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NDA 18-276/S-038, 039
NDA 21-434/S-001

Pfizer, Inc.

c/o Pharmacia and Upjohn Company
Attention: Alan Dunbar, Director
235 East 42™ Street

150/7/16

New York, NY 10017

Dear Mr. Dunbar:

Food and Drug Administration
Rockville, MD 20857

Please refer to your supplemental new drug applications submitted under section 505(b) of the Federal

Food, Drug, and Cosmetic Act for the following:

on 1 e T
NDA 21-434/ | Xanax XR March 11, 2003 | March 12,2003 | Update to
SLR-001 (alprazolam) PRECAUTIONS/Drug
Extended-Release Interactions section of
Tablets labeling to include additional
NDA 18-276/ | Xanax April 2, 2003 April 3,2003 guidance to the physician
SLR-038 (alprazolam) regarding potential drug
Tablets interactions of alprazolam
with sertraline and paroxetine.
NDA 18-276/ | Xanax October 1, 2003 | October 2, 2003 | Revisions to various sections
‘SLR-039 (alprazolam) of the current Xanax labeling
Tablets to be consistent with the
recently approved Xanax XR
labeling.

We have completed our review of these applications and they are approved, effective on the date of

this letter, for use as recommended in the agreed-upon labeling text.

We remind you of your email communication on April 1, 2004 in which you committed to the

following labeling language under the section entitled, “Drug Interactions™:

Drugs and other substances demonstrated to be CYP3A inhibitors on the basis of clinical studies

involving benzodiazepines metabolized similarly to alprazolam or on the basis of in vitro studies with

alprazolam or other benzodiazepines (caution is recommended during coadministration with

alprazolam).




NDA 18-276/S-038, 039
NDA 21-434/S-001
Page 2

Available data from clinical studies of benzodiazepines other than alprazolam suggest a possible drug
interaction with alprazolam for the following: diltiazem, isoniazid, macrolide antibiotics such as
erythromycin and clarithromycin, and grapefruit juice. Data from in vitro studies of alprazolam suggest
-a possible drug interaction with alprazolam for the following: sertraline and paroxetine. However, data
from an in vivo drug interaction study involving a single dose of alprazolam 1 mg and steady state
doses of sertraline (50 to 150 mg/day) did not reveal any clinically significant changes in the
pharmacokinetics of alprazolam. Data from in vitro studies of benzodiazepines other than alprazolam
suggest a possible drug interaction for the following: ergotamine, cyclosporine, amiodarone,
nicardipine, and nifedipine. Caution is recommended during the coadministration of any of these with
alprazolam (see WARNINGS).

The final printed labeling (FPL) must be identical to the labeling text submitted for the package inserts
including the agreed upon labeling listed above.

Please submit the FPL electronically according to the guidance for industry titled Providing Regulatory
Submissions in Electronic Format — NDA. Alternatively, you may submit 20 paper copies of the FPL
as soon as it is available, in no case more than 30 days after it is printed. Please individually mount 15
of the copies on heavy-weight paper or similar material. For administrative purposes, these
submissions should be designated "FPL for approved supplement NDA 18-276/S-038, 039 and NDA
21-434/S-001.” Approval of these submissions by FDA is not required before the labeling is used.

If you issue a letter communicating important information about this drug product (i.e., a “Dear Health
Care Professional” letter), we request that you submit a copy of the letter to this NDA and a copy to
the following address: :

MEDWATCH, HFD-410
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with reporting requirements for an approved NDA (21 CFR
314.80 and 314.81).

If you have any questions, call Richardae Taylor, Pharm.D., Regulatory Health Project Manager, at
(301) 594-5793.

Sincerely,
{See appended electronic signature page}

Russell Katz, M.D.

Director :
Division of Neuropharmacological Drug Products
Office of Drug Evaluation |

Center for Drug Evaluation and Research



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

Thomas Laughren
4/2/04 10:30:14 AM
Signed for Russell Katz, M.D.
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DESCRIPTION - .

XANAX Tablels contain alprazelam “'( Ny
which is a triazolo analog of the 1.4 Y
benzodlazeplne class of central ner-
vous system-active compounds.

2 =

The chemlcal name of alprazolam Is
8-Chloro-1-methyl-6-phenyl-4H-s-tria-
zolo [4,3-a] [1.4] beazodiazepine.

The siructural formula is repre-
sented lo the right:

Alprazolam s a white crystalline
powdar, which Is soluble In methanol or ethanol but
which has no appreciable salubility in water al physiolog-
ical pH.

Each XANAX Tablet, for oral administration, contains
0.25, 0.5, 1 or 2 mg of alprazolam.

XANAX Tablels, 2 mg, are mulli-scored and may be
divided as shown below:

Complete 2 mg Two 1 mg Four 0.5 mg
Tablet sagments sagments
Inaclive ingredients: Cbsltulose, corn starch, docusate
sodium, laclose, magnesium slearate, sllicon dioxide and
sodlum benzoate. In addition, the 0.5 mg tablel conteins
FD&C Yellow No. 6 and the 1 mg tablet contalns FD&C
Blue No. 2

CLINICAL PHARMACOLOGY

CNS agents of the 1,4 benzodiazepine class prasum-
ably exerl their effects by binding at stereo specific
raceplors al several siles wilhin the central nervous sys-
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lem. Thair exact mechanism of action is unknown.
Clinically, all benzodlazeplnes cause a dose-related cen-
tral nervous system deprassant aclivity varying trom mitd
lmpzlrmenl of task performance to hypnosis.
F g oral atlon. Is readily
bsorbed. Psak tn the plasma accur in
ane to twa hours (ollowing administration. Plasma levels
are proportionale (o the dose glven; over the dose range
of 0.5 to 3.0 mg, peak levels of 8.0 to 37 ng/mL were
observed. Using a specillc assay methodology. the mean
plasma ealimination half-life of alprazolam has been
found to be about 11.2 hours (range: 6.3-26.9 hours) in
haallhy adults.

lam and a benzophenone detlved from alnrazolam The
biologlcal aclivity of a-hydroxy- alwazolam is approxu-
mately half thal of The
melabollle Is essenllally Inaclive, Plasma Ievels of lthese
y low, thus p pracise
h & i ipti their half-lives
appaar 10 be of the sama order of magmluds as that of
alprazolam, Alprazotam and its matabelites ars excreted
primarily in the urine.

The ability of alprazolam lo induce humaa hepatic
anzyme sysiems has nol yel been determined. However,
this is not a property of benzodlazepines in general.
Further, alprazolam did not affect the prathrambin or
plasma warfarin levels in male volunteers administesed
sodlum warfarin orally.

In vitro, alprazolam is bound (80 percenl) to human
serum proleln

Changes in the absorpllon distribution, melabollsm
and of b have been rep in
a varlely of disease states including alcoholism,
impaired hepatic function and impaired renal function.
Changes have alse been demonstrated in geriairic
patieats. A mean half-life of alprazolam of 16.3 hours
has been observed in heallhy elderly subjects (range:
9.0-26.9 hours, n=16) compared to 11.0 hours (range:
6.3-15.8 hours, n=16) In heaithy adult subjects. In
patieats with alcoholic liver disease the half-life of alpra-
zolam ranged belween 5.8 and 65.3 hours (mean: 19.7
hours, n=17) as compared to betwaen 6.3 and 26.9 hours
{mean=11.4 fhours, n=17) in heallhy subjacts_ in an
obese group of subjects the haif-life of alprazotam
ranged belween 9.9 and 40.4 hours (mean=21.8 hours,
a=12) as compared to between 6.3 and 15.8 hours
{(mean=10.6 hours, n=12} in healthy subjects.

of its simitarity (o othar i ilig
pas-

that
sage and that It is excreted In human milk.

