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f / DEPARTMENT OF HEALTH & HUMAN SERVICES v Public Health Service
3 @ ' Food and Drug Administration
e, Rockville MD 20857

SEP 28 2000

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 September 7, 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 supplemental new drug applications provide for the following changes to product labeling:

1. Revisions to the OVERDOSAGE and ADVERSE REACTIONS-Postmarketing Reports
j section of labeling as requested in Agency letters dated January 14, and June12, 2000.
" 2. The deletion of Crawley, UK as the manufacturing site under the HOW SUPPLIED section of
labeling. '

We have completed the review of these supplemental applications 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 (Label Code PX:L17) which incorporates the
revisions listed above. Accordingly, these supplemental applications are approved effective on the
date of this letter. '

Labeling changes of the kind which you have proposed under 20-031/5-030 and 20-710/5-008 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 supplements, have been made.

If a letter communicating important information about this drug product (i.e., a "Dear Health Care
Practitioner" letter) is issued to physicians and others responsible for patient care, we request that
you submit 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 requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.
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If you have any questions, call Paul David, R.Ph., Regulatory Project Manager, at (301) 594-5530.

Sincerely,

e et

Russell Katz, M.D.

Director

Division of Neuropharmacological Drug Products
Office of Drug Evaluation [

Center for Drug Evaluation and Research
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effects on rorepinephrine and dopa i |- reup- least. 2 of the following measures: Hamilton Depression

take.” In vitro tadiofigand binding studies indicate that Rating Scale (HDRS), the Hamilton depressed mood item.

. paroxetine- has.little -affinity” for muscarinic, alphay-. and the Clinical Global Impression (CGI}-Severity. of Hiness.
alphaf.'beta—adrenergic-,'dopamine {Dz+, 5:HTy, 5T Paxil {paroxetine hydrochloride} was significantly better
and: histaming. (H}-recaptors;-antag ism- of muscarinic, than “placebo- in improvement of the HORS. sub-factor
istaminergic and -alphay rgic receptors has been scores, including the depressed mood item, sleep distur-
. {ated with various dntichofinergi , sedative and car- bance factor and anxiety factar. - .

diovascutar-effects forother psychotropie drugs. - A study of depressed outpatignts who had responded to
Because :the: felativé “potencies of paroxetine’s major Paxil (HORS total score <8} during an initial 8-week dpen-
métaboliteare at most 1/50 of the parent compotird, they treatment phase and were then randomized-to continuation
are essentially inactive” © ‘ an Paxil or placebo for 1 year demonstrated a significantly
Pharmacokinetiecs o \ower relapse rate for patients taking Paxil (15%) compared
Paroxeting is equally bioavailable from oral suspension and to those on placebo (39%). Effectiveness was similar for
S R male and female patients. - -
ne hydrochloride is letely absorbed after oral Olisessive Compulsive Disorder -
dosing:of:a-solution-of the hydrochloride salt. Iva study in The effectiveness of Paxil in the treatmefit of obsessive
which normal:male subjects {r=15) received: 30 mg tablets compulsive_disorder {0CD) was : demonstrated i’ two
daily for:30 days. steady-state paroxetine concentrations 12-wegk ‘multicenter placebo-controlled: studies of adult
were achieved by approximately 10 daysfor most subjects, outpatients (Studies 1 and 2). Patients-in all studies had

~ although:it may take substantially longer in an: occasional maderate to severe OCD (DSM-IIR) with-ihean baseline
patient. At steady state, mean values of Cinas: Trans Cmin @0 ratings ‘on- the Yale Brown’ Obsessive ‘Cormputsive Scale
Ty were61.7 ng/mL {CY 45%),5.2 b, (CV 10%)..30:7 ng/mL {YBOCS) total score ranging from 23 o 26. Study 1, a dose-
(GG-G%%‘):and'ﬂ 0 hr, {CV 32%), respectively. The steady- range firidirig ${udy where patints were tredted with fixed
state Cpax @nd Gy values were about 6 and: 14 times what doses-of 20;40 or-60'mg of paroxetine/day demonstrated
' would be predicted from single-dose studies.. Steady-state that daily ddses of paroxetine 40 and 60 mg are effective in
drug exposure based on AUCq7 was.abiout 8 times'greater the treatment of OCD.Patients recéiving doses of 40 and
than would have-been predicted from single-dose: data in 60 mg'pi i perienced a mean duction of approxi-

th bjects. The excess lation is1a;cf ] mately 6-and 7 points, respectively, on the YBOCS total . .

. ® of the fact that one -ofi the enzymes that: metabolizes score which'was significantly greater than the approximate: . S

P ’ L paroxeting is readity saturable:e, .0 - - : 4 point reduction at 20 mg and a 3 point Teduction i the
N . . Hrand.of . : In steady-state dose:praportionality studies involving elderly placebo-treated patients. Study 2 wasa flexible dose study
L . - . S ; and nonelderly-patients, at doses of 20:to 40 mg daily for coriparing paroxetine (20 to §0 mg daily) with clomipramine
L S paroxet e Sne-elderty and 20 to 50 mg daily forithe nonéiderly, some {25 to 250 mg daily). In this study, patients receiving parox-

nonfiniearity.. was - obiserved “in “both:ipopulations, again’ etine exp a mean: of app! Y
eflecting a ble bolic n comparison to 7 points on the YBOCS total score which was significantly
C;;;y values after. 20 mg daily; values after 40-mg daily were greaterthan the mean reduction of approXirately 4 poitits
only about 2-ta 3 times. greatet than doubled.. .~ +  inplacebo-treated patients: o L
The effects:of foodion the bio itabiity of inewere:  Thefollowing table provides the outcaie classification by
studied iin- subjects-administered' a single. dose: with and treatment group on: Global \mprovefmenit: items of the
without food. AUC was only sfightly. increased (6%) when Clinical Global Impressions {66l scale for Study 1.

tablets and
Ora’ $u"spe.n_,s.’o

DESCRIPTION * "> ‘- dmg‘Was:administered:wm-fondchu'g.me:-.c,.;a;was 29%: e W
Paxil {paroxetine yd(ochloride)'is'a orally. adni stered greater; while the.time to reach peak plasma ion ‘Outcome c‘,aﬁs'm(at‘%n (%). on CQI:gltol;al]
antidep t with ‘a: chemical strlicture -unirelat d 10 4 from 6.4 hours:postdosing to 4.8 hours.:- p em for Completers in SOy}
other selective sefotonin reuptake ishibitors or t0 tricyelic, Paroxetine is_extensively;_r,ne(abolized after. oral-administra- o | Paxil Paxil |--Paxil
tetracyclic or other available antidepressantagents. It.is tign. - The: principal metabolites arepolar:and conjugated Outcome “{Placebo | 20 mg | 40 mg 60 mg
thie: liydrochlaride -salt of -a phenylpiperidine” ‘compound progucts: of-oxidation and- methylatio are readily Classification (n=74) |- {n=78}] {n=b6) | (n=66)
idehtified ~chemically .as {-k-trans-4RH4" igrophenyl}-35- cleared.- Conjugates with. glucuranic acid,and sulfatg- pre- Warse, - —T94% 1. 1% |.7% | 3%
(34 ethylenedioxyptieno methyl}: piperidine: hydro- dominate;-and ‘major metabelites have been isplated and o — - e e
chloride ‘remiiydrite- and- ha the-empiricalformulaof  identified. Data indicate that the metabolites have, no more; No Change ~ - an%h |- 3% | 2% | 19%
C-.gHi,FNO;oHCIﬂ/ZHzO.‘The‘ malesular -weight-is :3748. than 1/50 the potency of the-parent compound at-inhibiting Minimatly improved . | 24% . 3% [.79% 1 3%
(3294 asfreetbase).- The structural formula. is: : seratonin uptake.. The o aholism of paroxeting is accom- M e 4 = % .18 - ‘2-20/ 4%
I Foo plished. in part by cytochro . PiliDs. Saturation of this uch improved- ' 8% o ]!

ars to-account far-the nonlin- Very Mich improved 7%, | 1%, "20% | 20%
with, ingreasing: dose and - - — =
t The rgle,af this.enzyme in Subgroup analyses did-not indicate that there were any
it potential, drug -diug d|ff%rgnces in treatment outcomes s afunction of age of
gendet- it . v
S G ) The long-term maintenance effects of ‘Paxil in*0CD were
he parent con: demonstrated in a long-term extension-1o Study 1. Patients

enzyme. at.clinical doses appe

_eari;y. of;paroxetine Kinétj

B, ‘ d and 62% ‘3 10:day, post-dosing who' were-responders on ‘paroxetine: during the 3-donth
paroyeting hydrochloside -~ periog. About 38 wa n the feces {probably via double-blind phiase and 3 £-month exlension on open-label
yarochloridesis an’ odoress} offs ite powder,  the bila], mostly as metaboites and fess than:i asthe  paroxetine (20 1060 mg/ddy) were’ randomized to either
iing point Fange:of- 120840 138°C-and a solu- parent compound averthe, A osirig pefi . patoxetine or placebo in & G-month double-blind relapse
mg/mL inwater. . B Distribution; Parok firevention phase. Patients randofized 0- paroxetine were
Tablets : : ; S inclisding the-CNS, significantly léss likely to rg:laps;-,than‘comparably treated .
Each film-coated tablet contains -paraxatisie- hydrochloride ing: Appr 3%, Of. pargXe patients who were randormize 1o placebio. s
quivalenit:to pi ine as followsTimg-yellow;: 2010 is-boung: to, plasima, gro 00 na/ d Pamcumsmder T
pink {scored); 30, mg-blue;. 40" gen;.Inactive ingre ng/miL, respectively. Un . 3 The ef ness o Paxil (paroxetine hy Je) in the
eritsi consist - of ' dibasic._ caleiam : sohate. -dihyd cof ions would normally-be 1 wreatment of panic disorder wasvdemonstrated in_three
hydf tylcellulose, 4t un P MY th 7 10- to 12-week multicenter: placebo-controlled studies of

o b atusatat

wpoly= ing does not alte? the in Vit proté ee E bo-con! ]
. adult outpatients (Studies1-3j: Patients in all studies had

S i panic disorder (DSM-IIR), with or without agorapfiobia: In

these studies, Paxi/ was shown to be significantly more
offective than placebo in tréating panic disorder by at least

efhvlene glycols: pt ) y *80, . soditn gly

titanium dioxide and'orie or more ‘of the follewing: DG Red

No. 30, D&C Yellow No. 10, FD&C Blue No;2; F& oW
e £

Suspensio 1] 2 out-of 3 measures of panic attack frequency and on the
Each 5 Clinical Global lmpession Séverity of lniess score.
i . paro Study 1 was a 10:week dose:range finding study, patients
10.fng; Inactiv were treated with fixed paroxefine doses of 10, 20, or 40
microcrystalling™ mg/day or placebo: A significant difference: from placebo
sorbitol, methy! Ayl - 0 (e was cbserved only for the 40 mg/day group. At endpoint. -
ihyidrate:; - citri id"+anhydr with [enal of het 76%of patients receiving paraxetine 40 mg/day were free . B

No. 6 and.

4
flavorings, FD&C Yellow

of panic. attacks, compared t0 4% of placebo-treated
patients. . » e :
Study 2° was a 12-week flexible-dose “study comparing
paroxetine {10 fo 60.mg dailyy‘and pl_éceb’ri._At‘_endpbinL
9 51% of paroxetine patients Were frée;of panic attacks com-
‘Sosialanxiety’d y N - paredt0 32% of placebo-treated patients. Lo
pulsive:disorder{0CD} and panic:disorder (ER)is:p initt ige | erty sHi CDOSAGE  Study 3 wias a 12-week flexibls-dose_study comparing
to:bittinked:to potentiation-of serofonergic vity.nth ANDA ). o -~ paroetie {10 o 60, mg daily) to placebd'in patients con-
central nervous system resulting.from inhibjtion:of, s. . . ) X B cuitently receiving standardized _gqgm!‘lve‘be_hav_loral therapy.
nal, reuptake of serotonin ;{5 A ] v : At gndpoint, 33% ofthe p»aqoxehn&trealed patients showed
Stiidies.at clinically relevant dos 1 ) lofde) a & freat- @ reduction to 0 or 1 paiiic attacks compared to 14% o
onstrated that parogeting blocl m} - dept Yiedf established in 6 placebo- placebo patients.
into human platelé Vit controlled studies of patients with depression ages 18 10 In both Studies mean |
gest that paroxetine is 8 potent an 73), I these studies PaRiFNaYY ‘to"be- significaitly complaters at endpoint was ‘approximately 40 mg/day of
itor of neuronal serotonin reuptake @ {fiote" effective thiari plat ession:by-a p ine. T :

. 4

n, tion, if necessary, sho
AGEAN

M
3‘:5#

e

2 and 3 the’ fnean 'ﬁé'rpiétiﬁe dose for -

P
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Long-term maintenance effects of Paxil in panic disorder’ without agoraphobia, as defined in DSMHV. Panic disorder is
were demonstrated in an extension to Study-1. Patients characterized by the occumence of unexpected panic attacks
who were responders during the 10-week ‘double-blind and. associated concem about having, additional aitacks,
phase and during 2 3-month double-blind extension phase worry about the imptications or consequences; of the attacks,

ere randomized to either paroxetine (10, 20, or:40 ma/ and/or a significant change in behavior telated to the attacks.
ay) or placebo in a 3-month double-blind relapse preven- The efficacy of Paxil {paroxetine hydrothioride) was estab-
jon phase. Patients gandumized 10 paroxetine were signifi- listied in"three 10- to 12-week trials in panic disorder
% cantly less: likely to relapse than comparably reated patients whose diagnoses corresponded to the’ DSMHNIR
patients who were randomized to placebo. . category of panic disorder (see CLINICAL PHARMACOLOGY—

Subgroup analyses did not indicate that there were any Clinical Trials) -~ ° . .
differences in treatment outcomes as a function of age-of Panic disorder (DSM-V) is characterized by recurrent unex-
lgender.- - - S . pected panic attacks; i.6., a discrete period of intense fear
 Social Anxiety Disorder - A or discomfort in which four {or more} of the following symp-
The effectiveness of Paxil in the treatment of social-anxiety 1oms develop abruptly and reach a peak within 10 minutes:
disordgrswas-de_mgnstrated in three 12-week, multicenter.. {1) palpitations, pounding heart, of accelerated heart rate;
p|aceba—eontml_led' studies .(Studies 1-3{ of adult.qutpa-, (2) sweating; {3) trembling or shaking, {4} sensations of
tients with sacial anxiety disorder {DSM-V]. In these stud- * shoriness of breath or smothering; {5) feeling of choking; (6)
placebo was chest pain.or. discomfart; {7) nausea or abdominal-distress;

ies, the effectiveness of Paxil compared 10
evaluated on the basis of {1) the proporti of responders; (8} feeling dizy, unsteady, lightheaded, or faint; {9)dereal-

el

g as defined by a Clinical Global Impressions CGI) improve- ization (feelings of unreality) or depersonalization: {being
- ment score of 1 {very ‘much improved).or 2 (njnuth i_inpr’u\'/eg_),_ detached from orieself]; {10} fear of \osing contral; {1 1) fear

e . % and (2) change from baseline in_ tfie Liebowitz Social of dying;- (12} paresthesias {numbness or tingling sensa-
N5 Anxiety Scale {LSAS). N tions]; (13) chills or hot flushes: : .

Studies 1 and 2 were flexible-dose studie: ‘nmparing‘par 8 Lofig-term maintenance of efficacy was demonstrated in 8

" 1 etine (20 to 50 mg daily) and placebe Paroxeting demon- 3-monith retapse prevention rial. In this trial, patients with

R SR o . o i d statistically significant sup  over placebo on panic disorder assig| d to ted a lower
N B E mp'rovemen(; responder iterion’ and the relapse rate compared to patients on placebn(see.CLlNlCAL
T Akiety Scale {LSAS] ~ Study 1, ‘for PHARMACOLOGY). Nevertheless, the physician who pre-

4 patients who pleted to week 12, 69% 0f paroxetine- scribes Paxil for extended periods should periadically
tréated patients compared 10 29% of “placebo-treated re-evaluate the long-term usefulness of the drug for the
patients We[e:CGIJmprovement responders, In Stuidy 2, CG individual patient:. :
Impr_d\(e‘ment;réspnnders were 77% and 42% for the parox- Social Anxiety Disorder :
. - . . \acebo-treated patients. respectively. ;. Paxilis indicated for the treatment of social anxiety disor-
- . E S R B ’ -week shdy comparing. fixed pargxeting der, also known as social phobia. as defined in DSM-WV
e . - i or 60 mg/day wilh placebo. Paroxetine {300.23). Secial anxiety disorder is characterized by @
onstrated o be. significanitly, Superiof 10, marked and. persistent fear of one ot more social or per-
2 LSAS Total Score and the.CBY. Improve-, formance situations, in which the, person.is_exposed to

n Titerion; there were wgnds for superiority. unfamiliar peaple or to possible scrutiny by others. Expo-
gver,placebo or the 40 and 60 ing/day dose groups. There sure to-the feared situation almdst_,invariablY‘ provokes
was g indication in this study of any additional bensfit for anxigty, ‘which” may “approach the intensity of a panic
doses higher than 20 mg/day. SO attack. The feared situations ate avoided of endured with
Subgroup-analyses did notindicate differences in treatment intense anxiety or distress. The avoidance, afixio ici-
Gutcomes as a function of age, race, oF gender. . ation, or distress in'the foared situation(s) interferes sig:
INDICATIONS AND USAGE . nificantly with the_person's normal routine, octupational
Depression:: ) 7 ’ of-academic functioning; or social activities or refation-
Paxil-{paroxetine. hydrochloride] is indicated for the treat- ships, or-there is ‘marked digtress about having the phe~
ment of depression.- e bias. Lesser degrees of petformance anxiety or shyness’

testing. hypomania of mania_occurred in approximately
1.0% of Paxiltreated unipolar patients compared to 1.1% of
active-control and. 0.3% of placebo-treated -unipolar
patignts. In.a subset of patients classified as bipoiar, the
fate-of manic episodes was 2.2% for Paxil and 11.6% for
the combined active-control groups. As with all antidepres-
sants, Paxil should be- used cautiously in patients with a
history of mania. . . .
Seizures: During premaﬁxeting(esting, seizures accurred iv
0:1% of Paxiltreated patients, 3 rate similar to-that assoct-
ated with other antidepressants. Paxil should be used cau-
tiously in-patients with a history of seizures. It-should be
discontinued in any patient who develops seizures. :
Suicide; The possibility of a suicide attempt is inherent: in-
depression and may persist. until significant remission
occurs. Close supervision ‘of highi-risk patients should,
asccompany initial drug therapy. “Prescriptions for. Paxil
should be written.for the smallest quantity of tablets con-
sistent with good patient management, in order to reduce
the risk of overdose. > :
Hyponatremia: Several cases of hyponatremia have been
reported. The hypo ia appeared to be rever ible when
Paxil was' ‘discontinued. The majarity of these occurrences
have been in elderly individuals. some in patients taking
diuretics or who were otherwise volume depleted. -
Abnormal Bleeding: There have been several reports of
abnormal bleeding {mostly ecchymosis and purpura} associ-
ated with paroxetine treatment, including a report of
impaired platelet aggregation. While 3 causal refationship
to paroxeting is unclear, impaired platetet aggregation may
result from platelet i fetion and contribute to
such occurences. - .

