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DEPAR’[&IENT OF HEALTH & HUMAN SERVICES Public Health Service |

Foad and Drug Adninistratian.
Rockville MD 20857

NDA 20-031/C 1/8-031
NDA 20-710/C  /S-009

SmithKline Beecham Pharmaceuticals
Attention: Thomas Kline

Assistant Director, U.S. Regulatory Affairs
1250 S. Collegeville Road, P.O. Box 5089
Collegeville, PA 19426-0989

Dear Mr. Kline:

Please refer to your supplemental new drug apphcatlons C |
C 3 October 3, 2000 (NDAs 20-031/S-031 and 20-710/S-009), submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Paxil (paroxetine hydrochloride) Immediate Release
Tablets (NDA 20-031) and Oral Suspension (NDA 20-710).

We additionally refer to [ |
C 1 an Agency approvable letter dated November 3, 2000 for NDAs 20-031/S-031 and 20-
710/S-009, and to an Agency approval letter dated May 11, 1999 for 20-031/5-023.

We acknowledge receipt of your submission dated December 15 2000, providing for a response to our
November 3, 2000, Agency letter.

These supplemental new drug applications provide for the following revisions to the prescriber labeling:

T - a
1.

2.

3.

20-031/S-031 and 20-710/S-009
Revisions to the CONTRAINDICATIONS, WARNIN GS, and PRECAUTIONS sections of labelmg to
describe a potential interaction between paroxetine and thioridazine.

‘We have completed the review of supplemental applications 20-031/S-031 and 20-7 10/S 009 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 December
15, 2000/Label Code LX18A), which incorporates all of the revisions listed. Accordmgly, these
supplemental applications are approved effective on the date of this letter.



NDA 20-031/Z  71/S-031 & 20-710/C  3/S-009
Page 2

Labeling changes of the kind which you have proposed under supplemental applications 20-031/S-031 and
20-710/5-009 are permitted by section 314.70(c) of the regulations to be instituted prior to approval of these
supplements. It is understood that the changes, described in the above NDA supplements, have been made.

Additionally, we note that the revisions proposed under supplemental applications{” 7
L 3 were incorporated in the approval of 20-031/S-023 (Agency approval letter dated May 11, 1999),
and therefore these applications are superceded by the approval of 20-031/S-023. Therefore, supplemental
applications T A will be retained in our files.

However, we remind you of your agreement to examine your worldwide safety database to further evaluate,
and submit your report to the Agency, of the adverse events glaucomaq™_ 1
C 1. Thisreport incorporating information as requested in the Agency letter dated September 29, 1998,
should be submitted within 3 months of receiving this letter.

If a letter communicating important information about this drug product (i.c., a "Dear Health Care
Practitioner" letter) is issued to physicians and others responsible for patient care, we request that you subrit
a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA '

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with the requ1rements for an approved NDA set forth under 21 CFR
314.80 and 314.81.

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

Sincerely,

{See appended electronic signature page}

Russell Katz, M.D.

Director

Division of Neuropharmacologlcal Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research



Russell Katz
2/15/01 03:54:10 PM
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

NDA 20-710/8-00 NOV -3 200p
SmithKline Beecham Pharmaceuticals

Attention: Thomas Kline

Assistant Director, U.S. Regulatory Affairs

1250 S. Collegeville Road, P.O. Box 5089

Collegeville, PA 19426-0989

Dear Mr. Kline:

Please refer to your supplemental new drug applications dated October 3, 2000, submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Paxil (paroxetine hydrochloride)
Immediate Release Tablets (NDA 20-031) and Oral Suspension (NDA 20-710).

These “prior approval” supplemental new drug applications provide for revisions to the
CONTRAINDICATIONS, WARNINGS, and PRECAUTIONS sections of labeling to describe
a potential interaction between paroxetine and thioridazine. We note that these changes were
requested in Agency letters dated February 24, and August 25, 2000.

We have completed the review of these applications, and they are approvable. Before these
applications may be approved, however, it will be necessary for you to submit final printed labeling
revised as stated below.

Please note that your proposed changes to the CONTRAINDICATIONS and PRECAUTIONS
sections of Paxil labeling are essentially in compliance with our requests dated February 24, and
August 25, 2000.

However, you have substantially reworded our suggested language for the WARNINGS section, and
it is unacceptable for the following reasons: '

1.




NDAs 20-031/S5-031 & 20-710/S-009
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3. |

e

Therefore, we request that you revise the WARNINGS section of labeling to state the following
language (in bolded font):

WARNINGS-Potential Interaction with Thioridazine

Thioridazine administration alone produces prolongation of the QTc interval, which is
associated with serious ventricular arrhythmias, such as torsade de pointes-type
arrhythmias, and sudden death. This effect appears to be dese-related.

An in vivo study suggests that drugs which inhibit P45S01ID6, such as paroxetine, will elevate
plasma levels of thioridazine. Therefore, it is recommended that paroxetine not be used in
combination with thioridazine (see CONTRAINDICATIONS and PRECAUTIONS).

Please submit 20 paper copies of the final printed labeling, 10 of which are mounted individually on
heavy-weight paper or similar material, incorporating the above revisions to your proposed language.
Alternatively, you may submit the FPL electronically according to the guidance for industry titled
Providing Regulatory Submissions in Electronic Format — NDAs (January 1999).

In addition, all previous revisions as reflected in the most recently approved package insert must be
included.

To facilitate review of your submission, please provide a highlighted or marked-up copy that shows
the changes that are being made. '

This product may be considered to be misbranded under the Federal Food, Drug, and Cosmetic Act
if it is marketed with these changes prior to approval of these supplemental applications.

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

Sincerely,

/k"\- ”\1!@

Russell Katz, M.D.

Director

Division of Neuropharmacological Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research
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CC:

Archival NDAs 20-031 & 20-710

HFD-120/Div. Files

HFD-120/P David (* °"

HFD-120/R Katz/T.Laughren/G.Dubitsky &
DISTRICT OFFICE ]~ o ~/F--*°

jort 127

10/13/00pd
filename:PAXIL/NDA/20-031 S-031 20-710 S-009 AE LETTER.DOC

APPROVABLE (AE)
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PRESCRIBING INFORMATION
" @

brand of M .
paroxetin
hydrochloride
tablets and
oral suspension
DESCRIPTION
Paxil { i is an orlly
antidepressant with a chemical stactwre wnrelated to

other selective sertonin reuptake inhibitors or to tricyclic,
tetracyclic or other available anti agents. it is
the byd: i idi

- parent compound over the 10-day post-dosing period.
Distribution: P i ouds

without food. AUC was only slightly increased (6%} when
drug was administered with food but the C.,, was 29%
greater, while the time to reach peak plasma concentration
decreased from 6.4 hours post-dosing to 4.9 hours.

Pe ine is i ized after oral admi

tion. The principal metabofites are polar and conjugated
products of oxidation and methylation, which are readily
cleared. Conjugates with glucuronic acid and sulfate pre-
dominate, and major metabolites have been isalated and

<identified. Data indicate that the metabolites have no more

than 1/50 the potency of the parent compound at inhibiting
serotonin uptake. The metabolism of paroxetine is accom-
plished in part by cytochrome PysliD;. Saturation of this
enzyme at clinical doses appears to account for the nonfin-
eanty of paroxetine kinetics with increasing dose and
increasing duration of treatment. The role of this enzyme in
paroxetine metabolism also suggests potential drug-drug
interactions {see PRECAUTIONS).

Approximately 64% of a 30 mg oral solution dose of parox-
etine was excreted in the urine with 2% as the parent com-
pound and 62% as metabolites over a 10-day post-gosing
period: About 36% was excreted in the feces {probably via
the bile}, mostly as metabolites and less than 1% as the

the bady,
including the CNS, with only 1% remaining in the plasma.

Protein Binding: Approximately 95% and 93% of paroxe-
ting is bound to plasma pratein at 100 ng/ml and 400
ng/mL, respectively. Under clinical conditions, paroxetine

mg/day or placebo. A significant difference from placebo
was observed only for the 40 mg/day group. At endpoint,
76% of patients receiving parcxetine 40 mg/day were free
of panic attacks, compared to 44% of placebo-teated
patents.

Study 2 was a 12-week flexible-dose study

detached from oneself); {10} fear of losing cantrol; {11} fear

of dying. (12) paresthesias {numbness or tingling sensa-

tions); {13} chills or hot flushes.

Long-term maimtenance of efficacy was demonstrated ing - . * -

3-month relapse prevention trial. In this trial, patients with

paroxetine {10 to 60 mg daily) and placebo. At endpoint,
51% of paroxeting patients were free of panic attacks com-
pared to 32% of placebo-treated patients.

Study 3 was a 12-week flexible-dose study comparing
paroxetine (10 to 60 mg daily) to placebo in patients con-
currently receiving standardized cognitive behaviorat therapy.
At endpoint. 33% of the paroxetme-treated patients showed
a reduction to 0 or 1 panic attacks compared to 14% of
placebo patients.

in both Studies 2 and 3, the mean paroxetine dose for
completers at endpoint was approximately 40 mg/day of
paroxetine.

Long-term maintenance effects of Paxi! in panic disorder
were demonstrated in an extension o Study 1. Patients
who were responders during the 10-week double-blind
phase and duiing a 3-month double-blind extension phase
were randomized ta either paroxetine {10, 20, or 40 mg/
day] ot placebo in a 3-month double-blind relapse preven-
tion phase. Patients andomized to paroxetine were signifi-
cantly less likely to reflapse than comparably treated
patients who were randomized to placebo.

Subgroup analyses did not indicate that there were any
differences in treatment outcomes as a function of age or

The i of Paxil in the treatment of social anxiety

concentrations would nermally be less than 400 ng/mL. gender.

Paroxetine does not alter the in vitro protein binding of Social Anxiety Disorder
phenytoin or warfarin, "

Renal and Liver Disease: | plasma -

tions of paraxetine occur in subjects with renal and hepatic
impaimnent. The mean plasma concentrations in patients
with creatinine clearance below 30 ml/min. was approxi-
mately 4 times greater than seen in nomal volunteers.
Patients with creatinine clearance of 30 to 60 mL/min. and
patients with hepatic functional impaiment had about a
2-fold increase in plasma concentrations (AUC, Cyy).
The initial dosage should therefore be reduced in patients
with severe renal or hepatic impaimment, and upward titra-
tion, if necessary, should be at mcreased mtervals (see
DOSAGE AND ADMINISTRATION).
Elderly Patients: In a multiple-dose study in the elderly at
i concentra-

sait of a i
identified chemically as [-}-ans-4R{&-Ruorophenyl}35-
1(3"4-methyle ) | piperidine hydro-
chloride hemihydrate and has*the empirical formula of

CioHnFNO;#HCI#1/2H8. Thegmolecular weight is 3748

(328.4 as free base). The structural formula is:

F O—‘\
Sg o
[+
< J
o

paroxetine hydrochloride
Paroxetine hydrochloride is ar odorfess, off-white powder,
having a melting point range of 120° to 138°C and a solu-
bility of 5.4 ma/mL in water.
Tablets

Each'filmcoated tablet contains paroxetine hydrochloride
equivalent to paroxetine as follows: 10 mg-yellow; 20 mg—
pink {scored); 30 mg—blue, 40 mg~green. Inactive ingredi-
ents consist of dibasic calcium phosphate dihydrate,
hyd th ium stearate, poly-
ethylene glycols, polysorbate 80, sodium starch glycalate,
titanium dioxide and one ormore of the following; D&C Red
,I:Jlu. gﬂ. DAL Yellow No. 10, FDRC Blue No. 2, FD&C Yellow
0. b

S 0w for Oral A i
Each 5 mt of orange-colored, orange-flavored fiquid con-
rfrrie A f X

daily doses of 20, 30 and 40 mg, C,.,,

tions were abott 70% to 80% greater than the respective
Cry cONCentrations in ronelderly subjects. Therefore the
initial dosage in the elderly should be reduced {see DOSAGE
AND ADMINISTRATION).