INDICATIONS AND USAGE

XANAX Tablets (alprazolam) are mdlcahad for the man-
agement of anxiety di: {a 9
most closely lo the APA Diagnoslic and Slalislic
Manual {DSM-ilI-R] diagnasis of generalized anxiety dis-
order) or lhe shori-larm rellef of symptoms of anxiety.
Anxialy or lension associaled with the strass of everyday
life usually does nol require {realment with an anxiofylic.

Generalized anxiely disorder is characterized by unreal-
istic or excessive anxiely and worry (appreheasive
expectation) about two or more lifa circumstances, for a
period of six months or longer, during which lhe person
has been bolhered more days than not by these con-
cerns. At laast 6 of the followlng 18 symptoms are often
presant In these patients: Motor Tenslon (lrembling,
twilching, or feelmg shaky, muscle (ension aches or

Hyp:rachvlly (sharlness nl breath or smnlherlna sensa-
{ions; d hearl rale; g, of
cold clammy hands, dry mouth; dizziness or light-head-
edness; nausea, diarrhea, ar olher abdomliaal ﬂlslress
flushes or chllls; trouble
or 'lump in throat’ ), Vligilance and Scanning (faeling
keyed up or on edge: exaggeraled starlle response; diffi-
cully concenlrating or ‘mind going biank’ bacause of anx-
lety; trouble falling or staylng asleap; lrritability). Thase
symptoms must not be y to another psychi
disorder or caused by some organlic factor.

Anxiely associated wilh depression [s responsive to
XANAX.

XANAX Is also indlcatad for the treatment of panic dis-
ordar, with or without agoraphobia.

Sludles supporting this clalm were conducted in

whose di ded closely lo the
DSM-1II-R criteria for panic disorder (see GLINICAL
STUDIES),
Panic di: is an illness ch terized

panic attacks. The panic altacks, at least ialtlally. are
unexpected. Later In the course of this disturbance cer-
tain situations, ag, driving a car or being In a crowdad
place, may become associated with having a panic
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atlack. These panic attacks ere not triggered by situa-
tions in which the parson Is the focus of others atlention
{as In soclial phobla). The diagnosis requires fous such
altacks within a four weeX period. or one or more atlacks
followed by at least.a month of persislent fear of having
anolher attack. The panic allacks musl be characterized
by al leasl four of the lnllowlng symploms: dyspnea or
g

fat H itati or it lrsmbhng or shak-
mg. g: chokil nausea or a distress;
i h : hot

nashes ot chills; chesl pain or dlscumloﬂ fear of dying:
fear of going crazy or of doing something uncontrolled.
At teasl some of the panic stlack symptoms must
develop suddenly, and the panic attack symploms musi
nul bs attributable to some known organic factors. Panlc

der is i d with some of
agoraphobia.

D

of the of XANAX by sys-
tematic clinical siudy are ljmited lo faur moaths duration
for anxiely disorder and four 1o ten weeks duration for
panic disorder: howesver, patlents with panic disorder
have been {reated on an open basls for up to elght
months wilhout apparent loss of banefit. The physiclan
should peri the of the drug
for the individual palient.

CONTRAINDICATIONS
XANAX Tablets are contraindicated in patients with
known seasilivily (o this drog or olher benzddiazepines.
XANAX may be used in palienis wilh open angle gtau-
coma who are teceiving appropriate tharapy, but Is contra-
Indicated in yallenls with acule narrow angle glaucoma,
X is di d with kel le and itra-
conazole, since these medications significantly |mpau

the by
3A {CYP 3A) (see WARNINGS and PRECAUTIONS Dmg
{nleraclions).

WARNINGS
Dapandanca and withdrawal reactions, inciuding
saizures:

Certain adverse clinical events, some [ife-| lhrea(emng
are a direct consequence of physical dependence to
XANAX. These include a spectrum of wilhdrawal symp-
toms; the most imporlant is seizure (see DRUG ABUSE
AND DEPENDENCE]). Even afler relalively shorl-term
use at the doses r d for (he tr of tran-
sient anxfety and anxiety disorder (le, 0.75 to 4.0 mg per
day). there is some risk of depandence. Spontanaous
reporling system dala suggest that the risk of depen-
denice and its severily appear to be greater In patients
treated with doses greater than 4 mgfdaey and for long
periods (more than 12 weeks). However, in a cantrollad
posimarketing disconllnuation study of panic disorder
patlents, the duralion of {reatmenl {three modths com-
pared to six months) had no effact on the ablilty of
patients Lo taper to zero dose. In contrasl, patients
treated wilh dases of XANAX greater than 4 mg/day had
mare difficully tapering to zero dose than those treated
with less than 4 mg/day.

The importance. of dose and the risks of XANAX as a
lreatment for panic disorder:

Because the managemeal of panic disorder often
requires the uss of averags daily doses of XANAX above
4 mg, lhe risk of dependence among panic disorder
palients may be higher than that among thosa Ireated for
less severe anxw(y p in

sludies of p with paaic

disorder showed a high rate of rebound and withdrawal
symploms in palien(s (reated wilh XANAX compared to
placebo lreated palienls.

Relapse or return of lliness was defined as a relura of
symptoms characleristic of panic disorder {primarily
panlc atlacks) to levels approximately equal to those
seen al baseline befare active treatmen! was initiated.
Rebound refers to a return of symptoms of panic dls-
order to a level substantislty greater in Irequency, or .
more severe in inlensily han seen at baseline. With-
drawel symptoms were Identified as those which were

not char ic of panic disorder and which
-occurrad for the firsi time more ffequanlly during discon-
tinuation than at baseline.

In a controlled clinical trial in which 63 patienls ware
randomized to XANAX and where wilhdrawal symploms
were sought, the ing were
symploms of wxlhdrawal' sensnly P
impaired atle
paraslhesias, muscle cramps muscle twllch, dlarthea,
blurred vision, appstite decrease and welght loss. Other
symploms, such as anxioty and insomnia, were fre-
quently seen during dlscontinuation, bui it could not be
determined If they were due to return of illness, rebound
or withdrawal.
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(n a larger of both and
uncontrvlled studies in which 641 patients received
XANAX, gen( ymp which

occurred al a rate of over 5% in palienls trealed with
XANAX and at a grealer rate than the placebo treated
group were as follows:

DISCONTINUATION-EMERGENT SYMPTOM {INCIDENCE
Percentage of 641 XANAX-Treated Panic Disorder
Patients Reporting Events

Body System/Evant

Neurologle Gastrolntestinal
Insomnia 29.5 Nausea/Vomliting 16 5
Light-headadness 19.3 Diarthea
Abnormal inveluntary Decreased salivation |0 6
movement 17.3
Headache 17.0 Metabollc-Nutritional
Muscular twllching 6.9 Weight loss ..
Impaired coordination 6.6 Decreased appelite 12.8
Muscle tone disorders 5.9
Woeakness 5.8 Daermatolagical
Psychlatric Swcating 144
Anxiely 19.2
Fallgue and Ti t8.4 Car
ili 10.5 Tachycerdia 12.2
10.3
Memory impairmenl 5.5 Speclal Seases
Depression 5.1 Blurred vision 10.0 -
Confusionat state 5.0 .

From the studles cited, il has nol been dotermined
whether thesa symptoms are clearly related to the dose
and duration of therapy with XANAX In patients with
panlc disorder.

in (wo toatrolted lnals of slx to elghl weeks duvalmn
where the ability of
was measured, 71%-93% of xANAx treated patienls
lapered comptelely off therapy compared lo 39% 96% of

leoated Ina

discontinuation sludy of panic disorder p:(lanls, the
duralion of trealment (three monihs compared to six
menths) had no elfect on the ability of patients to taper
{o zero dose.