Use in Patients with Concomitant Iliness: Clinical
experience with Paxil in patients with certain concomitant
systemic. illness is limited. Caution is advisable in using
Paxil in patients; withy diseases or conditions that could
affect metabolisth or dynarmic-Fesponses.’

Paxil has not been evaluated or used to any appreciable
extent in patients with a recent history of myocardial infare-
tion .or unstable heart disease. Patients with-these diag-
noses were excluded from clinical studies during the prod-
uct's premarket testing. Evaluation of electrocardiog of
£82 patients who received Paxil in double-blind, placebo-
controlleg trials, however ‘did not indicate that Paxilis asso-
ciated with the-develapment of significant ECG abnomali-
ties. Simifarly, -Paxil (pdroxeting hydrochloride) does not
cause any ¢l nically inportant changes in heart rate or blood

The efficacy.of Paxil in the weatment:of a major depressive gérerally do ot require b yetio al treat-
episod'e.was;astabﬁshed"m -weekicontrolled trials of out« ment. ©C -l S . e
patients whose:diagnosesare: edmostcioselytothe 1N efficaty of Paxil {pararetine hydrochloride) was estab:

DSMHIl category of major depressive ‘disorder.{see-CLINI- tished in three 12:week frials in adult patients With Social
CAL pHARMEQ'(‘,’LOGYL!Ama]ﬁ,,depmivé epis‘(ade'implies © anxiely disorder {DSM-VE Eax:l has not. beenstadied 1
a-prominent an relatively persistent dep 4.or dysphoric. children-ot adolescents with social phabia {see CLINICAL
mood thatusually interferes with daily functioning-(nearly PHARMAQOLUGY.@GhmF?I Trials). - RN
every day for:at least 2:weeks), it should:include. at-least The effectiveness of. Paxilin‘long-term treatment of sociat
4of the follawing.8. symptoms: change in appetite, change anxiety: disord for more: -:}hanf ]’Z wgeks; has.not
in sleep; psy oragitation or retardation, loss of inter. in adequate” and-well-

d plasma co jons of p: ine occur In
patients with severe renal impairment (creatinine clearance
<30-mL/min.} or severe hepatic impairment. A lower start-
ing dose should be used in such patients{see DOSAGE AND
ADMINISTRATION}. . '
Information for Patients .o
Physicians are advised to discuss the foliowing issues with
patients for whom they prescribe Paxif )

Y
£

ve, e physician wha.elects, 1o
xtended -periogs: should perindically.
m usefulness of the-drug for.the.

been sy
gt in usual activities ordecrease i sexual drive; increased controlled trial
fatigue, feelings of gul or worthlessness. slowed thinking prescribe Paxil 10
or. impaired'concentfa\ion and a suicide attermpt or suicidal, ge-qv‘aluate the long:1e ess of § 2
ideation. - ::7 : Coa individual:patl : DOSAGE AND ADMINISTRATION).

Thaantidepressant‘aéﬂbn.of'Paxil:irvl.‘hdspifali‘zed-dépréssed CONTRAINDICATIONS

patients has not been‘adequatély;studied; : v Congomitant: use 4N patients taking méﬁdamine_pxiga_se
Trie - efficacy -of . Paxil ' ‘rtainitg ‘afi antidep t inhibitars (MAQIshis contraindicated-see WARNINGS and
response for up to 1 year was demonistrated iri‘a placebo- PRECAUTION 5 s

ts with ahypersensiti
less:.the “physician.who elects- to.use Paxil for extended paroxetine oF. any of the inactive ingredients in Paxil.
periods;should periogically re-evaluate the long-temm use-  WARNINGS EERE e
. . . "E fulness of the drug for the individual patient.. Potential foréinteracti i with Mosio
- P Qbsessive:Compulsive Disorders... . - Inhibitors: . e
: - Paxilis indicated.for theitreats patients: anothe

cnmrqlle‘d:trial-(see*EUNlCAL'PHABMAGOLOGY)._Nevethe‘-, Paxifis contraindicated in patients

_ and com- In

with Cognitive and Motor Performance:
Any psychoactive drug may impair -judgment, thinking or
motor skills. Although in controlled studies” Paxil has not
been shown to impair psychomotor"perfo_rmance, patients
should be cautioned about op i dous machinery,
including automobiles, until they are reasonably certain that
Paxil therapy does not affect their ability te-engage in such
activities: B RO .
Completing Course of Therapy: While patients may
notice improvement with Paxiltherapy in 1 to 4 weeks, they
should be advised to continue therapy as directed.
Concomitant Medication: Patients should be advised t0
inform their physician if they are taking, or plan fo take, any
preseription or ovel -the-counter drilgs, since, there isa

o 5
Fulsiuns-‘ln-‘patients. with:obsedgive compulsive disorder inhibitor «drug -in .combination ‘witha monoamine:

potential for

Algohof: Although Paxil has. not been shown to increase
the impairment of mental” and motor skills: caused by -
alcohol, patients should be advised to avoid aicohol while
taking Paxil. * R o
Pregnancy: Patients ‘should be advised to notify their .
regnant nt

0D} s defined in this DSM:V-Thetobsessions o compul- I dase.inhibitor-{MAOI); there have been.reports of
disire e time-t 0r signif- Tiau: i fatal, reactions includir hyper--
iak or occupational functioning. - hermia, rigidity, myocl . omic; instability
i two 12-week trials with possi hlg-,mpidwﬂucnlatinns':of-»vital-;signs‘, and:
tients -whose ‘diagnoses menta “changes thatinclude ¢ itatit
SM:UIIR “category- of g iy firitn and coma.. The tians
CLINICAC PHARMA- | beeit reported in patients wiio i i

T

or images (obses:
tive; purposeful and
that ized by

ata on the ffectSiof
d MAOIs suggest that
stically to'elevate Blgot
Vi ral excitation. The!
axil (paroxetine.hiydrot
ombipation witha"MAGH
iscontinuing treatment with a MAD
¢ d'he allowed after stopp

gs ¥
s Hssigned sure ag 0
recommende:

to pargxetine, Gwe relaps 15
pétignts orpldceba{se INIGAL PHARMACOLOGY): Nev:
ertheless, the physicianwho electsito use Paxil ‘forextended
petiods:should periodicall‘y'r&"evalqate-me long:term useful-
ness ofthe drgfor the individual patient{see DOSAGE AND

o ) ADMINISTRATION!
LTy Paiie Disorder’ .
pasifig-indicated for the’

5

if they becomg . pregiant or intend 1o become -
ing therapy. 0" b

Nursing: Patients stiould be ad ised tarotify
if they are breast-feeding “an infant “(see”
Nursing Mothers)...” T
Labaratory Tests ey
specific lab ratory tests

eirphysician
AECAUTIONS-

Thefe afe 0

- As with otheg, gnin el o inhibitars, an -
ing-and tryptophan may, 0Ceur :
inistered. Adverse experiences.
primarily. of- headache nausea;, weating:and
dizziness, have been reported when: iryptophan. was .
administered to patients taking Paxil {paFoxetine tydrochlo- -
ride). Consequently,-concomitant: ise of .Paxil with trypto-
phanisnot-gecommended en R

M
CATIONS and WARNING!




. ~appropriate observation of the patient is advised.

- "1 study may not address the case where the 2 drugs are

Nttt

Warfarin: Preliminary-data suggest that there may be a
-pharmacodynamic interaction {that causes an increased
bleeding diathesis in the face of unaltered prothrombin
‘time) between paroxetine and wartarin. Since there is litile
clinical experience, the concomitant administration of Paxf
‘and warfarin shoutd be undertaken with caution,. - . -
" “Sumatriptap; There have been fare postmarketing reports
;descri_bing‘.patienls with weakness, hyperreflexia, and
Jincoordination- fallowing: the use of & selgctive. serotonin
- ‘reuptake . inhibitor {SSAI) and sumatriptan, If -concomitant
Htreatment wil sumatriptan and gn SSRI (e.g., fluoxeting, fly-
. ivoxamine,. paroxetine, sertraling). is clinically warranted,

iDrugs Affecting Hepatic Met, - The metabolisy-
d pharmacokinetics of paroxetine may be affeted by the
duction or-inhibition of drug-metabolizing enzymes.

.iCimetidine=Cimetidine inhibits many cytochrome - Pyg,
{oxidative) enzymes. n.a study where Paxil (30 mg g.d.}
swas dosed orally for 4 weeks, steady-state plasma-con-
“centrations of, paroxetine were increased by-approximate-
£ly 50% during cd-administration with oral cimetidine (300
img ti.d.) for the final:week. Therefore, when these, drugs:
j-are administered: y. dosage adj of Paxil
‘paroxetirie bydrochloride). after the 20 mg starting. dose
i should be- guided by clinical effect. The.effect: of paroxe:,
{ine on cimetidine’s pharmacokingtics was not studied, ,

the co-administration of tricyclic . antid P {TCAs)
with. Paxil, because paroxeting may inhibit TCA metabolism.
Plasma . TCA concentrations- may: need to- be monitored,
and the dose of TCA may need:to, be reduced, if a TCA s,
co-administered . with axif ~{see,; PHECAUTIONS—Drugs
Metabalized by Cytochrome PesgliDg). . - .
Drugs Highly Bound to Plasma Protein: Because parox.
eting is highly.bound:tg ‘plasmar protein; administration: of
Paxil to a patient. taking another. drug that is highly protein.

tine by other-highly bound drugs. - - ..
Alcatiol: Although Paxildges notiincrease. the impairmient:

of :mental. and- motor-skills:causéd by “alcohol, patients”
should be advised to avoid-alcohol-while taking Paxil {parox-
etine hydrochloride). - ¢ . . s S
Lithium: A multiple-dose study has showr that there is no
h kinetic i fon b Faxland lithium:car-
bonate. However, since thereis fittle clinical experience, the
concurrent administration of paroxeting and lithium should
be undertaken with caution, W g
Digoxim: The ‘Steady-state pharmacokinetics of paroxeting:
wasinot-altered when administered with digoxin at steady
state: Mean digoxin AUC at steady state decreased by.15%.
in the presence of paroxetine. Since there is little clinical
4 - OINCe T h

;»_thnn;_ hital b linduces many cytoch [
| {oxidative] énzymes. When a single-oral 30 mg dose of. Rax,

+ -Fwas administered at phenobarbital steady state. (100 mg.

¢ .4. for 14 days), paroxetine AUC and Ty were reduced {by
#an average of 25% and. 38%, - respectively) compared. to
;’- paroxetine administered.alone. The effect of p ine on.

; the.c tration of and
digoxin should be undertaken with caution:, - . :
Diazepam; Under steady-state conditions, diazepam does
not appear- to-affect paroxetine, kingtics. The effects of
paroxetine on diazepam wergnot evaluated, ..., .

o -

nobarbital pharmacokinetics .was not; studied. Since

hibits nonlingar pharmacekinetics, fhe results o bth!s'
Armacol o
¢ baing-chronically. dosed. No initial Paxif dosage adjustment

.} is tonsidered necessary when ¢o-administered with phent=

- | barbital;:any subsequent adjustment should be guided by

- clintcal effect. C .
! Phenytoin-When a single oral 30,mg. dose of Paxil was
administered at phenytoin steady state {300 mg.q.d. for 14
days), paroxetine AUC and T were reduced (by an average
of 50% and 35%, respectively} compared to Paxif adminis-:
tered alone. In:a separate study, when a-single oral 300 mg
dose of phenytoin was administered at paroxetine steady
state (30 mg-qd. for 14 days), phenytoin AUC was slightly
reduced (12%:on average) compared to-phenytoin adminis,,
tered alone. Since both drugs exhibit nonfinear pharmacoki-
netics, the above studies-may not.address the case where
the two drugs are hoth being chronically dosed. No initial
; dosage adjustments are considered necessary when these
drugs are dministered; any sub 0 dj

shouid be guided by clinical effect-{see ADVERSE REAC-
TIONS-Postmarketing Reports). ... -
Drugs Metabolized by Cytochrome PeplIDs: Many

i drugs, including most antidepressants {paroxeting, - other

SSRIs and many tricyclics), are metabolized by the
cytochrome Py, isozyme PucgllDs, Like:other agents that are
ibolized by PysgliDs, paroxeti y significantly inhib-

2 | itthe activityof this isozyme. In most patients (>30%), this

PaliD; isozyime is saturated eatly during Paxil dosing, In
one study, daily dosing of Paxil (20:mg:q.d) under steady-

| state conditigns increased singlédose: desipramine {100
. f Mg} Cray, AUGand Tinby aniaverage.of approximately two-,

: * fivé-'and three-fold, respectively. Concomitant use of Paxil
" with, other. drugs metabolized by cytoghrome PiglIDg;: has:

notbeen formally studied but may require. lower doses than
usually prescribed for either. Paxilor theother drug.
Thetefore, cocadministration of -Paxil with other drugs: that
are metabolized by this isozyme, incliding certain -antide-’
pressants (egi; nortriptylin iptyline,. imiprami
desipramine and fluoxetin
zine} and Tyge 1C antiamh ieg.,
flecainide andtencainide), ar-Ahat inhibit this
quitiidine), should be approached with caution.
At ste; :

studies have, shown -ketocoazole,
of PezolltA-activity, to be at least 100 time
potent than paroxetine as-an-jnhibif
of several substrates for this
adine, ;- i

carance predicts.its-effect op oth
etine’s extent of inhibition of I/,
s:not:likely o be. of clinical significance,;- ; * h
Tricycl c Antidegressans (rea): Caution is indicated in

FProcyclidine: Daily oral-itlosing of Aaxif {30! mg qd}
increased steady-state- AUGj3,:.Coi 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
anticholinergic. effects, . the-dose:of procycliding
stiatid bé reduced:’ I <
Beta-Blockers: In a study where Bropranolol (80:ig bt d)
was doased orally for 18 days, the established steady:statg 3
plasma concentrations propranolol were unalfered during.
co-administration "with, £axit{30 mg: 9.0y, for, th final-
10.days. The effects ‘0f. prepranolol.on paroxetine haye nat.
by luated {see ADYER REACTIONS-Postmarketing

Theaphylline’ Reports. . evated stheophylline levels,
assoctated with: Paxif treatment-have:been reported: While:
this interaction: has not been formally. studied, it isrecom-
mended;that.theophyiline levels:be. monitored whe
drugs:,are:cancunentlytadministgred.,. :
Electroconvulsive Therapy (ECT): There are o
studis-of the combined use of £C

Carcinogenesis; 1 is, |
Catthidgenesis: Tio-year cac gEN
conducted-in, deats given paroxeting o the:die
and 25 mg/kg, day {mice} and 1, 5, an

n and rder “on: a* mg// sis.’
Because the MRHD for depression is slightly less than that
for0CO (50 mg vs. 60 mg),:thé doses used in these cargino-
genicity studies were only 2.0 {mouse) and 32 (rat}times:
the MRHD for OCD., Therg, was a sjgnificantly gméf
ber.of male rats.in the. high-doss group with Teticuliini
sarcomas (1/100, 0/50, 0/50‘and4/50;for,,cont‘rq’l, low-, m
dle- and high‘dose groups, ignif

lings to humans i$ Unknown;
Mutagenesis: Paroet 5" prodiced no ic effécts
in a'battéry of 5 in'vitro and 2 in vivo assays thatiry (ded
the:following: bacterial mutation assay, mouse.lymphioma
mutation assay,. unscheduled: DNA ‘synthesis-assay, and
tests for cytogenetic-aberfations -in vivo in” mduse-bone
marrow and it vitro in human lymphocytes arid:in‘a- domi-
nant fethal test in rats;.. » TR

Impairment of Fertility: A reduced pregnanty.rate was
fourid in’xeprdducﬁowstudies':in.rats at & deserof paroxetine
of 15mg/g/day which:is:29 times the MBHD:for depres-
sionand social anxigty disordet or'24-times the:MRHD for
OCD-0ma,migim? basi ineversiblerlesions-gtiediin the
Tepraviictive Atray aleéviats after dosing intoxicity
{ s éksqﬂlésedesionsz,consis_!éd ofwac-
uolation of epididymal tubular epitheliur ‘Sirtigfkg/day
and’atrophic changes ic: the. seminferguss tubules:-of . the
testes with amested: :mg/kg/day (9.8
and.4.9.times: the- MRHD for-depression:and social- anxiety,
disorder: 8.2-and 4.1 times the MRHD for 6D and, :

Pregnancy: A
Teralngenio.-Eﬂects—Pr’egna Cy:
Reproduction studies were performed at dos a0 -
ma/kg/day.inirats.and§ mg/kg/dayin rabbits.administered
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during organogenesis: These doses are equivalent © 97
{rat) and 2.2 {rabbit} times the maxi wded

with the use of paroxetine {incidence of 5% or greater and

human dose (MRHD) for depfession and: social anxiety dis-
order (50 mg) and 8.1 {ratj and 1.9 {rabbit} times the MRHD
for OCD, on a mg/m? basis. These studies have revealed no
evidence of teratogenic effects. However, in rats, there was
an increase in pup deaths during the first 4 days of lactation
‘when dosing occurred during the lasttrimester of gestation
and continued throughout lactation. This effect occurred at
a dose of 1 mg/kg/day or 0.19 times {mg/m?) the MRHD for
depression and social anxiety disorder and ‘at 0.16 times
{mg/m?) the MRHD for OCD. The no-effect dose for rat pup
mortality was not determined. The-cause of these deaths is
not known. There:are no-adequat and well-controlled stud-

for Paxil at lgast twice that for placebo. derived

Obsessive .Compulsive Disorder, Panic Disorder and
Social Anxiety Disorder

from Table 2 below) were; asthenia, ,
appetite, libido decreased, tremor, abnormal ejaculation,
female genital disorders and impotence. :
Social Anxiety Disorder :
The most commonly observed adverse events assotiated
with the use'of paroxetine {incidence of 5% or-greater and:
incidence for Paxif at least twice that for placebo, derived
from Table:2 below) were: sweating, ‘nausea, dry mouth;
constipation, decreased appetite; -somnolence, tremor;
libido decreased, yawn. abnormal ejacufation, - female
genital disorders and impotence.

ies in pregnant women. Because animal reproduction stud- -
ies are not always predictive of huiman response, this-drug
should be used during pregnancy only if the potential bene-
it justifies the potential risk to the fetus. . .
Labor and Delivery. P, .