Clinical Trials .

The efficacy of Paxil {paroxetine hydrochloride} as a treat-
ment for depression has been established m 6 placebo-
controlled studies of patients with depression (ages 18 to
73). In these studies Paxi/ was shown to be significantly
more effective than placebo in treating depression by at
least 2 of the following measures: Hamitton Depression
Rating Scale (HDRS), the Hamilton depressed mood item,

and the Clinical Global Impression lCGI)—_SeYEritv of lliness..
was

Paxil | better
than placebo in improvement of the HDRS sub-factor
scares, including the depressed mood item, sleep distur-
bance factor and anxiety factor,

A study of d ients who had ded to
Paxil {HDRS total score <8} during an initial 8-week open-
treatment phase and were then randomized to continuation
on Faxif or placeba for 1 year demonstrated a significantly
lower relapse rate for patients taking Paxf (15%) compared
to those on placeba (39%). Effectiveness was similar for
male and female patients.

bsessive Compulsive Disorder :

The effectiveness of Paxif in the treatment of obsessive
compulsive disorder {0CD) was démenstrated in two
12-wegk multicentter placebo-controlled studies of adult
autpatients (Studies 1 and 2). Patients in all studies had

tains 0

10 mg. nactive ingredients consist of polacrili potassium,
i ystalline celiulose, glycol, glycerin,

sorhitol, methyl ‘paraben, propyl paraben, sodium citrate

dihydrate, -citric acid anhydrate, sodium saccharin,

lf}as;umgs, FO&C Yellow No. 6 and simethicone emulsion,

CLINICAL PHARMACOLOGY
Ph amics

The antidepressant action of paroxetine and its efficacy in ‘

the treatment of social anxiety disorder, obsessive com-
puisive disorder {0CO) and panic disorder (PD} is presumed
1o be linked to potentiation of serotonergic activity in the

"+ central nervous system resulting from inhibition of neuro-

nal reuptake of serotanin (S-hydroxy-tryptamine, 5-HT).
Studies at clinically refevant doses in humans have dem-
onstrated that paroxetine blocks the uptake of serotonin
into human platelets. in vitro studies m animals also sug-
gest that paroxetine is 3 potent and highly selective inhib-
itor of neuronal serotonin reuptake and has only very weak
effects on norepinepheine and dopamine neuronal reup-

to severe OCD (DSMHIIA} with mean baseline

disorder was demonstrated in three 12-week, multicenter,
placebo-controlled studies (Studies 1-3) of adult outpa-
tients with sociaf anxiety disorder {DSM-1V). In these stud-
ies, the effectiveness of Paxil compared to placebo was

P 3 lower
relapse rate compared to patients on placebo (see CLINICAL
PHARMACOLOGY). Nevertheless, the physician who pre-
stribes Paxil for extended periods should periodicatly
fe-evaluate the long-term usefulness of the drug for the
individual patient.

Sacial Aaxiety Disorder

Paxil s indicated for the treatment of social anxiety disor-
der, also known as social phobia, as defined in DSM-V
{300.23). Social anxiety disorder is characterized by a
marked and persistent fear of one or more sociat or per-
formance: situations in which the person is exposed to
unfamiliar people or to possible scruting by others. Expo-
suré 1o the feared situation almost invariably provokes
anxiety, which may approach the intensity of a panic
attack. The feared situations are avoided or endured with
intense anxiety or distress. The avoidance, anxious antici-
pation, o distress in the feared situation(s) interferes sig-
rificantly with the pesson’s normal routine, occupational
or academic functioning, or social activities or relation-
ships, or there is marked distress about having the pho-

bias. Lesser degrees of performance anxiety or shyness -

generally do not require psychopharmacological treat-
ment.

The efficacy of Paxil i hloride} tab
lished in three 12-week trials in adult patients with social
anxiety disorder {DSM-IV]. Paxif has not been studied in
children or adolescents with social phobia {see CLINICAL
PHARMACOLOGY—Clinical Trials).

The effectiveness of Paxil in tong-term treatment of sogial - L

anxiety disordes, i.e., for more than 12 weeks, has not

evaluated on the basis of {1} the proportion of d

been Y in adequate and well-
trials. Therefore, the ician who elects to
Paxil for periods should periodi

as defined by a Clinical Global Impressions (CGI) Improve-
ment scare of 1 {very much improved) or 2 fmuch ]
and (2} change from baseline in the Liebowitz Social
Anxiety Scale (LSAS].

Studies 1and 2 were flexible-dose studies comparing parox-
etine (20 to 50 mg daily) and placebo. Paroxetine deman-
strated statistically significant superiority over placebo on
both the CG! Improvement responder criterion and the
Liebowitz Social Anxiety Scale {LSAS). In Study 1. for
patients who completed to week 12, 69% of paroxetine-
treated matients compared to 29% of placebo-treated
patients were CGl Improvement responders. In Study 2, CG!
Improvement responders were 77% and 42% for the parox-
etine- and placebo-treated patients, respectively.

Study 3 was a 12-week study comparing fixed paroxetine
doses of 20, 40 or 60 mg/day with placebo. Paroxetine
20 mg was demonstrated to be significantly superior to
placebo on both the LSAS Total Score and the CGI Improve-
ment responder criterion; there were trends for superiority
over placebo for the 40 and 60 mg/day dose groups. There
was no indication in this study of any additicnal benefit for
doses higher than 20 mg/day.

Subgroup analyses did not indicate differences in treatment
autcomies as a function of age, race, or gender.
INDICATIONS AND USAGE

Depression .

Paxil {paroxetine hydrochloride) is indicated for the treat-
ment of depression.

The efficacy of Paxilin the treatment of a major depressive
episode was established in 6-week controlled trials of out-
patients whose diagnoses coresponded most closely to the
DSMHIi category of major depressive disorder {see CLINI-
CAL PHARMACOLOGY). A major depressive episode implies
a and relatively persistent d dysphori
mood that usually interferes with daily functioning {nearly
every day for at least 2 weelsk; it should include at least
4 of the following 8 symptoms: change in appetite, change
insleep, agitation or dation, loss of inter-
estin usual activities or decrease i sexual drive, increased

re-evaluate the long-term usefulness of the drug for the
individual patient {see DOSAGE AND ADMINISTRATION).
CONTRAINDICATIONS

Concomitant use in patients taking either monoamme oxi-
dase inhibitors {MAQIs) ar thioridazme is contraindicated
{5ee WARNINGS and PRECAUTIONS).

Paxilis contraindicated in patients with @ hypersensitivity to
paroxetine or any of the inactive ingredients in Paxil. .
WARNINGS

Poteatial for Interaction with Moavamine Oxidase ;

:nhibil_ns
i:lnbinr drag @

serious, | kyper-
thermia, rigidity, myoclonus, autonomic instabifity
with passible rapid fluctoations of vital signs, and

ntal h that include extreme agitation
v s been eporiod i pomts bt b s

al reported in pati
discontinved that dnig and have heen started oa a
MAOL Some cases preseated with features resem-
bling i igs d Wheile there
are a0 bunaa data sliowing such an interaction with
Paxil, limited animat data on the effects of combined
i -suggest

o 3
not be used i combiaation with a MAO!, or within

14 days of discoatisning trestment with 2 MAGL At -
least 2 weeks sheuld be allowed after stoppiog Paxii

before starting a MAOL

Patential iateraction with Thioridazine

Thioridazine administration alone profon-
gation of the QTc interval, which is associated with
sqimveuﬁenhrm_hylhnins,sudustmsudede

t the Yale Brown Obsessive Compuisive Scale  fatigve. feelings of quilt or worthlessness, sowed thinkitg  pintes-type. arrhythmiss, and sudden deah, This
(?BBngsmtalescore ranrguimfmm 231026, s&‘v ; adose- orimpaired cencentration, and 2 suicide attempt or suicidal effect appears to be dose-related.
range finding study where patients were treated with fixed .'Iffam'," . S An in vivo study suggests that drugs which irbibit
doses of 20, 40 or 60 mg of fday d rate e action of Paxilinho P4S0IID6, such as paroxetive, will elevate plasma
that daily doses of paroxetine 40 and 60 mg are effective in  Fatients hasnot been adequately studied. levels of thioridazine. Therefore, it is
the treatment of OCD. Patients receiving doses of d0.and ~ The efficacy of Paxil in an 0 combination with

80mg d 3 mean of approxi-
mately 6 and 7 points, respectively, on the YBOCS total
score which was significantly greater than the approximate
4 point reduction' at 20 mg and a 3 point reduction in the
placebe-treated patients. Study  was a flexible dase study
comparing paroxetine (20 to 60 mg daily} with clomipramine
{25 to 250 mg daily). In this study, patients receiving parox-
etine experienced @ mean reduction of approximately
7 points on the YBOCS total score which was significantly

response for p to 1 year was demonstrated in a placebo-
controlied trial {see CLINICAL PHARMACOLOGY). Neverthe-
fess, the physician who elects to use Paxil for extended
periods should perigdically re-evaluate the long-term use-
fulness of the drug for the individual patient.
Chsessive Compulsive Disorder
Paxilis indicated for the treatment of obsessions and com-
Isicns in patients with obsessive compulsive disorder
OCD} as defined in the DSM-I, The ebsessions or compul-

greater than the mean reduction of 4 points
in placebo-treated patients. )

The following table provides the cutcome classification by
treatment aroup on Global Improvement items of the
Clinical Globat Impressions {CGI} Scale for.Stidy 1.

marked distress, are time-consuming, o signif-
icantly interfere with social or tonal functioni

that ine oot be used it ion
thiordazine (see CONTRAINDICATIONS and PRE-
CAUTIONS).

PRECAUTIONS

General S
Activation of Mania/Hypomania: During premarketing

testing, hypomania or mania occumred in approximately
1.0% of Paxil-treated unipolar patients compared to 1.1% of
active-control and 0.3% of placebo-treated unipolar
patients. In a subset of patients classified as bipolar, the
ra“;;e of manic episodes was 2.2% for Paxitand 11.6% for

The efficacy 6f Paxilwas established in fiwo 12-week trials
with ohsessh 7 ents whose

cormesponded miost closely-to thé DSM-IIIR -category of

active-control groups. As with all antidegres-
sants, Paxif should be used cautiously in patients with a

. histosy of mania.

