
DESCRIPTION
XANAX Tablets contain alprazolam

which is a tr iazolo analog of the 1,4
benzodiazepine c lass of  centra l  ner-
vous system-act ive compounds.

The chemical name of alprazolam is
8-Chloro-1-methyl-6-phenyl-4H-s-tr ia-
zolo [4,3-α]  [1,4] benzodiazepine.

T h e  s t r u c t u r a l  f o r m u l a  i s  r e p r e -
sented to the r ight:

A lp razo lam i s  a  wh i t e  c r ys ta l l i ne
powder,  wh ich  i s  so lub le  i n  me thano l  o r  e thano l  bu t
which has no appreciable solubil i ty in water at physiolog-
ical pH.

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

XANAX Tablets,  2 mg, are mul t i -scored and may be
divided as shown below:

Inact ive ingredients: Cellulose, corn starch, docusate
sodium, lactose, magnesium stearate, si l icon dioxide and
sodium benzoate. In addit ion, the 0.5 mg tablet contains
FD&C Yellow No. 6 and the 1 mg tablet contains FD&C
Blue No. 2.

CLINICAL PHARMACOLOGY
CNS agents of the 1,4 benzodiazepine class presum-

ab ly  exer t  the i r  e f fec ts  by  b ind ing  a t  s te reo  spec i f i c
receptors at several si tes within the central nervous sys-
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t e m .  T h e i r  e x a c t  m e c h a n i s m  o f  a c t i o n  i s  u n k n o w n .
Clinical ly, al l  benzodiazepines cause a dose-related cen-
tral nervous system depressant act ivi ty varying from mild
impairment of task performance to hypnosis.

Fo l lowing ora l  admin is t ra t ion,  a lprazo lam is  read i ly
absorbed. Peak concentrat ions in the plasma occur in
one to two hours fol lowing administrat ion. Plasma levels
are proport ionate to the dose given; over the dose range
of 0.5 to 3.0 mg, peak levels of 8.0 to 37 ng/mL were
observed. Using a specif ic assay methodology, the mean
p lasma  e l im ina t i on  ha l f - l i f e  o f  a l p razo lam  has  been
found to be about 11.2 hours (range: 6.3-26.9 hours) in
healthy adults.

The predominant metabol i tes are α-hydroxy-alprazo-
lam and a benzophenone derived from alprazolam. The
bio log ica l  act iv i ty  o f  α-hydroxy-a lprazolam is  approx i -
mately one-half  that of  alprazolam. The benzophenone
metaboli te is essent ial ly inact ive. Plasma levels of these
metabol i tes are extremely low, thus precluding precise
pharmacokinet ic  descr ip t ion.  However,  the i r  ha l f - l ives
appear to be of the same order of magnitude as that of
alprazolam. Alprazolam and i ts metaboli tes are excreted
primari ly in the urine.

The  ab i l i t y  o f  a lp razo lam to  induce  human hepat i c
enzyme systems has not yet been determined. However,
th is  i s  no t  a  p roper ty  o f  benzod iazep ines  in  genera l .
Fur ther,  a lp razo lam d id  not  a f fec t  the  pro thrombin  or
plasma warfarin levels in male volunteers administered
sodium warfarin oral ly.

In v i t ro,  a lprazolam is bound (80 percent)  to human
serum protein.

Changes in  the absorpt ion,  d is t r ibut ion,  metabol ism
and excret ion of benzodiazepines have been reported in
a  v a r i e t y  o f  d i s e a s e  s t a t e s  i n c l u d i n g  a l c o h o l i s m ,
impaired hepat ic funct ion and impaired renal  funct ion.
C h a n g e s  h a v e  a l s o  b e e n  d e m o n s t r a t e d  i n  g e r i a t r i c
pat ients.  A mean hal f - l i fe  of  a lprazolam of  16.3 hours
has been observed in heal thy e lder ly  subjects ( range:
9.0-26.9 hours,  n=16) compared to 11.0 hours ( range:
6 . 3 - 1 5 . 8  h o u r s ,  n = 1 6 )  i n  h e a l t h y  a d u l t  s u b j e c t s .  I n
pat ients with alcoholic l iver disease the half- l i fe of alpra-
zolam ranged between 5.8 and 65.3 hours (mean: 19.7
hours, n=17) as compared to between 6.3 and 26.9 hours
(mean=11 .4  hou rs ,  n=17 )  i n  hea l t hy  sub jec t s .  I n  an
o b e s e  g r o u p  o f  s u b j e c t s  t h e  h a l f - l i f e  o f  a l p r a z o l a m
ranged between 9.9 and 40.4 hours (mean=21.8 hours,
n = 1 2 )  a s  c o m p a r e d  t o  b e t w e e n  6 . 3  a n d  1 5 . 8  h o u r s
(mean=10.6 hours, n=12) in healthy subjects.

Because of i ts similari ty to other benzodiazepines, i t  is
assumed that alprazolam undergoes transplacental pas-
sage and that i t  is excreted in human milk.

INDICATIONS AND USAGE
XANAX Tablets (alprazolam) are indicated for the man-

agement of anxiety disorder (a condit ion corresponding
m o s t  c l o s e l y  t o  t h e  A PA  D i a g n o s t i c  a n d  S t a t i s t i c a l
Manual [DSM-III-R] diagnosis of general ized anxiety dis-
order)  or  the short- term rel ief  of  symptoms of  anxiety.
Anxiety or tension associated with the stress of everyday
li fe usually does not require treatment with an anxiolyt ic.