The effect of paroxetine on labor and delivery in humans is
unknown. : o .

Nursing Mothers s

Like many other. drugs, paroxetine is- secreted in human
milk, and caution shouid be exercised when Paxil (paroxe-
tine hydrochloride) is administered to @ nursing woman.
Pediatric Use’ . EE. c . -
Safety and effectivéness in the pediatric popufation have
not been established:” E .

Geriatric Use- T E o Yoo -
Inworldwide premarketing Paxil clinical trials, 17% of Paxit
treated patients {approximately 700} were 65 years of age
or older. Pharmacokinetic suidies revealed a decreased
clearance in the elderty, and a‘lower starting dose is rec-
ommended; there were, however, no-overall differences in

cidence in G lled Clinical Trials -
Ttie prescriber should be aware that the figurés'in the
tables following candot be used t© predict the incidence of
side effects.in the course of usual medical practice where
patient characteristics and other factors differ from - those
which prevailed in the clinical trials. Similarly, the cited fre-
quencies cannot be compared with figures obtained: from
other clinical investigations involving different treatments,
uses and investigators. The cited figures. however, do pro-
vide the prescribing physician with some basis for estimat-
ing the relative contribution of drug and-nondrug factors to
the side effect incidence rate in the.populations studied.
Depression : s 0
Table 1 enumerates adverse events that decurred dtan inci-
dence of 1% or more among paroxé\ine-treated patients
who ‘participated in short-term;{6-week placebo-controtled
trials in which patients were dosed in a range of 20 to
50 mg/day. Reported adverse everits were classified using
a standard COSTART-based Dictionary terminology.
Table 1. Treatment-Emergent Adverse Experience:

Incidence ‘in -Placgho-_ﬁumrol'rled"3@liqical Trials for

the adverse event profile between- elderly ‘and younger. Depression’ - . .
patients, and effectiveness was. simitar in younger and.older —— — —
patients {see CLINICAL PHARMACOLOGY and TOSAGe  Body System . Prgferred Term .. Paxil Placobo
AND ADMINISTRATION): -+ i w3 Sorsr® o 5 - (n=A21)_(n=A21)
ADVERSE REACTIONS - = - c Body as a Whole Headache 18% 17%
Associated with Discontinuation of Treatment ° B Asthenia 15% 6%
Twenty percent {1,199/6.145) of Paxil patients in worldwide Card lar - Palpitatior : 3% 1%
clinical trials in depression and 16.1% (84/522), 1 8% Vasodilation 3% 1%
64/547) and 9.4% (44/469) of Paxil patients.in-worldwid D ! Sweatl : 11% 2%
wials in social anxiety disorder, OCD and panic disorder, _ .7 -Rash - C% - 1%
respectively, discontinued :treatment- due to-an adverse Gastrointestinal -Nausea 26% 9%
event. The most comman-events {21%) associated withidis- © - DyMouth - S18% 12%
continuation and considered to-be drug related (i.e; those - Constipation - 14% 9%
events associated -with -drofiout at-a rate approximately  “Diarrhea . ©12% 0 8%
twice or greater for Paxifcompated to placebo) inchuded the- ~ Decieased Appetite 6% - 2%
following: B * Flatulerce o e 1% -
- Qrophiarynx Disorder 2% - 0%
ser o -onDyspepsia S 2% 1%
Mustuloskeletal Myopathy B : 1%
Myalgia 1%
eNS. - .- ¢ S . Myasthenia. 0%
Somaolence 2. Nervous System.. Somnolence 9%
Insomnia : . Dizziness 6%
Agitation Iisomnia 6%
; 2%
Nervousness .+ ¢ - 5% 3%
Angiety . - 5% 3%-
Paresthesia ~
. Libido Decreased

Libido . . L A 0%
Decreased : S

Where nimbers are not provided the inciderice of the'adverse éventsiin

Paxil {paroxetine. hydrochloride) patients was nat >1% or was not greater

than of equat to two times the incidence of.placebo..
1. Incidence comected for gender. . RN
Commeonly Observed Adverse Events -
Depression .., n ¢ ERERE o
The most-commonly observed.adverse events-associated
with the use of paroxetine:{incidence of 5%: ar. greater:and:
incidence for-Paxil at least twice that for placebo, derived
from Table .1- belaw) were; asthenia; sweating,:. nausea,
decreased appetite, I - dizzi : i
fremor, Nervousness, sjaculatory--distyrbance: a
male.genital disorde v

Obsessive Compulsi isorder. - B
The most-commonly: observed-adverse events associa
with-the-use qf‘qaroxet_in‘e‘(ir'\t:idencé 5% or:greater and-
incidenice-for- Paxil dtlesst twice that of placébo, defived
from Table 2 below) were: nausea; dry mouth, decreased

appetite, p s -tremor;
v & ¢a . A

_ Panic Disorder L L K

The: most:commonly observed- adverse events- associated
9 .

Drugged Feeling -
-Gonfusion «

Respirat 4o Yawn -
Special Senses - Bluired Vision "~ *
- = Taste Perversion
Urogenital = 2 :Ejaculatory
System ~Disturbance™ . R
. :Other Male:Genital = - 10%: -

- followingevents which had a
-Payif abdominal’ pain; agitatio

- CNS stimulation, fever, o ‘appet

Table 2 adverse events that occurred at 3 fre-
quency of 2% or more among 0CD patients an Paxil who
participated in placebo-controlied trials of 12-weeks dura-
tion in which patients were dosed in"a range of 20 t©
50 mg/day or among patients with panic disorder an Paxil
who participated in placebo-controlied trials -of 10- 1o
12-weeks duration in which patients were dosed inarange
of 10 to 60 mg/day or among patients with social anxiety
disorder on-Paxil {paroxetine hydrochloride} who partici-
pated in placebo-controlled trials of 12-weeks duration in
which patients were dosed in a range of 20 to 50 mg/day.

Table 2. Treatment-Emergent Adverse Expérignce
Incidence in Placeho-Controlled Clinical -Tiials for
Olisessive Compulsive Disordei. Panic Disorder and

Sacial Anxiety Disorder*

. Obsessive  * Panic Social

Compuisive Disorder - Anxiety

Disorder ... Disgrder
N . Pla- Pla-. Pl
Body Preferred ~ Paxil _cebo Paxil cebo Paxil' cebo
System Term (Ml(mm(ﬂml(ﬂlllnﬂ)(m)
Bodyasa Asthenia 7% 14% 4% -5% 2% 14%
Whole Abdominal — % 3% — —

*Pain 7

ChestPain ~ 3% 2% — T T
BackPain - — ~— 3% 2% — —

Chills 2% 1% % 1% —

Trauma o0 20— %%

Cacdio- Vasodilation 4% - -
vascular Palpitation 2% -
Derma-  Sweating 9% 9% 2%
tologic  Rash - 3% — - = T
Gastro- . Nausea 2% 0% 2% % Zg& %

intestinal Dry Mouth 18% 9% . 18% 1%
g Constipation 16% 6% 8% 5% 5% 2%,
Diaithea  10%- 10% - 2% 7% 9% - 6%
Decreased 9% 3% 7% 3% 8% 2%

Appetite. . o
Dyspepsia — — T % T
R — — = — 4 2
Increased % 3% 2% 1% —  —
Appetite L
Vomiting _ 1%

Musculo- Myalgia - = 3%

skeletal, T co .

Nervous = Insomnia 4% 19% 18%; 10% A% 6%

System  Somnolence 26%,.. "T% - 18% 1¥% 2% S
Diziness  12% 6% 14%. 10% 1%~ 7%
Tremot 1% 1% 8% 1%k 8%, 1%.

Nervousness 9% 8% — 8% 7%
Libido % 4% 9% 1% 12%° 1%
Decreased e .

- Agitation o~ . 5% 4% 3% 1%
Anxiety . 5% 4% % 4%
Abnomal % 1%, — — T . T

Oreams’

Concentration 3% 2%
impaired L
Depersonali-- 3% 0% -
zation

Myoclonus 1% 0%
Amnesia 2% - 1%
RespiratoryRhvinitis :
System . Pharyngitis
_ Yawn
Special ~ Abnomial
Senses - Vsio
i Taste
Pepersion

Uruﬁanital Abnormal
System Ejaculation?
ysmenprhe

Female
Genital: : E
Disordes? L . e
Impatence? B% 1% 5% 0% 5% 1%
Umay 3% 1% 2% 0% —  —

Frequency -~
Urination 3% _ - = =
Impaired:. " .
Urinary Tract, 2! % 1% =
* Infection

1. Events reported by at least 2% of OCD, panic disordel
and social anxiety- disorder Paxiktreated patients are
inclyded, except the following events which tiad an inci
dence on placebo 2 Paxif [0CO]: abdorinal pain, agita-
tion,, anxiety,. back pai cough increased, . depression,
headachg, hyperkil ififection, paresthesia, haryngi-

tis, respiratary disordér, rhinitis and sinusitis. {panic dis:

‘appette,
- phiaryngitis; postural “fijpotension, res'iJiratury(disorder
{includes miosth *“cold symptomis™ o “URI"), trauma and

hroat™ ‘and - “tightness  in

“inipotent v o TE T
6. Inciudes riosty “dificulty with micturition™ and “iirinary
" figsitancy.” 7 st

7. Includes mostly
. climaxforgasm.™:-

anorgasmia® and °

ffculty Tathing

10

orderl:_rabnonnal dreams, abnormal vision, chest
cough increased, depersonalization, depiession,’
e eperst )

yspepsia; fiu®syndrome, headache; infection,

P gsia, pharyrigl!
order, sirlusitis; tastecperversion,
asodilation: {sociat anxi-

‘depression, headache,
stnust R

2. Percéritage coprected for gen et
Dose Dependency of Adverse Evénts: Acomparisoniof
adverse event rates in a fixed-dose study comparing Paxil
10,20,30 and 40 mg/daywith placebo in the treatment of
depression revealed a clear dose dependericy for some of
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the more common adverse events dssaciated with PaXII use,
as shown in the following table:

Parosetine treatment has been associated .with - several
cases of piiapism. In those cases with'a known .outcome,
patients d without

T_all_le 3. Tredtn I Ad :

Whlle it is: difficult to know the precise nsk of sexual

Depréssion Dose-Coin n Trial*

associated with the use of SSRIs, physicians
should routinely inqifre about such possible side effects.

Weight and Vital'Sign Changes: Significant weight loss™

may be an result of with Paxif for

cebo Paxil
Body Systeml N 10mg 20mg 30mg 40mg:
red Term =51 n—102 n=104 n=101 n=102

Body as a Whdile '

Asthenia 0.0% 2.9% 10.6% 13.9% 12.7%
Dermatology < -

Sweating - "20% 10% - 67% 89%. 118%
Gastraintestinal e

Constipation 59% 4.9% 7.7% 9% 12 7%
Decreased 20% 20% . 58% 40% 49%

Appetite v . :
Diarrhea . 78% 9.8% -‘.519.2% 79% 14.7%.
Ory Mouth +.20% 108% 2
Natisea” 13.7%-14.7%
Nervous System “:-. - e

Anxiety ©+ - - 00% 2

Dizziness ©39% -

Nervousness 0.0%

Paresthesia - 0.0%

Somnolence - 7.8% 12- 7%,.

Tremor - 0.0% . 0.0% 77%
Special Senses : . :

Blued Vision ~ 20% 2.9%.. 29% -2
Urogenital System s

Abnormal - - L
Ejaculation 00% 58% 65% -108% 13.0%
Impotence 00% 19% .43% 64% 19%
Male Genital - s

Disarders - 87% -6.4% 37%

*Rule for including -adverse events i tabre ficidence at
least 5% for one’of pargxeting groups ‘and-2 twice the
placebo incidence for at Ieast one paroxetme graup.

Inafi mddose study ‘comparing placetip.and ‘Paxif 20, g
q0d 60 mg in the tiéatment of OCD; there was no clear rela-
tlonshlr! betwien adverse.events and. the dose of Paxil
{pardxeting hydrochloride) ta which Patients were assigned.
No new-adverse. events'were observed in“the Paxif 60 mg
dose group compared to any of the ‘othef treatment groups..
In-a, fixed-dose. study comparing placebg-and Paxif 10, 20
and 48.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 for asthenia,
dry mouth, anxiety, fibido decréased, tremor and abnormal,
ejaculation. In flexible dose studies, no newsadverse events
were. abserved in-patients receiving Pax:l 60'm ompared
to'any,of the other treatment groups:.. e
In‘a-fixed-dose study comparing. placebu and Paxil’ ZO 40
and 60 mg in the treatment -of social: anxiety discrder, for
most of the adverse events;:there'was,no clgar relationship
between adverse events,and the dase:pf Paxil (paroxetme
hydrochioride) to which patients were: assigned; i .-

Adajitation to Certaiii Adverse'

ra4 10 6-

lence and asthema)

Mcle and Femalé Sexual Dyshinction,
Although'chiariges in-sexual desire; sexual |
sexual satisfaction often occur as man
psychiatric -disorder; they imay:<lso ‘be-a conseqifence: of.
pharmacologic -treatment. Ini. particulas; :some “evidence:
suggests that selective serotonin reuptake mhlhnorséSSRIs)
can cause such-untoy i sexual.experiences. .

Hehable estlmales of 1he |nC|dence and sevemy uv

some patients but, dn average, patients in controlledtrials”
had: minimat {abbut- 1 pound} weight loss vs. smaller’
changés o platebd- and active: control: :No- significant:
changes in vital signs (systolic and diastolic blood pressure, -
pulse and temperature) were observed-in patlents treatedl

with Paxifin controlled clinicaf trials. -

ECG -Changes: In an analysis of ECGs’ obtained in 682
pafignts " treated, with Paxil:and 415 patients tréated’ with

placebo i contiolled clinical trias, o clinically srgnlhcant‘

chidrigés were Séenin the ECGs of either group.

Liver Fimetion Tests: In placebo-controlled clinical trials, X

patients treated with Paxil exhibited abnorinal valises on

liver function ‘tests at no 'gréater rate than that seen in-

placebo -treated patienits. In particular, the PaxiFvs:-placebo

comparisons for alkaline phosphatase, SGOT," “SGPT ‘and'

biliribirt- revealed :no- differences in the percentage of
patients with rifarked abnormalities. - :
Other Events Observed During the Premarkenng Eval-
uation of Paxil (paroxetine hydrochlnn )

During js premarkétinig assessment in dej
doses of Paxjfwere administered to 6,145 patients in phase,
2 and 3 studies: The conditions and duration of éxposute to’
Paxitvaried greatly and included (in overlapping ca!edones),
open and double’blind studles uncontm"eg

| events asswated with th XpOSUré were
i olugy of theit'

encing adverse events. without first grouping- similar types'
of untoward events into a smaller number of standardlzed
event categories.* :
In the tabulations that foltow, repuned advirse events were
classified using a standard COSTART-based Dictioriary tei-
minglogy: The freijuencies p | “therefore; -rep

ion, multiple’

monocytosis, normacytic anemna thrombncymemm throm-

bocytopenia.- .=

Metabolic and Nutrmnnal frequent wmght gain, we[ght

loss;’ /nfrequenr alkaline phosphatase increased,cedema;

petiptieral edera, SGOT i , SGPT i . thirst.-
- b UN. .