Seizures:During premarketing testing, seizures occurred in
0.1% of Paxitreated patients, a rate smilar to that associ-
ated with other antidepressants. Pax/ should be used caw-
tiously in patients with a history of seirures. it should be
discontinued in any patient who develops seizures.

Suicide: The possibility of a suicide attempt is inherent
depression and may persist until significant remission
occurs. Close supervision of high-risk patients should

take. /n vito radioligend binding studies indicate that e — - fve comip disorder {see CLINICAL PHARMA
paroetine has little affinity for muscarinic, alphar-, . Umm%cla,fs@%tr@(%)mceﬁm!’ 71 Cowo6Y—Clinkal Trials), .

alphar, beta-adrenergic-, dopamine {D,}, 5-HT,-, 5-HT,- e e el s — Obsessive Isve disorder is chy ized by recufrent
and histamine {H,} ism of inic, Y .- | Paidl | Paxil | Paxl and persistent deas, thoughits, impulses or images {obses-
histaminergic and. alpha, ol has been Qutcome . Placebo [ 20 mo.§ 40mg { 60 mg sions) that are ego-dystonic and ith d
associated with various inergic, sedative and car- Classification {n=74) { (n=75} [ {n=58) § {n=55) intentional behaviors {g isions) that are ized by
diovascular effects for other psychotropic drugs. "~ [Worse 14% 7% | 7% | 3% the person as excessive or unfeasonable.

Because the relative ies of ine’s major - . " Y m maintenance of efficacy inag
metabolites are at most 1/50 of the parent they No Change: M% | 35% | 2% | 19% month relapse prevention trial. (n this trial, patients assigned
are essentially inactive. Mini Improved . § 24% | 33% | 79% | 3% to paroxetine showed a lower relapse mte compared to
Phemuacokisetics . Much improved - | 11% | 18% | 22% | 24% |  Patientson placebo(see CLINICAL PHARMACOLOGY]. Nev-
P: 1s equally from oral and - — . - ertheless, the physician who elects to use Paxi for extended
tablet. N VeryMuch fimiproved | 7% |- 7% | 20% | 20% periods shoud periadically re-evaluate the long-term useful-

F ideis after oral
dasing of 3 solution of the hydrochloride salt. In a study in
which normal male subjects (=15} received 30 mg tablets
daily for 30 days, steady-state paroxetine concentrations
were achieved byappmxjmate!y 10 days for most subjects,

Subgroup analyses did not indicate that there were any.
differences in treatment outcomes as a function of age or
gender. R L o

The long-term maintenance effects of Paxf in OCD were
i P 3 1. Pati

d in a long-term to Study

although it may take longer in an
patient. At steady state, mean values of Crgy, Tingy, Cuso and
Ty were 61.7 ng/ml (CV 45%), 5.2 hr. (CV 10%), 30.7 na/mL
1l 67%) anct 21.0 i, (OV 72%).respectively. The stoncy-
state Crur and G, values were about 6 and 14 times what
would be predicted from single-dose studies. Steady-state
drug exposure based an AUCq. was about 8 times greater
than would have been predicted from single-dose data in
these subjects. The excess accumulation is a consequence

who were responders on pamxetine during me'}mqnﬂx
double-biind phase and a 6-month extension on apen-abel
paroxetine (20 to 60 mg/day} were randomized to either

- paroxeting or-placebo in a 6-month doubile-blind relapse

prevention phase. Patients randomized to paroxetine were
significantly less likely to relapse than comparably tredted
patients who were randomized to placebo: -

Panic Disorder o o
The i of Paxil ine K ide) in the

of the fact that one of the enzymes that
paroxetine is readily saturable.

In steady-state dose proportionafity studies involving elderly
-and nonelderly patients, at dases of 20 to 40 mg daily for
the eldedy and 20 to 50 mg daily for the nenelderly, some
nonlinearity was observed in both popht:laﬁuns,_ again

] pathway. to
Crin values after 20 mg daity, values after 40 mg daily were
only about 2 to 3 times greater than doubled.

The effects of food on the bioavailability of paroxetine were
studied in subjects administered a smgle dose with and

1

treatment of panic disorder was demonstrated in -three
10- to 12-week multicenter, led studies of
adult outpatients (Studies 1-3). Patients in ali studies had
panic disorder DSMHIIR], with-or without agoraphobia: in
these studies, Paxd was shown to be significantly. more
effective than placebo in treating panic disorder by at least
2 out of 3 measures of panic attack frequency and on the
Clinical Global impression Severity of lliness score.

Study 1 was a 10-week dose-range finding study; patients
were treated with fixed-paroxeting doses of 10, 20, or 40

2

ness of the drug for the individual patient (see DOSAGE AND
ADMINISTRATION). ‘

Panic Disorder

Paxilis indicated for the treatment of panic disorder, with or
without i3, a5 defined in DSM-V. Panic disorder is
h by the of panic’attatks

and associated concem about: having -additional attacks,
worry about the implications or consequences of the attacks,
andor a significant change in behavior related to the attacks.,
The efficacy-of Paxil {paroxetine fiydmchloride} was estab-
lished in tree -10- to 12-week trials in panic_disorder
patients whose dizgnoses comesponded.to the DSM-IIR
category of panic disorder (see CLINICAL PHARMACOLOGY—
Clincal Trials). - .
Panic disorder {DSM-IV) is characterized by recurrent unex-

panic-attacks, ie., a discrete period of intense fear
or discomfort in which four {ormare} of the following symp-
mnsde_velpn ‘abruptly and reach a peak within 10 minutes:

ding heart, or. heart ratz;
{2) sweating: (3] trembling or shaking; (4} ions of
shortness of breath or smathering (5) feeling of chking: (6}

chest pain or discomfort; {7) nausea or-abdominal distress;
{8) feeling dizzy, unsteady, lightheaded, or faint; (9] deveal:
ation (feefings of unreality) or depersonalization {being

3

iniial drug therapy. Prescriptions for -Rax!
should be written for the smailest quantity of tablets con-
sistent with good patient management, in order to reduce
the risk of overdose.

Hyponatremia: Several cases of hyponatremia have been
teported. The h i dtobe ible when
Paxif was discontinued. The majarity of these occurrences
have been in elderly individuals, some in patients taking
diuretics or who were otherwise volume depleted.
Abnrormal Bleeding: There have, been several reports of
abnomal bleeding (mostly ecchymosis and purpura) assock-
ated with paroxetine treatment, including a report of
impaired platelet a ion. While a causal relationshi
10 paroxetine is unclear, impaired platelet aggregation may
result from platelet serotonin depletion and contribute t
such accurrences.

Use in Patients with Concomitant Iliness: Clinical
experience with Paxil in patients with certain concomitant
systemic illness is limited. Caution. is advisable in using
Pfaﬂ,i" patients with diseases or conditions that could
a or .
Paxil bas not -been evaluated or used to any appreciable
extent in patients with a recent history of myocardial infarc-
tion or unstable heart disease. Patients with these diag-
noses were exctuded from clinical studies during the prod-
uct’s premarket testing. Evaluation of electrocardiograms of
682 patients who received Paxd in double-blind, placebo-
controlied trials, however, did not indicate that Paxilis asso-
ciated with the development of significant ECG abomaii-
ties. Similarly, Paxil {paroxetine hydrochloside) does not

4

combination with 2 monoamine
axidase infiihitor (MAQI), there have Ileealepons of ..




- causeanyclinimllyimponantchangesinhzanm(eorblood
pressure. o
Increased plasma concentrations of paroxetine occur in
ratiol Jaroxeine o

Drugs Metabolized by Cytochrome PoolitAy An in vivo
interaction study involving the co-admnistration under
s(eady»sta:e conditions of ine and terfenadine, a

« patients with severe renal
1+ <30 ml/min } or severe hepatic impaiment. A lower start-
i ingdose should be used in such patients (see DOSAGE AND
+ ADMINISTRATION),
: Information for Patieats
. Physicians are advised to discuss the following issues with
+ patients for whom they prescribe Paxit
i Interterence with Cogaitive and Mator Performance:
H psychoactive drug may impair judgment, thinking or
motor skills. Although in controlled studies Paxif has not
been shown to impair psychomotor performance, patients
should be cauti about ing b machinery,
inclding automobiles, wntilthey are reasonably certain that
Pexil therapy does not affect their ability to engage in such
activities.
Completing Course of Therapy: While patients may
nictice improvement with Paxiltherapy in 1 to 4 weeks, they
stiould be advised.to continue therapy as directed.
LConcomitant Medication: Patients should be advised to
infomm their physician if they are taking, or pian to take, any
prescription or over-the-counter dnugs, since there is a
potential for interactions.
Alcahol: Althowugh Paxil has not been shown to increase
the impaiment of mental and motor skills caused by
alohol, patients should be advised to avoid alcohol while
taking Paxl,
Pregnancy: Patients should be advised to notify their
physician if they become pregnant or intend to become
:  plegnant during therapy.
' Narsiag Patients should be advised to notify their physician
5 if they are breast-feeding an infant {see PRECAUTIONS—
; Nursing Mothers).

PO

e b S e

for PesglllA,, revealed no effect of
paroxetine on terfenadine pharmacokinetics. in addition,
in vitro studies have shown ketaconazole, a potent
inhibitor of PygylitA, activity, to be at least 100 times more
potent than paroxetine as an inhibitor of the metabofism
of several substrates for this enzyme, including terfen-
adine, astemizole, cisapride, triazolam. and cyclosporin.
Based on the assumption that the relationship between
paroxetine’s in vitrs Ki and its lack of effect on terfen-
adine’s in vivo clearance predicts its effect on other HiA,
substrates, paroxetine’s extent of inhibition of HiA activity
is niot likely to be of clinical significance.
Tricyclic Antidepressants (TCAL: Caution is indicated in
the co-administration of tricyclic antid {TCAs}
with Paxil, because paroxetine may inhibit TCA metabolism.
Plasma TCA concentrations may need to be i

Nursing Mothers

Like many other drugs, paroxetine is secreted in human
mitk, and caution should be exercised when Paxil {paroxe-
tine hydrochloride} is administered to a nursing woman,
Pediatric Use

Safety and effectiveness in the pediatric population have
not been established,

Geriatric Use

In wordwide premarketing Paxil clinical trials, 17% of Paxit
treated patients {approximately 700) were 65 years of age
or older. Phammacokinetic studies revealed a decreased
clearance in the eiderly, and a lower starting dose is rec-
ommended; there were, however, no overall differences in
the adverse event profile between elderfy and younger
patients, and effectiveness was similar in younger and older
patients {see CLINICAL PHARMACOLOGY and DOSAGE
AND ADMINISTRATION).

ADVERSE REACTIONS

and the dose of TCA may need to be reduced, if a TCA is
co-administered with™ Paxil {see PRECAUTIONS-Drugs
Metabolized by Cytochrome PylID ).