_Seizures altrlbu(able to XANAX were sean after drug

¢ dose reduction in 8 of 1980

wilh panic or in i partici in clinlcal
trials where doses of XANAX greater than 4 mglday for
over 3 months were parmlittad. Five of lhess cases
clearly occurred during abrupt dose reduction, or discon-
tinuation from dally dases of 2 lo 10 mg. Three cases
occurred in situations where there was nol a clear rela-
tionship to abrupt dose reduction or disconlinuation. In
one selzure after ion from
a single dose of 1 mg after lapering al a rate of 1 mg
avery lhree days from 6 mg dally. In lwo other instances,
the relationship to tapar Is Indelerminate; In both of
these cases the patlents had been receiving doses of
3 mg daily prior to selzure. The duralion of use in the
above 8 cases ranged from 4 to 22 weeks. There have
bean occaslonal volunlary reports of patients developing
seizures while appa(enlly tapering gradually from
XANAX. The rlsk of seizure seems {o be grealesl 24-72
hours afler dlsconllnuallon (sae DOSAGE AND ADMIN-
ISTRATION for Ing and
tian schedule).
Stalus epileplicus and its lreatment:

The medical even? voluntary reporting system shows
lhat wilhdrawal seizures have been reporied in associa-
tion with the discontinuation of XANAX. In most cases.
only a single selzure was reporied; however, multipie
selzures and stalus eplleplicus were reporled as wall.
Ordinarily, the treatment of stalus epllap(icua ol any ati-

ology use of ben: plus
ytoin or b of a patent air-
way and adequafe hydvalwn. For additional details
ding therapy. with an appropri spa-

cnallsl may be consndered
Inlerdosa Symploms:

Early anxiety and of anxlely symp-
toms belwaan dosas of XANAX have bean reported in
patients with panic -disorder taking prescribed mainte-
nance doses of XANAX. These symptoms may reflact the
development of tolerance or a time inlerval between
doses which is longer than the duration of clinical aclion
of the administered dosa. In either casa, il is prasumed
that the prescribed dose is nol suflicieat lo malntain
plasma Ievels above ihnse needed (o prevent relapse,

b d or p over lhe entire course
of the inlerdosing mlerval In these situalions, it is rec-
ommended that the same lotal dail
divlded as mare frequent administrations {see DOSAGE
AND ADMINISTRATION).
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Risk of dose reduction:

Withdrawal reactions may occur when dosage reduc-
tion occurs for any reason. This includes purposelul
tapering, bul also inadvertent reduction of dose (eg, the
patient forgets. the pallent Is admitted to a hosplial,
etc.). Tharefore, the dosage of XANAX shou!d be
reduced or disconlinued graduatly (see DOSAGE AND
ADMINISTRATION).

XANAX Tablets are not of vatue in the treatment of
psychaotic patients and should not be emplnyad in fieu of

auproprlnle for pSY of its CNS
P effects, pati g XANAX should be
agalnst or

activities mqulrlng complela mental alerlness such as
operaling machinecy or drlving a motor vehicle. For the
same reason, patieats should be cautioned about the
simultaneous ingeslion of alcohol and other CNS depres-
san! drugs during treatment with XANAX.

Ben can ially cause ftetal harm
when admlmslered to pregnant women. If XANAX is used
during pregnancy, or If the patlant becomes pregnant
while taking this drug, the patient should be apprised of
‘the polential hazard lo the felus. Becausa of experignce

with other bars of the & ine class. XANAX
is usumad lo be cnpabh of causmg an increased risk of
ed ta a preg-

nant woman during lhe first trimester. Because use of
lhese drugs is rarely a maiter of urgency. their use dur-
Ing the first trimaester should almost always be avolded.
The possibilily that a woman of childbearing polential
may be pregnant at the time of insiitutlon of therapy
should be considered. Patients should be advised that If
they become pregnant during therapy or intend to
become pregnant they should commuaicate with their
physicians aboul the desirability of disconlinuing the
drug.
0

; The initlal step in alprazolam
melabullsm is hydroxylation catalyzed by cylochrome
P450 3A (CYP 3A). Drugs that Inhibit this metabolic
pathway may have a prolound e{fecl on the clearance of
alprazolam. Consequenlly. alpmzolam shonld be avoided

ng CYP 3A lo 2 lesser bul still sngmr-
cant degrea, alptazolam should be used only with cau-
tlon and ation ol approprl dosage red

For some drugs, an interaction with alprazolam has bean
quantifled with clinical dala: for other drugs. interactions
are predicled from in vitro data and/or experience with
similar drugs in the same pharmacologic class.

The following are examples of drugs known {o inhibit
the metabolism of alprazolam and/for related benzadiaze-
pines, presumably through Inhibition of CYP 3A.

Potenl CYP 3A Inhlbltars

Azole ift Although in vivo i
data with alprazolam arn not available. ketoconazate and
itraconazole are potent CYP 3A inhibltors and the coad-
ministration of alprazolam with them is not racom-
mended. Other azole-type antilungal agents should also
be considered potent CYP 3JA Inhibltors and the coad-
minislration of alprazolam with them ls not recommended
{se9 CONTRAINDICATIONS).

Drugs demonstrated to be CYP 3A inhibitors on the basis
of clinical studies involving alprazolam (caulion and con-
sideration of appropriate alprazulam dose reduction are

during ion with the 9

drugs):
Nefazodone — Coadminisiration ol nefazodone

wo-fol
Fluvoxamina—Coadministralion of tiyvoxamine

the plasma

lmn of alprazolam. decreased clearance by 49%,

increased half-life by 71%, and decreased measured

psychomotor performance.
Ci c ini

ation of cimetidine |
ihe plasma ation ol alprazolam by
B86%. decreased clearance by 42%, and increased hall-
life by 16%.
Other drugs
Qther drugs p l{{ | b

inhibition of CYP 3A are discussed in lhe PRECAU-
TIONS section (see PRECAUTIONS-Drug Interactions).

PRECAUTIONS
Ganeral: If XANAX Tablals are to be combined with
olher psychotropic agents or antlconvulsant drugs, care-
ful consideration should be gwen to the pnarmacology of
the agents to be with
which might polenhala the aclmn of benzadlazepmes
(see DRUG INTERACTIONS).

As with olher psycholropic medicalions, lhe usual pre-
caullons with respect to administration of the drug and
size of the prescription are indicated for sevarely
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depressed palients or those in whom there is reason fo
expecl concealed suicidal ldeation or plans.

it Is recommended that the dosage be limited to tho
. dosa o p the
alaxta or oversedation which may be a particular wob~
lem in elderly or debilitated patients. {(See DOSAGE AND
ADMINISTRATION.) The usual precautions In lreating
patients with impalred renal. hepatic or pulmanary func-
tion should be observed. There have been rare reports of
death in palients with severe pulmonary disease shortly
aftar the inittation of treatmenl with XANAX. A dacreasad
systemic alprazolam efimination rale {eg, increased
plasma half-life} has besn obsarvod in both alcoholic
liver di: ] receiving
XANAX (see CLINICAL PHARMACOLOGY)

Episodes of hypomania and manla have been reported
in assoclalion wilh the use of XANAX In patients wilh
depression.