- hypergly .
o ia, h fiyp glv»
cemia, hypokalemla hyponatremla. ketusns Iacﬂc dehv-
drogenase: |ncreased 3

M

arthralgla" infre; .

quenr arthritis; rare: arthrosis; burs
porasis, generalized spasm, tenosynovi
Nervaus Systen: frequenr amnesia, CNS stlmulauq_n
, emotional lability, ver-
Icohol abuse. ataxia,
i@, dyskmes|a uphoria,

tigo; infrequent: abnormal thlnkr
delirium, depersonali
hallucmanons hos

nystagiu :
reflexes; decreased, . refiexes-.
wnthdrawal syndmme

:are; hyse—
b ; lccups lung{brusls pulmonary dema,
spu m increased, voige alteratien. - .

sutism;- seberrhea Skl
ulcer, vesnculubullnusra

the proportion of the 7. 678 patients exposed to-multiple’
doses of Paxil{paroxetine hydrochloride):-who-experienced
an-event of the ‘type cited- on at feast-orie occasion ‘while
receiving Paxil. All reported events are included-escept thase,

already Tisted in Tables 1 and 2 those reported in 1ermms 50!
general as.to. be-uninformative and those: evéntswhiere ai
drug cause: was remote. It is:important to emphasize that.
although the events reported accurred dunngtreatment wnh'
paroxetine, they were not necessarily gaused. by
Events are further categorized by body wstem’and:hstedm
order’ of decreasing frequency according tovthe following'
definitions: frequent adversé evénts are those otcurring o
one or more. gecasions, in at least1/100 patients {only those
not already listed:in theitabulated results from placebo-con-
trolled trials appear in this listing); infrequent adverse:
events-aré those uccumngm 1/1000°1/100¢ patients; rare
events are those oceurming in.fewer than 1/1000 patients:

Events of major clinical lmponance are also descnbed in the
PRECAUTIONS section, - v .

urinary urgency- vaginal-moniliasis; vag
atrophy, breasrenlargement €pididymitis; female lactauon
cystic-breast; kidney;calculus, kidney pain;
mastitis, metrorrhagia, nephritis, ofiguria, pyuri
utering spasm; urofith; vaginal hemurrhage
Postmarketing:Repar B
Voluntary reporis of adv
ine hydrochloride) tf
ket introduction and notdisted. abave thatmay have necaysal -
relationship with the drg:inelude acute pancreatitis. glevat-
ed-fiver-function- tasts:{the most severe cases were deaths
due:tp: liver-necrogis;- and, gmssly elevated nsaminases
d with severe:
toxic epidi

Body as a Whole:frequent: Chl”S malalse g

allergic reaction, face -edema, rieck pain; rare: adrenerglc
syndrome; celluiit, momllaSis e k. rig
peritonitis, ulcer. :* . :
P ;

wdl u sexual fe ||
satisfactibn-are-difficult !o ubtam hcwever in:part
patients-and-ph ‘he! to-diseuss:them.
Aocordmgly restlmatesu)f !he‘mmdence of: untowardsexual

n
Decreased libido
Orgasmic disturbance

sion, - mlgralne'tnare wangina: pectons arrhythmla :fiodal,
atnal fibrillation;. bundte tiranch bloc Gy

f: aceident; vt failure, .heart
block,--low’cardiac: output;-myotardial ‘infarct; myocardial

inappropriate- ABH, seg
prolactinemia. -and . galag!
syndrome-like, avents; exira)
included akathisia, brady
hypenoma -ocglogyric crisis
cancomitant use of glmon

syndrome, :

surofeptic malignant
symptoms which have -

ischemia, pallor; phlebrtis,:pulmonary, embolus, s
tricular. extrasystoles;. thrombnphlebltls lhromb05|s van-
case vein, vasculash
Dlgesnve Syste :

iis. glngwms glossms
increased sal|vat|an leer -function-tests :abnprmal; .rectal
hemurrhage,ulcerauve stomatitis; rare: aphthous-stomati=
tis, . bloody; diarhea;bulimia; . cholelithiasis, duodenms
enterms esuphagm fecal impactions; fecal-i

shivering, tachycardia, ar
tenal failure, pulmonaryhypenen
phylax:s eclampsia,

%
and’ evenls related to 1mpa|red hemammlesls {i
las 2. marrow. aplasia, -afd

gum
obstruction; .

ration, -peptic
n, stumach ulcer, 1stomati-

Hemic: and:1

gosinophiliaj: leukucytosw )enia;
erythrocytes;

purpura;  rare: ahnurmal $
There are no ad and welt hypoch anerma nron defich CIEnCY anemlap_ T
ing sexual dysfunction-with p | fymphocytes:-Jy s, -microcytic anefia;
13
s
¢
. 3 ,'/‘/ ‘ ,
B : ¥




been svs!ematicallv studied in. animals -OF hwmans for its out food, usuatly in Jtle rpoming. The recommended dose of

. - R - Physical and Psycholagic Depgndenpc: Paxil has not shoutd be administeyed as 3 single daily dose with of with-:

potential foc abuse, tolerance 0t physical dependence- While Paxilinthe treatment of-0CD is 40 mg daily. Patients should

the clinicat 1rials did not reveal any tendency, for aay drug- be started on 20 mg/day ang the dose can be increased in:
seeking behavior, these observations were, not systematic 10 mg/day increments. Dose changes should occur-at inter-
and tis not possitle 1 predict onthe basts. of this limited vals of at least 1 week. Patients were dosed in a.range of
experience the extent go_whichaCNS_—aclivedmgwillbemis- 20 to 60 mg/day in the clinical trials demonstrating the.
used, diverted and/or-abused once marketed. Consequenty, effectiveness :of Paxil in the treatment of 0CD. The maxi-

patients shouid, be __evalua_ted carefutly. for history 0f drug mum dosage should not exceed B0 ma/day. UL e
abuse, gnd ._such patients should be observed closely for Signs Maintenanc,ejmera ong-tem maintenance o -

of Paxil misuse of abuse {e.g. evelopment of tolerance. cy was demonstrated -month relapse preventi‘on’mal,' . T
incrementations of dose. dmg—seeking behavior). - In this wial, patient! with 0CD. assigned. o pa'rbxetjné

g . demons\rated—g.ldwer‘re}apse cate comparedi{o pati'en!;s‘or‘_\
of Paxilinthe placebo (see Cl’),NlCAL PHARMA i a chonic’

OVERDOSAGE L .
Human ience: Since the introduction

¥ Ex ; a chionit
-~ I US. 2 s'immaneous cases of deliberate OF: accidental condition, and it is reasonable lq.cuns'lder contingat gn-for
| Y qverdosage during paroxeting yreatment have been. report- a responding patient. Dosage adjustments should be made -
A od warldwide {cifca 1999), These include overdoses with to maintain the patienton the lowest effective dosage. and

paroxetine alone and in combination with ther Substances. patients shoutd be periodically reassessed todetermine the!
Of these, 48 cases were fatal and, of ithe tauaites,  eed {67 continued treatment. :
17-appeared 10 invqlve»paroxe\ine alone. Eight fatdl cases Panic Djsanlgr : o
which docurnented the amount of paroxetineingesled were Usual ‘Tnitial Dosage: Paxil should be administered
generally confounded by the ingestion- of other drugs of sirigle daily dose with of without food, usually inthe mom-..
: Jlcohol orthe presence of sngmhcanl‘comomid conditions: ing. The target dose of Paxilin the treatment of panic disor;
. Of 145 ~ non-atal cases with known outcome, ‘most dor is 40 mg/day. Patients shauld be started on. 10 mg/day:,
¢ recovered without:sequelae. The la_rgesx-_knuwn ingestion Dose changes should ocour in 10 mg/day increments and at

4

involved:2000 mg ot paroxetine 33 fimes:the maximum rec- intervals of at feast 1 week. Patients were dusedina range . P
! i ommended daity dose) in a patient who recovered: of 1010 60 mg/day in the clinical trials demonstrating the s e Cw
i Commonly eparted adverse’ events associated with parok effectiveness of Pai. The - maximum dosage - should noE : :
.1 etine overdosage include somnolence, COMa." nausea, exceed 60 mg/day. g
‘3 tremor, tachycardia, confusion,.»vumiting. and “dizziness. Maintenance Therapy: Long-tefm maimehancenf:eﬂuéaT

L. e signs afid symptoms observed with-overdos- ty was demonstrated ¥ 3-month relapse prevention trial.

es involving P R ¢ substances) n this trial, patients wi

inolude mydriasis. convulsions {including status epilepticus): etine demonstrated @ tower "rek 5d * to. . o
ventricula dysrhythmias. {including torsade- de pointes), patients ont placeb { LINICAY . . o
hypertension. aggressive reactions, Syncope. hypotension, Panic disorder is 3 C!

stupor;bradycardia. dystonia, Thabdomyalysis, symptoms 0! consider continuati i

hepatic dysfunction including hepatic. failure, -hepatic adjustments should be made 1o maintain the patierit on the

necrosis; jaundice: hepatitis,-and ‘hepatic steatosis), sero- \owest effective dosage. and patients should be periodically

tonin ‘Syndrome, manic. reactions. myoclonus, 3CUte -renal reassessed t0 determune the-need for continued treatment:

tailure. and wrinary retentian: © - - Social Anxiety Disorder :
3 Overdasage Manag ot Treatment should consist-of Usual Initial Dosage: Paxil should be administered as&@
- % those general measures employed in the management of single daily dose:willy or without food. usually in the mom-
R overdosage with any antidepressant. o ing. The r_ecommended_and"inilial dosage is 20 mg/day. !0
- b Ensue an-adequate airway, oxyaenation; and ventilation. ;hmca_l trigls the e;ffaclweness of Paxilwas demunsgrated
, . 4 Maior cardiip shythm-and vital signs. General: supportive patients dosed in a 1ange ¢ 010 day. While the
i and’ symptoiRatic measures: ae also recommended. safety va_PaXlI.has_been eva
3 Induction”of emesis is ot recommended: :Gastic lavage  ameey disorder at doses uP
3 with a\drge-bore orogastrie tabe with appropriate airway mation does not sugge
H protection; if needed, may’e indicated it performed soor above 20 mg/day-{See CLINICALE e
- T after ingestion, Of in symplamaﬂc patients. ~ 8 Ma;ntenance Therapy: There 1S no body:of evidence
3 ctvated charcoal should be adrinistered- Due to the large available to answer the question of.how 103 ‘the patient
' % volume of “istribution of this dd. torced:diurests, Gialysis. Seated with paxil should remall on it. Atthough the effi-
¢ hemoperfusion and exchange transftision areunilikely to be cacy of Paxil beyond 12 weeks of dosing has not been
. 3 of benefit No spetific antidofés for paroxetine are known.” demonstrated in controlied clinical trials. social anxiety
PA specific caution invalves patisnts who are-taking orhave disorder IS recognized 88 3 chronic condition, and itis rea-
1 recenty taken parovetine Saio might ingesl excessive auat- sonale_to_cansider coninuation of treatmert for a
i ties of a tricyclic anfidepressant, In such a.6ase. accumy- responding patient. Dosag8 adjustments should be made
% \tior of the parent icyelis and/ : to maintain the patient on the \owest effective dosage.
i mayincréase the possitifity of chin and patients should be periodically reassessed to deter-
}  |ag and extend the timé needed-§ mine the need for continued treatment.
% fion {see Drugs ‘Metabolized Dosage for Elderly or Debilitated, and Patients with
. . 3 PRECAUTIONS!, E Severe Renal or Hepatic Impairment: The recommend=
. N K managing overdosage. coriside ed |_mnal.duse is10 m_glriavvfo'r elderly patients, debilitated N
,  pletng nvolvement. 1he physician’® patients. and/or patients with-seyere _reu_\al or: hepatic
§ Ysting 4 poison-control center for additional in impaiment. Increases 1 be made if indicated. Dosdge
o e treatment of aoy e ofise, Telophorie nuimbers f0r should not exceed 40 my/day. o das
certified poison control ‘enters are fisted inthe Physicians’ Switching Patients.to or froma Monoamine Oxidase
Desk Reference {PORY. . AR N : Inhihitor: At least 14-days’ _sh_ould elapse l;etWeen-'d@cun'-
DOSAGE AND ADM|NISTRA110N . \inuation of 8 AMAQL2nd initiation of ‘Pasil thesapy. Sirilarly:

at.lpast 14 days: should-be. allowed after stcpping'-Paxﬂ
{paroxetine hydrochloride) hefore starting.a MAOL -
of NOTE: SHAKE SUSPEN§ION \WELL'BEFORE USING.
out food, usually in e momfig. The recommended initial HOW SUPPLED = © e -
dase is 20mg/day. patients were dosed ina range of 2010 Tablets: Film-coated,
50 mg/day in the clinical trials deimonsraling. o 10 mg yellow table!
ressarit eff qijieﬁgss of Paxil K with 2l antidepr Ssats. on _the,vJ‘J_ackvwm_

Depreéssion

3; Ustal Initial_Dosage: paxil {parosetine hydrochloride)
%
§
B!
!

could be administered s 8 single daily 058 with or with-

fignts’ fot respondin

i 1o 3 20 mg dose

ng
dose ingred! 10 frig/day incfe

of 50 mg/d nges sl
; Mainte y: oiévideice 30 mg blue stlets engraved on the front Wi
- available. 0. 2NSNEL the. qu the patient  the back with 30. NDC.0029:3242
tieated With PaXil should! f(isg Lrallyabeed 40 mg green wablets engraved on the fro
| datacites joes of Ao Seg Qe sl monlielt - onthe T ith 40,. - NDG0u2832
- i longer O ustained: amacologic therapy. ether the b e 200 . o
. E ) ! ot an 'antigep'repssarn _vedgd g, ihd%e\remissihn,is %lort‘z tgble\s hggﬂe%q(l)S a““,?’? C_@dSS? am_iﬁﬁ‘.;f). o
- . e i ideh lo'\hﬁ dose nieeded 10 mqima"lniand/o[ sustain g ai‘mgﬁ“:‘ Fifl'legé‘hm?i%:t:ﬂ%g ‘.Ngéagggz& 3‘&2\!10& L
. ) . - ST g euthymia is unknown. ’ o L wes. oo
. : . ‘, Systematic evaluaton of the efficacy of Paxil {p Store suspension ‘4t 0f below 20 T
| hydrochloride] has showd that efficacy.is main! DATE QF 1SS! NCEAUG. 2000 B(OIﬂy o8
3 periods of up 0.1 year ‘with doses that aver ©$m1th \3 ham, 2000 7 L e ST
Y 0mg - e L Siihili Be: cha,in_.l’hgnnacguﬁ_als.‘ i : .
1 Ohgessive Bnmpuls‘weDi,su_lder» Lo £ pritadetphia, A 19101 o LT
[ Usual. Initial Dosage:: Payil -{paroxe ine hydr_ochloride\ BUTA e e e Printed in US A .
: 15 16 .
" ! . ? <
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SEP 14 2000

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

Sponsor: SmithKline Beecham Pharmaceuticals
Drug: Paxil (paroxetine HCl) Tablets
Indication: Depression, Panic Disorder, OCD,

Social Anxiety
Material Submitted: Special Supplement-Changes Being
- Effected and FPL (SLR-030)
Correspondence Date:  September 7, 2000

Date Received: September 8, 2000
Related Supplement: - NDA #20-710/SLR-008

The Division had requested that the sponsor (SB) update the
ADVERSE REACTIONS/Postmarketing Reports and OVERDOSAGE/
Human Experience sections of Paxil labeling. After
negotiations with SB over proposed text, we had reached
agreement as conveyed in letters to SB dated '
1-14-00 and 6-12-00, respectively. This submission
contains Final Printed Labeling incorporating these
revisions, which are acceptable.:

From a clinical perspective, it is recommended that these
supplements (NDA 20-031/SLR-030 and NDA 20-710/SLR-008) be
approved. : .

This submission also addresses a CMC supplement for the
oral suspension (NDA #20-710/SCM-005) and should be
reviewed by the Office of New Drug Chemistry reviewer.

()

Gregory M. Dubitsky, M.D.
September 14, 2000

ccC:

7NDA# 20-710 (Paxil Oral Suspension)

HFD-120 (Div. Files) . .
HFD-120/GDubitsky s———t) ';;;Z%é;7£ﬁ;1
/TLaughren .
/PDavid '

ffﬁ(Paxil‘Tablets) 5 /. CDQ



- CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
NDA 20-031/S-031

ADMINISTRATIVE




REGULATORY PROJECT MANAGER
LABELING REVIEW

N

NDA: @ séa) & 20-710 (Oral Suspension) SEP 21 Z300
DRUG: Paxil (paroxetlne HCI) Tablets and Oral Suspension :
Sponsor: SmithKline Beecham (SB)
Indication:  Depression/OCD/Social Anxiety Disorder
Supplements: 20-031/SLR-030 (dated 9-7- 00)

20-710/SLR-008 (dated 9-7-00)

Notes of interest:

e The last approved labeling revision was 20-031/SE1-023 (for social anxiety disorder).
This was approved in an Agency letter dated 5-11-99. Final printed labeling was
submitted on 5-26-99, and an acknowledge and retain letter issued on 6-18-99.

e Both the tablet and the suspension formulations share the same labeling and identical
supplements were submitted to their respective NDA:s.

REVIEW

20-031/SLR-030

20-710/SLR-008

Dated: 9-7-00

CBE: Yes

Label Code: PX:L17 '
Reviewed by Medical Officer and Chemist: Yes, acceptable by medical officer; pendmg
acceptability by chemist

The supplement provides for the following revisions:
1. Revisions to the OVERDOSAGE and ADVERSE REACTIONS—Postmarketmg
: Reports section of labeling as requested in Agency letters dated January 14, and
Junel2, 2000.
2. The deletion of Crawley, UK as the manufacturmg site under the HOW SUPPLIED
section of labeling. '

CONCLUSIONS

- 1. These supplements 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 (SE1-023; Label Code PX: L16; approval letter dated 5-11-
99).

2. If the chemist concurs with the: labelmg revisions, I recommend issuing an approval
~ letter for supplements 20-031/SLR-030 and 20~ 710/SLR-008

SN
Paul David. RPh
Regulatory Project Manager

M %4\.: 42f/w

John Purvis C/
Supervisory Consumer Safety Officer




NDAs 20-031 & 20-710
Page 2

NDA 20-031

NDA 20-710

HFD-120/Div Files
HFD-120/T.Laughren/G.Dubitsky/P.David
9/22/00 _

- LABELING REVIEW
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"PRESCRIBING INFORMATION

PAXIL®

brand of . v .
paroxetine
hydrochloride
tablets and -
oral suspension

- DESCRIPTION

Paxil (paruxeﬁne'hydruéhlbrid'é) is7an orally*administered
antidepressant with a chemical structure ‘unrelated to

.nonlinearity- vwas -observed in both populations, - again
T a it + e, cathway. | ioom &

L N .

effects on' -and dopamine-neuional reup-
take, /n vitro radioligand binding studies indicate that

paroxetine has little affinity for muscarinic,. alpha,-,
“alphay. .beta-adrenergic-, dopamine (Dgk, S-HTy-, S-HT,-

and histamine (H,}-receptors;-antagonism’ of muscarinic,
histaminergic and alpha,-adrenergic sreceptors has been
assaciated with various anticholinergic, sedative and car-
diovascular effects for other psychotropic drugs.