DBrugs Highly Bound to Plasma Protein: Because parox-
etine is highly bowid to plasma protein, administrat

with Discontinuation of Ty
Twenty percent {1,199/6,145) of Paxif patients in worldwide
clinical trials in depression and 16.1% {84/522), 11.8%
(64/542) and 9.4% (44/469) of Paxil patients in worldwide
trials in sncialanxiety disorder, 0CD and panic disorder,

of
Faxilto a patient taking another drug that is highly protein
bound may cause increased free concentrations of the other
drug, potentialty resulting . adverse events, Conversely,
adverse effects could result from displacement of paroxe-
tine by other highly bound drugs.
Alcolol: Although Paxil does not increase the impaiment
of mental and motor skills caused by alconol, patients
should be advised to avoid alcohol while taking Paxil {parox-
eting hydrochloride).
Lithiun: A multiple-dose study has shown that there is no
phammacokinetic interaction between Paxi and lithium car-
bonate. However, since there is little clinical experience, the

bt iy Tests
There are no specific lah

y tests
4 Dmyg lnteractions
Tiyptophan: As with other in reuptake inhibitors, an
i ion between ine and may occur
1 when they are dmini: . Adverse i ,
M isting primarily of h , nausea, ing ard
1 diziness, have been reported when was

and lithium shoutd

be undertaken with caution,
Digoxin: The steady-state pharmacokinetics of paroxetine
was not altered when administered with digoxin at steady
state. Mean digoxin AUC at steady state decreased by 15%
in the prese'thne of paroxetine. Since there is fittle clinical
i ] inistrati ine and

¢ administered to patients taking Paxil {paroxetine hydrochlo-
fide]. Consequently, concomitant use of Paxil with trypto-
phan is not recommendsd.

Moroamine Oxidase Inhibitors: See CONTRAINDI-
CATIONS and WARNINGS. A
Thioridazine: See CONTRAINDICATIONS and WARNINGS.
Warfaria: Preliminary data suggest that (Mfbre ey be a
phammacodynamic interaction {that causes an igrease:d

o
digoxin should be undertaken with caution,
Diazegaar: Inder steady-state conditions, diazepam does
not appear.to affect paroxetine kinetics. The effects of
paroxeting on diazepam were not evaluated.
Procyclidine: Daily oral dosing of Paxit (30 mg qd)
increased -state AUCoo Gy and Gy values of
procyclidine {5 mg oral q.d) by 35%, 37% and 67%, respec-
tively, compared to procyclidine alone at steady state. If

icholinergic effects are seen, the dose of procyclidine

i bleeding diathesis in the face of
- time) between paroxetine and warfarin, Since there s little
;- clinical experience, the concomitant administration of Paxil
and warfarin should be undertaken with caution,

should be reduced.

Beta-Blockers: Ina study where prapranola! (80 mg b.id) -
te

was dosed orally for 18 ‘days, the established steady-sta

Sumatriptan; There tave been rare ing reports

plastma were unaltered during

destribing patients with imess, hy L an
imcoordination following the use of a selective sergtonin
feuptake inhibitor (SSRI} and i i

inistration with Pasil (30 mg qd) for the final
10 days. The effects of proprancial on paroxetine have not
been

i {see ADVERSE HEACHDNS—Pommnteﬁng

1 reatment with sumatriptan and an SSRI fe.g., fluoxetine, fiu- Reports).

T voaming, ine, ine) is clnically wa |, P

o appropriate observation of the patient is advised, |
b i i bolisax: The metabali

byfline: Reports of elevated theophylline levels
associated with Paxi treatment have been reported. While

od epatic
¢ and phamacokinetics of paroxeting may be affected by the
{ induction of inhibition of drug-metabolizing enzymes.
. Cimetidine~Cimetidine mhibits many cytochrome Pyg,
4 (oxidative) enzymes. In a study where Pax! {30 mg q.d)

this ion has not been fomally: studied, it is regom-

mented that theophyliine levels be movitored when these .

drugs are concurently administered.

{ECT: There are no clinical
. .

Electroconvuisive Therapy
studies of the combined use of ECT and Pax
Lo " Py

of Fertifity

; “was dosed orally for 4 weels, steady-state plasma con-
;6 ions of ine were i by
.+ ¥50% during co-admi

istration with oral cimetidine {300
1 Mg Li.d) for the final week. Therefore, when these drugs
are admjni e adjt of Paxil

dosag

: -[paroxetine hydrochioride} after the 20 mg starting dose
" § should be guidedl by clinical effect The effect of paraxe-
. Uine on cimetidine’s pharmacokinetics was not studied.
i Phenobarbita-Phenobarbital induces many cytochrome P,
E (oxidative) enzymes. When a single oral 30 mg dose of Paxi/
-was administered at phenobarbital steady state {100 mg
Q4. for 14 days), paroxetine AUC and Tz were reduced {by
n average of 25% and 38%, respectively) compared to
paroxetine administered alone. The effect of paroxetine on
.} :phenobarbital pharmacokinetics was not studied, Since
“Paxilexhibits nonlinear pharmacokinetics, the results of this
Study may not address the case where the 2 drugs are both
:being chronically dosed. No initial Paxi/ dosage adjustment
Is considered necessary when co-administered with pheno-
g barl_zitalt faﬂ?n‘\:yt subsequent adjustment should be guided by

nical e

‘| Phenytoin-When a single oral 30 mg dose of Paxil was

- [edministered at phenytoin steady state (300 mgqd for 14

days), paroxetine AUC and T, were rduced {by an average

of 50% and 35%, r&spenive{\'yl compared to Paxil adminis-

ed aflone. Ina separate study, when a single oral 300 mg
o pharvis: o I

Yioin was at steady
g;ee {30( 1rng 0. for 14 days), phenytol AUC wes slightly
h to phenytoi

M .
Carcinogenesis: Two-year carcinogenicity studies were
conducted in rodents given paroxeting in the dietat 1, 5,
and 25 mg/kg/day (mice) and 1,5, and 26 ma/ka/day (rats).
These doses are up 1o 2.4 (mouse} and 3.9 {rat} times the
maximum recommended human dose {MRHD) for depres-
sion and social anxiety disorder on a mg/m? basis.
Because the MRHD for depression is slightly less than that
for OCD (50 mg vs. 60 mg}, the doses used in these carino-
genicity studies were only 20.{mouse}and 32 {rat) imes
the MRHD for OCD. There was a significantly greater num-

ber of male rats in the high-dose gmup with reticulum cell -

sarcomas {1/100, 0/50, 0/50 and 4/50 for contral, Jow-. mid-
dle- and high-dose groups, respectively)'and a significantly
increased fmear trend across dose aroups for. the. occur-
fence of lymphoreticular tumors in male rats. Female rats
were not affected Aithough there was a dose-related
increase in the mumber of fumors i mice, there was o
drug-related increase in the number of mice with tumors.
The relevance of these findings to humans is unknown.

Metagenesis: Paroxetine lrgn:!uced no genotoxic effects’

i abattery of S invito and 2 i vivo assays that included
the following: bacterial mutation assay, mouse ymphoma
mutation assay, unscheduled DNA sythesis assay, and
tests for cytogenetic abermations in vivo in mouse bone
marow and i vitro inhuman lymphocytes and in a domi-
nant lethal test in rats, - :

Impairment of Fertility: A reduced

2% on average) ytoin adminis-
tered alone. Since both dnugs exhibit nonfinear phamacoki-
i bover studies may not address the case where
<the two drugs are both being chronically dosed. No. initial
sage adjustments are considered necessary when thése
Sdrugs are Cco-administered; any subsequent adjustments

3SRIs and _many tricyclics), are. metabolized by the
‘Cytochrome Py isozyme PyegliD, Like ather agents that are
etabolized by PeglIDg, paroxetine may significantly inhib-
L the activity of this isozyme. In most patients (>90%), this
- PesollDg isoryme is $aturated early during Paxif dosing. in
Sne study, daily dosing of Paxi/(20 mgq.d} under steady-
:State conditions § i {190

found in ion'studies in rats at a dose of

rate was

Y due 10 an adverse
event. The most common events (>1%} associated with dis-
continuation and considered to be dug related (ie., those
events associated with dropout at a rate approximately
twice or greater for Pax compared to placebo) included the
following:

Paric Anxi
Depression ocn Disorder  Disonder
Pla- Pla- Pla-
Paxit ceho Paxil cebo Paxil cebo Paxil cebo
18% 03% 34% 03%

insomnia — — 17% 0% 13% 03% 31% 0%
Agimtion  1.1% 05% —

Tremor 1% & 17% Of:
Arodpty - - - L% 0
Dizziness — — 5% 0% 18% 0%
Gastio-

ilmﬁu.

Constipation — L% 0%

Nausea 32% 11% 1% 0% 32% 17% 40% 03%
Dintea 0% 03% —

Oymouth  10% 03% —

Vomiting 10% 03% — 10% 0%
Flatulence 10% 03%
Other

Asthenia 16% 04% 13% 0.4% 25% 05%
Abnormal  16% 21% 0% 49% 06%
ejaculation! :
Sweating  10% 03% — 1% 0%
Impotence’  — 15% 0% L

Libido 0% 0%
Decreased

\Mmemm!besaremnlwidedﬂ!ilﬂdmufmammnsin
Paxil(mmxaimlwﬂmdiwide]mﬁansmsmpl‘%urwasmgmaw
ﬂmummmmmiﬁdannfphmhn.
1. Incidence cormected for gender. €
Commonly Observed Adverse Eveats

ion .
The most commonly observed adverse events associated
with the use of paroxetine {incidence of 5% or greater and
incidence for Paxil at least twice that for placebo, derived
from Table 1.below) were: asthenia, sweating, nausea,
de d appetite, jlence, diziness, insomnia,
tremor, ess, ejaculatory di and ather
male genital disorders.

ive Disorder

The most commionly observed advérse events associated
with the use of paroxetine {incidence of 5% ar greater and
incidence for Paxf at least twice: that of placebo, derived
from Table 2 below) were: nausea, dery mouth, decreased
appetite, ipation, dizziness, i tremor,
sweating, impotence and abnommal ejaculation.
Panic Disorder
The mast commonly observed- adverse events associated
with the use of paroxetine {incidence of 5% or greater and
incidence for Paxil at least twice that for placebo, derived
from Table 2 below) were: asthenia, sweating, decreased
appetite, libido d tremor, ab it i
female genital disorders and impotence.
Social Anxiety Disorder
The most commonly observed adverse events associated
with the use of paroxeting (incidence of 5% or greater and
incidence for Paxi at least twice that for placebo, derived
from Tablé 2 below) were: sweating. nausea, dry mouth,

ipation, d appetite, , tremor,
libido di yawn, ab; jaculation, female
genital disorders and impotence. .
Incidesce in Controlied Clinical Trials
The prescriber should be aware that the figures in the
tables following cannot be used to predict the incidence o
side effects in the course of usual medical practice where
patient characteristics and other factors differ from ‘those
Whiich prevailed in the clinical trials. Simitarly, the cited fre-
quencies cannot be compared with figures obtained from

Nervousness 5% 3%
Anxiety 5% 3%
Paresthesia 4% 2%
Libido Decreased 3% 0%
Orugged Feeling 2% 1%

Confusion 1%
Respiration Yawn 1% 0%
Special Senses  Blumed Vision 4% 1%
.. laste Perversion 2% 0%
Urogenitat ™" Ejaculatory 13% a%

System Disturbance®#
Other Male Genital  10% 0%
Disorders?®

Urinary Frequency % 1%*

Urination Disorders 3% 0%

Female Genital 2% 0%
Disorders®

1. Events reported by at least 1% of patients treated with
Paxil {paroxetine hydrochloride} are included, except the
following events which had an incidence on placeby >
Paxil. abdominal pain, agitation, back pain, chest pain,
CNS stimulation, fever, i appetite, lonus,
phanyngitis, postural hypotension, respiratory disorder
(includes mostly “cold symptoms® or “URI"}, trauma and
vomiting.