Alprazolam has a weak uricosuric effeci. Although
other medicalions with weak uricosuric effecl have haen
reported to cause zcule renal lailure, there have baen no
reported inslances of acute renal (ailurg altribufable o
tharapy with XANAX,

information for Patlents:
For all users of XANAX:
To essure safe and effeclive use of
pa(lenls plescvlhad XANAX should be pruvlded with !he
In addltion, panic
for whum doses greater lhan 4 mgiday are typically pre-
scribed, shouid be advised about the risks associated
with the use of highar doses.
1. Inform your physiclan aboul any alcohol consumplion
and medicine you are laking now, including medication
you may buy wilthout a prescription. Alcoho! should gean-
erally neoi be used durlag trealment with benzodlaze-
pines.
2. Nol recommended for use in pregnancy. Therefore,
inform your physiclan if you are pregnant, if you are
planning lo have & child, or if you become pregnant
while you are taking this medication.
3. inform your physician if you are nursing.
4. Unlil you il how this dication affects you,
do nol drive a car or operate potentially dangerous '
machinery. ete.
5. Do not increase the dose even if you think the med-
ication “does nol work anymore" wilhoul consulting your
physician. Benzodiazepines, even when used as recom-
mended, may produce emotional and/or physical depen-
dence.
6. Do not slop laking lhis medicalion abruptly or
decrease the dose without consulting your physlclan
since wilhdrawal symptoms can occur.
~ Additianal advice for panic disorder pnnanls
The use of XANAX al doses greater {han 4 mgiday,
often necessary to lreat panijc disorder, is accompanied
by risks thal you need lo carefully consider. When used
at dosas greater than 4 mg/day, which-may or may nol
be required for your lrealmenl XANAX has the potential
to cause severe In
some palienis and thesa pahsnls may find it axcoadlngly
dificult to terminale trealment. In lwo conlrolied lriats of
six to eight weeks duration whece the abilily of patieats
to discontinue medication was measured, 7 to 29% of
patients trealed with XANAX did nol camplekely (aper oft
therapy. in a kaling
study of panlc disorder patients, the patlenis tresled
with doses of XANAX grealer than 4 mg/day had mere
difficully tapering to zero dose than patients traated with
less than 4 mglday In all cases, Itis Importanl that your
ysician help you di this ion in a care-
ful and sale manner to avoid overly extendad use of

in addilion, the extended use al doses greater lhan
4 mg/day appaars lo Increase the incidence and severlty
of withdrawal reactlons when XANAX is discontinued.
These ara ganarally minor bul seizure can occur, espe-
cially if you reduce the dose too rapidly or discontinue
the medicalion abruptly. Seizure can be life-threatening.

Laboratory Tests: Laboratory tests are nol ordlnarily
requirad in olherwise healthy patients.

Drug lnleractlnns' The henzodlazeylnas Including

effects
when co- admlp\slernd wnh olher psycholloplc medica-
tions. . athanol and other

drugs which prod CNS

The steady state plasma concenirations of |m|pramlne
and deslpramine have been repor(ad (o be Increased an
average of 31% and 20%, respeclively, by the concomi-
tant administralion of XANAX Tablets In doses up to
4 mgiday. The cilnlcal significance of these changes is
unknewn,
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Drugs thal inhibit via
£450 3A: The mllla| step in alprazolam malubollsm is
by P450 IA (CYP
3A) Drugs which mh(bxt Ihl: metabolic pathway may
have a prolound effect on the clearance of alprazolam
{see CONTRAINDICATIONS and WARNINGS for addi-
tional drugs of this type}.
Drugs demensirated lo be CYP 3A inhibitors of possible
clinical significance on the basis of clinical sludies

g { is during
with ):
C i ion of ine with alpra-
Zolam i d the { plasma ation of

alprazolam by 46%, decreased clearance by 21%,
increased hall-life by 17%, and decreased measured
psychomnlor padon-nance .

P

ation of pmpoxyphene

e i plasma of alpra-

zolam by 6% decreased clearance by 38%, and
increased half-life by 58',6

Oral inistration of oral contra-

the' i plasma

P!
of y 18%, by 22%, and
increased half-llle by 29%.
Drugs and other substances demonstrated fo be CYP A
Intibitors on the basls of chmcal sludies invalving benzo-
to or on'tha
bas:s al in vitro sludms with alprazolam or ather hanzu-
during

tration with alprazolam) Available data from clinical
studies of benzodiazepines other lhan alprazolam sug-
gast 8 possible druq m(eracllon wlth alprazolam for the
such
and grapafruit Julce.
Dala m:m tn vllm sludlas of alprazolam suggest e possi-
ble drug I tion with for the foll
sertcaline and paroxeline. Data from In vllm studles of
benzodiazepines other than alprazolam suggest a possi-
ble drug interaction for the followlng: ergotamine. cyclo-
sporine, amiodarone, nlcardipine, and nifedipine.
Caulion is recommended during the coadminislration of
any of these wilh alprazolam (see WARNINGS).
Orug/Laboratory ‘l’est interactions: Although interac-
tions and

clinical laboratory lesls have occasionally been ruporled
there is no consistent paltern for a $pacific drug or
specific test.

Carci L i P of Fertitity:
No evt of car ial was observed dus-
Ing 2-year bioassay sludms of alprazolam in rals al
dosas up to 30 mg/kg/day {150 times lhe maximum rec-
ommended daily human dose of 10 mg/day) and in mics
at doses up to 10 mg/kg/day (50 limes the maximum rec-
ammended dally human dose).

was not ic in the rat mi

test ol doses up to 100 mglkg, which is 500 times the
maximum recommended. daily human dose of 10 mg/day.
Alprazolam also was nol mutagenic /n vitro In lhe ONA
DamagalAlkaIIne Elullon Assay or the Ames Assay.

d no of fertilily in rals
at doses up lo S mgfkg/day. which is 25 times the maxi-
mum recommended daily human dose of 10 mg/day.

Effacts: F Category D:
(Ses WARNINGS Sectian).

Nonleratogenic Effects: {l should be considered that the
child born of a mother who is receiving benzodlazepines
may be at some rlsk for wilhdrawa! symploms from tha drug
-dunng tha postnatal period. Also, neonalal flaccidity and
have been rep in children bom of
molhers who have been racelving benzodiazepines.
Labér and Dellvery: XANAX has no established use-fn
fabor or delivery.
Nursing Mothers: Benzodiazepines are known {o be
excroted In human miik. It should be assumed that ajpra-
zolam i3 as well. Chronic administration of dlazepam lo
nursing molhers has besn reported to cause lheir infants -
to become lethargic and to lose welghl. As a general
rute, nursing should nol be undertaken by mothers whe
musl use XANAX, .
Padlatrle Use: Safaly and effectiveness of XANAX in indi-
viduals below 18 years of age have nol been establishad.
Gertatric Use: Tha elderly may be more sensilive to lhe
offects of benzodiazepines. They axhibit higher plasma
alprazolam concentralions due to reduced clearance of the
drug as compared with a younger population raceiving the
same doses. The smallest effeclive dose af XANAX should
be used in the elderly to preclude the development of
ataxia and oversedatlon (see CLINICAL PHARMACOLDGY
and DOSAGE AND ADMINISTRATION]).

ADVERSE REACTIONS
Side affects to XANAX Tablets, if they occur, are gen-
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erally observed at the begmmng nl lhalapy and usually
pon n the usual

palient, (l\e mosl frequent s-de ellec(s are llkely 1o be an
{ the 1 activity of elp

eg, d or light

The data cited In the two tables below are estimates of

unloward cllnlcal event Incidence among patients who

d uader the clinical i refa-
llvely shorl duration {ie. four weeks) placebo-controfied
clinical studies wilh dosages up to 4 mg/day of XANAX
{for the management of anxiety disorders or for the
short-term reliel of the symptoms of anxiely} and short-
term (up lo ten weeks) placebo-controlled clinicat studies
with dosages up to 10 mg/day of XANAX Ia patients with
panlc disordar, with or without agoraphobla. -

These data cannol be used to predict precisely the
incidence of untoward eveats in the course of usual med-
ical praclice where patlent characteristics, and other fac-
tors often differ fram those In clinical trials. These fig-
cannot be compared with those oblainad from olher
ical sludles involving related drug producls and
placebo as each group of drug lrlals are conducled
under a different set of conditions.

Comparison of the cited ligures, howaver, can provide
the prescriber wilh some basis for aslimaling the relatlve
conlributions of drug and non-drug factors o the unto-
ward event incidance in the population studied. Even this
use must be approachad cautiously, as a drug may
retieve a symptom in one patient bul induce il in others.
(For gxampla, an anxiolyllc drug may raliave dry mouth

[a of lety] in some ]| but induca it [an
,un(nward ev:n(l In others.)
for anxiety the cited figures can

provide the prescnber wlith an Indication as to the fra-
quency with which physldan intervention (eg, mcreasad
survei d dosage or

drug therapy) may be necessary because of lhe unlo—
ward clinlcal evenl.