Because the relative .potencies of . paroxetine’s major
metabolites are at most 1750 of the parent compound, they
are essentiatly inactive. . A "
Pharmacokinétics ~ M

P: ine is equally bioavailable from oral sy ion and

tablet .
Paroxetine hydrachloride is completely absorbed after oral
dosing of a solution of the hydrochloride salt I a study in
which nomal male subjects {n=15) received 30 mg tablets
daily for 30 days, steady-state paroxetine concentrations

_ were achieved by approximately 10 days for most subjects.

although it may take ially tonger in an %

patient. At steady state, mean values of Crup, T, Corin 300
T2 were 61.7 ng/mL [CV 45%}, 5.2 bw. (CV 10%),30.7 ng/mL
¢ 67%) and 21.0 hr. (CV 32%), respectively. The steady-
state gy and Crgy values were about 6 and 14 times what
would be predicted from single-dose studies: Steady-state

drug exposure based on AUCq, was about 8 times greater -

than would have been predicted from single-dose data in
these subjects. The excess accumulation is @ consequence
of the fact that one of -the enzymes that metabolizes
paroxetine is readily saturable. R
In steady-state dose proportionality studies involving eldery
.and nonelderly patients, -at doses of 20 to 40 mg daily for
the elderly and 20 to 50 mg daily for the nonelderly, some
P 5 n comp o
. values-after-20 mg daily, values after 40 mg.daily were

_anly about 2 to.3 times greater than doubled.

The effects of food:on.the bicavailability of paroxetine were
studied in-subjects administered a: single dose- with and
without food. AUC was only. slightly increased (6%} when
drug was administered with food but the Cooee. Was 29%
greater, while the time to reach peak plasma concentration

decreased from 6.4 hours post-dosing t0 4.9 hours. .

{(3 4"-methylenedioxyphenoxy) methyl] piperidine’ hydro-
chloride hemihydrate and has the empinical formula of
CigHPNO;#HCI® 1/2H,0. The molecular weight is 374.8
{329.4 as free base). The structural formala is: .
K TR 0\
0.

ol

: +Ha
paroxetine hydrochloride
Paroxetine hydrochloride is an odorless, off-white powder,
having a melting point range of 120° to 138°C and a solu-
bility of 5.4 mg/mL in watet
Tablets R . .
Each film-coated tablet contains paroxetine hydrochloride

equivalent to paroxetine as follows: 10 mg-yellow: 20 mg-"

pirik {scored); 30 mg-blue, 40 mg-green. Inactive ingredi-
ents consist of diiasic calcium phosphate dihydrate,
hydroxy 1 methy lo: griesium stearate, poly-
ethylene glycols, polysorbate 80, sodium starch glycolate,

titanium dioxide and one or more of the following: D&C Red -

No. 30, D&C Yellow No. 10, FD&C Blué No. 2, FD&C Yellow

‘No.6. -

P for Oral Administrati
Each S mL of orange-colored, orange-flavored Tiquid con-
wins paraxetine hydrochloride equivalent to paroxetine,
10 mg. Inactive ingredients cansist of polacsilin patassium,

microcrystalling cellulose, propylene glycol, glycerin,

sorbitol, methyl parabien, propyl paraben, sodium citrate
dihyd citric  acid Y sodium  saccharin,
{ijzg\g:ﬁngs, FDAC Yellow No.'6 and simethicone emulsion,

CLINICAL PHARMACOLOGY

Pharmacodynamics

The antidepressant action of paroxetine and its efficacy in
the treatment of social anxiety disorder, obsessive com-
pulsive disorder {0CD} and panic disorder {PD} is presumed
to be linked t6 potentiation of serotonergic activity in the
central nervuus'system resuhing me inhibition of neuro-

i ine, 5

p y-tryp 2

Studies at clinically relevant doses in humans have dem-

onstrated that paroxetine blocks the uptake of sergtonin

inta human platelets. iz vitro studies in animals also sug-

gest that paroxeting is a potent and highly selective inhib-

jtor of neuronal serotonin reuptake and has only very weak
1

oftier sel n reuptake inhibitors or to ticyclic. P: is ! bolized after.oral ad

yclic or ‘other ‘available_antid: agents: It is _tion The principal-metzbolites are polar ‘and -conjugated
the hydrochloride salt of a phenylipiperidine - d products of oxidation and ylation, which are readily
igémtified “chemically as: {-Firans-4/H{4"fluorophenyl} 35  cleared. Corijugates with glucuronic acid and sulfate pre-

C and major. metabolites;have been.isolated-and
identified. Data indicate that the metabolités have i more
than 1/50 the patency of the parent compound hibiting
serotonin uptake, The metabolism of paroxeting is accbm-
plished-in_part by cytochrome PusgliDs. Saturation of this
enzyme at clinical doses appears o accourt for the nonlin-
earity of paroxetine kinetics' with increasifig -dose and
increasing duration of treatment. The role of this erizyme in
paroxetine metabolism also’ suggests. potential ‘drug-drig
interactions (see PRECAUTIONS). © -

Approximately 64% of 3 30 mg oral solution dose of pargx-

“etiné was excreted in the rine with 2% as the parent com-

pound and 62% as metabolites over a 10-day fost-dosing
period. About 35% was excreted in the feces (probably via
the bile), mostly as metabolites-and less then 1% a5 the

parent compound over the 10-day post-dosing period. * - -
“Distribitio R aley hoitt the body,

i f gholt A
including the CNS, with only 1% remaining in the plasma.
Protein Binding: Approximately 35% and 3% of paroxe-
tine'is bound to plasma protéin at, 100 ng/ml and 400
ng/mL, respectively. Under clinical condifions, paraxetine
concentrations would normally be fess than 400 ng/ml
Paroxetine does not alter the in vitro protein binding of
‘phenytoin or warfarin.” - Ce -
Renal and Liver Disesse: Increased plasma concentia-
tions of paraxetine occur in subjects with renal and hépatic
impairment. The mean plasma concentrations in panents
with creatinine clearance below 30 ml/min.:wes approxi-
mately 4 times greater than seen in nomal volunteers.
Patients with creatinine clearance of 30 to 60 mL/min. and
patientsith hepatic functional impaiment had about a

:2-fold increase in plasma concentrations {AUC, Cuud:

The'initial dosage should therefore be reduced in patients
with severe renal or hepatic impairment, and upward titra-

tion, if necessary, should be at increased intervals (see

DOSAGE AND AOMINISTRATION). :

Elderly Patients: In a multiple-dose study in the elderly at
daily paroxetine doses of 20, 30 and 40 mg, Cyx, ConCentra-
tions were about 70% to 80% greater than the respective
C,ie Concentrations in nonelderly subjects. Therefore the
initial dosage in the elderly should be reduced {see DOSAGE
.AND ADMINISTRATION]. :
Clinical Trials

* Depression .

The efficacy of Paxil {paroxetine hydrochloride} as-a. treat-

ment for depression has been ished in 6 placebo-

controfled studies of patients with depression {ages 18 to

73). In these studies Paxil was shown o be significantly

moré effective than placebo in treating depression by- at
-2
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least.2 of the followi Hamitton O
Bating Scale-(HDRS). the Hamilton depressed mood tem.
and the Clinical Globat Impression (CGI}-Severity of Hiness.
Paxil, (paroxetine hydrochlodde) was significantly. better
“than’ placebo in” improvement of the HDRS sub-factor
scofes, including the depressed mood item, sleep dnsxur-
bance factor, and amuety factar.
P -

A stidy who had respondsd to
Paxil (HORS tolal score <B) during an initial &week open-
maa!men( phase and were then randomized 1o continuation
on Paxil or placebo far 1 year demonstyated a significantly
fower relapse rate for patients taking Paxif(15%} compared
to those on placebo (39%). Eﬂecuveness Was 5|m|Iar lor

" male and female patients.

Obsessive Compulsive Disorder
The effectiveness of Paxil in the treatment of obsessive
compulsive disorder (OCD) was demonstrated “in two

"12-week ‘multicenter placebo-controlled studies- of adult

outpatients {Studies T-and 2). Patients in all studies had

‘moderate to severe 0CD {DSM-II{R) with mean baseline
‘ratings on the Yale Brown Obsessive Compulsive Scale
_ (YBOCSFtotal score ranging from 23 to 26. Study 1, a dose-
-range finding study where patients were treated with fixed
" doses of 20, 40 or 60 mg of paroxetine/day’ demanstrated
that daily doses of paroxetine 40 and 60 mg are effective in
_the treatment of OCD. Patients receiving' doses of 40 and
60 my paroxetine experienced a mean reduction of approxi-
mately 6 and 7 points, respectively,-on the YBOCS total
seore which was significantly greater than'the approximate
4 point.reduction at 20 mg and a 3-paint reducticn’in the
placebo-treated patients. Study 2 was @ fle)uble dose study
comparing paroxetine {20 to 60 mg daily} with clomi

Long-term maintenance effects of Paxil in panic disonder
were demonstrated in an_extension to Study 1. Patients
who were responders during the 10-week double-blind
phase and during.a 3-month double-biind extension phase
wére randamized to either paroxetine {10, 20, or 40 mg/
day) or piacebo in 3.3-month double-blind relapse preven-
tion phase. Patients randomlzed to paroxetine were signifi-

. cantly less Tikely_to relapse” than comparably rreated

patients wha were randomized to placebo.
Subgroup-analyses did not indicate that there were any
differences in treatment outcomes as a fum:non of age or

" gender.

Social Anxiety Disorder .’

The effectiveness of Paxil in the reatment of social anxiety
disorder was demonstrated in thiee 12-week, multicenter,
placebo-controlled studies (Studies 1-3)°of adult outpa-
tients with social anxiety disorder {DSM-1V). In these stud-
ies, the effectiveness of Paxil compared to placebo was
evaluated on the basis of (1) the proporticn of responders,
as defined by a Clinical Global Impressions {CGI} improve-
ment score of T'{very much improved) or 2 {much improved),
and {2} change from baseline in the hebovmz Social

_ Amxiety-Scale (LSAS|
" Studies 1 and 2 were ﬂauble-duse studies comparing parox-
‘etine (20 to 50 mg daily) and placeto. Paroxetine demon-

strated statistically significant superiority over ptacetio on

‘both-the-CGI Improvement responder criterion and the
Liebowitz Social ‘Anxiety” Scale {LSAS):-In" Study 1, for -

patients who-completed:to week 12, 69% of paroxetine-
treated patients compared to°29% of placebo-treated
p CG! Imp ders. Jrr Study 2, CGH

{2510 250 mg dally) In this study, patients recelving parox-
etine 3 mean red of

7 points on the YBOCS- total score which was' signifi cantly
-greater than the mean reduction of’ apprmumalely 4 pmms
In placebo-treated patients:

- The following table provides the -classification by
+lreatment gmup on Globat Improvement: items of the
.»Clinical Glabal Impressions {CGI) scale for Study 1.

ders were 77% and 42% for the parox-
efine- and placebo-treated patients, respecnve(y
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 CGF Improve-

‘ment responder criterion; there- were trends forsuperiority

over placebo for the 40 and 60 mg/day dose groups. There
was'no indication in this study of any addmunai beneﬁ‘l for

doses higher than 20'mg/day. -
0u(come C"’,f;:,r,‘?u',‘ ?.n (%! o C(?,!.—glt?}éayl Subgroup analyses did not indicate differences in treatment
— ot ¥ Fardt P 7 as-a function of age, race, or gender. _
il ;| - Paxi X

Outcome Placebo | 26 mg, | 40.mg | 60 mg m‘;‘,&:;?gr s AND_ USAGE :
Classification. | (=74} | {n=75}.} (i=66) | {n=B6} hydrochiorde) is indicated for the weat-

Worse. .- ¢ 14% 7% { 7% 3% mem of depfemm ; :
Chan o E The efficacy of Paxifin the treatment u1 amajor.depressive.
N? (.Ihange = 4% - 3% | 7% | 19% “episodé was establjshed-in 6-week controlled;tiials of out-
_[Minimally iImproved | 24% | 33% -} 29%.{ 34% patientswhose diagnoses cofresponded most dusely o the

‘Much lproved - { #1% | 18% { 22% [ 24% DS'lfA—HI category 8'(5 ma;x{ depredsscve disorder s‘(’dsee E[rINI

Very Much Improved | 7% 7% | 2% | 2% CALPHAR COL Y} A major depressive episode implies

‘Subgroup-analyses did not indicate that there were any
-differences in treatment oulcomes asa fummon of age or
Thaﬂong—teml mamtenance eﬁecis uf Pa)ul in OCD were
demonstrated in a long-term extension to Study 1. Patients
who were responders:on paroxetine during the 3-month
double-blind phase and a 6-month axtension:on open-label
paroxetine (20 to 60 mg/day} were randomized to. either
paraxetine-or. placebo- in.a 6-month double-blind relapse
prevention phase. Patients randomized to paroxetine were
-significantly less likely to relapse than.comparably. reated
patients who were randomued 1o placebo. .
anc

The effectiveness of Paxll Ipamxelma hydrochloride) in the
treatment” of panic disorder was demonstrated in. three
10--10:12-week multicenter, placebo-controlied. studies .of
adult outpatients [Studies 1-3). Patients'in all studies had
-panic disorder {DSMHIIR), with or without agoraphobia. In
these studies, Paxil was shown -to be signfficantly more
effective than placebo in treating panic disorder by at least
2 out of 3 measures of panic attack frequency and on the
Ctinical Glebal-Impression Severity oflliness score. - -
Study 1 was a 10-week dose-range finding study; patlents
-were treated with fixed paraxeting doses of 10,26, or 40
mg/day-of placebo. A significant difference from placebo

" estin usual activities or d

mond that usually interferes with da:ly lummumng (nearly
every day for-at least 2 weeks};-it should include-at feast
4 of the foliav\nng 8 symptoms. change in appetite’ Ehange
in sleep, ps ion, loss of i inter-
|n sexual drive, i

fatigue, feelings of guilt or worthlessness, slowed thinking

orimpaired’ cnncemranon and a Sl.llCldE attempt ov svicidal

ideaton. .
The antidepressant action of Pax:l in hDSpllalllEd depressed

- patients has not been adequately studied. -

The efficacy of Paxilin maintaining an amrdepremnt
response for up to 1 year was demonstrated in-a-placebo-
controlied tnal (see CLINICAL PHARMACOLOGY]. Neverthe-

-Iess.mephysluanwhoelectsmuse Paxllforexmmded

periods should di g-term use-
fulness of the drug for the lndmdual patlem

Obsessive COmpulswe Disorder B
Paxilis d for the of ions and com-
putsions in patients with obsessive compulsive disorder

{DCD) as defined in the DSM-V..The obsessions or compul-
sions cause marked distiess, are time-consuming, of signif-

icantly interfere with social or occupational functioning.
The efﬁca:y of Pax:l was establishied in m 1Z-week trials
with

coresponded most r:losety to the DSMHIR megoty of

was observed only for the. 40 mg/day group. At
76% of patients receiving paroxetine 40 mg/day were free
of panic attacks, compared to 44% of placebo—trealed
patients.

Study 2 was a’'1Z-week flexible-dose study companng
paroxeting {10 to 60 mg daily} and placebb. At endpoint,
51% of paroxetine 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 piacebo in-patients con-
curently receiving standardized cognitive behaviora! therapy.
Atendpaint, 33% of the paroxetine-treated patients showed
@ reduction to 0 or 1 pamc attacks mmpared to 14% of
placebo patients.

In both Studies 2 and 3, Ihe mean pamerne dose for
[ at endpoint was app y 40 mg/day of
paroxetifie.

3

disorder {see CUNICAL PHARMA-
COI.OGY-—-Cllmcal Trials). - .- -
compulsive disorder is ¢ i ‘byreu.urent
and persistent ideas, thoughts, impulses or imsages (obses-
sions} that are ego-dystonic and/or repetitive, puposeful and
intentional behaviors [compulsions) that are mcngmzed by
the person as excessive of unreasonable. -
L ong-term maintenance of efficacy was demonstrated in a 6-
month relapse prevention tsial. In this trial, patients assigned
to paroxetine showed 3 lower relapse rate compared to
patients on placebo (see CLINICAL PRARMACOLOGY). Nev-
ertheless, the physician who elects to.use Paxil- for extended
periods should ically re-evaluate the long-tesm useful-
ness of the drug for Ihemdrvndual patient (see DOSAGEAND
ADMINISTRATION. :
Panic Disorder
Paxif s indicated for the treatment of panic disorder, with or

4
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- without ageraphobia, as defined in DSMHV. Panic disorder is
characterized by the occurrence of unexpected panic attacks
_and .associated concern about having additional attacks,

woiry abiout the implications or'consequerices of the attacks,
.and/or a significant change in behavior refated to the attacks.
The efficacy of. Paxil (paroxetine-hydrochloride] was estab-
-fistied in-tifeer10- o 12-week trials in panic*disorder
patients-whose diagnoses”corresponded-to the. DSM-IIR
Category of panic disorder {see CUNICAL PHARMACOLOGY—
Clinical Trials). R ;
Panic disorder {DSM-IV] is characterized by recurrent unex-
ted panic attacks, i.e.. a discrete period of intense fear
or discomfort in which four (or more] of the_following symp-
.toms develop abtuplly)_and-reach a peak within 10 minutes:

{1} palpi o heart, or accel d-heart rate;
{2) sweating; {3) trembling or shaking {4) sensations of
af breath or ing; {5) feeling of choking; {6}

chest pain-or discomfort; {7) nausea or abdominal distress:
{8} feeling dizzy. unsteady; lightheaded, o faint; (9} dereal-
ization {feelings o lity} or dep lization (being
detached from oneself): (10) fear of losing controf; {11) fear
of dying; {12} paresthesias [numbness of tingling sensa-
tions); {13).chills or hot flushes. . -

Long-term maimenance of efficacy was demonstrated in a
3-menth relapse prevention trial. [n this trial, patients with
panic disorder assigned to p i d alower
-relapse rate compared {0 patients on placebo {see CUNICAL
PHARMACOLOGY). Nevertheless, the physician who pre-
scribes Paxil for extended periods should periodically
re-evaluate the long-term usefulness of the drug for the
individual patient. BRI

Social Anxiety Disorder -

Paxil is indicated for the treatment of social anxiety disor-

der, also-known as social phobia. as defined in DSM-IV”

{300.23). Social. anxiety. disorder. is characterized by a
marked.and persistent fear of one or more social of per-
formance*situations in_which the person is exposed to
unfamiliar people or to possible scrutiny by others. Expo-
‘sufe to the feared situation almost invartably pi ki
anxiety, which may approach the intensity of a panic
- attack. The feared situations are-avoided er endured with
intense-anxiety or distress. The avoidance, anxious antici-
patitn, ot distress in the feared situation{s} intérferes sig-
nificantly with the persen's normal routine, occupationial
. of academic functioning, or social activities or relation-
- ships, or- there is marked distress about having the pho-
bias.: Lesser degrees of performance anxiety of shyness
generally do.-not reguire psychopharmacological treat-

‘e efficacy of. Paxil (paroxetine hydrochloride) was estab-
lished in thres 12-week trials‘in adult patients with social
anxiety disorder (DSM-IV). Paxil has not-been studied in
chilgren or adolescents with social phobia (see CLINICAL
 PHARMACOLOGY—Clinical Trials). .. .- s

The effectivefiess of Paxifin long-term treatmen
amdety disorder, i.e., far.more than 12 weeks, has not
n Sy icall \uated. in. ad and - well-
lled tials. Therefore, the physici who elects.to
prescribe Paxif for extended ‘periods should ‘periodically
* reévaludte’ the.long-temm usefulnass of the drug for the
individual patient {see DOSAGE AND ADMINISTRATIONL.
CONTRAINDICATIONS I
Concomitant use jn_palients taking mongamine gxidase
inhibitors {MAOIs) i§ contraindicated (see ‘WARNINGS and
PRECAUTIONS). - : .