Generalized anxiety disorder is characterized by unreal-
i s t i c  o r  e x c e s s i v e  a n x i e t y  a n d  w o r r y  ( a p p r e h e n s i v e
expectat ion) about two or more l i fe circumstances, for a
period of six months or longer, during which the person
has been bothered more days than not  by these con-
cerns. At least 6 of the fol lowing 18 symptoms are often
p resen t  i n  t hese  pa t i en ts :  Mo to r  Tens ion ( t remb l i ng ,
twi tch ing,  or  fee l ing shaky;  muscle tens ion,  aches,  or
soreness ;  res t lessness ;  easy  fa t igab i l i t y ) ;  Au tonomic
Hyperactivity (shortness of breath or smothering sensa-
t ions; palpi tat ions or accelerated heart rate; sweat ing, or
cold clammy hands; dry mouth; dizziness or l ight-head-
edness; nausea, diarrhea, or other abdominal distress;
f lushes or chi l ls;  f requent ur inat ion; trouble swal lowing
or  ‘ l ump in  th roa t ’ ) ;  V ig i l ance  and  Scann ing  ( fee l i ng
keyed up or on edge; exaggerated start le response; diff i-
culty concentrat ing or ‘mind going blank’ because of anx-
iety; trouble fal l ing or staying asleep; irr i tabi l i ty). These
symptoms must not be secondary to another psychiatr ic
disorder or caused by some organic factor.

Anxiety associated wi th depression is  responsive to
XANAX.

XANAX is also indicated for the treatment of panic dis-
order, with or without agoraphobia.

S t u d i e s  s u p p o r t i n g  t h i s  c l a i m  w e r e  c o n d u c t e d  i n
pat ients whose diagnoses corresponded closely to the
DSM- I I I -R  c r i t e r i a  f o r  pan i c  d i so rde r  ( see  CL IN ICAL
STUDIES).

Panic disorder is an i l lness characterized by recurrent
panic at tacks.  The panic at tacks,  at  least  in i t ia l ly,  are
unexpected. Later in the course of this disturbance cer-
tain si tuat ions, eg, driving a car or being in a crowded
p l a c e ,  m a y  b e c o m e  a s s o c i a t e d  w i t h  h a v i n g  a  p a n i c
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attack. These panic attacks are not tr iggered by si tua-
t ions in which the person is the focus of others’ attent ion
(as in social phobia). The diagnosis requires four such
attacks within a four week period, or one or more attacks
fol lowed by at least a month of persistent fear of having
another attack. The panic attacks must be characterized
by at least four of the fol lowing symptoms: dyspnea or
smothering sensat ions; dizziness, unsteady feel ings, or
faintness; palpi tat ions or tachycardia; trembling or shak-
ing;  sweat ing;  choking;  nausea or  abdominal  d is t ress;
depersona l i za t ion  o r  derea l i za t ion ;  pares thes ias ;  ho t
f lashes or chi l ls; chest pain or discomfort; fear of dying;
fear of going crazy or of doing something uncontrol led.
A t  l e a s t  s o m e  o f  t h e  p a n i c  a t t a c k  s y m p t o m s  m u s t
develop suddenly, and the panic attack symptoms must
not be attr ibutable to some known organic factors. Panic
disorder is frequently associated with some symptoms of
agoraphobia.

Demonstrat ions of the effect iveness of XANAX by sys-
temat ic cl inical study are l imited to four months durat ion
for anxiety disorder and four to ten weeks durat ion for
pan ic  d isorder ;  however,  pat ien ts  w i th  pan ic  d isorder
have  been  t rea ted  on  an  open  bas i s  f o r  up  t o  e igh t
months without apparent loss of benefi t .  The physician
should periodical ly reassess the usefulness of the drug
for the individual pat ient.

CONTRAINDICATIONS
XANAX Table ts  are cont ra ind icated in  pat ients  wi th

known sensit ivi ty to this drug or other benzodiazepines.
XANAX may be used in pat ients with open angle glau-
coma who are receiving appropriate therapy, but is contra-
indicated in patients with acute narrow angle glaucoma.

XANAX is contraindicated with ketoconazole and i tra-
conazole,  s ince these medicat ions s igni f icant ly  impair
the oxidat ive metabolism mediated by cytochrome P450
3A (CYP 3A) (see WARNINGS and PRECAUTIONS – Drug
Interact ions).

WARNINGS
D e p e n d e n c e  a n d  w i t h d r a w a l  r e a c t i o n s ,  i n c l u d i n g
seizures:

Certain adverse cl inical events, some l i fe-threatening,
a re  a  d i rec t  consequence  o f  phys ica l  dependence  to
XANAX. These include a spectrum of withdrawal symp-
toms; the most important is seizure (see DRUG ABUSE
AND DEPENDENCE).  Even a f ter  re la t ive ly  shor t - te rm
use at the doses recommended for the treatment of tran-
sient anxiety and anxiety disorder ( ie, 0.75 to 4.0 mg per
day) ,  there is  some r isk of  dependence.  Spontaneous
report ing system data suggest  that  the r isk of  depen-
dence and i ts severi ty appear to be greater in pat ients
treated wi th doses greater than 4 mg/day and for long
periods (more than 12 weeks). However, in a control led
postmarket ing d iscont inuat ion s tudy of  panic  d isorder
pat ients,  the durat ion of t reatment ( three months com-
pa red  to  s i x  mon ths )  had  no  e f f ec t  on  the  ab i l i t y  o f
pa t i en ts  t o  t ape r  t o  ze ro  dose .  I n  con t ras t ,  pa t i en ts
treated with doses of XANAX greater than 4 mg/day had
more diff iculty tapering to zero dose than those treated
with less than 4 mg/day.
The impor tance of  dose and the r isks of  XANAX as a
treatment for panic disorder :

B e c a u s e  t h e  m a n a g e m e n t  o f  p a n i c  d i s o r d e r  o f t e n
requires the use of average daily doses of XANAX above
4  mg ,  t he  r i sk  o f  dependence  among  pan ic  d i so rde r
pat ients may be higher than that among those treated for
less severe anxiety. Experience in randomized placebo-
control led discont inuat ion studies of pat ients with panic
disorder showed a high rate of rebound and withdrawal
symptoms in pat ients treated with XANAX compared to
placebo treated pat ients.