Includes mostly “lump in throat™ and “tightness in
throat.”

Percentage corrected for gender,

Mostly “ejaculatory delay.”

Includes “anorgasmia,” “erectile difficulties,” “delayed

ejaculation/orgasm,” and “sexual dysfunction,” and

“impotence.”

. Includes mostly “difficutty with micturition™ and “wrinary
hesitancy.”

. Includes mostly “anorgasmia” and “difficulty reaching

climax/orgasm.”

Table 2 enumerates adverse events that occurred at a fre-
quency of 2% or more among OCD patients on Faxil who
participated in placebo-cantralled trials of 12-weaks dura-
tion in which patients were in a range of 20 to
60 mg/day or amang patients with panic disorder on Paxi/
who participated in placebo-controlled trals of 10- 1o
12-weeks duration in which patients were dosed ina range
of 10 to 60 mg/day or amang patients with social anxiety
disorder on Paxit {paroxetine hydrochloride} who partici-
pated in placebo-controfled trials of 12-weeks duration in
which patients were dosed in a tange of 20 to 50 mg/day.
Table 2. T £ Adverse

Incidence in Placebo-Coatrolted Clinical Trials for
. Obsessive Compatsive Disonder, Panic Disorder and
Social Anxiety Disorder!

LY NINS

~N o

. .

il T e, o
uses.and investigatars. Thie cited 3 . 4 pro-
vide the pr e physitian with some basis for estimat-

of 15 mg/kg/day which is 2.9 time's the MRHD for depres-
sion and social anxiety disorder or 24 times the MRHD for
OCD on a mg/m? basis. Ireversible fesions gcturved in the
reproductive tract of male rats after dosing in taxieity
studies for 2 to 52 weeks. The
uolation of epididymat tubular epithelivm at 50 mg/kg/da

y
and atrophic changes in the-seminiferous tubules of the -

testss with anested spematogenesis at 25 ma/kg/day (9.8
and 4.9 times the MRHD for depression and social anxiety
disorder; 82 and 4.1 times the MRHD for 0CD and PD on 2
mg/m? basis).

single dose de

Therefore, co-administration of Faxil with ther drugs that
are metabolized by this isozyme, including certain antide-

£.9, yire,
& desipramine and fluoxetine), phenothiazines and Type 1C
Pt : b Forait nd

Y e.9. : a
bencainide), or that inhibit this erayme (eq., quinidine),
sheuld be approachied with caution,

FHowever, due to the risk of serious ventricular anhythmias
-Eand sudden death potentially associated with elevated
gﬂna levels of thioridazine, paraxetine and thioridazi

Pand WARNINGS).

- # At steady state, when the PusliD; pathway is essentially
§-saturated. parxetine clearance’ issgqvemed by altemative

Pesy isozymes which, unlike PygliDe. show no evidence of.

saturation {see PRECAUTIONS-Tricyclic Antidepressants)..

5

ng
Id ot be co-adirinistered {see CONTRAINDICATIONS

:lesions consisted of vag- -

ing e fefative contribution of drug and nondug factors to
the side effect incidence rate i the populations studied. -

Table 1 enumerates adverse events that nccured at an inci-
dence of 1% or more among paroxetine-treated patients
who participated in short-tern (6-week) placebo-controlled
trials in which patients were dosed in a range of 20-to

50 mg/day. Reparted adverse events were classified using -

astandard COSTART-based Dictionary teminology..

Table 1. T Em Adverse Experi
Incidesce in Placeho-Controlled Clinical Trials for
ng'mﬂ N - .

m Effects—Prequaacy Category € L
ascy oy

Reproduction studies were. gert at doses up 10 50 Body System  Preferred Term _ ‘Faﬂ Placebo

g/kg/day in rats and 6 m/kg/day in rabbits adiming 5=A21) (e=421)
during organogenesis. These doses are equivalent to 9.7 Body as aWhole Headache 8% 17%
rat] and 22 {rabhit] times the masimurh _Tecommended il Asthenia 15% 6%
fuman dose (MRHD) for depression and social anxiety dis- Canfiovascular  Palpitation 3% 1%
order {50 mg) and 8.1 {rat) and 1.9 {rabbit) times the MRHD Vasodilation 3% 1%
for OCD, on a mg/m? basis. These studies have revealed no Dematologic  Sweating 1% 2%
evidence of teratogenic effects. However, i rats, there was Rash 2% - 1%
an ncrease in wpdeaﬂ'sduﬁngﬁ\eﬁrs_mdavs oflactation Gastrointestinal - Nausea = . TL%% 9%
when dosing occued during the last trimester of gestation . Dry Mouth- 18% - 12%
and continued throughout tactation. This effect occimed at Constipation 4% 9%
a dose of 1 mg/kg/day or 0.19 times {mg/m?) the MRBHD for iarhea 2% 8%
depression and social anxiety disoder and at 0,16 times 6% 2%
{mg/m?) the MRHD for OCD. The ne-effect dose for. rat pup Flatulence 4% 2%
mortality was not determined. The cause of these deaths is Cropharynx Disorder? 2% 0%
nntmmﬂlerearemadequatea_f_ldwell-eommlledsmd- Dyspepsia 2% - 1%
iesmuegmnmmﬂgwuseanmal xdction stud- M Myopathy 2% 1%
ies are not always predictive of human response, this drug . Myalgia 2% 1%
should be used during pregnancy only if the potential bens- Myasthenia 1% 0%
fit justifies the potential sk to the fetus. Nervous Syste’Somnalence 3% 9%
Labor and Delivery : - Diziness 3% 6%
The effect of paraxetine on fabor and delivery in humans is Insomnia 13% 6% -
unknown. Tremor 8% %

[ 7

Obsessive  Pasic Social
Disoder Disonder
Pla- Pla- Pla-
Body  Prefored Paxi] coho Faxil cebo Pexit cebo
System  Term - {o=542){0=265} {0-463) (=324} (4425} (a=339)
Bodyasa Asthena 2% 14% 1A% 5% 2% 14%
Whole Abdmnﬁ_ inal —  — 4% 3% —
n -
ChestPan 3% 2% — — o _
BackPain  — — 3% g
Chis % 1% % 1% — -
Trauma - — - - 3% 1%
Cao-  Vasodilation 4% 1% — _— = -_°
vesoular Pabpitation 2% 0% — 9 _
- Sweatng 9% 3% W% 6% 9% 2%
Wigic  Rash % 2% — - — =
el Dy vian % 0% g TR B R
n
Constipatin 16% ~ 6% 8% 5% 5% 2%
Vi
O — oo
ks — — Z . 1%
- foceased 4% 3% 2% 1% — O
Aoperite
Vomiting - - — 2% 1%
Mmllol- Myalgia - = = — % W
Nenous losomnia - 24% 13%  18% 0%, 21% 16%
Systere Somvilence 24% 19% "% §%.
12% M 0% 1% - %
Tremar n% 1% s% 1% 1%
o % % wm ow nk E
1% 1
Decreased
Agtation - — 4% 1%
Anxiety — = 5% 4% 5% 4%
Ml)malnm % 1% — — -
W?‘J. % - — % 1%
Depersonali- 3% 0% — — —
W % 0% X %
% 2% 1%
oyieesa 2% 1% — — T O
"Svstern Phanmgitis i Ny E 2—%
: Yawn = = — — 5% 1%
| Abmonal 4% 2% — % . 1%
Vision
Taste % 0% — — - _
s
Urogenital Abomal  23% 1% 21% 1% % 1%
Efaculation? B —,
Dysmenorhea —  — . _ 4
Female 3% 0% 9% 1% 9% 1%
Genital
e 8% 1% 5% 0% 5%
1 ] 5 1%
W R R R E e
BILY .
Urnation * 3% 0% — — _ _
N Imgaired
Uiy Teer 2% 1% 2% 1% —
Infection

1. Events reported by at least 2% of 0CD, panic disorder,

and social anxiety disorder Pt patients_are
included, except the following events which had an inci-
dence on placebo > Pal [0CD}: abdominal pain, agita-

tion, aniety; back gain, cough increased. depressian,

A infection, pharyngi-
tis, respiratory disorder, thinitis and sinusitis, {panic dis-
order]: abnormal dreams, abnomal vision, chest pain,
cough i d ion, depressi , dysmen-

onh'g;. dyspepsia, fls syndrome, head i
myalgia; Ipitati sthesia, pharyngi-
s, rash, respiratory disoner, sinusitis, taste perversion,
trauma, urination impaired and vasodiation. [social and-
ety disorded: abd pain, @ o

in, ,
infection, respiratory disorder and sinusitis,

2. Percentage comected for gender.

s e s s o o
52 EVent rates in'a study compari J

10, 20, 30 and 40 mg/day with plaoebohﬁ-uetreamganuf

depression revealed a clear dose some of

ﬂwmore_wmnmadvemeevammﬁatedwim%jluse.

as shown in the folfowing table:
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Table 3. T Adve peri ancing adverse events without first grouping similar types
Tnc ina Dase-C Trial* of untoward events ito a smaller number of standardized
Placebo Paxil event categ
B ystea/ 10mg 20mg 30 40m in the tabulations that follow, reported adverse events were
pmm Term n=51 ,._mg n=‘lll= ,hfu'\' ,:m% classified using a standard COSTART-based Dictionary ter-
Whol minology. The frequencies presented, therefore, represent
Bodyasa © 00% 29% 106% 139% 12.7% the propartion of the 7678 patients exposed to multiple
Dermamlogy - l ! - l o Pafxtlllme ited least e whil
an event of the type cited on at least one occasion while
Ggweam;g \ 20% 10% 67% 89% 118%  (oreiving Pauil Allreported events are ncluded except thase
Comn:tm e:tma So% 49% 7% 99% 127% afready listed in Tables 1 and 2, those reported in terms so
5 'p;;" 0% 20 5E% AD% 45% general as to be uninformative and those events where 3
A;;e'pe:tite - - ! - dlr;]g wﬁﬁ was remote. rg‘;s mp;et?gt 5} e&phasm m;a‘:
c although the events reported occurred during treatment wif
gg"agaum %[8)22 132& }gg; 1,75332 %é;’: paroxetine, they were not necessarily caused by it
Nausea 137% 147% 26.9% 317% 36.3% Events are further categorized by body system and listed in
Nervous System g . : . : order of decreasing frequency according to the following
Aniety 00% 20% 58% 59% 59% definitions: frequent adverse events are those occurting on
Dizziness 39% 69% 67% 89% 127% one or more occasions in at teast 1/100 patients {only those
Nervousness 00% 59% 58% 40% 29% not already listed in the tabulated results from placeba-con-
Paresthesia 00% 29% 10% 50% 59% trolled trials appear in this listing): infrequent adverse
Somolonce  78% 17% 183% 208% 21g%  Svensareteseocouringin1/10010 171000 patient; care
Tremor 00% 00% 77% 79% 147% svents are those occuring in fewer than 1/1000 patients.
Special Senses ) : ! Events of majr clinical importance are also described in the
BuredVn  20% 29% 29% 20% 78%  TCCAUTIONS sestin
Urogenital System Body as a Whale: frequent: chills, malaise; infrequent
Abnarmal allergic reaction, face edema, neck pain; rare: adrenergic
Ejaculation 00% 58% 65% 106% 13.0% syndrome, cellulitis, moniliasis, neck rigidity. pelvic pamn,
lmpu(%me | 00% 19% 43% 64% 19%  peritonits, ulcer
Mate Genital . ¢ i nt: :
Disorders 00% 38% B87% 64% 37% vent bradycard ot

*Rule for including adverse events in table: incidence at
least 5% for one of paraxetine groups and 2 twice the
placebo incidence for at feast one paroxetine group.