- Paxilis contraindicated in patients with @ hypersehsitiiiity to .

paraxetine or any of the inactive ingredients in Paxil.

WARNINGS - - o s
Potential for | ion. with M ine Oxid:
Inhibitors | " . . . S

In pati iving another i ptak

" depression’ and may pefsi
Coccurs. Close sypervision of;

ia. of mania- occured in -approximately

-testing, -hypomania. of 1 X
1.0% of Paxik-treated unipolar patients compared ta 1:3 % of

active-control and 0.3% of placebo-treated, unipolar
patients. In a subset of patients classified as bipolar,-the
Tate of manic episodes was 2.2%. for, Paxil and 11:6% for
the combined active-coatrol groups. As with all antidepres-
sants. Paxil should be used cautiously- in. patients. with a
history of mania.. - - TN .
Seizures: During premarketing testing, sefzures ocourred in
0.1%.of Paxittreated patients, a rate similar to that associ-
ated with other antidepressants: Paxil should be used cau-
tiously in patients with a histary. of seizures. It should .be
discontinued in any patient who develops ‘Seizures;
Suicide: The possibility of 3 suicide, attempt.is inherent in
ssion

accompany inital drug therapy.. Prestriptions .
should be written for the smallést quantity'of !
sistent with good patient management, in order to reduce
the:risk of overdose. st .
Hyponatremia: Several cases of hyponatremia have been
reported. The hypon jia appeared 1o be reversible when
Paxil was discontinued.,The majority of tfiése, pccumences
have- been in elderly- individuals: some jn-patients-taking
diuretics or who.were otherwise volume depleted.
Abnormal Bleeding: There have been several repins of
abnomal bleeding {mostly ecchymosis and purpura) associ-
ated with paroxetine treatment, including-a report of
impaired platelet aggregation. While a causal relationship

to paroxetine is unclear, impaired platelet aggregation may

result from platelet serotonin depletion and.gontribute to
such occumences. -
Use in Patients with Concomitant lliness: Clinicat

experience with Paxil in patients with certain.concomitant
systemic iltness is fimited. ‘Caution is agvisable in 05ing
Paxil in patients with diseases or conditions that could
affect tism or hemodynamic resp -
Paxil has not been evaluated or used to dfy appreciable
extent in palients with a recent history of royocasdial infarc-
tion or unstable heart disease. Patients-with these diag-
noses were excluded from clinical studies during the prod-
uct’s premarket testing. Evaluation of electrocardiograms of
82 patients who received Paxil in double-ttind, placebo-
controlled trials, however, did not indicate that Palis asso-
ciated with the development of significant ECG abrioamali-
ties. Similarly, Paxil :(paroxetine:, hydrochloride} does not
cause any clinically important changes in heart rate or blood
pressure. oo
Increased plasma concentrations of paroxgtine. occur in
patients with severe renal impairment [creatinine clearance
30 mi/min.) or severe hepaltic impaimment-Arjower start-
ing dose should be used in such.patients (se2 DOSAGE AND
ADMINISTRATION). .
Information for Patients - C e
Physicians are advised to discuss the following issues with
patients for whom they prescribe Paxif .
Interferénce with Cognitive and Motor Pedformance:
psychoactive drug may impair judgment, thinking or

Any
. motor skils., Aithough in controlled studies:Paxil-has- not

been shown to impair psychomator perfo,r_rjnam’:e. patients

* should be cautioned dbout machinery,

including automobiles, unt! they are reasonably certain that
Paxil therapy does nat affect their ability.to engage in such
activities. o o
Completing Course of Therapy: Whilé_patients may
notice improvement with Paxil therapy in 1 to fweeks, they
should be advised to continue therapy as directed.
Concomitant Medication: Patients should be advised to
inform their physician if they are taking, of plan o take, any
prescription of over-the-counter drugs, since there is a

[ 4

ial for interactions, e

drug in n with a

oxidase inhibitor (MAOI), there have been reports of
serious, imes fatal, reactions incliding hyper-
themia, _sigidity, myoclonus, autonomic instability
with possible rapid fluctuaticns. of. vital signs, and
mental status changes that include e itati

Alcobol: Although Paxil has nat been shawn 1o increase
the impaiment of mental and motor skills caused by
alcohol, patients should be advised to avoid alcohol while
taking Paxil. s

Pregnancy: Patients should be advised to notify their

masih'g 1o delirium and coma. These ‘reactions
; also been reported in patients who have recentd
discontifiued that drug and have been started‘on 2
. MAOL Some cases presented with features resem-
bling lepti i ynd ‘While ﬂle‘r;
wil

" ph i they become pregnant’ or intend to- become

-pregnant during therapy. - )
Nursing: Patients should be advised to notify their physician
if they are breast-feeding an infant {see PRECAUTIONS~
Nursing Mothers). oo

. are no human data showingsuch an i
Paxil, limited animal data on the effects of ‘combined
uise of paroxetine and MAOIS suggest that these
drugs may act synergistically to elevate blood pres-

There are no specific aboratory tests recommended. .
Drug Interactions o .
_lepmghan:As with other seratonin reuptakf inhibitors, an

. sure and evoke behavioral Therefore, itis
jed that Paxil (paroxetine hydrochloride}

not be used in combination with a MAOI, or within
14 days of discontinuing treatment with a MAOL At

p and tryptophan may occur
when they are co-administered. Adverse experience:
consisting primarily of headache, nausea. sweating and
dizziness, have been reported when uyptophan was

least2weeks should be aflowed after stopping Paxi/
before starting # MAOL . ’
PRECAUTIONS

Activation of Maniz/Hyp ja: During p
5

ride). Consequently, concomitant use of Paxl with trypto-
phan is not . .

- M .
CATIONS and WARNINGS.

Oxidase Inhibitors: See CONTRAINDI-

6

d to patients taking Paxil (paraxetine hydrochlo- -
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‘Waforin: Preliminary data suggest Shat these may be a
acadynamic interaction {that: causes an i

" Dieding tiathesis in.the: face of: unaltered protirombin

" time) between paroxetine and wadtarin. Since there is little

clinical experience. the-concomitant administration of-Paxil
and warfarin should be undertaken with caution. . - ...

Swmatriptan: There have been rare postmarketing reports
describing patients-with weakness, -hypeneflexia, -and

. incoordination following the use of a selective serotonin

reuptake_ inhibitor {SSRI} and sumatriptan. If concomitant

of- icyclic antidep {TCAs)

.the co

with. Paxil, because paroxetine may inhibit TCA metabolism.
Plasma TCA concentrations may:-need
“and the dose of TCAmay need 10 be. reduced, i-a TCAis

co-administered with Paxil (see: -PRECAUTIONS-Drugs
Metabolized by Cytochrome [ R

Drugs Highly Bound to Plasma Protein: Because parox-
etine is highly bound 1 plasma protein, administration of

. Paxil to.a patient taking another drug that is highly protein
- bound may cause increased free concentrations of the other

Gestmest with sumatriptan and an SSA le.g.. o flu-
ine, . paraxeting,: ling} is clinically )
appropdate observation of the patient is advised. -
Drugs Affecting Hepatic. M bolism: The metabolism
wmacokinetics of paroxetine may be affected by the
indyction or inhibition of drug bolizing enzymes. - -

. Cimetidine~Cimetidine inhibits maﬁy cylbchrome—P,g,

{oxidative} enzymes. In a study where. Paxil (30'mg g.d)
\n_ras,do_sed orally for 4 weeks,_sxeadv-stale-plasm_a con-

drug, potertially resulting in. adverse events. Corversely,
adverse effects could result from disptacement of paroxe-
tine by other highty bound drugs. -

Alcahol: Although Paxil does not increase the impaiment
of mental"and motor skills caused by alcohol, patients
should be advised to avoid alcohol while taking Paxit (parox-
etine hydrochloride}. :

Lithium: A multiple-dosé study has shawn that there is n0
phamacokinetic “nteraction between Paxil and lithium car-

bonate, Howevey, since there is little clinical experience, the

of p were increased by.app

ty 50% during o-administration with oral cimetid {300
mg Li.d.) for the final week. Therefore, when these drugs
are administered concurrently, dosage adjustment of Paxil

{paroxetine hydrochloride} after the 20-mg starting dose

shoutd-be guided by clinical-effect. The effect of paroxe-
tine on cimetidine’s pharmacokinetics was not studied..
Phenobarbital-Phenobarbital induces many cytochome Pusp

{oxidative) enzymes: When 3 single oral 30 mg dose of Paxil -

was -administered-at phenabarbital steady-state {100 mg
q.d. for 14 days}, paroxeting AUC and T, were reduced {by

An average of 25% and 38%, respectively} compared to
on

[ of p and lithium shovld
be undenaken with caution. PR
Digoxin: The steady-state pharmacokinetics of paroxetine
was not altered when administered with digoxin:at steady
state. Mean digoxin AUC at steady state decreased by 15%
in the presence of paroxetine. Since there is.little. clinical
experience, the concurrent administsation of paroxetine and
digoxin should be undertaken with caution. .
Diazepam: Under steady-state conditions, diazepam does
not appear to_affect paroxetine kinetics. The effects of
ine on di were not evaluated

p

paraxetine administered alone. The effect of p et
charbital phanmacokipetics,:was. not studied. Since

Paxil exhibits nq’nlinéyrvphémémﬁneﬁc&; the results of this

“'study may not addres's

‘ the case where the 2 drugs are both

_being chronically dosed. No initial. Paxif dosage adjustment

i;s‘c’msidereg ‘necessary-whern ‘co-administered'with pheno-
bafbithl; a0ysubsequent adjustment should_be guided by
clinical eftect.- S

Phenytoin-When a single oral 30 mg dose of Paxil was
administered at phenytoin steady state (300 mg q.d. for 14
days). paraxetine AUC ang Ty, were reduced |by an average
of 50% and 35%. respectively).compared to Paxil adminis-
tered alone. In a separate study. when:a single oral 300 mg
dose of phemytoin was inistered 2t paroxetine steady
state (30 mg'q.d. for 14 days), phenytoin AUC was slightly
reduced {12%on average) compared 10 phenytoin adminis-
tered alone, Since both Orugs exhibit nonlinear pharmacoki-
netics, the above studies may. not address the case where
the two drugs are both being chronicatly dosed. No initiat
dosage adj ara considered y when these

drugs are eo d; any- sub adj

should be guided by clinical effect (see ADVERSE REAC-

TIONS—Postmarketing Reports). .z,

Drugs Metabolized by Cytochrome PeollDg Many
includi { ine, ather

Procyclidi Daiiy pral ‘dosing. of Paxil‘(-3.0 mg gd)
increased . sieady-state AUCoza. T 3N’ Gy values of
-procycliding {5-mg-oral q.d.) by 35%, 37% and 67%, respec-

. tively, compared 10 procyclidine alone: at steady state..If

-anticholinergic effects are seen, the dose of procyclidine
should be reduced. = - - :

Beta-Blockers:\n a study where propfanolol {80 mg bid)
was dosed orally for 18 days. the_established steady-state
plasma concentrations.of propean lol were unaltesed dusing
co-admipistration. with- Paxil.(30.mg g4} for-the. final
10 days. The effects of propranolol o parpxetine have fot

e aliated {see ADVERSE REACTIONS-Postmatieting

Repoftsh- ., . et T .
Hwaphy"ine: Reports of slevated theophylline.-levels
associated with, Paxil treatment have been feported. While

this interaction has not been formally studied, it is recom- .

mended-that theophylline Jevels be monitored when these
drugs are concurreritly administe! .
Electrocenvulsive Therepy {ECT}: There are no clinical
studies of the combined use of ECT and Paxil. i
Carcinogenesis; ‘Mutagenesis. Impairment of Fertility
i pesis | nicity studies were
conducted in rodents given paroxeting inthe dietat 1,5,
and 25 mo/kg/day (mice) and 1, 5, and 20 mg/kg/day {rats).
These doses are'up to 2.4 (mouse) and 33 [rat} times the

drugs, most antie us p

SSRIs and".many tricyclics), .are.. ized by the
cytochrome P isozyme PusgliDg, Like other agents thatare
metabotized by PuallDe. paroxeting may significantly inhib-
it the activity of this isozyme. In most patients (>30%], this
PegllDg isozyme is satwrated early. during Paxif dosing. In
pne study, daily dosing of Paxil (20 mg g.d.} under steady-
state - conditions i d single dose desip ine (100
mg)C...,,AUCandTmbyanaverageof pproximately two-,

ded human dose (MRHD for_depres-
sion and social anxiety disorder on @ 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 caring-
genicity Studies were only 2.0 {mouse} and 3.2 {rat} times
the MAHD for OCD. There was 2 significantly greater m-
ber of male rats in the high-dose group with reticulum cell

1/100,

five- and three-fold, respectively. Concomitant use of Paxil
with other drugs metabotized by cvmduome‘l?.g,llﬂs has
not been formally studied but may require lower doses than
usually prescribed for either Paxi or the other drug.

Therefore, co-administration of Paxil with other.drugs that
are metabolized by this isozyme, including centain antide-

p 15 1e.0.. pLylin p D
desipramine and fluoxetine}, phenothiazines (£.9-. thiorida-
zine} and Type 1C anth hmics {e.g. propafenone
flecainide and encainide},.or that inhibit this enzyme le.g..
quinidine), should be approached with caution.

At steady state. when the PiglD; patway is essentially

ne ¢l 13 I
P.gp isqzymes which, unfike PesliDe, show no evidenge of
saturation (see PRECAUTIONS=Tricyclic Antidepress ).

dle- and high-dose groups, _mspecrivelyl and a significantly

increased linear trend across dose groups for the occur- -

rence of lymphore(icular ‘fumors in male rats. Female rats
were not affected. Although  there: was 3 dose-related
increase in the aumber of tumors in mice, there was no
drug-related increase in the number of mice with wmers.
The relevance of these findings to humans is unknown.
. g is: P ine produced no g ic effects
in a battery of 5 in vitro and 7 in vivo assays that included
the following: bacterial mutation assay, mouse lymphoma
ion assay. heduled -ONA synthesis assay, and
tests for cytogenetic aberrations ia viva in mouse bane
marcow and in vitro in human Iymphocytes and i a domi-
nant lethal test in rats:- : .

Impairment of Fenihry:"A reduced pregnz;ncy. ate was

Drugs Métabolized by Cytochrorie PusalliA¢ An in vivo
i jon study involvi ion under

g the co

steady-state conditions of - paroxetine. and terfenadine. 3
substrate. for cyfochrome PesglllAe. revealed no effect of
paroxetine on terfenadine 'pharmacokinelics.-ln addition,
in vitro studies have_shown ketdconazole, a..potent
inhibitor of PusglllAq activity, to be at least 100 times more
potent than paroxeting as an inhibitor of the metabolism
of several substrates for his enzjme, including erfen-
adine, jzole, cisaptide: jazolam, and i
Based on the ot at the i

paroxetine’s in vitra Ki and its fack of effect on terfen-
adine’s in vivo.ciearance predicts its effect on-other A,
substrates, pargxeting’s exient of inhibition of I11A, activity
is notlikely.to be of clinical significance.

Y
hio b

Ticyclic Antidepressants (TCAE Cavtion is indicated in . .

7.

fou';\d in reproduction studies in rats at a dose of paroxetine
of 15 mg/kg/day which is 2.9 times the MRHD for depres-
sion and social anxiety disorder or 2.4 times the MRHD for
0CD on a mg/m¥ basis. \reversibie fesions occurred in the
reproductive tract -of male rats after dosing in woxicity
studies for 2 to 52 weeks. These tesions consisted of vac-
uolation of epididymal tubular epithelium at 50 mg/kg/day
and atrophic changes in the seminiferous wbules of. the
testes with amested ‘spermatogenesis at 25 mg/kg/day (9.8

~ and 43 times the MRHD for depression and social anxety

disorder; 8.2 and 4.1 times the-MAHD for-0CD and PD on 2

mg/m? basis).. : o

Pregnaacy - - .