Relapse or return of i l lness was defined as a return of
symptoms  cha rac te r i s t i c  o f  pan i c  d i so rde r  (p r imar i l y
pan ic  a t tacks)  to  leve ls  approx imate ly  equa l  to  those
seen at basel ine before act ive treatment was ini t iated.
Rebound refers to a return of  symptoms of  panic d is-
order  to  a  leve l  substant ia l ly  greater  in  f requency,  or
more severe in  in tens i ty  than seen at  basel ine.  Wi th-
drawal  symptoms were ident i f ied as those which were
general ly not characterist ic of panic disorder and which
occurred for the f irst t ime more frequently during discon-
t inuat ion than at baseline.

In a control led cl inical tr ial in which 63 pat ients were
randomized to XANAX and where withdrawal symptoms
were specif ical ly sought, the fol lowing were ident if ied as
symptoms of withdrawal: heightened sensory percept ion,
impaired concentrat ion,  dysosmia,  c louded sensor ium,
paresthesias,  muscle cramps, muscle twi tch,  d iarrhea,
blurred vision, appet i te decrease and weight loss. Other
symp toms ,  such  as  anx ie t y  and  i nsomn ia ,  we re  f r e -
quently seen during discont inuat ion, but i t  could not be
determined if  they were due to return of i l lness, rebound
or withdrawal.
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In a larger database comprised of both control led and
uncon t ro l l ed  s tud ies  i n  wh i ch  641  pa t i en t s  r ece i ved
X A N A X ,  d i s c o n t i n u a t i o n - e m e r g e n t  s y m p t o m s  w h i c h
occurred at  a rate of  over 5% in pat ients t reated wi th
XANAX and at a greater rate than the placebo treated
group were as fol lows:

DISCONTINUATION-EMERGENT SYMPTOM INCIDENCE

Percentage of 641 XANAX-Treated Panic Disorder
Patients Reporting Events

Body System/Event 

Neurologic  Gastrointestinal
Insomnia 29.5 Nausea/Vomit ing 16.5
Light-headedness 19.3 Diarrhea 13.6
Abnormal involuntary Decreased salivat ion 10.6

movement 17.3
Headache 17.0 Metabolic-Nutrit ional
Muscular twitching 6.9 Weight loss 13.3
Impaired coordinat ion 6.6 Decreased appet i te 12.8
Muscle tone disorders 5.9
Weakness 5.8 Dermatological
Psychiatric Sweat ing 14.4
Anxiety 19.2
Fat igue and Tiredness 18.4 Cardiovascular
Irr i tabi l i ty 10.5 Tachycardia 12.2
Cognit ive disorder 10.3
Memory impairment 5.5 Special Senses
Depression 5.1 Blurred vision 10.0
Confusional state 5.0

From the s tud ies c i ted,  i t  has not  been determined
whether these symptoms are clearly related to the dose
and dura t ion  o f  therapy  w i th  XANAX in  pa t ien ts  w i th
panic disorder.

In two control led tr ials of six to eight weeks durat ion
where the abi l i ty of  pat ients to discont inue medicat ion
was  measured ,  71%-93% o f  XANAX t rea ted  pa t i en ts
tapered completely off therapy compared to 89%-96% of
placebo treated pat ients. In a control led postmarket ing
d iscon t inua t ion  s tudy  o f  pan ic  d i so rder  pa t ien ts ,  the
dura t ion  o f  t rea tment  ( th ree  months  compared  to  s ix
months) had no effect on the abil i ty of pat ients to taper
to zero dose.

Seizures attr ibutable to XANAX were seen after drug
discont inuance or dose reduct ion in 8 of 1980 pat ients
with panic disorder or in pat ients part icipat ing in cl inical
tr ials where doses of XANAX greater than 4 mg/day for
o v e r  3  m o n t h s  w e r e  p e r m i t t e d .  F i v e  o f  t h e s e  c a s e s
clearly occurred during abrupt dose reduct ion, or discon-
t inuat ion from dai ly doses of 2 to 10 mg. Three cases
occurred in si tuat ions where there was not a clear rela-
t ionship to abrupt dose reduct ion or discont inuat ion. In
one instance, seizure occurred after discont inuat ion from
a single dose of 1 mg after tapering at a rate of 1 mg
every three days from 6 mg daily. In two other instances,
the  re la t ionsh ip  to  taper  i s  inde te rmina te ;  i n  bo th  o f
these cases the pat ients had been receiv ing doses of
3 mg dai ly pr ior to seizure. The durat ion of use in the
above 8 cases ranged from 4 to 22 weeks. There have
been occasional voluntary reports of pat ients developing
s e i z u r e s  w h i l e  a p p a r e n t l y  t a p e r i n g  g r a d u a l l y  f r o m
XANAX. The risk of seizure seems to be greatest 24-72
hours after discont inuat ion (see DOSAGE AND ADMIN-
ISTRATION for recommended tapering and discont inua-
t ion schedule).
Status epilepticus and its treatment:

The medical event voluntary report ing system shows
that withdrawal seizures have been reported in associa-
t ion with the discont inuat ion of XANAX. In most cases,
only  a s ing le se izure was repor ted;  however,  mul t ip le
seizures and status epi lept icus were reported as wel l .
Ordinari ly, the treatment of status epilept icus of any et i-
ology involves use of intravenous benzodiazepines plus
phenytoin or barbi turates, maintenance of a patent air-
w a y  a n d  a d e q u a t e  h y d r a t i o n .  F o r  a d d i t i o n a l  d e t a i l s
regarding therapy, consultat ion with an appropriate spe-
cial ist may be considered.
Interdose Symptoms:

Early morning anxiety and emergence of anxiety symp-
toms between doses of  XANAX have been reported in
pat ients wi th panic d isorder tak ing prescr ibed mainte-
nance doses of XANAX. These symptoms may reflect the
deve lopment  o f  to le rance  o r  a  t ime  in te rva l  be tween
doses which is longer than the durat ion of cl inical act ion
of the administered dose. In ei ther case, i t  is presumed
that  the  prescr ibed dose is  no t  su f f i c ien t  to  main ta in
plasma levels above those needed to prevent relapse,
rebound or withdrawal symptoms over the ent ire course
of the interdosing interval. In these si tuat ions, i t  is rec-
o m m e n d e d  t h a t  t h e  s a m e  t o t a l  d a i l y  d o s e  b e  g i v e n
divided as more frequent administrat ions (see DOSAGE
AND ADMINISTRATION).
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Risk of dose reduction:
Withdrawal react ions may occur when dosage reduc-

t ion  occurs  fo r  any  reason .  Th is  inc ludes  purpose fu l
tapering, but also inadvertent reduct ion of dose (eg, the
pat ien t  fo rgets ,  the  pat ien t  i s  admi t ted  to  a  hosp i ta l ,
e t c . ) .  T h e r e f o r e ,  t h e  d o s a g e  o f  X A N A X  s h o u l d  b e
reduced or  d iscont inued gradual ly  (see DOSAGE AND
ADMINISTRATION).

XANAX Tablets are not  of  va lue in  the t reatment  of
psychot ic pat ients and should not be employed in l ieu of
appropriate treatment for psychosis. Because of i ts CNS
depressant effects, pat ients receiving XANAX should be
caut ioned against engaging in hazardous occupat ions or
act iv i t ies requir ing complete mental  a ler tness such as
operat ing machinery or driving a motor vehicle. For the
same reason,  pat ients  should be caut ioned about  the
simultaneous ingest ion of alcohol and other CNS depres-
sant drugs during treatment with XANAX.

Benzod iazep ines  can  po ten t i a l l y  cause  fe ta l  ha rm
when administered to pregnant women. If  XANAX is used
dur ing pregnancy,  or  i f  the pat ient  becomes pregnant
while taking this drug, the pat ient should be apprised of
the potent ial hazard to the fetus. Because of experience
with other members of the benzodiazepine class, XANAX
is assumed to be capable of causing an increased risk of
congeni tal  abnormal i t ies when administered to a preg-
nant woman dur ing the f i rst  t r imester.  Because use of
these drugs is rarely a matter of urgency, their use dur-
ing the f irst tr imester should almost always be avoided.
The possib i l i ty  that  a woman of  chi ldbear ing potent ia l
may be pregnant  a t  the  t ime o f  ins t i tu t ion  o f  therapy
should be considered. Pat ients should be advised that i f
t h e y  b e c o m e  p r e g n a n t  d u r i n g  t h e r a p y  o r  i n t e n d  t o
become pregnant  they should  communicate  wi th  the i r
phys ic ians  about  the  des i rab i l i t y  o f  d iscont inu ing  the
drug.
Alprazolam interaction with drugs that inhibit metabolism
via cytochrome P450 3A: The ini t ial step in alprazolam
metabo l ism is  hydroxy la t ion  ca ta lyzed by  cy tochrome
P450 3A (CYP 3A) .  Drugs  tha t  i nh ib i t  th i s  metabo l i c
pathway may have a profound effect on the clearance of
alprazolam. Consequently, alprazolam should be avoided
in pat ients receiving very potent inhibi tors of  CYP 3A.
With drugs inhibi t ing CYP 3A to a lesser but st i l l  signif i-
cant degree, alprazolam should be used only with cau-
t ion and considerat ion of appropriate dosage reduct ion.
For some drugs, an interact ion with alprazolam has been
quant if ied with cl inical data; for other drugs, interact ions
are predicted from in vi tro data and/or experience with
similar drugs in the same pharmacologic class.

The fol lowing are examples of drugs known to inhibi t
the metabolism of alprazolam and/or related benzodiaze-
pines, presumably through inhibi t ion of CYP 3A.
Potent CYP 3A inhibitors:

Azole ant ifungal agents — Although in vivo interact ion
data with alprazolam are not available, ketoconazole and
itraconazole are potent CYP 3A inhibi tors and the coad-
m i n i s t r a t i o n  o f  a l p r a z o l a m  w i t h  t h e m  i s  n o t  r e c o m -
mended. Other azole-type ant ifungal agents should also
be considered potent CYP 3A inhibi tors and the coad-
ministrat ion of alprazolam with them is not recommended
(see CONTRAINDICATIONS). 
Drugs demonstrated to be CYP 3A inhibitors on the basis
of cl inical studies involving alprazolam (caution and con-
sideration of appropr iate alprazolam dose reduction are
recommended dur ing coadministration with the fol lowing
drugs):

N e f a z o d o n e — C o a d m i n i s t r a t i o n  o f  n e f a z o d o n e
increased alprazolam concentrat ion two-fold.

F l u v o x a m i n e — C o a d m i n i s t r a t i o n  o f  f l u v o x a m i n e
approximately doubled the maximum plasma concentra-
t i o n  o f  a l p r a z o l a m ,  d e c r e a s e d  c l e a r a n c e  b y  4 9 % ,
inc reased ha l f - l i fe  by  71%,  and  decreased measured
psychomotor performance.

Cimet idine — Coadministrat ion of cimet idine increased
the  max imum p lasma concent ra t ion  o f  a lp razo lam by
86%, decreased clearance by 42%, and increased half-
l i fe by 16%.
Other drugs possibly af fect ing alprazolam metabol ism:
Other drugs possibly affect ing alprazolam metabolism by
inh ib i t i on  o f  CYP 3A  a re  d i scussed  i n  the  PRECAU-
TIONS sect ion (see PRECAUTIONS – Drug Interact ions).