ANXIETY DISORDERS
Iacidence of
Intervention
Treatmant-Emergent  Bocause of
Symplom Incidencet  Symplom
' XANAX PLACEBO XANAX
Number of Patients 565 505 565

% of Patients
Repartin

o

Drowslnass
Light-headedness
Depression
Headache
Confusion
tnsomnia
Nervousnass
Syncope
Dizziness
Akathisia
TirednessiSleepiness

2aan o

rPonLABONLBO S
Swoanin

AADaNA

.

DouLspopomO

- N
a'n

Dry Mouth
Constipation
Diarchea
Nauseal/Vomiting
(ncreased Salivation

___
s035n
Nmaa
PRSEE
PSS
Loooe
~NNO~

e
a

Tachycardia/Palpitalions
Hypotension

Sensory
Blutred Vision

~N
-
N

aN
N
.

o
N
@
N

04

Rigidity

Tramor
Culanequs

Dermatitis/Allergy

o
an

0.4

w
®
w

0.6

Nasal Congeslion 7
Walght Galn 2.
Walght Loss -2
~None reporlaed
_tEvents reported by 1% or more of XANAX palients are
included.

In addition to the relati {ie, greater than
1%) untoward svents anumoratad in (he table above, the
following adverse events have been reported in assacia-
tion with the use of benzodiazepines: dystonia, irritabil-

wNwW

Brwo

aNw
.
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ily, concentration difficulties, anorexia, transient amne-
sia or memory i | t. inati fatigue,
selzures, sedatlon, slurred speech, Jaundice, muscu-
toskeletal weakness, pruritus. diplogia, dysarthria,
changes in libido, menstrual irregularities, incontinenca
and urinary retention.

PANIC DISORDER

Trsatmant-Emergsnl
Symplom incidance*

Number of Patleals 1388 1231

% of Palients Reporting:
Genteal Nervous Syatem
Drowsiness 76.8 2.7
Faligue and Tiredness 48.6 42.3
{mpalred Coordination 40.1 17.9
Irritabifity 33.1 30.1
Memory Impairment 331 221
Light-headedness/Dizziness 29.8 36.9
Insomnia 29.4 41.8
Headache 29.2 356
Cognitive Disorder 28.8 205
Dysarthria 233 6.3
Anxlely 16.6 249
Abnormal Involuntary
Movement 14.8 21.0
Decreased Libido 14.4 8.0
Depression . 138 14.0
Confusional State 10.4 8.2
Muscular Twitching 7.9 1.8
increassd Libido 7.7 4.1
Change in Libido
{Mal Spacifled) 7.1 5.6
Weakness 71 8.4
Muscle Tone Disorders 6.3 7.5
Syncape 3.8 4.8
Akalhisla 3.0 4.3
Agilalion 2.9 2.6
Disinhibilion 27 1.5
Paresthesla 2.4 3.2
Talkativeness . 2.2 1.0 .
Vasomotor Dislurbances 2.0 2.6
Derealization 1.9 1.2
Dream Abnormalities 1.8 1.5
Fear 1.4 1.0
Feeling Warm 1.3 0.5
Dacredsed Saiivation 32.8 34.2
Constipalion 26.2 154
Nausea/Vomitlng 22.0 31.8
Diarrhea 20.6 22.8
Abdominal Distress 183 215
Increased Salivation 56 4.4
- ir;
Nasal Congestion 17.4 16.5
Tachycardia T 154 26.8
Chest Pain 10.6 18.1
- Hyperventilation 9.7 14.5
4.3 7

Upper Respiratory Infection

N

ol
o

Blurred Vislon

Tinnllus
Musculoskelatal

Muscular Cramps

Muscle Stiffness
Q_l_{!ﬂﬂeﬂllg -

Swealing

Rash

)
-
S
aa

N
~N A
[N
wa

-
@
N.

@

-in

°
@

increased Appelile

Dacreased Appetile

Weight Gain

Weight Loss

Micturition Difficulties

Menstrual Disorders

Sexual Dysfunction

Edema

Incontlinence

" Infection
*Events raported by 1% ar more of XANAX palients are
included. - .

In ition to the y {ie. greater than
1%} ualoward events enumerated in the table above, the
following adverse events have been regorted in associa-
tion wilh the use of XANAX: seiruras, hallucinations,

P tasle ions, dip .
bliirubin, elevaled hepatic enzymes, and jaundice.
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There have also bean raports of wnlhdrawa| sa:zures
upon rapld d or abrupt XANAX
Tablets (see WARNINGS).

To di taking XANAX, the

desage should be reduced slowly in keeping with good
medical practice. It is suggested (hal the daily dosage of
XANAX be decreased by no more than 0.5 mg every three
days (sea DOSAGE AND ADMINISTRATION). Some
patlents may benaflt from an even slower dosage reduc-
tion. In a contrelled posimarkeling discontinuation study
of panic disorder patlents which compared this recom-
mended taper schedule with a slower taper schedule, no
difference was observed between the groupa in tha pro-
portion of patients who tapered o zero dose; however,
ihe slower was wilh 8 ion in
symptoms assoclated with a withdrawal syndrome.

Panlc disorder has bean assaclated with primary and
secondary major depressive disorders and increased
reports of suicide among unireated patlents. Therefore,
the same precaution must be sxercised when using
doses of XANAX greater than 4 mg/day in treating
patients with panic disorders as is exercised with the
vse of any psychotropic drug in trealing depressed
patlenls or those In whom here Is reason lo expect con-

. cealed sufcldal ldea(lon or plans

As with all - par
such as i muscle icity, sleep
disturbances, hallucinations and other adverse behav-
ioral elfects such as agitation, rage, irritability. and
aggressive or hostile behavior have been reported
rarely. [n many of the spontaneous case lepot(s of
adverse behavioral effects, palienls were receiving
othar CNS drugs concomitantly and/or were describod
as having underlylng psychlatric conditions. Should any
of the above evanls occur, alprazolam should be discon-
tinued. bilshed reports g small num-
bers of pali have d that i who have
borderline personality disorder, a prior history of violent

_ or aggressive behavior, or alcoho! or substance abuse
may be at risk for such eveals. Inslances of irritabilily,
hnsﬂll(y. and lnlruswe thoughts hava baen reported dur-

ing di: of f with posl-
traumatic stress disordes.
Laboratary y were par-

lImpalmg in the clinical program for XANAX The foliow-
ing incidences of abnermalitias shown below were '
abserved in patients receiving XANAX and in patients in
the corresponding placebo group. Few of these abnormal-
illes wers to be of phy

XANAX c
Low High tow High

Hematology

Hematocrit

Hemaoglobin

Tolal WBC Count

Neutrophil Count

Lymphocyte Count

Monacyle Count

Eosinophil Count

Basophil Count
Urinalysis

Albumin

Sugar -

RBC/HPE -

WRBC/HPF -
Blood Chemistry

Crealinine

Blltrubin

SGOT

Alkaline Phosphatass

*Lass than 1%

When lrsalmenl wl(h XANAX 1s plalraclad porlodl:
blood counts. urinalysis and bfood y
are advisable.

Minor ch in EEG usually 1 It

fast aclivily have been obsesved in patlents ducing (ner-
apy with XANAX and are of no known signiticance.
Post Introduction Reports: Various adverse drug reac-
tions have been seporied in associalion wilh the use of
XANAX since market Introduction. The majority of these
reactions were reporiad through the medical event vol-
uniary reporling syslem. Because of lhe spontanaous
nature of the reparling of medical events and the lack of
conlrols, a causal celatlionship to the use of XANAX can-
not be readily delermined. Reported events include: fiver
enzyme elevalions, hepalitls, hepatic failure, Stevens-
Johnson syadrome. hyperprolaclinemia, gynecomastia
and galactorshea.