Te Effects—Preg y Category C

Reproducti studies were perf d at-doses up to 50

ma/kg/day in rats and 6 mg/kg/day in rabbits.administered
8
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during qrganagenesis. These doses are equivalent 10 97
{rat) and 22 (rabbit} times the maximum recommended
 wman dose {MRHD} for depression and social anxiety dis-
- order {50 mg) and 8:1 (rat} and 1.9 (rabbit) times the MRHD
-for GCD, on 3 mg/m? basis. These studies have revealed no
anincrease in pup deaths during the first4 days of lactation
when dosing occurred during the last timester of gestation
-and continued throughout factation. This effect occurred at
-a dose of 1 mg/xg/day o 0.19 times (mg/m?) the MRAHD for
degression and social anxiety disorder and at 0.16 times
{mg/m?) the-MAHD for OCD. The no-éffect dose for rat pup
mortality was not determined. The cause of these deaths is
ot known. There are no adequate and well-canuoled stud-
jes in pregnant women. Because animal teproduction stud-
ies are not always predictive of human response; this drug
should be used during pregnancy only ifthe potential bene-
fitjustifies the potential ask to the fetus. R
Labor and Delivery - .
The effect of paroxetine on \abor and defivery in humans is
-unknown. : - -
Nursing Mothers .
Like many other drugs. paroxeting- is' secreted i human
milk. and caution should-be exercised when Paxil {paroxe-
tine hydrochloride} is administered to a Aursing worman. -
Pediatric Use R
Safety and effectiveness in the pediatric population have
not been established. d
Geriatric Use - .
Inworlgwide premarketing Paxilclinical trials, 17% of Paxi-

with the use of paroxetine lincidente of 5%.or.greater apd

incidence for Paxil at least wice that for placebo, derived

from Table Z-below} were: asthenia, sweating, decreased
e ;

appetite, libido ad, tremor, | ejacutati
female genital disorders and impoternce. oo
Saocial Anxiety Disorder R

The most commonty observed adverse evems-assoeiated
with the use of paroxetine (incidence of 5% or greater and
incidence for Paxil at teast twice that for placebs. derived
from Table 2 betow) were: sweating, nausea, dry-mouth,

ipati ased appetite, somnolence;” tremor,

-constip
‘fibide decreased, yawn. abnormal ejaculation, female

genital disorders and impotence.
incidence in Controfled Clinical Trials
The - prescriber shoutd: be*aware- that_ the

tables following cannot be used 10 i

patient characteristics and other factors differ from-those
which prevailed in the clinical trials. Similady, the cited fre-
guencies' cannot be compared with figures obtained from
other clinical i igations invelving different

‘uses and investigators. The cited figures, however, do.pro-
vide the presceibing physician with some pasis for estimat-
ing the relative contribution of drug and nondrug:factors o
the side effectincidence ratein the poputations studied.
Depression’ : R

Table 1 enumerates adverse events that occurred atan inci-
dence of 1% or mare among 'pardxeline»uea(ed'paliems
who participated in-short-term {6-week) placebo-contrgiled
wials in-which patients were dosed in @ range of-28.t0

treated patients {approximatety 700} were 65 years of age
or older. Pharmacokinetic studies led a- d
clearance in the elderly, and a lower starting dose is rec-
ommended; there wiere, however, no overalt differences in
the adverse event profile between elderly and younger
patients, and effectiveness was similar in-younger and older
patients {see CLINICAL PHARMACOLOGY and “DOSAGE
AND ADMINISTRATION). B
ADVERSE REACTIONS
2 enciated with Di

50 mg/day. Reported adverse gvents were classified’using
a standard EOS_TA'RT-based Dictionary terminology.™ "
Table 1. ] nt-Emergent- Adverse Expert
Incid in Placebd-C iled Clinicnl"friu,ls‘ for
Depression’ : - :

Depression’ © . oo

_Body System _ Preferred 1-'em| I f;uxil‘- Pl;cebo
. . e leetl) in=A21}

Body as @ Whole Headaéhe

with Di of Tre ot L 7 Asthenia
Twemy'percenth,'lBB/G,'IdS)bfPai(ilpatientsin, idwid Cardiovascular - Palptation’
clinical trials in depression and 16.1% 184/522), 11.8 A Va;odl!anon
{64/542) and 9.4% (44/469Iu'fPaxilpaﬁentsin worldwide Dermatolagic - “Sweating - "
trals in social anxiety disordes. OCD and panic disorder, S oo Resh
respectively, discontinued weatment due {o>an® adverse Gastrointestinal Nausea *
evenLThemos(cummonevemsl?l%iassodatedwithdis- N -~ DryMouth'
continuation and considered to be drug-related (i.e., those Constipation "
events associated with dropout-at 3 rate approximately Dianhea -
twice or greater for Paxil compared to placebo) included the Décreased Appetite
following: D L TR Fatulence: )
) . - Socisl -+ Qropharynx Disorger”
L .- Penic. , Amdety w0 Dyspepsia (T
Deprossion  OCD  Disurder . Disarder Musculoskeletal Myopathy
cebe 12?:3?-?”33# it covo Myalgia -
s Paxil cebo Paxi il ceba Paxil c . « Myasthenia " -
23% 0% — 19% 03% 34% 03% Nervous System Somnolence
mv T 05 17% 0% 13% 03% 1% 0% S Diziness
r % 05% . — S,
A R 4 0% locdies
Anxiety - - = SO% 0%
Digress  — — 15% 0% . re% 0% - - Nervousness
Gastro- : - Anxiety *
e — . 1% % Paresthesia
Nausea  32% 1% 19% 0% 32% 17% 40% 03% 'Smgge%mf;d
Diahea - 10% 03% — . 5
Dymosh 10% 03% — ) . Confusion
Vomting  10% 03% — C10% 0% Respiration Yawn - | -
gﬁ‘f‘e : 10% 03%  Special Senses '%lunegVisim'

. . aste Perversion
Asheniz  15% 04% 19% 04% 25% 05% - ;
Aozl - 15% 0% 21% 0%  43% 05% Uragenitat Ejaculatory
ejaculation! - System Disturbance®® -
Sweatirg  10% 03%  — 1% 0% . Other Male Genital 10% -0%
Imgotence!  —. 5% 0% . et Disorders™
Libido 0% 0%

Decreased .
Whemmnbetsammpwidedﬂi:h\cidmrulmametseebmtsin
Paxil (paroxet ide) patients: ot >3 % OF was not gieater
thian or equal to two times the incidence of piacebo.

1. Incidence cosrected for gender. | .

Commonly Observed Adverse Events

Depression S -

The most commonly observed adverse events associated
_ with the use of paroxeting {incidentce of 5% or greater and

incidence for Paxil at least twice that for placebo; derived

from Table 1 below) weret asthenia, ‘sweating, nausea,

d d | dizziness, i i

) y distubance and other

P 5

tremof, ner }
male genital disorders. -
Obsessive Compulsive Disarder .

-The most .commonly observed adverse events associated
with the use of paroxetine incidence of 5% or greater and
incidence for Paxil at least wice that of placebo.-derived
from Table 2 belaw) were; nausea, dry mouth, decreased

it ipation, dizziness, lence, - tremor,
potence and ab | ejaculati St

The most commonty observed adverse events associated

9

Ly

Urinary Frequency % 1%

Urination Disorder® 3% %

female Genital 2% 0%
Disotders? - -

" Paxil {paroxetine hydrochlgride) are included, except the
 following events which had an incidence’ on placebo >
B Paxil a.bddminal'paiﬁ;"aghation' back pain, chest pain.

| ron fever, § - 3

cod

NS . appefite, myoCie
pharyngitis. postuml.hypo(ension, respiratory ‘discider
{includes mostly “cold symptoms” of “URi"}, trauma-and
vomiting. - ’
Includes mostly “lump i throat™ and “tightness in
throat.” ’ ’ .
Percentage corvected for gender’ )
Mostly"ejacuiatory delay.” o
Includes ~anorgasmia,”. % rectile difficutties,” “delaved
e'att_:latiun/orgasm.' and “sexual dysfunction,” and

qaw N

impotence.” ©
6. Includes mostly ~difficulty with mictiition” and “urinary
7. includes mostly ~anorgasmia” and “ditficulty reaching
climax/orgasm.” e
10
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Evénts reported by at Jeast 1% of patients treated with
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Table' 2 emmerates adverse events that occurred at a fre-
squency of 2% or more among 0CD patients on Paxil who
participated in placebo-controfied trials of 12-weeks dura-
Tion-in ‘which patients were dosed in 3. range ot 20 o
60 mg/day or among patients withpanic disorder o Paxil
who participated in placebo-controlled ials of 10- to
12-weeks duration in iwhich-patients were dosed inarange
of 10 to 60 mg/day or among patients. with social anxiety
disorder on-Paxil (paroxeting hvdmchloride):wm-panici-
pated-in placebomnuulled tials of 12-weeks duration in
which patients were dosed in a range of 20 to 50 mg/day.
Table .2 T ] i

PR AT

the mofe common adverse evemsas_sociatedwiﬂ} Paxiluse.

nent-Emerg 2 Expel
incidence in Placebo-Controtied ‘Clinical. Trials for

bsessive Compuisive Disofder, Paic’ Disorder and

0

»Social Anxiety Disorder’

. . * Obsessive Panic +Social
Compulsive  Disorder Anxiaty

. oo, Disorder

B L pis . . Pla
Body Profered  Paxil “ceba Paxil cobo Paxil csbo

as-shown inv the following table:
Table 3. T nt-E nt Adv Experit
Incid in a Depression Dese-Comparison Trial*
.o Placebo - . Paxil-- - .
Body System/ .- 10mg 20mg 30 mg H0m
- Preferred Term _n=51 n=102 =104 -n=101_n=102
Body as a Whole N R
Asthenia 00% 29% 106% 13.9% 127%
Dermatology :
‘Sweating ~  20% 1.0% 67% 89% 118%
Gastrointestinal - o
Constipation - 59% -4.9% 7% - 99%.127%
D d - 20% 20% 58% 490% 49%
Appetite . i
- * Diarrhea 768%- -98% 192% 79% 1%
-Dry Maith -20% 108%- 18.3% 158% 206%
Nausea =~ 137% 147% 269% 347% 36.3%
Nervous System - - -
-Anxiety 00% 20% -58% '59% -59%
Diziness 39% 69% 67% 89%127%

Nervousness 00% 59% S8% 40% 29%
hesi 00% - 29% ‘10% 50% 58%

Syeom - Tom (052 (=285} e 5=08) 5] {339

Body s a-Asteni 1% ~14% 1% 5% Z%.
Widle  Abdomnal  — — 4% 3% .=
Mol pdominal . T B A
ChestPain 3% 2% —
BackPan — — % 2%
. Chilts 2% 1% 2% A%

Trauma —
Cardio-~ Vasodilation 4% 1% —  —
vesctar Palpitation 2% 0%

- 2%

1%

4%
1%

Urination % 0% — = T

Impaired .. . T,

Unnary Tt 2% 1% 7% % — —

Infection n . .
1. Events reported by at least 2% of OCD, panic disorder,
and social anuiety, disorder Paxit-reated patients are
included. except the following events which had an inci-

dence on.placebo 2 Paxi. [0CD}:; abdominal pain, agita- -

_tion,. anety. “back pain,.. cough, increased, depression,
headache, hyperkinesia, infection, paresthesia, pharyngi-
tis, respiratory disorder, rhinitis and sinusitis. {panic dis-
order} abnormal dreams, abnormal vision, chest pain,
cough increased, depersonalization, depression, dysmerr

* suggests that sel reupta
.can-cause-such untoward sexual experiences.

.played in Table 4 below. - -

Somnolence 78% 127% " 183% 208% 216%
Temor- - 00% 00% 17% 79% 147%
Special Senses R T e
Blumed Vision ~ 20% 2.9%  2.9% 20% 78%
Urogenital System e -

Abngrmal B L
Ejaculation 00% S8% 65% 106%130%
Impotence 00% 1.9% - 43% 64% -1.9%
Mate Genital o - )
Disoders - 0.0% 38%  B8.7% 64% . 37%

*Rule for including, adverse events in table:”incidence at
least 5% for one of paroxetine groups and 2 twice the
placebo incidence for at least qne'pamxs_:tine group.
In & fixed-dose study comparing placebo and Paxil 20, 40
and 60 mg in the treatment of OCD., there was no clear sela-
tionship between adverse, events; and the dose of Paxil
(paroxetine hydrochloride} to which patients were assigned.
No new adverse events:were observed in the Paxil60 mg
dose group comp: 4 to-any of the other. treatment groups.
In a fixed-dose study comparing placebo and Paxil 10. 20

“and 40 mg in the treatment of panic disorder; there was 1o

clear relationship between adverse events and the dose of
-Paxil 1o which patients were assigned, except for asthenia,

dry mouth, anxiety, fibido decreased, tremor and abnormal: .

ejaculation. In flexible dose studies, nio new adverse events
were 0} d in.patieats receivi ‘Paxil 60 mg compased
to any of the otherreatment groops. - SRTI

In a fixed-dose study comparing placebo.and Paxil 20,40
and 60 mg in the treatment of 'social anxiety-disordér, for
most of the adverse events, there'was no clear relaionship

tween adverse events and the dose of Paxi {parxetine

be
hydrochloridé) to which patients wefé assigned.*
Adagtation to Certain Adverse Events: Oves a 4-10 6-

week period, there was, evidence of adaptation to sgme

adverse events.with continied therapy. (e.g.. nausea and
dizziness), but fess to other effects, dry mouth, somne-
fence and asthenia). - o
Male and Female. Sexual Dysfunction with SSRis:
Aithough-changes in sexual desire, sexual performance and
sexual satisfaction often occur as manifestations of a
psychiatric disorder, they. may also’ be a consequence of
phanmacologic treatment. In’ particular, somé ewfga‘ce}

ot et

Aeliable estimates of the. incidence and severifyof unto-
ward experiencés involiving sexual desire, performance and
satisfaction are difficult 1o ‘obtain, however, in‘part because
patients and physicians ‘may be reluctant 1o discoss, them.
Accordingly, estimates of the intitence of untoward sexual

-experience and performance cited'in prodiict labeling, are

Tely 1 underestimate sheiractal incidence._ . . ..
1n placeb-controtled clinical trials invalving" more than
1,800 paients, the ranges for .the reported incidence, of

sexual sige effects in males and females with depression,

0CD, panit disorder, and social anxiety disorder are-gis-

Table 4.'Incidenca'oi_5exu'ul !\évers.e Events igi-l:o'n-

orhea, dyspepsia, flu syndrome, hengphe. i

myalgia. paipitaton, parcshesia, pharyngi
i, rash, respiratory-disorder, sinusitis, taste perversion,
uma, urination impaired and vasodilati [social anxi-

trauma, p
“aty disorder}: ‘abdominal pain, depression, headache,
infection, respiratory disorder and_smusitis.

2. Percentage comected for gender. .
. Dose D de of Adverse Events: A comj ison of

 trolled Clinical Trials

Paxil _Flacehs

n {males}. - S
Decreased: libido : §%-14% -: 0%5% .
Ejacufatory disturbance L 13%-28% .0%—1%..
Impotence & - 0%—1%
n (females) : 2 - 634 ..
Decreased libido 1%9% . 0%—2%
QOrgasmic disturbance 2%-9% . 0%1% -

advarse ovent rates in a fixed dose sty comparing Paxi

10, 20; 30 and 40 mg/day with placebo’in the treatment of

depression revealed a clear dose dependency fof some of
11

There are no adequate and wellcontrofled studies examin-
ing sexual dysfunction with panetine treatment. -
12
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Paroxetine treatment has been associated with several

tasesof priapism. In those cases with a known outcome,
“*s recovered without sequelae. -

is difficult 1o know thé ‘precise ‘risk uf sexval

ion associated with the use of 'SSRIs, p

I Iy

, microcytic anemia,

MENOCYLosis, nun'nocylrc anemra mrmnbumhemra threm-

bocytopenia.

Marabnln: and Nutritional: frequent: werght gain, weight
f alkaline phosph increased, edema,

+outinely inquire about such possible side effects.
weight and Vital Sign Changes: Significant weight loss
. may be an undesirable result of treatment with Paxil for
some patients but, on average, patients in controfied trials
had'. minimal {about 1 pound] weight loss vs. smaller

changes on_placebo and active tontrol. No significant

changes in vital signs [systolic and diastolic, blood pressure,
pulse and temperature) were observed in patients treated
with'Paxi in controlled clinicht trials,

" ECG Changés: In an analysis of ECGs obtained in 682
fatients. treated with Paxil and 415 patients treated with
. placebo in. cnmrulled clinical trials; ng clinically significant
"changes were seen in the ECGs of either group.
Liver-Foaction Tests: In placebo-controlled clinical trials,
+ patients.; -treated with Paxil exhibited abnormal values on
liver function tests at no greater rate than that seen in
placebo-lrealed patients. In particular, the Paxilvs.-placebo
comparisons for alkaline phosphatase, SGOT, SGPT and
bilinubin revealed no differences in the percen!age of
patients with marked abnormalities,

loss;
penpheral edema SGOT mcreased SGPT mcnaased thirst;

rare: C phosphoki-
nase rncreased dehydranon gamma globufins increased.
hyperch hyperglycemia.

‘hyperkalemra hyperphusphalemla fhypecalcemia; hypogly-
‘cemia, “hypokalemia, hyponatremia, ketosis, lactic dehy-

drogenase increased:

Musculoskeletal System: frequent: arthralgia; infre-
quent arthritis; rare: artwosis.. bursitis, myositis, osteo-
porosis, generalized spasm. tenosynovitis. tetany.
Nervous System: frequent amnesia, CNS _stimulation,
| lability, ver-

- tigo; infrequent abnnrmal thrnkrng alcohol abuse, alaxra

delmum depersc

i hostility, hyperk hypenoma hypesthe-
sia, hypokrnesra incoordination, . fack of emotion, libido
increased, manic reaction, Neurosis, paralysrs paranoid
reaction, psychosis; rare: abnormal garr akinesia, amrsocral
reaction, , aphasia,
sras convulsron delusrons drplopla dmg dependence

. Gther Events Observed During the P keting Eval-
--uation of Paxil (paroxetine hydmchlondel

Buring its, mulnple
doses of Paxil were administered to E 145 patients in phase
-2 and 3 studies. The conditions and duration of exposure to

grand
mal cunvulsron hyperalgesra hystetia, manrc«leptassrve
reactian, meningitis, myelitis, neuralgia, :neurapathy,
nystagmus, peripheral neuritis, psychotic depressron
reﬂexes decreased reflexes rncreased slupor mismus.,

Paxil varied greatly and included [in werlapprng 0
open and-double-blind studies, d and lied

Respiratory System: frequent‘ cough |ncrzzased rl'unrus

studies, inpatient and outpatient studies, and fixed-dose
and titration studies: During premarketing clinical trials in
QCD, . panic disorder, and social anxiety disorder, 542, 469,
. and 522 patieqts, sespectively, received muitiple doses of
Paxrl Untoward events associated with this exposure were

corded by clinical i ig using terminalogy of their
own r:housmg Consequently, it is not possrble 10 provide a
of the p of individuals experi-

encing adverse.events without first grouping similar types
of untoward events into a smaller number of standardxzad
event categories. B
In the tabulations that lullow e
lassified usmg a standard COSTARFhased Urcnunary ter-
minology. The f
. the proportion of the 7578 patients exposed to muluple
dases of Paxil {paroxetine hydrochloride).- who

srnusms rnfrequent asthma, bronchitis, dyspnea.- eprstaxrs
y flu; rare: emphy

ma hemoptysis, hru:ups lung il fbrosrs pulmonary edema,
sputum increased, voice alteration:

-Shin and Appendages: frequent pruritus, rnﬁrzquelrr acne,

alopecia, contact dermatitis, dry skin, ecchymosis, -eczema,
herpes srrnplex maculopapular rash, phorosensrlrvrty
urticatia; ‘rare:
multiforme, fungal dermatitis, furunculosrs. herpes zosler hir-
sutism, seborrhea, skin discoloration, skin hypertrophy, skin

- ulcer, vesiculobullous rash.