PRECAUTIONS
Genera l :  I f  XANAX Tab le ts  a re  to  be  comb ined  w i th
other psychotropic agents or ant iconvulsant drugs, care-
ful considerat ion should be given to the pharmacology of
the agents to be employed, part icularly with compounds
which might  potent ia te  the act ion o f  benzodiazepines
(see DRUG INTERACTIONS).

As with other psychotropic medicat ions, the usual pre-
caut ions with respect to administrat ion of the drug and
s i z e  o f  t h e  p r e s c r i p t i o n  a r e  i n d i c a t e d  f o r  s e v e r e l y
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depressed pat ients or those in whom there is reason to
expect concealed suicidal ideat ion or plans.

I t  is recommended that the dosage be l imi ted to the
smallest effect ive dose to preclude the development of
ataxia or oversedat ion which may be a part icular prob-
lem in elderly or debil i tated pat ients. (See DOSAGE AND
ADMINISTRATION.)  The usual  precaut ions in  t reat ing
pat ients with impaired renal, hepat ic or pulmonary func-
t ion should be observed. There have been rare reports of
death in pat ients with severe pulmonary disease short ly
after the ini t iat ion of treatment with XANAX. A decreased
sys tem ic  a l p razo lam e l im ina t i on  ra te  (eg ,  i nc reased
plasma hal f - l i fe )  has been observed in  both a lcohol ic
l i v e r  d i s e a s e  p a t i e n t s  a n d  o b e s e  p a t i e n t s  r e c e i v i n g
XANAX (see CLINICAL PHARMACOLOGY).

Episodes of hypomania and mania have been reported
in associat ion wi th the use of  XANAX in pat ients wi th
depression.

A lp razo lam has  a  weak  u r i cosur i c  e f fec t .  A l though
other medicat ions with weak uricosuric effect have been
reported to cause acute renal fai lure, there have been no
reported instances of acute renal fai lure attr ibutable to
therapy with XANAX.

Information for Patients:
For al l  users of XANAX:
To assure safe and effect ive use of benzodiazepines, al l
pat ients prescribed XANAX should be provided with the
fol lowing guidance. In addit ion, panic disorder pat ients,
for whom doses greater than 4 mg/day are typical ly pre-
scr ibed,  should be advised about  the r isks associated
with the use of higher doses.
1. Inform your physician about any alcohol consumpt ion
and medicine you are taking now, including medicat ion
you may buy without a prescript ion. Alcohol should gen-
era l ly  not  be used dur ing t reatment  w i th  benzod iaze-
pines.
2. Not  recommended for  use in  pregnancy.  Therefore,
in fo rm your  phys ic ian  i f  you are  pregnant ,  i f  you  are
p lann ing  to  have  a  ch i ld ,  o r  i f  you  become p regnan t
while you are taking this medicat ion.
3. Inform your physician i f  you are nursing.
4. Unt i l  you experience how this medicat ion affects you,
do  no t  d r i ve  a  ca r  o r  ope ra te  po ten t i a l l y  dange rous
machinery, etc.
5. Do not increase the dose even if  you think the med-
icat ion "does not work anymore" without consult ing your
physician. Benzodiazepines, even when used as recom-
mended, may produce emot ional and/or physical depen-
dence.
6 . D o  n o t  s t o p  t a k i n g  t h i s  m e d i c a t i o n  a b r u p t l y  o r
decrease the dose wi thout  consu l t ing  your  phys ic ian,
since withdrawal symptoms can occur.
Addit ional advice for panic disorder patients:

The use of  XANAX at  doses greater than 4 mg/day,
often necessary to treat panic disorder, is accompanied
by risks that you need to careful ly consider. When used
at doses greater than 4 mg/day, which may or may not
be required for your treatment, XANAX has the potent ial
to cause severe emot ional and physical dependence in
some pat ients and these pat ients may f ind i t  exceedingly
diff icult to terminate treatment. In two control led tr ials of
six to eight weeks durat ion where the abil i ty of pat ients
to d iscont inue medicat ion was measured,  7 to 29% of
pat ients treated with XANAX did not completely taper off
therapy.  In  a contro l led postmarket ing d iscont inuat ion
study o f  pan ic  d isorder  pat ien ts ,  the  pat ien ts  t reated
with doses of XANAX greater than 4 mg/day had more
diff iculty tapering to zero dose than pat ients treated with
less than 4 mg/day. In al l  cases, i t  is important that your
physician help you discont inue this medicat ion in a care-
fu l  and sa fe  manner  to  avo id  over ly  ex tended use o f
XANAX.

In addi t ion,  the extended use at  doses greater than
4 mg/day appears to increase the incidence and severi ty
of  wi thdrawal  react ions when XANAX is  d iscont inued.
These are general ly minor but seizure can occur, espe-
cial ly i f  you reduce the dose too rapidly or discont inue
the medicat ion abruptly. Seizure can be l i fe-threatening.

Laboratory Tests: Laboratory  tests  are not  ord inar i ly
required in otherwise healthy pat ients.

D r u g  I n t e r a c t i o n s : T h e  b e n z o d i a z e p i n e s ,  i n c l u d i n g
a lprazo lam,  produce add i t ive  CNS depressant  e f fec ts
when co-administered wi th other psychotropic medica-
t ions, ant iconvulsants, ant ihistaminics, ethanol and other
drugs which themselves produce CNS depression.

The steady state plasma concentrat ions of imipramine
and desipramine have been reported to be increased an
average of 31% and 20%, respect ively, by the concomi-
tan t  admin is t ra t ion  o f  XANAX Tab le ts  in  doses  up  to
4 mg/day. The cl inical signif icance of these changes is
unknown.
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Drugs that inhibit alprazolam metabolism via cytochrome
P450 3A: The in i t ia l  s tep in a lprazolam metabol ism is
hydroxylat ion cata lyzed by cytochrome P450 3A (CYP
3A) .  Drugs  wh ich  inh ib i t  th is  metabo l i c  pa thway  may
have a profound effect on the clearance of alprazolam
(see CONTRAINDICATIONS and WARNINGS for  add i -
t ional drugs of this type).
Drugs demonstrated to be CYP 3A inhibitors of possible
c l i n i ca l  s i gn i f i cance  on  t he  bas i s  o f  c l i n i ca l  s t ud i es
invo lv ing  a lprazo lam (caut ion  is  recommended dur ing
coadministration with alprazolam):

Fluoxet ine — Coadministrat ion of f luoxet ine with alpra-
zolam increased the maximum plasma concentrat ion of
a l p r a z o l a m  b y  4 6 % ,  d e c r e a s e d  c l e a r a n c e  b y  2 1 % ,
inc reased ha l f - l i fe  by  17%,  and  decreased measured
psychomotor performance.