DRUG ABUSE AND DEPENDENCE
Physlcal and Psychological Dependence: Withdrawal

rommna .
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symptoms similar in character lo those noled with seda-
tive/hypnotics and alcoho! have occurrad following dis-

of | XANAX. The
symptoms can range [rom mlld dysphoria and insomnia
to a major syndrome that may include abdominal and
muscle cramps, vcmnmg swealing. tremors and convul-

slons. Disti emefgent signs
and symptoms and the rocurrence of lllness is often diffi-
cult in p going dose r . The iong
term for of thes will vary
wilh (he:r cause and the therapeulu: goal. When faeces-
sary, | d

requires ra-institution of lrealmvnl at dnses o{ XANAX
sufficienl to suppress symptoms. There have been
reports of failure of other benzodlazepines to fulty sup-
press these withdrawal symptoms. These failures have
been allrlbuted (o' incomplele cross-tolerance but may
also reflect the use of an inadequate dosing regimen of
the subslituted benzodiazepine or Ihe effects of con-
comltanl medications.

While difficult to distinguish wilhdrawal and recur-
rence for certain patieals, the time course and the
nature of lhe symploms may be helpful. A withdrawat
syndroma typ nce of new symp-
toms, lends {o appear (nward lhn and of lapar or shortly
after disconlinualion, and will decreasa with time. in
recurring panic disorder, symploms simitar 1o those
observed before treatmant may recur olther early or tate,
and they will persist.

While the severily and Incidence of withdrawal phe-
nomena appear to be related lo dose and duration of
te withdrawal sympt il seizures,
tave been reported after only brief therapy with XANAX
at doses wilhin the recommended range for the treat-
menl of anxlely (eg, 0.75 to 4 mg/day). Signs and symp-
toms of withdrawat ars often more prominent after rapid
decrease of dosage or abrupl disconlinuance. The risk of
withdrawal seizures may be Increased at doses above
4 mgiday (see WARNINGS).

Patlents, especially Individuals with a history of
selzuras or epilepsy, shauld not be abruptly disconlinued
from any CNS depressant agenl, including XANAX. 1t is

lhal all i on XANAX who require a

d y tapered under close

superv:slun {sae WARNINGS and DOSAGE AND ADMIN-
ISTRATION).

Psychol g-cal dependence is a risk with all benzodiaz-

epines, including XANAX. The risk of psychalogical
dependence may also be increased at doses greater
than 4 mg/day and with loager term use, and this risk Is
further Increased In patlents with a history of alcohol or
drug’ abuse. Some have
able difficulty in tapering and discontinuing from XANAX,
especially those receiving higher doses for exlended
periods. Addiclion-prone iadividuals should be under
careful surveillance when receiving XANAX. As with all
anxiolytics, repeal prescriplions should be fimited to
those who are under medical supervision.
c Class: is 3 controlled
substance under the Controlled Substance Acl by the
Drug Enforcement Administration and XANAX Tablels
have been assigned to Schedule IV.

OVERI?IOSAG_E

of include som-

nolance, canfusion, impaired coordinalioa, diminished -

reftaxes and coma. Dealh has been reporled in associa-

llon with ovardoses of alprazolam by ilself, as Il has wilh

other banzodiazepines. In additlon, falalltles have been
in who have overd with a

(Ion of a single b i

and alcohol; alcohol levels seen in soma “of these

patlenis have been lower {han those usuaﬂy associated

with alcohoi-induced fatalily.

The acute ural LDsq in rals is 331-2171 mg/kg. Other

have icaled thal cardio-
pulmonary collupse can occur follawing massive intra-
vanous doses of alprazolam (ovar 195 mg/kg: 975 times
the maximum recommended daily human dose of
10 mglday) Ammals could be sesuscitated wnlh pnsmve
and the i of

norepmephrlne bitastrate.

Animal experiments have suggestad (hat forced diure-
sis or hemodialysis are prabably of lillle volue in {reating
ovardosage.

Genaral Treatment of Overdnsu Overdosage reports
with XANAX Tablels are limited. As in all cases of drug
overdosage, respiration, pulse rate. and blood prossure
should be monilored. General supportive measures
should be employed, along with immediats gaslric
lavage. {nilravenous llulds shuuld be administared and an

te alrway ] I gceurs, il
may be combated by the usa of vasopressurs Dialysis is
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of limited value. As with the management of inteational
averdosing with any drug. it should be borne in mind that
mulnple agents may have been mgesled

if, a specific ine receptor anlag-
amsl is far the or partiat of
the sedallvu el!acts of henzndlazeplnes and may be
usad in when an
pine is known or suspecled Prior to Ihe admlmslrahon

of should be i

to secure airway. venhlahon and iniravenous access.
Flumazenll Is intended as an adjunct 10, not as a substi-

{ule for, proper 1 of iazepine over-
dose. Patients lrealed with llumazenil should be moni-
lored for dati raspiratory dep lon, and olher

rasldual benzodiazeplne effects for an appropriate
period after treatment. The prescriber should be aware
of a rlsk of sel In lation with 1]
treatment, particularly in long-tarm banzodiazepine -
usnrs lnd in cycllc anlldupressan( ovardose. The

ing CONTRA-
INDICATIONS, WARNINGS and PRECAUTIONS should
be consulted prlor lo use.

DOSAGE AND ADMINISTRATION

Dosage should be i for
effect. While the usual daily dosages given below will meet
the needs of most patients, there wifl be some who requlre
doses greater than 4 mg/day. In such cases, dosage
should be increased caulwnsly o avold adverse effacts.
Anxialy s and of anxiely:

Treatment for patients with anxlely should ba inillated
with a dose of 0.25 to 0.5 mg given three times daily.
The dose may be increased to achleve a maximum thera-
peutic effecl, at intervals of 3 lo 4 days. to a maximum
daily dose of 4 mg. given In divided doses. The lowest
possible effective dose shouid be employsd and the
naed for fr The
risk of dependence may increase wilh dosa and durahun
of treatmenl.

in elderly patieats, in pati with d liver dis-
ease or in palients with debllitating disease, the usual
slarting dose is 0.25 mg, given two or hree limes daily.
This may be gradually increased if neaded and tolerated.
The elderly may be especially sensilive to the effecls of
benzodiazepines.

If side effects occur at the recommended starting
dose, the dose may be lowesed.

in afl patients, dosage should be reduced gradually
when discontinulng therapy or when decreasing lhe daily
dosage. Although there are no systematically collected
data to support & specitic discontinuation schedule, it Is
suggested thal the daily dosage be decreased by no
more than 0.5 mg evary lhree days. Some patienis may
require an even slower dosage reduction.

Panlc disorder:

The succassful trealment of many panic disordar
patients has required the use of XANAX at doses greater
than 4 mg daily. In controlled trials conducted to estab-
fish the efficacy of XANAX in panlc disorder. doses in the

_ range of 1 {o 10 mg daily were usad. The mean dosage
employed was approxlmalely 5 to 6 mg dally. Among the
700 in lhe panic
dlsorder develnpmenl program. aboul 300 recalved
XANAX in dosages of greater than 7 mglday, including
approximately 100 patianls who received maximum
dosages of greater than 9 mg/day. Occasional patienls
required as much as 10 mg a day to achieve a success-
ful srasponse.