Special Senses: infrequént: abnormality of accommoda-
tion, ‘conjunctivitis,_ear pain, eye pain, mydriasis, otitis

. media, photophobia. tinnitus; rare: amblyopia, anisocoria,

blephanus uataracl. conjunctival edema, comeal ulcer,

- eye hemorrhage, glaucoma,

-an evem of the type.cited on at least.one i whrle

n%s;.’:lrl Al reported events are included except those

already in Tables 1 and 2, those reported in. emms so

~~aagg] 3 to-be uninformative and those events “where a

“wse.was remote. It is important to empbasize, that

‘rthe.events reported oecured during treatment with
/e, they were not necessarily caused by it

s are hrrﬂ\erwtegonzed by body system and lrsled in

. extema,
* visuat field defect -

i ss;: otitls
ge., taste. loss,

YP

. plosis, reunal

Ui ital System: . . abortion,
breast pain, cysmrs dysuna -hematuria, menorrhagia.
nocturia, polyuna, urinary incontinence, urinary retention,
urinary urgency, vaginal moniliasis, vaginitis; rare: breast
avophy, breast enlargement, epididymitis, female-lactation,

+order of It}
-definitions: frequent adverse events are those ou:umng :on
..0ne of more occasions in at least:1/100 patients {only those
not already listed in the tabulated results from placebo-con-
‘trolled . trials--appear in this listing); infi adverse

fib breast, kidney calculus, kidney pain, leukomhea.

.mastitis, metrohagia, nephritis; ofiquria, pyuria, urethmrs

uterine spasm; urolith, vaginal hernonhage
Postmarkeﬁng Reports

events are those occuring in1/100 to 1/1000 pauem.s: rare

-.events.are those, w:umng in fewer than 1/1000 patients.

Evems of major glinical importance are also described in the
CAUTIONS section.

Body 83 2 Whole: frequent: chills, malarse rnfrequent

-allergic reaction, face. edema, neck pain;: rare’ ad

y reports of adverse events i in patients lakrng Paxil
(paroxexrne hydrochloride) that have been received since
market introduction and not listed above that may have no
causal relationship with the drug include acute pancreatitis,
elevated liver function tests {the most severe cases were
deaths -due:to liver: necrasrs, -and grossly: elevated

syndrome, ceflulitis, moniliasis, néck ngrdrty pelvrr. parn

frequent: hypy
“tachycardia;, infrequent brady\:anlla hemamma hypoten<

. sion, migraine;. rare: angina-

d with severe fiver dysfunction),
Guillain-Barré :syndrome. . idermal necrolysis,
priapism,” thromboeytopenid. syndrome - of Inappropriate
ADH secrelrun symptoms suggestwe of prulactrnerma and
like events;

idal-sympto which have included akathisia,

1| ngina- pectoris,
atnal fibntlation; bundle branch hlock. cerebral i
i ive heart failure, heart
| infarct, my

. bradykinesi: wh | rigidity. dystonfa, ypertonia, eculo-

gync crisis which has been associated with_concomitant
use of pimazide, tremor and tismus; 'serotonin syn-

. ischemia, pallor, phlebitis, pulmonary embolus, supraven-
“tricular _extrasystoles, mmmbophlebms thrombosrs vari-
‘gose:vein, vascular head

Drgosmm System: infrequent: brxism, colrns

drome, associated in some cases with concomitant use of
serotonergic drugs and with drugs which may have impaired
Paxil metabolism {symptoms have included agitation, con-
fusion, draphoresls hallucinations, hypemaﬂexra |

gructation; gaswitis;. gastroenteritis, gingivitis, glossnis.'

increased safivation, liver function tests abnormal, rectal
hemorrhage, ulcerative. stomatitis; rare: aphthous stomati-
tis, bloody rf iamhea, ‘bulimia, ‘cholelithiasis, duodenitis,
enteritis, gitis, fecal i fecal i

, status epilepticus, acute renal failure,
pulmonary hypertension, allergic alveolitis,
anaphylaxis, eclampsia, laryngismus, optic
o neuritis, porphyria, ventricular fi brillation,

ventricular tachycardia (including torsade de
| -pointes), thrombocytopenia, hemolytic anemia,
/0/ and events related to impaired hematopoiesis
(rncludrng aplastic anemia, pancytopenia, bone
marrow aplasra and agranulocytosis)..

nus, shi dia and lmmod ve been .
spontanegus repons that abaupL discontinuat i
w0 such s ces, agite- | (particularly when abrupt) |

,uon nr anxrely nabsea and sweating; these events are

y self-imiting. There, has been a case report of an

-gum hemorrhage hematemesis, hepatitis, ileus, intestinal

cbstruction, jaundice, melena, mouth ulceratian, -peptic:

ulcer, salrvary gland enlargement, stomach ulcer, stomati-
tis; tongue ¢ drsculuratlun tonque edema, tooth caries.
Endocri e: diab melitus, lryper-
“thyroidism, hypmhymrdism lhymrdms

Hemic and L fr anemia,
eosinophilia, leukocytosis, Ieukupenra lyrnphadanopalhy
purpura; rare:  abnormal  erythrocytes; - basophilia,
hypechromic anemia, iron deficiency anemia, lymphedema,

13

elevated phenytoin leve! after 4 weeks of Paxi and pheny-
win co-administration. There has been a case report of
severe hypotension when Paxil was added to chronic meto-
prolol treatment. .-

DRUG ABUSE AND DEPENDENCE

Controlled Substance Class: Paxil (paroxetine hydmchlrr
fide} is not a controfled substance.

Physical and Psyr:lmlugrc Dependence: Paxil has not

"been systematically studied in animals or - humans for its

potential for abuse, tolerance or physical dependence. While
14
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the clinical trials did not reveal any tendency for any drug:
seeking behavior, these obiservations were riot systeématic
and-it is not possible to predict: on the basis of this limited
experience the extent to' which a 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,
incrementations of dase; drug-seeking behavior}.

OVERDOSAGE

) Since the introduction of Paxil in the U.S., 342 spontancous cases of deliberate
or accidental overdosage during paroxetine treatment have been reported worldwide (circa 1999).
These include overdoses with paroxetine alone and in combination with other substances. Of these,
48Fasawuefxnlmd,ofdxeﬁmﬁﬁa,l7aweuedwinvolwpamxcﬁnenbne. Eight fatal cases
which documented the amount of paroxetine ingested were gencrally confounded by the ingestion of
other drugs or alcobol or the prescnce of significant comorbid conditions. Of 145 noe-fatal cases with
known outcome, most recovered without sequelac. The largest known ingestion involved 2,000mg
of paroxetine (33 times the maximum recommended daily dose) in a patient who recovered.

Commonly reported adverse cvents associated with paroxetine overdosage include somnolence, coma,
nausea, tremor, tachycardia, confusion, vomiting, and dizziness. Other notable signs and symptoms
observed with overdoses involving paroxetine (alone or with other substances) include mydriasis,
convulsions (including status epilepticus), ventricular dysthythmias (including torsade de pointes),
hypertension, aggressive reactions, syncope, hypotension, stupor, bradycardia, dystonia,
1 thabdomyolysis, symptoms of hepatic dysfunction (including hepatic failure, hepatic necrosis,
jaundice, bepatitis, and hepatic steatosis), serotonin syndrome, manic reactions, mryoclonus, acute renal

single daily dose with or without food, usually in the mom-
ing. The target dose of Paxilin the treatment of panic disor-
der is 40 mg/day. Patients should be started on 10 ma/day.

intervals of at least 1 week. Patients were dosed in a range
of 10 to 60 mg/day in the clinical trials demonstrating the
effectiveness of Paxil. The:maximum dosage should riot
exceed 60 mg/day. . . .- o
Maintenance Therapy: Long-term maintenanca of effica-
ad.in a 3-month relapse prevention tial.

;ﬂumﬁpﬂgg;ﬁverdose with Paxil{up to 2000 mg) -
alone and in combination with other drugs has been report-

ed; Signs and symptoms of overdose with Paxifinclude nau-
sea, vomiling, sedation, dizziness, sweating, agd facial

cy was n

In this trial; patients'with panic disorder assigned 1o parox-
etine demonstiated- a” lower ‘refapse rate compared to
patients on placebo {see CLINICAL PHARMACOLOGY).
Panic disorder is a chrofic condition, and it is reasonable 10
consider continuation for -1 ing patient Dosage

flush. There are na reports of coma or ¢
overdosage with Paxif alone. A fatal outcome has been
reported rarely whien Paxil was taken in combination with
er agents, or when taken alol

i e M: should consist of
those general medsures employed in-the management of

e with any
Ensure an’ ad airway, oxygenation, and
Monitor cardiac hythm and vitat signs. Genera! supportive
and symptomatic measures are ‘also recommended.
Induction of emesis is not recommended. Gastric lavage

with a large-bore orogastric tube with appropriate aitway *

protection, if needed, may be indicated if performed soon
‘after ingestion, or in symptomatic patients. .
Activated charcoat should be administered. Due to the large
volume of distribution of this drug, forced diuresis, dialysis.
“emoperfusion and g sfusion are unfikely to be
\‘»eneﬁv.- No specific antidotes for paroxetine are known.
- pecific caution imvolves patients who are taking or have
ently taken paroxeting who might ingest excessive quan-
~Tities of a tricyclic antidepressant. In such a case, accumu-
lation of the parent tricyclic and/or an active metabolite
may increase the possibility of dinically significant seque-
tag and extend the time needed for close medical observa-
tion (sée Drugs Metabolized by Cytochrome PegliDs under
PRECAUTIONS). : .
In managing overdosage. consider the possibility of multi-
ple drug involvement. The physician should consider con-
tacting a poison contral center forTadditinnaI inft i

adjustments should be made tu maintain the patient on the
lowest effective dosage, and patients should be periodicatly

reassessed to determine the need for continued treatment.
Social Anxiety Disorder

-Usual Initial Dasage: Paxil should be administered as a
single daily dose with or without food, usually in the mom-
ing. The recommended and initial dosage is 20 mg/day.In
clinical trials the effectiveness of Paxil was demonstrated
in patients dosed in a range of Z0 to 60 mg/day. While the
safety of Paxil has been evaluated in patients with sacial
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 CUNICAL PHARMACOLOGY). |
Maintenance Therapy: There is no body of evidence
available to answer the question of ‘how fong the patient
treated with Paxil shoutd remain on it. Although the effi-
cacy of Paxil beyond 12 weeks of dosing has not been
demonstrated in controlled clinical trials, social anxiety
disorder is recognized as a chronic condition, and it is rea-
sonable to consider continuation 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.

Dosage for Elderly or Debilitated, and Patients with
_ Severe Renal or Hepatic Impai & rect d-

ed initial dose is 10 mg/day for elderly patiénts, debilitated

patients, and/or patients with severe renal or hepatic

- onthe of any bers for

certified poison control centers are listed in the Physicians”

may be made if indicated. Dosage

 should not exceed 40 mg/day.

Switching Patients to or from a Monoamine Oxidase

Desk fleference {POR). - s 9
p Inhibitor: At least 14 days should efapse between discon-
DOSAGE AND ADMINISTRATION tinuation of 3 MAC and initiation of Paxil therapy. Similarly,
Depression Lo o . atleast 14 days should be allowed after stopping Paxil
e o s ot iy, lpr0retine hydroclride)pefoe satiog a MC'

‘ ly dose wi X
out fDOd usually in the moming, The recommended initial NOTE: SHAKE SUSPENSION WELL BEFORE USING.
dose is 20 mg/day. Patients were dosed ina range of 2010 HOW SUPPLIED

50 mg/day in the clinical trials demonstrating the antide-
pressant effectiveness of Paxil. As with all antidepressants,
the fiill antidepressant effect- may be delayed: Some pa-
tients not responding to a 20 mg dose may berefit from
dosa increases, in 10 mg/day increments, up to @ maximum

of 50 mg/day. Dose changes should occur at intervals of at

least 1'week. -
Maintenance Therapy: There is no body of evidence
available to answer the question of how long the patient
treated.with Paxif should remain on it. It is generally agreed
that acute episodes of depression require several months or
longer gf sustained pharmacologic therapy. Whether the
dose of an antidepressant needed to induce remission is
identical 1o the dose needed to maintain and/or sustain
-euthymia is unknown,
Systematic evaluation of the efficacy of Paxil (paroxetine
hydrochloride) has shawn that efficacy is maintained for
g(e)nnds of up to 1 year with doses that averaged about
mg. -
Obsessive Compulsive Disorder
Usual Initial Dosage: Paxi! || hydrochloride}
should be administered as a single daily dose with or with-
out food, usually in the moming. The recommended dose of
Paxilin the treatment of OCD is 40 mg daily. Patients should
be started on 20 mg/day and the dose can be increased in
10-mg/day increments. Dose changes should occur at inter-
- vals of at least 1 week. Patients were dased in a range of
20 10 60 mg/day in_the-clinical trials demonstrating the
flectiveness of Paxil in the treatment of OCD. The maxi-
lhum dosage should not exceed 60 mg/day.

" #Maintenance Therapy:Long-term mzintenanice of effica-

cy was demonstraled in a 6-month relapse prevention trial.
In this tral, patients with OCD assigned to paroxetine

- demonstrated a lower relapse rate compared to patients on
placebo (see CLINICAL PHARMACOLOGY). OCD is a chronic
condition, and it is ble to consider contiruation for
a responding patient. Dosage adjustments should be made
to maintain the patient on the lowest effective dosage, and
patients should be periodicall dto ine the
‘need for continued treatment. -
Panic Disorder

Tablets: Film-coated, modified-aval as follows: .
10 mg yellow tablets engraved on the front with PAXIL and
on the back with 10.

NOC 0029-3210-13 Bottles of 30

20 mg pink, scored tablets engraved on the front with PAXIL

and on the back with 20.
NOC 0029-3211-13 Bottles of 30
NDC 6028-3211-20 Bottles-of 100 .
NDC 0029-3211-21 SUP 100's intended for institutional
useonly) - -
30 mg blue tablets engraved on the front with PAXIL and on
the back with 30.
NDC 0029-3212-13 Bottles of 30
40 mg green tablets engraved on the front with PAXIL and
on the back with 40.
NDC 0029-3213-13 Botttes 0f 30
Store tabiets between 15° and 30°C {59° and 86°F).
Oral Suspension:. Orange-colored, ¢

Crawley; UK ithKIi am
NDC 0029-3215-48 :
Store suspension at or below 25°C (77°F1.

Dose changes should occur in 10 mg/day increments and at *

-11gv
Manufactured in |
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©SmithKline Beecham, 11993 R.only
SmithKline Beecham Pharmaceuticals
Philadelphia, PA 19101

: PX:ilg'l Printed in U.S.A.

" LITA

000023



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
NDA 20-031/S-031

CORRESPONDENCE




N
SmithKlhine Beecham ORIGINA
- Pharmaceuticals NDA SUPPLEMENT

September 7, 2000

NDA 20-031 Paxil® (paroxetine hydrochloride) Tablets
NDA 20-710 Paxil® (paroxetine hydrochloride) Oral Suspension

Russell Katz, M.D., Director CENTER FOR bR

Center for Drug Evaluation and Research , AND HESE(Z ggALUATIOM
Division of Neuropharmacological Drug Products (HFD- 120) & Ep TE
Document Control Room 10B-20 o 8 2000

Food and Drug Administration

12030 ME
5600 Fishers Lane NDA NO. 32 EO-Z’? i, OS 20 } CEIVED Hep. -120

Rockville, Maryland 20857
NDA SUPPL FOR E EEHM

Changes Being Effected - Final Printed Labeling
FPL for approved supplemental NDA 20-710/SCM-005 and
Updated "Overdosage' Information

Dear Dr. Katz: ) ic

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’s June 27, 2000 approval letter of a supplemental application
regarding a manufacturing site change for Paxil Oral Suspension, a copy of which is

provided in Attachment 1 of this submission.

‘Additional reference is made to the Division’s letters of June 12, 2000, and January 14, 2000

(see Attachment 2) regarding changes to the "Overdosage" and "Postmarketing Reports”
séctions of the prescribing information for Paxil Tablets and Oral Suspension.

Submitted herein is final printed labeling (FPL) incorporating changes pertaining to the
above mentioned letters. In addition, in order to be consistent with our worldwide labeling
for paroxetine, we have incorporated another minor editorial change to a single phrase within
the "Postmarketing Reports" section of the labeling. Specifically, the phrase beginning with
"...abrupt discontinuation may lead to...... " has been revised to ".....discontinuation

(particularly when abrupt) may lead to..... .

For reviewer convenience, a copy of the current FDA approved labeling, highlighting all
changes reflected in this submission, is provided in Attachment 3. Twenty copies of final
printed labeling, mounted on heavy-weight paper, is provided in Attachment 4.

This new version of labeling (code PX:L17A) will replace the currently approved labeling
L16A and is intended to be. implemented approximately within the next couple months.

1250 S. Collegeville Road, PO Box 5089, Collegeville, PA 19426-0989. Telephone {610) 917 7000. Fax (610)@1@9&9
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NDA 20-031 and NDA 20-710
Paxil (paroxetine hydrochloride) Tablets and Oral Suspension
Labeling Submission

Please also note that a "B" version of the package insert, identical in content to the "A"
version, but formatted slightly differently to accommodate different manufacturing
equipment, may also be produced commercially.

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

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