Propoxyphene — Coadmin is t ra t i on  o f  p ropoxyphene
decreased the maximum plasma concentrat ion of alpra-
z o l a m  b y  6 % ,  d e c r e a s e d  c l e a r a n c e  b y  3 8 % ,  a n d
increased half- l i fe by 58%.

Oral Contracept ives — Coadministrat ion of oral contra-
cept ives increased the maximum plasma concentrat ion
of alprazolam by 18%, decreased clearance by 22%, and
increased half- l i fe by 29%.
Drugs and other substances demonstrated to be CYP 3A
inhibitors on the basis of cl inical studies involving benzo-
diazepines metabolized similar ly to alprazolam or on the
basis of in vitro studies with alprazolam or other benzo-
diazepines (caut ion is recommended dur ing coadminis-
t ra t ion  w i th  a lp razo lam) : Ava i lab le  da ta  f rom c l in i ca l
studies of benzodiazepines other than alprazolam sug-
gest a possible drug interact ion with alprazolam for the
fol lowing: di l t iazem, isoniazid, macrol ide ant ibiot ics such
as erythromycin and clari thromycin, and grapefrui t juice.
Data from in vitro studies of alprazolam suggest a possi-
b le drug in teract ion wi th a lprazolam for  the fo l lowing:
sertral ine and paroxet ine. Data from in vi tro studies of
benzodiazepines other than alprazolam suggest a possi-
ble drug interact ion for the fol lowing: ergotamine, cyclo-
s p o r i n e ,  a m i o d a r o n e ,  n i c a r d i p i n e ,  a n d  n i f e d i p i n e .
Caut ion is recommended during the coadministrat ion of
any of these with alprazolam (see WARNINGS).
Drug/Laboratory Test Interact ions: Although interac-
t ions between benzodiazepines and commonly employed
clinical laboratory tests have occasionally been reported,
the re  i s  no  cons i s ten t  pa t te rn  fo r  a  spec i f i c  d rug  o r
specif ic test.
Carcinogenesis, Mutagenesis, Impairment of Fert il i ty:
No evidence of carcinogenic potent ial was observed dur-
i ng  2 -yea r  b ioassay  s tud ies  o f  a lp razo lam in  ra t s  a t
doses up to 30 mg/kg/day (150 t imes the maximum rec-
ommended daily human dose of 10 mg/day) and in mice
at doses up to 10 mg/kg/day (50 t imes the maximum rec-
ommended daily human dose).

Alprazolam was not mutagenic in the rat micronucleus
test at doses up to 100 mg/kg, which is 500 t imes the
maximum recommended daily human dose of 10 mg/day.
Alprazolam also was not mutagenic in vitro in the DNA
Damage/Alkal ine Elut ion Assay or the Ames Assay.

Alprazolam produced no impairment of fert i l i ty in rats
at doses up to 5 mg/kg/day, which is 25 t imes the maxi-
mum recommended daily human dose of 10 mg/day.
Pregnancy: Teratogenic Effects: Pregnancy Category D:
(See WARNINGS Sect ion).
Nonteratogenic Effects: It should be considered that the
child born of a mother who is receiving benzodiazepines
may be at some risk for withdrawal symptoms from the drug
during the postnatal period. Also, neonatal flaccidity and
respiratory problems have been reported in children born of
mothers who have been receiving benzodiazepines.
Labor and Delivery: XANAX has no established use in
labor or del ivery.
Nursing Mothers: Benzod iazep ines  a re  known to  be
excreted in human milk. I t  should be assumed that alpra-
zolam is as well .  Chronic administrat ion of diazepam to
nursing mothers has been reported to cause their infants
to become le tharg ic  and to lose weight .  As a genera l
rule, nursing should not be undertaken by mothers who
must use XANAX.
Pediatric Use: Safety and effectiveness of XANAX in indi-
viduals below 18 years of age have not been established.
Geriatric Use: The elderly may be more sensit ive to the
effects of benzodiazepines. They exhibi t  higher plasma
alprazolam concentrat ions due to reduced clearance of the
drug as compared with a younger population receiving the
same doses. The smallest effective dose of XANAX should
be used in the elder ly  to preclude the development of
ataxia and oversedation (see CLINICAL PHARMACOLOGY
and DOSAGE AND ADMINISTRATION).

ADVERSE REACTIONS
Side effects to XANAX Tablets, i f  they occur, are gen-
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eral ly observed at the beginning of therapy and usually
d i s a p p e a r  u p o n  c o n t i n u e d  m e d i c a t i o n .  I n  t h e  u s u a l
pat ient, the most frequent side effects are l ikely to be an
extension of the pharmacological act ivi ty of alprazolam,
eg, drowsiness or l ight-headedness.

The data ci ted in the two tables below are est imates of
untoward c l in ical  event  inc idence among pat ients who
part icipated under the fol lowing cl inical condit ions: rela-
t ively short durat ion ( ie, four weeks) placebo-control led
cl inical studies with dosages up to 4 mg/day of XANAX
( fo r  t he  managemen t  o f  anx ie t y  d i so rde rs  o r  f o r  t he
short-term rel ief of the symptoms of anxiety) and short-
term (up to ten weeks) placebo-control led cl inical studies
with dosages up to 10 mg/day of XANAX in pat ients with
panic disorder, with or without agoraphobia.