In a fixed-dose study comparing placebo and Paxif 20, 40

and 60 mg in the treatment of OCD, there was no clear rela-

tionship between adverse events and the dose of Paxil

{paroxetine hydrochloride) to which patients were assigned.

No new adverse events were observed in the Paxi 60 mg

dose group d to any of the other groups.

In a fixed-dose study comparing placebo and Paxif 10, 20

and 40 mg in the treatment of panic disorder, there was no

clear relationship between adverse events and the dose of

Paxil to which patients were assigned, except forasvhema

sion,
shivering, tachycardia and tremur) status eplkapucus atute
renal failure, pulmonary hypertension, allergic alveolitis, ana-
phylaxis, eclampsia, laryngismus, optic neuritis, pophynia,
ventricular fibrillation, ventricular tachyeardia (including
torsade de pointes). thrombocytopenia, hemolytic anemia,
and events related to impaired hematopoiesis (including
aplastic anenua pancytopenia, bone marow aplasia, and

). There have been spentaneous reports that
discontinuation (particularly when abrupt) may tead to symp-
toms such as dizziness, sensory distubances, agitation or
anxiety, nausea and swealing; these events are genesally
selfdimiting. There has been a case report of an elevated
phenytoin level after 4 weeks of Pax/ and phenytoin
co-administration. There has been a case report of severe
fypotension when Paxil was added to chronic metoprolot
treatment.
DRUG ABUSE AND DEPENDENCE

Class:Paxil {j i hi
ride} is not a controlled substance

Physical and Psychologic Dependence: Paxil has not
been systematically studied in animals or humans for its

to maintain the patient on the lowest effective dosage, and
patients should be periodically reassessed to determine the
need for continued treatment.

Panic Disonder

Usual Initial Dosage: Paxil should be administered as a
single daily dose with or without food, usually in the mom-
ing. The target dose of Paxil in the treatment of panic disor-
der is 40 mg/day. Patients should be started on 10 mg/day.
Dose changes should occur in 10 mg/day increments and at
intervals of at teast 1 week Patients were dosed in a range
of 10 to 60 mg/day in the clinical teials demonstrating the
effectiveness of Paxil The maximum dosage should not
exceed 60 mg/day.

Maintenance Therapy: Long-tem maintenance of effica-

cy was demonstrated in a 3-month relapse prevention trial,

In this trial, patients with panic disorder assgned tn pamx-
etine demonstrated a lower relapse rat

patients on placebo {see CLINICAL PHARMACULOGY)

Paniic disorder is a chronic condition, and it is reasonable to
consider continuation for a responding patient. | Dosage
adjustments should be made to maintain the patiert on the
fowest effecuva dosage, and patients should be periodically

potential for abuse, tolerance or physical
the clinical trials did not reveal any tendency for any drug-

seeking behaviar, these observations were aot
and it is not possible to predict on the basis of this limited
experience the extent to which 3 CNS-active drug will be mis-
used, diverted and/or abused once marketed. Consequently,
patients should be evaluated carefully for history of drug
abuse, and such patients should be observed closely for signs
of Paxil misuse or abuse [e.g.. development of tolerance.

fons of dose, drug-seeking behavior).

sion, migraine; rare: anglna pectoris, ia nodal,
atrial ﬁbnllauon, bundte branch block, cerebral ischemia,

aceident, ive heart failure, heart
block, low cardiac output, myocardial infartt, myocardial

OVERDOSAGE
Human Experience: Since the introduction o( Paxll in the
of

While the need for
Social Amuelv Disorder
systematic Usual Initisi D Paxif should be asa

T

single daily dose with or without food, usually in the morn-

ing. The recommended and initial dosage is 20 ma/day. In
clinical trials the effs of Paxilwas
in patients dosed in a range of 20 to 60 mg/day. While the
safety of Paxil has been evaluated in patients with social
anxiety disorder at doses up to 60 mg/day. available infor-
mation does not suggest any additional benefit for doses
above 20 mg/day. {See CLINICAL PHARMACOLOGY). . -
intenance Therapy: There is no body of evidence
ilable to answer the question of fiow long the patient

US., 342 spartaneaus cases

treated with Paxif should remain on it. Although the effi-
cacy of Faxll bevund 12 weels of dosing has not been

ischemia, pallor, phlebms pulmonary embalus, supraven- d during have Men report-

tricular s, vari- ed ide {circa 1999). These include overdoses with
cose vein, vascular ine alone and i witho

Digestive System i bruxism, colitis, dysphagi Of these, 48 cases were fatal and, of the fatalities,

gastitis, glossitis, 17 appeared ta involve paroxetine alone. Eight fatal cases

increased salivation, liver fl.mctmn wsts abnomal, rectal which d the amount of ingested were

stomati-  generally confounded by the ingestion of other drugs or

tis, bloody diamhea, bulimia, cholehﬂuasr.s duodenitis,
anteritis, fecat i fecal i

is, hepatitis, ileus, intestinal

dry mouth, anxiety, fibido tremor and
ejaculation. In flexible dose studies, no new adverse events
were observed in patients receiving Paxil 60 mg compareds*
to any of the other treatment groups. -

In a fixed-dose study comparing placebo and Paxil 20, 40
and 60 mg in the treatment of social anxiety disorder, for
most of the adverse events, there was no clear relatlonshlp
between adverse events and the dose of Paxil |

gum

obstruction, jaundice, melena, mouth viceration, peptic
ulcer, salivary gland enlargement, stomach ulces, stomati-
tis, tongue discoloration, tongue edema, tooth caries.
Eadocrine Systenr: rare: diabetes mellitus. hyper-
thyraidism, hypothyroidism, thyroiditis.

Hemic and l.ymphabg: Systems: m!raqueng anemia,

thydrochloride} to which patients were assigned.
Adaptation to Cestain Adverse Events: Over a 4- to -
week period, there was evidence of adaptation to some
adverse events with continued therpy {e.g. nausea and
dizriness), but less to other effects {e.g., dry mouth, somno-
{ence and asthenia).

Male and female Sexval Dyslunwon witl ssnls

alcohol or the presence of significant comorbid conditions.
Of 145 non-fatal cases with known outcome, most
recovered without sequelae. The largest known ingestion
invalved 2000 mg of paroxetine (33 times the maximum rec-
ommended daily dose) in a patient who recovered.

Commaonly reported adverse events associated with parox-
etine overdosage include somnolence, coma, nausea,
tremor, tachycardia, confusion, vomiting, and diziness.
Qther notable signs and symptoms observed with overdos-
es invalving paroxetine (alone o wnh other suhstancesl

d clinical trials, social anxiety
disorder is recognued as a chronic condition, and it is rea-
sonable to consider comtinuation of treatment for a
responding patient. Dosage adjustments should be made
to maintain the patient on the lowest effective dosage,
and patients should be periodically reassessed to deter-
mine the need for continued treatment.

for Elderly or Debilitated, sad Patients with
Severe Renal or Hepatic kupainnent The reconimend-
ed itial dose is 10 mg/day for elderly patients, debilitated
patients, and/or patients with severe renal or hepatic
impairment. Increases may be made if indicated. Dosage
shouid not exceed 40 mg/day.
Switching Patients to or fnula Monoamise Oxidsse
Inhibitor: At least 14.days should elapse between discon-
tinuation of a MADI and initiation of Paxiltherapy. Similarly,

Although changes in { desi
sexual satisaction often ocour as mamfestatmns of a

psychiatric disorder, they may also be a
phamacologic treatment. In pamculig some evzdenee

at least 14 days should be allowed after stopping Paxil
hydrochlaride) before'starting a MAOL
“NOTE: SHAKE SUSPENSION WELL BEFORE USING.

Tablets: Film-coated, modified-oval as folfows:

10 mg yellow tablets engraved on the front with PAXIL and
on the back with 10. NOC 0029-3210-13 Battles of 30
20 mg pink, scored | lablets engraved on the front with PAXIL
NDC 0029-3211:13 Bottles of3l]

purputa;  fare: | anyth hili |rl:lude ‘; g status
anemia, ifon ; _ane'rqh. nghed aggressive ;ﬁ‘;‘gg de poirtes),
abaomal ly 1 0 a Y art;lerma suipor, bradycardia, dystonia, tabd of
anemia, th rom- hey
patic dysfunction (including hepatic failure, hepatic
bocytopenia. necmsxs jaundice, hepatitis, and hepatic steatosis), sera- HOW SUPPLIED
Mewmlic and Mmmul. frequenrwelght gam weight manic acute renal
Toss; i kaline edema, faulure and urinary retention.
ipheral edema, SGgT g, SEPT inc HST  pyerdasage Me should consist of
fare: P
nase ¥ d, dehydration, gamma globulins inci those gmera“}im any e -andon th bk vih
gout, |

suggests that selective SSRis)
can eause such untoward sexial experiences.

Raliable estimates of the ncidence and severity of unto-
and

f hp 12, hypeg
cemia, hypokalemia, hyponatremla ketns:s lactic dehv
drugerasemcreased

M I System:_frequent arthralgia; infre-

ward experiences invalving sexual desire,

satisfaction are difficult to obtain, however, in part bamuse

panems and physw:lans may be rehmam to di iscuss them.
o rd sexual

expenence and performanee cited n product fabeling, are

Tikely to underéstimate their actual incidence.

In placebo-controlled clinical trigls involving more man

quent: arthritis, rare: anhmsns bursitis, myositis, osteo-
porosis, generalized spasm, tenosynovitis, tetany.
Nervous System: frequent: amnesia, CNS stimulation,

1.800 patients, the ranges for the repaited i

impaired, i lability, ver-

tigo; infrequent: abriomnal thinking, alcohol abuse, atada,
deliium, d dystonia, eyphoria,
hostility, ki ia, hypesthe-

sia, kinesia, i i Iack ‘of emotion, Wido

sexual side effects in males and females with
0OCD, panic disorder, and social anxiety disorder are dis-
played in Table 4 below.

