dr. Katz:

Reference is made to our approved New Drug Application for SERZONE® (nefazodone
hydrochloride) Tablets (NDA No. 20-152). In response to the outcome of the October 30, 2001
teleconference with the Division, we are submitting this “Special Supplement - Changes Being
Effected” which revises the labeling for SERZONE Tablets. The implementation date for this
supplement will be December 5, 2001.

Please see the enclosed “side by side” (Attachment 1) version of the labeling that indicates both the
nature of the changes and the location where they are to be made. A clean copy (Attachment 2) of
the label is also provided. We are also providing, for the convenience of the reviewer, an electronic
version of the revised label (MSWord97) which is in the Archival copy of this submission.

Finally, we are providing in the Archival copy of this submission, 20 copies of final printed labeling
that incorporates the changes provided for in this supplement. Ten copies of the final printed labeling
are individually mounted on heavyweight paper.

If there are any questions or comments concerning this submission, please contact the undersigned at

(203)-677-6763.
Very truly yours,

Ronald Marcus, M.D.
Group Director
Regulatory Science

/pk
Attachments

% A Bristol-Myers Squibb Company