These data cannot  be used to predic t  prec ise ly  the
incidence of untoward events in the course of usual med-
ical pract ice where pat ient characterist ics, and other fac-
tors often differ from those in cl inical tr ials. These f ig-
ures cannot be compared with those obtained from other
c l i n i c a l  s t u d i e s  i n v o l v i n g  r e l a t e d  d r u g  p r o d u c t s  a n d
p lacebo  as  each  g roup  o f  d rug  t r i a l s  a re  conduc ted
under a different set of condit ions.

Comparison of the ci ted f igures, however, can provide
the prescriber with some basis for est imat ing the relat ive
contr ibut ions of drug and non-drug factors to the unto-
ward event incidence in the populat ion studied. Even this
u s e  m u s t  b e  a p p r o a c h e d  c a u t i o u s l y,  a s  a  d r u g  m a y
rel ieve a symptom in one pat ient but induce i t  in others.
(For example, an anxiolyt ic drug may rel ieve dry mouth
[a symptom of anxiety] in some subjects but induce i t  [an
untoward event] in others.)

Addit ionally, for anxiety disorders the ci ted f igures can
provide the prescriber wi th an indicat ion as to the fre-
quency with which physician intervent ion (eg, increased
surve i l lance,  decreased dosage or  d iscont inuat ion  o f
drug therapy) may be necessary because of  the unto-
ward cl inical event.

ANXIETY DISORDERS 

Incidence of
Intervention

Treatment-Emergent Because of
Symptom Incidence† Symptom

XANAX PLACEBO XANAX
Number of Pat ients 565 505 565
% of Pat ients 
Report ing:
Central Nervous System

Drowsiness 41.0 21.6 15.1
Light-headedness 20.8 19.3 1.2
Depression 13.9 18.1 2.4
Headache 12.9 19.6 1.1
Confusion 9.9 10.0 0.9
Insomnia 8.9 18.4 1.3
Nervousness 4.1 10.3 1.1
Syncope 3.1 4.0 *
Dizziness 1.8 0.8 2.5
Akathisia 1.6 1.2 *
Tiredness/Sleepiness * * 1.8

Gastrointest inal
Dry Mouth 14.7 13.3 0.7
Const ipat ion 10.4 11.4 0.9
Diarrhea 10.1 10.3 1.2
Nausea/Vomit ing 9.6 12.8 1.7
Increased Salivat ion 4.2 2.4 *

Cardiovascular
Tachycardia/Palpi tat ions 7.7 15.6 0.4
Hypotension 4.7 2.2 *

Sensory

Blurred Vision 6.2 6.2 0.4

Musculoskeletal
Rigidi ty 4.2 5.3 *
Tremor 4.0 8.8 0.4

Cutaneous
Dermat i t is/Al lergy 3.8 3.1 0.6

Other
Nasal Congest ion 7.3 9.3 *
Weight Gain 2.7 2.7 *
Weight Loss 2.3 3.0 *

*None repor ted
†Events repor ted by 1% or more of XANAX patients are

included.
In addit ion to the relat ively common (ie, greater than

1%) untoward events enumerated in the table above, the
fol lowing adverse events have been reported in associa-
t ion with the use of benzodiazepines: dystonia, irr i tabi l-
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i ty,  concentrat ion diff icult ies, anorexia, transient amne-
sia or memory impairment, loss of coordinat ion, fat igue,
se izures ,  sedat ion ,  s lu r red  speech,  jaund ice ,  muscu-
l o s k e l e t a l  w e a k n e s s ,  p r u r i t u s ,  d i p l o p i a ,  d y s a r t h r i a ,
changes in l ibido, menstrual irregulari t ies, incont inence
and urinary retent ion.

PANIC DISORDER

Treatment-Emergent
Symptom Incidence*

XANAX PLACEBO
Number of Pat ients 1388 1231
% of Pat ients Report ing:
Central Nervous System

Drowsiness 76.8 42.7
Fat igue and Tiredness 48.6 42.3
Impaired Coordinat ion 40.1 17.9
Irr i tabi l i ty 33.1 30.1
Memory Impairment 33.1 22.1
Light-headedness/Dizziness 29.8 36.9
Insomnia 29.4 41.8
Headache 29.2 35.6
Cognit ive Disorder 28.8 20.5
Dysarthria 23.3 6.3
Anxiety 16.6 24.9
Abnormal Involuntary 

Movement 14.8 21.0
Decreased Libido 14.4 8.0
Depression 13.8 14.0
Confusional State 10.4 8.2
Muscular Twitching 7.9 11.8
Increased Libido 7.7 4.1
Change in Libido 

(Not Specif ied) 7.1 5.6
Weakness 7.1 8.4
Muscle Tone Disorders 6.3 7.5
Syncope 3.8 4.8
Akathisia 3.0 4.3
Agitat ion 2.9 2.6
Disinhibi t ion 2.7 1.5
Paresthesia 2.4 3.2
Talkat iveness 2.2 1.0
Vasomotor Disturbances 2.0 2.6
Derealizat ion 1.9 1.2
Dream Abnormali t ies 1.8 1.5
Fear 1.4 1.0
Feeling Warm 1.3 0.5

Gastrointest inal
Decreased Salivat ion 32.8 34.2
Const ipat ion 26.2 15.4
Nausea/Vomit ing 22.0 31.8
Diarrhea 20.6 22.8
Abdominal Distress 18.3 21.5
Increased Salivat ion 5.6 4.4

Cardio-Respiratory
Nasal Congest ion 17.4 16.5
Tachycardia 15.4 26.8
Chest Pain 10.6 18.1
Hypervent i lat ion 9.7 14.5
Upper Respiratory Infect ion 4.3 3.7

Sensory
Blurred Vision 21.0 21.4
Tinnitus 6.6 10.4

Musculoskeletal
Muscular Cramps 2.4 2.4
Muscle St iffness 2.2 3.3

Cutaneous
Sweat ing 15.1 23.5
Rash 10.8 8.1

Other
Increased Appet i te 32.7 22.8
Decreased Appet i te 27.8 24.1
Weight Gain 27.2 17.9
Weight Loss 22.6 16.5
Micturi t ion Diff icult ies 12.2 8.6
Menstrual Disorders 10.4 8.7
Sexual Dysfunct ion 7.4 3.7
Edema 4.9 5.6
Incont inence 1.5 0.6
Infect ion 1.3 1.7

*Events repor ted by 1% or more of XANAX patients are
included.