Generally. therapy should be iniliated al a tow dase (o
minimize the risk of adverse responses in patients espe-
clally sensitive te (he drug. Thereaflar, the dose can ba
increased at intarvals equal to al least 5 times the elimi-
nation half-life {about 13 hours in young patients, about
16 hours In eldecly patients). Longer tilrati tarvals
should probably be used because lhe maximum (hera-
peutic respanse may- not occur until alter the plasma
lavels achieve sleady state. Dose should ba advanced

P (ie. a subst
In or total lon of panl: tacks) Is
achiaved, intolerance occurs, of the maximum recom-
dose is ined. Far patient: iving doses

greater than 4 mgiday, penadu: reassessment and con-
sideration of dusage reduction is advised. In a controlled
postmarketing d study. tredted
wilh doses of XANAX greater than 4 mg/day for three
months were able to taper lo 50% of thair lolal mainla-
nance dose without apparent less of clinical hanelll
Because of the dangar of withd abrupl di:
tion of treatment should ba avoided. (See WARNINGS,
PRECAUTIONS, DRUG ABUSE AND DEPENDENCE).
The foliowing regimen is one that follows lha principles
outlined above:

Treatmeni may be Inttialed with a dose of 0.5 mg three
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times daily. Depending on the response, the dose may
be Increased al intervals of 3 to 4 days in incraments of
no more than 1 mg per day. Slowar ttration to the dose
lavels qrealar than 4 mg/day may be advisable to allow

full exp: of the ph y ic effact of XANAX.
To lessen the P ibllity of i sy the
times of shauld be distri as evenly

as possible throughout the waking hours, thal is, on a
three ar four times per day schedule.

The necessary duralion of trealment for panic disarder
patients responding to XANAX Is unknown. Afler a perlod
of extended 'readom from altacks, a carefully supervised

tapered di: may be d, bul there Is
evidence that this may often be difficull to accompllsh
withaut r of symp “and/or the | i

of withdrawal phenomena.
In any case, reduclion of dose musi be undarlaken

-under close supervision and must be gradual. If significant

withdrawal symploms develop, tha previous dosing sched-
ule should be reinslituted and, only after stabilization,
should a less rapid schedule of dlsconllnuahon be
Ina

study of panic disorder pausnls which compared this rec-
ommended taper schedule with a slower taper schedule,
ao dilference was observed belween the groups in the pro~
portion of patients who lapered lo zero dose; however, the
slowar was wilh a In symp-
toms i with a wil | . It is sug-
gested that the dose be reduced by no more lhan 0.5 mg
every three days. wlth the understanding that some
patlents may benefit from an even more gradual discontin-
uation. Some palients may prove resistant to all discon-
tinuation regimens.

HOW SUPPLIED

XANAX Tablets are available as follows:
0.25 mg (white, oval, scared, imprinted "XANAX 0.25%)

Bottles of 100 NDC 0009-0029-01
Reverse Numbared
Unit Dose (100} NODC 0009-0029-46
Hottles of 500 NDC 0009-0029-02
Bottles of 1000 NDC 0009-0029-14
0.5 mg {peach, oval, scorad, imprinled "XANAX 0.5}
Bolties of 100 NDC 0009-0055-01
Reversa Numbered
Unil Dose (100} NDC 0009-0055-46
Bollles of 500 NDC 0008-0055-03
Botlles of 1000 NODC 0008-0055-15
1 mg (blue, oval, scored. Imprinted *XANAX 1.0%)
Bottles of 100 NDC 0003-0090-01
Bottles of 500 NOC 0003-0030-04
Bottles of 1000 NOC 0009-0090-13

2 mg (white, oblong, multi-scored. imprinied *XANAX" on
ona slde and “2° on the reverse side)
Batties of 100 © NDGC 00039-0094-01
Bollies of 500 NOC 0009-0094-03
Store at controlled room temparature 20* o 25°C (68° lo
77°F) [sea USP].

Bonte
ANIMAL STUDIES

When rals were trealed with alprazolam at 3, 10, and
30 mg/kg/day {15 to 150 times lhe maximum recom-
mended human dose) orally for 2 years, a tendency for a
dose relaled lacrease. in the number of calaracls was
observed in females and a tendency for a dose related
increase in corneal vascularization was observed In
males. These lesions did not appear until alter 11
months of treatment.

CLINICAL STUDIES
Anxiely Olsorders:

XANAX Tablets ware compared to placebo in double
blind clinical studies {doses up to 4 mg/day) in palienis
with a dlagnosis of anxiely or anxiely with associaled
depressive aymptomatalegy. XANAX was significantly
better than placebo al each of the evaluation perlods of
these four week sludies as |udgad by the l'ollowlng psy-
chomelric instrumanls: Phy ‘s Global Ir
Hamliton Anxiety Rallng Scale, Targat Symptm‘ns
Patient’s Global Imprassions and Sel{-Rating Symptom
Scale,

Panic Disorder:

Support for the effectiveness of XANAX in the treal-
ment of panic disorder came from three short-term,
placebo -canirolled sludies {up to 10 weeks) in palients
with g closety corresp to DSM-I-R crile-
ria for panic disorder.

The average dose of XANAX was 5-6 mg/day in lwa of
{he studies, and {ha doses of XANAX were fixed al 2 and
6 mg/day in the third study. In all three studies. XANAX
was superiar lo ptacebo on a variable delined as “the
number of patienls wilh zero panic attacks” (range, 37-
83% mel this criterion), 35 well as on a glabal imprave-




Xanax

brand of alprazolam tablets

‘ment score. In two of lhe three siudies, XANAX was

superior to placebo on a variable defined as "change

from baseline on the number of panic attacks per week"

(range. 3.3-5.2), and also on a phobia rating scale. A
bgroup of i who were imp on XANAX dur-

ng shorl-larm treatmant in one of these irlals was con-

tinued on an open basis up to aight months, wilhout

apparent loss of benefit.

Pharmacia & Upjohn Company
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NDA: 18,276 (SLR-039)

Sponsor: ‘ Pharmacia & Upjohn Company

Drug: Xanax (alprazolam immediate-release)

Material Submitted: Changes Being Effected (CBE); labeling supplement
Correspondence Date: October 1, 2003

Related NDA: 21,434 XANAX XR (alprazolam extended-release)

Formulation & strength: | 0.25 mg, 0.5 mg, 1 mg, and 2 mg tablets

Clinical Reviewer: Robert Levin, M.D.
Team Leader: Thomas Laughren, M.D.
OND Division: Division of Neuropharmacological Drug Products
HFD-120
L. Summary of Submission

The sponsor has submitted a labeling supplement (Changes Being Effected) for XANAX
Tablets (alprazolam immediate-release), in order to revise labeling to be consistent with
the recently approved package insert for XANAX XR tablets. The submission includes a
cover letter, Form 356h, the current XANAX package insert, and appropriate versions of
labeling. The sponsor has provided relevant electronic documents.

IL. Summary of Sponsor’s Proposed Labeling Revisions

A. General Conclusions

Generally, the sponsor’s proposed changes in labeling are acceptable. The changes do, in
fact, render the XANAX (IR) labeling fully consistent with the current XANAX XR
labeling. Other changes are minor stylistic edits. The sponsor has not proposed any
substantive changes, other than one section [BIOPHARM] which has been reviewed in a
previous labeling supplement [18,276(SLR-038)]. In that review, the Division did not
accept all of the sponsor’s proposed changes regarding drug interactions.

B. Relevant Sections that Have Proposed Changes

1. Pharmacokinetics (Absorption, Distribution, Metabolism, Elimination, Special
Populations, Race, Pediatrics, Gender, Cigarette Smoking, and Drug-Drug
Interactions). All of the changes in this section are acceptable, as they consist of
language that is consistent with labeling language in the Pharmacokinetics section

for XANAX XR.

2. CLINICAL STUDIES (Anxiety Disorders & Panic Disorder)



This section was moved, intact, from the end of the PI (after HOW SUPPLIED section).
The change is acceptable.

3. INDICATIONS AND USAGE (Panic Disorder)

The sponsor replaced “DSM-III-R” with “DSM-IV criteria” for Panic Disorder, which is
consistent with the approved PI for XANAX XR. The sponsor deleted language that
described Panic Disorder in terms of DSM-III-R criteria and added the section from
XANAX XR labeling that describes Panic Disorder in terms of DSM-IV criteria. In my
opinion, these changes are acceptable and useful.