Table 4. lacidesce of Sexual Adverse Events in Con-

increased, manic reaction, newrosis, paralysis, paranoid
reaction, psychosis; rare: abnormal gait, akinesia, antisocial
reaction, aphasua dmreoameto:m, circumoral paresthe-

Ensure an adequate airway, oxygenation, and ventilation.
Moritor cardiac rtiythm and vital signs. General supportive
and it are also

Induction of emesis is not recommended. Gastric lavage
with a large-bore orogastric tube with appropiate airway
protection, if needed. may be indicated if perium\ed soon
after ingestion, or in symptomatic patients.

Activated charcoal should be administered. Due to the large
vnlu'ne of dlsmbunon of this drug, forced diuresis, dialysis,
ion are unlikely to be
of benefit. Nn spe:|ﬁc anndotes for paroxetine are known.
A specific caution invalves patients who are taking or have
recently taken paroxetine who might ingest excessive quan-
tities of a tricyclic antidepressant. In such a case, accumy-
lation of the parent tricyclic and/or an active metabolite
may increase the ibility of clinically s seque-

NDC 0028-3211-20 Bntﬂs of 100
NDC 0029-3211-21. SUP. 100's (intended for mstmmonal
use only}

30 mg blue tablets éngraved on the front with PAXIL and on

the back with 30. NOC 0029-:3212-13 Bottles of 30
40 mg green tablets engraved on the front with PAXIL and
an the back with 40 NDC 0028-3213-13 Bottles of 30

Store tablets between 15° and-30°C {59° and 86°F).

Oral Suspession: Orange-colored, orange:-flavored,
10 mg/5 mL, in 250 mi, white bottles. NOC 0029:3215-48
Store suspension at or below 25°C{77°F). ;
DATE OF ISSUANCE DEC. 2000 -

bility of multi-

trolled Clinical Trials sias. lusions, diplopia, drug quag - 3¢ and extend the time needed for close medical observa-
Paxil __ Placeho mal convulsion; gesia, -hysteria, manic i l;agé:eﬁn%mgsl Metabolized by Cytochrome PeglDs under

u {males) 73 655 reaction, meningitis, myelitis, neuralgia, neurupathv n consider the
Decreased libido 6%-14%  0%-5% | neuritis, psy

5 ple drug involvement. The physician should consider con-
Ejaculatory disturbance 13%-28% 0%-1% mmfcmemﬂaxes fncreased, stupar, trismus, tacting 2 poisan contral center for additienal information
:"‘Wteﬂ';‘;' 2"/;;% 09;;% - ncreased, chi b 0 the teatment of arlw averdose. Telephone nghnbers for
Decreased fibido 1%-9%  0%-2% sinusitis; infrequent: asthma, bronct itis, d’m - epistaxis, Zeer.‘*;ﬁ Hefamea polsonm conersaret I'sted nthe Pysioans”
Orgasmic disturbance %-9% 0%1% emphyse-

There are no adequate and well-controlled studies examin-
ing sexual dysfi
P ha been- d with several
tzses of priapism. In those cases with a ingwn outcome,
patients recovered without sequelae.

Whlle|t|s¢ﬁfﬁmlttohwwlhepmcmend<ofsemal
dysfunction-assuciated withi the-use of SSRis,

yfiu;
ma, hemoptysis, hmcups lung fibross, pulmorarv edena,
sputum increased, voice alteration. -
Appaudms:fraqumtprmms nﬁaquenrme
alopecia, contact desmaritis, dry skin, ecchymosis; eczema,
herpes “simplex, . maculopapuler rash, photosensitivity,
urticarid; rre" angiogdema, Efythema nodasum,

multlfnrme ﬁnga(dennanus fumrmloss‘l“s herpesmsler hir- .

should routinely.inquire about such possible side effects.
Wugﬁnnd Vital Siga Chinges: Significant weight loss
may.be an undesamble result-of treatmient with Paxl for
some pauents but, oni avérage, patients in controlled trials
had minimal (about 1- pnund) weight loss-vs. smaller
changes,_on_placebo and active control. No significant
changes invital signs {systofic and diastolic blood pressure,
pulse and temperature} were observed in patients treated
with Paxil in controtled clinical trials.

ECG Changes:' In an analysis of £CGs abtained in 682
patients treated with Paxif and 415 patients “reated with
placebo in controlled clinical trials, no ‘clinically significant
changes were geen in the ECGs of either group.

Liver Function Tests In placebo-controlled clinical trials,
patients treated with Paxf exhibited abnomal values on
liver function tests at no greater rate than that seen in
placebo-treated patients. In particular, the Paxitvs.-placebo
comgarisons for alkaine p‘msﬂmase SGOT, SGFT and
bilicubin revealed no differences i the percentage of

skin
ulcer vemlomllws rsh.

Senses:: mfrequent abnormalny if

wE

DOSAGE AND ADMINISTRATION

Depression

Ussal Initial Dosage: Paxil (paroxetine hydrochloride)
shoutd be admnistered as a single daily dose with or with-
out food; usually in the moming. The recommended initial
dose is 20 mg/day. Patients were dosed in a range 0f 20 to
50 mg/day in the clinical trials demonstrating the antide-
pressant effectiveness of Paxil: As with all artide fressarits;
the full antidepressant effect may-B2: delayed: Some pa-
tlems not responding to a-20 mg dose- may- beneﬁtfmm

tion, conjunctivitis, ear. pain, eye pain, mydnasxs, otitis
media, photophobia, tinnitus; rare; amblyopia; anisocors,
blepharitis, cataract. conjunctival edema cmneal uleer,

in 10 mg/day i wpto
uf 50 mg/day. Dose changes should occur at mtewals of at
least 1week.

T There is no body of evidence

deafness, -eye,

0 aight
extema, parosmia, ptnsns. retinal hemonhage tiste foss,
visual field defect.

4 ital Systesw il abumon nomh
breast pain, cystitis, dysuria, hematuria; menomhagia,
nocturia, polyuria, urinary incontinence,- urnary retention,
urinary urgency, vaginal moniliasis, vaginitis: rare: breast
atrophy, breast enlargement, epididymitis, female lactation,
fibrocystic breast, kidney caleulus, kidney pain, feukonhea,
mastitss, metrohagia, ephiitis, aliguria, pyuria, wethrits,
uterine spasm, urolith, vaginal hemonthage. - -

Postmarketing Reports
Voluntary-reports of adverse events m patients taking Paxl
mmethmlMWmewedmmm-

patients with marked abnomalities.
Other Events Observed Daring the F rk Eval-
uation of Paxil (pamnenne hydrochloride) |

. Durngits muluple

doses of Padiwere administered to 6 145 patients in phase
2 and 3 studies. The conditions and duration of exposure to
Paxil varied greatly and included (in overdapping categories]
open and double-blind studies; 1 d and

ket ion and net fisted above that may e
relationship with the dnig include acute pancreatitis, elevat-
ed liver function tests {the most'severe cases were deaths
due o liver necrosis, and grossly elevated transaminases

d with severe. llver dysflmtlonl, Gmlhm-Bane

otits

a\mllable to answer the question of how long the patient
treated with Paxif should remain on it. it is generally agreed
thatacute episodes of depression require several months of
longer of sustained phamacologic therapy. Whether the
dose of an antidepressant needed to induce remission is
identical to-the dose needed t maintain and/or sustain
eisthymia is unknown. .

Systematic evaluation of the efficacy of Paxil {par
fydrochleride) has shown that efficacy is maintained for
%nods of up t0.1 year with doses that averaged about

Ollsosme Compulsive

Disorder
Usoal. Initial Dosege: Paxil {paroxetine hydrochlaride)

_should be administered as a smgle daily dose with or with-

out food, usually it the moming. The rmommmdeddoseof
Paxifinthe treatment of 0CD is 40 mg daily. Patients should
bestanedonZOmgldavandﬂle dose can be increased in
10 mg/day increments. Dose changes should occur at inter-
vals of at least 1 week_ Patlents were dosed i a range of

syndrome, toxic

20 1o | %) mglday in the clinical trials demonstrating' the

studies, inpatient and outpatient studies, and fixed-dose”
and titration studies. During premarketing clinical trials in

and 522 patients, respectively; received muttiple doses of
Paxil, Unmwatdevantsammdwmmlsemme were

clinical using teriminology of their
own choasing. Consequently, msnotpus?u!empmwdea
meanmgiul estimate of the p

priapism;
e AIrJulji seeretlon svmpmms suggestive of

' syndrore-ike events; extrapyramidal svmptnmsvmm have
bradykinesia, cogwhes!

included akathisia. ngldﬂv dvstDna

hypértonia, omlogyncmslswhldﬂasbeen

mmmmamuse ofpmunde nernorv:ad trismus, semmm;
use o

semmnergndugsandvﬂmdngsmuImvhawmpawed
i metabolism have incli

9

Pari v uded agitation, confu-

0

inthe of 0CD. The maxi-
mundasageshwﬁnotmeedﬁﬂmglday

Maintensace Therapy:Long-term maintenance of effica-
cy was demonstrated in a 6-manth relapse prevention trial.
In- this- trial, patients - with OQJasgned o parcxetine
demonstrateda fower relapse pared to patients on
plmehn (see CLINICAL PHAHMACOLOGY) 0CD+sa chvonic
itis 10 consider for
a respond'ng patient. Dosage adjustments should be made

n
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
NDA 20-031/S-030

MEDICAL REVIEW(S)




0CT 12 2000

Review and Evaluation of Clinical Data o
NDA #20-031

Sponsor: SmithKline Beecham Pharmaceuticals

Drug: ' Paxil (paroxetine HC1)

Indication: Depression, Panic Disorder, OCD,

' ' Social Anxiety Disorder

Material Reviewed: Response to Request for Labeling
Change RE: Mellaril/Paxil Interaction
(SLR-031)

Date Submitted: October 3, 2000

Date Received: October 4, 2000

Related NDA’s: ~ 20-710 (Paxil Oral Suspension)
(SLR-009)

I. Background

On 2-24-00, We sent a letter to the sponsor (SB) requesting
.changes to the CONTRAINDICATIONS, WARNINGS, and PRECAUTIONS
sections of Paxil labeling to describe a potential
interaction between paroxetine and thioridazine. The
reasons for this request were elaborated in that letter.

SB responded on 5-3-00, stating that such a
contraindication was unwarranted since a search of their
serious adverse event database [ 1 revealed no relevant
reports of a dangerous interaction between these two agents
and, thus, there was no known hazard.

On 8-25-00, the Division'issued a second letter explaining
that their response was inadequate to reasonably rule out a
clinically significant interaction and we again requested
the above described labeling revisions.

This submission contalns the sponsor’s. response to our
8-25-00 letter.

IT. Review of Response to 8-25-00 Letter

This submission contains draft labeling to contraindicate
the co-administration of Paxil and thioridazine. . The cover
letter also respectfully requests that we consider similar
‘labeling changes for Prozac and Zoloft and two articles



which purport to support these changes to Zoloft labeling
have been included in this submission.

The indicated changes to the CONTRAINDICATIONS and
PRECAUTIONS sections of Paxil labeling are essentially in
compliance with our request and are acceptable.

However, the sponsor has substantially reworded our
suggested language for the WARNINGS section (see page 9 of
the submission). The sponsor’s proposal is not totally
acceptable, in my opinion, for the following reasons:

IITI. Recommendations

The sponsor’s proposed changes to Paxil labeling are
acceptable except for those to the WARNINGS section. Based
on the above discussion, I recommend the following revision
of the sponsor’s proposal for that section:




Potential Interaction with Thioridazine

Thioridazine administration alone produces prolongation of
the QTc interval, which is associated with serious ‘
ventricular arrhythmias, such as torsade de pointes-type
arrhythmias, and sudden death. This effect appears to be
dose-related.

An in vivo study suggests that drugs which inhibit
P450IID6, such as paroxetine, will elevate plasma levels of
thioridazine. Therefore, it is recommended that paroxetine
not be used in combination with thioridazine (see
CONTRAINDICATIONS and PRECAUTIONS). '

Upon the sponsor’s agreement with this wording or the
crafting of other mutually acceptable language for the
WARNINGS section, this supplement may be approved.

Finally, the spohsor’s comments and data regarding Prozac
and Zoloft have been forwarded to the Medical Officer for
those drugs, Andrew Mosholder, M.D.

AN

Gregory M. Dubitsky, M.D.
October 12, 2000

O — i ~%0

N

cc: NDA# 20-031 (Paxil Tablets) .

.~ NDA# 20-710 (Paxil Oral Suspension)
HFD-120 (Div. Files)
HFD-120/GDubitsky

/TLaughren
/PDavid
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KILGOGULALTUKY FKUJLCU 1L MANAGIK

LABELING REVIEW
Date: February 9, 2001
NDA: 20-031 (Tablets) & 20-710 (Oral Suspension)
DRUG: Paxil (paroxetine HCI) Tablets and Oral Suspension

Sponsor: SmithKline Beecham (SB)
Indication: ~ Depression/OCD/Social Anxiety Disorder

Supplements:

NDA Supplement Dated Action

C ' 7

20-031 SLR-031 10-3-00 and amended on | AE Letter Dated 11-3-00

_ 12-15-00

C 3

20-710 SLR-009 10-3-00 and amended on | AE Letter Dated 11-3-00
12-15-00

Notes of interest:

The last approved labeling revision was 20-031/SLR-030 and 20-710/SLR-008
approved in an Agency letter dated 9-28-00. These supplemental applications were
submitted under CBE with a label code of PX:L17. See my labeling review dated
9/21/00.
A new indication for Paxil in the treatment of social anxiety disorder, submltted in
20-031/SE1-023, was approved in an Agency letter dated 5-11-99.
The Agency incorporated some of the labeling revisions submitted underC 1
7} into the approval of
SE1-023 (new indication for social anxiety disorder). However, there were 2 labeling
revisions, which were glaucoma and L 1, that were not-incorporated into  the
approval of 20-031/SE1-023 since more data were needed prior to enacting the
labeling change. Therefore, SB was requested to evaluate these adverse events using
their worldwide safety database.

REVIEW




NDAs 20-031 & 20-710
Page 2

20-031/SLR-031

20-710/SLR-009

Dated: 9-18-98

CBE: Yes

Label Code: PX: LX18A

Reviewed by Medlcal Officer: Yes, acceptable

The supplement provides for revisions to the CONTRAINDICATIONS, WARNINGS,
and PRECAUTIONS sections of labeling to describe a potential interaction between
paroxetine and thioridazine.

CONCLUSIONS

1.

Supplements 20-031/SLR-031 nad 20-710SLR-009 only provide for the labeling
revisions listed above. Please see attached documentation denoting the revisions
made to labeling compared to the last approved FPL for Paxil (Label Code PX:L17;
approval letter dated 9-28-00).

I recommend issuing an approval letter for supplements 20-031/SLR-031 and 20-
710/SLR-009.

In heu of mamtammg open supplements C Tin the
records, I recommend issuing a letter superceding these applications since the
majority of changes provided for in these applications were incorporated into the
approval of social anxiety disorder (20-01/SE1-023; approval letter dated 5-11-99).
We can remind the sponsor as well as provide a 3 month due date to submit their

~ report to the Agency with information on these adverse events.

Paul David. RPh
Regulatory Project Manager

John Purvis
Supervisory Consumer Safety Officer -



_8 page(s) of draft
‘labeling has been
‘removed from this
portion of the review.

Adnm  Lobelin Rewew
- (5-03D



Paul David
2/14/01 03:01:02 PM
CSO

Paul David
2/14/01 03:16:18 PM -
CSsO

Robbin Nighswander

2/15/01 08:59:31 AM

Cso

Signed for Jack Purvis, SCSO.
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“(paroxetine hydrochloride) Tablets
O/S 009 Pax:l (paroxetine hydrochloride) Oral Suspension

Russell Katz, M.D., Director

Center for Drug Evaluatlon and Research

Division of Neuropharmacological Drug Products (HFD-120)

Document Control Room 10B-20

Food and Drug Administration

5600 Fishers Lane '
Rockville, Maryland 20857 NDA SUPP AMEND

alf-03! - r
Final Printed Labeling .
FPL for supplements NDA 20-031/S-031 and 20-710/S-009

Dear Dr. Katz:

Reference is made to SmithKline Beecham’s New Drug Applications for Paxil® (paroxetine
hydrochloride) Tablets and Oral Suspension, NDA 20-031 and NDA 20-710, respectively.
Please refer also to the Agency letters dated February 24, and August 25, 2000, and the
undated letter received by SB on November 21, 2000. These FDA letters, and SB’s October
3, 2000 response, regard updates to the CONTRAINDICATIONS, WARNINGS, and
PRECAUTIONS section of labeling to describe a potential interaction between paroxetine
and thioridazine.

Submitted herein is final printed labeling (FPL) incorporating changes as requested in the
above mentioned FDA letters. For reviewer convenience, a copy of the current approved
labeling, highlighted to reflect changes in this submission, is provided in Attachment 1.
Twenty copies of final printed labeling, mounted on heavy-weight paper, is provided in
Attachment 2. '

This new version of labeling (code PX:L18A) is intended to replace the currently approved
labeling code L17A, and is scheduled to be implemented within the next couple months.

Please do not hesitate to contact me at (610) 917-5970 if you have any quest10ns regarding
this submission.

Sincerely,

Thomas F. Kline

Assistant Director
U.S. Regulatory Affairs

000001

1250 S. Collegeville Road, PO Box 5089, Collegeville, PA 19426-0989. Telephone (610) 917 7000. Fax (610) 917 7665.



'DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

NDA 20-031/5-031

SmithKline Beecham Pharmaceuticals o |

1250 S. Collegeville Road 0CT 15 2000
~ P.O.Box 5089

L Collegevﬂle PA 19426- 0989

3 Attentlon Thomas F. Kline

Assistant Director
U.S. Regulatory Affairs

Dear Mr.» Kline:

We acknowledge receipt of your supplemental application for the following:
Name of Drug: Paxil® (paroxetine hydrochloride) Tablets

NDA Number: 20-031

Supplementl Number: S-031

Date of Supplement: October 3, 2000

Date of Rece_:ipt: October 4, 2000

Unless we find the application not acceptablé for filing, this épplication will be filed under
Section 505(b)(1) of the Act on December 3, 2000 in accordance with 21 CFR 314.101(a).

All commuhicatibns concerning tlﬁs NDA should be addressed as follows:

Center for Drug Evaluation and Research

Division of Neuropharmacological Drug Products HFD-120
Office of Drug Evaluation I

Attention: Document Control Room 4008

5600 Fishers Lane

Rockville, MD 20857

Sincerely,

&Mw Fo (R

John S. Purvis

Chief, Project Management Staff

Division of Neuropharmacological Drug Products, HFD- 120
Office of Drug Evaluation I

Center for Drug Evaluation and Research



NDA 20-031/S-031
Page2

cc:

Original NDA 20-031/5-031
HFD-120/Div. Files
HFD-120/CSO/David

filename: CAWPWIN6I\TEMPLATE\FDA\20031S31.WPD

SUPPLEMENT ACKNOWLEDGEMENT
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SmithKline Beecham
Pharmaceuticals NDA SUPPLEMENT

October 3, 2000

’, axil® (paroxetme hydrochloride) Tablets CENTER FoR DRUG
NDA 20-710 Paxil® (paroxetine hydrochloride) Oral Suspension ' AND RESEAH(\{?lLUATmM
Russell Katz, M.D., Director : GCI 0 4 2000

Center for Drug Evaluation and Research R ECE'VE D H FD* 1 2 0

Division of Neuropharmacological Drug Products (HFD-120)
Document Control Room 10B-20
Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857

Response to FDA: Proposed Draft Labeling

Dear Dr. Katz:

Reference is made to our approved New Drug Applications for Paxil® (paroxetine
hydrochloride) Tablets, and Oral Suspension, NDA 20-031 and NDA 20-710, respectively.
Reference is also made to the FDA letters of February 24th and August 25, 2000 regarding
proposed labeling statements relating to concomitant use of thioridazine and paroxetine.

Submitted herein is draft labeling pertaining to the above mentioned letters. Please
note, however, that in accepting your proposals to contraindicate the concomitant use
of paroxetine and thioridazine, we respectfully request that you consider imposing
similar labeling for other drugs also known to inhibit CYP2D6 since, as with
paroxetine, there must exist some risk that, in certain patients, concomitant

- administration could result in potentially hazardous elevations in th10r1dazme plasma

levels.

We note that, among the SSRIs, the ‘Sarafem’ brand of fluoxetine already carries this
contraindication, and therefore other brands of fluoxetine (e.g. Prozac) should be
similarly labeled. Regarding sertraline (Zoloft’) , the current labeling notes explicitly
its potential for interactions with CYP2D6 substrates, therefore it is logical that the '
contraindication with thioridazine should be applied here also. Although it is
acknowledged that sertraline tends to display less potent inhibition of CYP2D6 in-
vitro than either paroxetine or fluoxetine/norfluoxetine, significant elevations of, for
example, TCA plasma levels have been observed in-vivo, especially at higher
sertraline doses within the normal therapeutic range [See references 1 and 2, provided
in Attachment 2]. Because other CYP2D6 substrates, such as thioridazine, could be .

similarly affected, it is important that physicians are not given the impression, by

inconsistent SSRI labeling, that co-administration of sertraline and thioridazine is
risk-free.

000001
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NDA 20-031 and NDA 20-710
Paxil (paroxetine hydrochloride) Tablets and Oral Suspension
Labeling Submission

Please do not hesitate to contact me at (610) 917-5970 if you have any questions regarding

this submission.

Sincerely,

=

Thomas F. Kline
Assistant Director
U.S. Regulatory Affairs

References:

(copy provided in Attachment 2 of this submission)

1. Kurtz DL et al.(1997), Clin Pharm Ther 62: 145-156.
2. Solai LK et al (1997), J Clin Psychiatry 58: 440-443
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