4. WARNINGS

Discontinuation Emergent Symptom Incidence
The sponsor moved the Discontinuation Emergent symptom Incidence Section and Table
to the ADVERSE EVENTS section, which is consistent with labeling for XANAX XR.

5. Status Epilepticus and its Treatment
The sponsor edited this section, in order to make it identical with that in XANAX XR

labeling.

6. Risk of Dose Reduction
The sponsor deleted several sentences of this section, in order to make it consistent with
the XANAX XR label.

7. PRECAUTIONS
General :
The sponsor moved text in this section to the PRECAUTIONS/Drug Interactions section,

in order to make it consistent with XANAX XR labeling.

8. Suicide
The sponsor added one sentence to this section, which is consistent with XANAX XR

labeling.

The sponsor moved text to the Use in Patients with Concomitant Illness section in order
to be consistent with XANAX XR labeling.

9. Information for Patients ‘
The sponsor deleted one sentence about the use of Xanax doses greater than 4 mg/day.
The same information is covered several sentences below.

10. Laboratory Tests
The sponsor added one sentence to this section, which is consistent with XANAX XR

labelmg

11. Drug Interactions
[In the section below, the current language is in regular black font. The Division has

proposed some changes, underlined in blue font].



Drugs and other substances demonstrated to be CYP3A inhibitors on the basis of clinical
studies involving benzodiazepines metabolized similarly to alprazolam or on the basis of
in vitro studies with alprazolam or other benzodiazepines (caution is recommended
during coadministration with alprazolam).

Available data from clinical studies of benzodiazepines other than alprazolam suggest a
possible drug interaction with alprazolam for the following: diltiazem, isoniazid,
macrolide antibiotics such as erythromycin and clarithromycin, and grapeftuit juice. Data
from in vitro studies of alprazolam suggest a possible drug interaction with alprazolam
for the following: sertraline and paroxetine._However, data from an in vivo drug
interaction study involving a single dose of alprazolam 1 mg and steady state doses of
sertraline (50 to 150 mg/day) did not reveal any clinically significant changes in the
pharmacokinetics of alprazolam. Data from in vitro studies of benzodiazepines other
than alprazolam suggest a possible drug interaction for the following: ergotamine,
cyclosporine, amiodarone, nicardipine, and nifedipine. Caution is recommended during
the coadministration of any of these with alprazolam (see WARNINGS).

12. ADVERSE REACTIONS
Treatment-Emergent Adverse Events Reported in Placebo-Controlled Trials of

Anxiety Disorders
The sponsor has placed a table of Adverse Events comparing a XANAX group with a

Placebo group.

13. Adverse Events Reported as Reasons for Discontinuation in Treatment of Panic

Disorder in Placebo-Controlled Trials
The sponsor has placed a table of Adverse Events comparing a XANAX group with a

Placebo group.
14. DOSAGE AND ADMINISTRATION

Anxiety Disorders and Transient Symptoms of Anxiety
The sponsor has moved one section about treating elderly patients to the Special
Populations section.

Dose Titration
Dose Maintenance
Dose Reduction

Dosing in Special Populations
The sponsor edited these sections to be consistent with XANAX XR labeling.

III.  Clinical Reviewer’s Conclusions and Recommendations

The sponsor has made changes in numerous sections of XANAX IR labeling, in order to
make it consistent with XANAX XR labeling. In my opinion, all of the changes are
acceptable. The Division has proposed changes for one section: PRECAUTIONS-Drug

Interactions section.



I recommend that the Division take an approvable action for sSNDA 18,276/SLR-039.

Robert L. Levin, M.D., March 30, 2004
Medical Reviewer,

FDA CDER ODE1 DNDP HFD 120
cc: HFD 120

T Laughren
P Andreason
R Taylor
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MEDICAL OFFICER
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Division of Neuropharmacological Drug Products

REGULATORY PROJECT MANAGER

LABELING REVIEW
Sponsor: Pfizer Inc. for Pharmacia & Upjohn Company
NDA 21-434/ | Xanax XR | March 11, 2003 | NDA Yes | Update to
SLR-001 (alprazolam) approved on PRECAUTIONS/Drug
Extended- 1/17/03 Interactions section of
Release labeling to include
Tablets additional guidance to the
NDA 18-276/ | Xanax April 2, 2003 SLR-0350n | No physician regarding potential
SLR-038 (alprazolam) 5/2/00 drug interactions of
' Tablets alprazolam with sertraline
| and paroxetine.
NDA 18-276/ | Xanax October 1, 2003 | SLR-0350on | No. Revisions to various sections
SLR-039 (alprazolam) 5/2/00 of the current Xanax
Tablets labeling to be consistent
with the recently approved
Xanax XR labeling.
REVIEW

Reviewed by Medical Officer: Yes; The medical officer has completed his review for NDA 18-
276/SLR-038 and NDA 21-434/SLR-001 and recommends changes to  the sponsors proposed
labeling. The sponsor has agreed to the Division’s proposed changes and the medical officer
recommends an approval action for these supplements. The medical officer has completed his
review of NDA 18-276/SLR-039 and recommends approval of this supplement.

Upon receipt of NDA 21-434/SLR-001 submitted as a “Changes Being Effective Supplement
(CBE)”, the previous Project Manager, Anna Marie Homonnay Weikel, informed the sponsor
that the submission did not qualify as a CBE. The sponsor agreed not to implement the changes
until an approval action was issued by the Agency.

A side-by-side lébeling comparison was performed for each of the above proposed labeling
supplements to the Division’s last approved labeling for each supplement. Based on this
comparison, the above supplements only provide for the changes listed above.




CONCLUSIONS :

1. The above labeling supplements only provide for the labeling revisions listed in the table
above.

2. Based on the medical officer’s review of the above supplements, I recommend issuing an

approval letter.

N Richardae Taylor, Pharm.D.
- ‘ Regulatory Health Project Manager

Robbin Nighswander, R.Ph., M.S.
Supervisory Regulatory Health Project Manager
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Pfizér Inc
7000 Portage Road

Kalamazoo, MI 49001

Tel 269.833.4000 U —-

October 1, 2003

Central Document Room

Center for Drug Evaluation and Research
Food and Drug Administration

12229 Wilkins Avenue

Rockville, MD 20852

RE: NDA 18-276
XANAX® Tablets
(alprazolam tablets)

Prior Approval
Electronic Labeling Supplement

Dear Sir / Madam:

Pfizer wishes to submit a labeling supplement for XANAX Tablets, NDA 18-276. The purpose of
this supplement is to revise the XANAX Tablet labeling to be consistent with the recently approved
package insert for XANAX XR ®) Tablets.

The CD-ROM contains the following files and directory structure:

Main Directory — N18276

Cover Letter (cover.pdf)
356h Form (356h.pdf) .
Table of Contents (ndatoc.pdf) - =

Subdirectory — Labeling

Curtent PI (copy code: 811 557 929) (pi.pdf)

Marked-up manuscript version, of proposed revisions (proposedPI.pdf)
Marked-up word review aid (proposed.doc)

Clean copy for the Division’s potential text negotiations (cleanPLdoc)
Labeling Table of Contents (labeltoc.pdf)

Subdirectory — Other

Userfee Form (userfee.pdf)

The enclosed CD-ROM has been scanned with Trend Micfo OfficeScan Corporate Edition for
Windows NT version 5.02 and found to be virus free.
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If you have any questions regarding this submission, please contact me by telephone at 269.833.4379
or by fax at 269.833.8237. Please send all correspondence to Mail-Code 0200-298-142.

Sincerely,

PHARMACIA & UPJOHN COMPANY

* Roma J. Thomas
Regulatory Manager
Global Regulatory Affairs

RIT:mlw
Attachments

cc:  Anna Marie Weikel, R.Ph., Sr. Regulatory Project Manager
Division of Neuropharmacological Drug Products, HFD-120
Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room
Woodmont II Building 4" floor
1451 Rockville Pike
Rockville, MD 20858