In addit ion to the relat ively common (ie, greater than
1%) untoward events enumerated in the table above, the
fol lowing adverse events have been reported in associa-
t ion wi th  the use o f  XANAX:  se izures,  ha l luc inat ions,
depersonal izat ion,  taste a l terat ions,  d ip lopia,  e levated
bil irubin, elevated hepat ic enzymes, and jaundice.
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There have also been reports of withdrawal seizures
upon rapid decrease or abrupt discont inuat ion of XANAX
Tablets (see WARNINGS).

To discont inue treatment in pat ients taking XANAX, the
dosage should be reduced slowly in keeping with good
medical pract ice. It is suggested that the daily dosage of
XANAX be decreased by no more than 0.5 mg every three
d a y s  ( s e e  D O S A G E  A N D  A D M I N I S T R AT I O N ) .  S o m e
pat ients may benefit from an even slower dosage reduc-
t ion. In a controlled postmarket ing discont inuat ion study
of panic disorder pat ients which compared this recom-
mended taper schedule with a slower taper schedule, no
difference was observed between the groups in the pro-
port ion of pat ients who tapered to zero dose; however,
the slower schedule was associated with a reduct ion in
symptoms associated with a withdrawal syndrome.

Panic disorder has been associated with primary and
secondary  ma jo r  depress ive  d isorders  and  inc reased
reports of suicide among untreated pat ients. Therefore,
t he  same  p recau t i on  mus t  be  exe rc i sed  when  us i ng
d o s e s  o f  X A N A X  g r e a t e r  t h a n  4  m g / d a y  i n  t r e a t i n g
pat ients wi th panic d isorders as is  exerc ised wi th the
u s e  o f  a n y  p s y c h o t r o p i c  d r u g  i n  t r e a t i n g  d e p r e s s e d
pat ients or those in whom there is reason to expect con-
cealed suicidal ideat ion or plans.

As  w i th  a l l  benzod iazep ines ,  paradox ica l  reac t ions
such as st imulat ion, increased muscle spast ici ty,  sleep
disturbances,  hal luc inat ions and other adverse behav-
io ra l  e f fec ts  such  as  ag i ta t i on ,  rage ,  i r r i t ab i l i t y,  and
a g g r e s s i v e  o r  h o s t i l e  b e h a v i o r  h a v e  b e e n  r e p o r t e d
r a r e l y.  I n  m a n y  o f  t h e  s p o n t a n e o u s  c a s e  r e p o r t s  o f
a d v e r s e  b e h a v i o r a l  e f f e c t s ,  p a t i e n t s  w e r e  r e c e i v i n g
other CNS drugs concomitant ly  and/or  were descr ibed
as having underlying psychiatr ic condi t ions. Should any
of the above events occur, alprazolam should be discon-
t inued. Isolated publ ished reports involving small  num-
bers of pat ients have suggested that pat ients who have
borderl ine personal i ty disorder, a pr ior history of violent
or aggressive behavior,  or alcohol or substance abuse
may be at r isk for such events. Instances of i rr i tabi l i ty,
host i l i ty,  and intrusive thoughts have been reported dur-
ing discont inuat ion of alprazolam in pat ients wi th post-
traumat ic stress disorder.

Laboratory analyses were performed on pat ients par-
t icipat ing in the clinical program for XANAX. The follow-
i n g  i n c i d e n c e s  o f  a b n o r m a l i t i e s  s h o w n  b e l o w  w e r e
observed in pat ients receiving XANAX and in pat ients in
the corresponding placebo group. Few of these abnormal-
it ies were considered to be of physiological signif icance.

XANAX PLACEBO
Low High Low High

Hematology
Hematocri t * * * *
Hemoglobin * * * *
Total WBC Count 1.4 2.3 1.0 2.0
Neutrophil  Count 2.3 3.0 4.2 1.7
Lymphocyte Count 5.5 7.4 5.4 9.5
Monocyte Count 5.3 2.8 6.4 *
Eosinophil  Count 3.2 9.5 3.3 7.2
Basophil  Count * * * *

Urinalysis
Albumin – * – *
Sugar – * – *
RBC/HPF – 3.4 – 5.0
WBC/HPF – 25.7 – 25.9

Blood Chemistry
Creat inine 2.2 1.9 3.5 1.0
Bil irubin * 1.6 * *
SGOT * 3.2 1.0 1.8
Alkal ine Phosphatase * 1.7 * 1.8

*Less than 1%

When t reatment  wi th  XANAX is  prot racted,  per iod ic
blood counts,  ur inalysis and blood chemistry analyses
are advisable.

Minor changes in EEG pat terns,  usual ly  low-vol tage
fast act ivi ty have been observed in pat ients during ther-
apy with XANAX and are of no known signif icance.
Post Introduction Reports: Various adverse drug reac-
t ions have been reported in associat ion with the use of
XANAX since market introduct ion. The majori ty of these
react ions were reported through the medical event vol-
untary  repor t ing system. Because of  the spontaneous
nature of the report ing of medical events and the lack of
controls, a causal relat ionship to the use of XANAX can-
not be readily determined. Reported events include: l iver
enzyme elevat ions,  hepat i t is ,  hepat ic fa i lure,  Stevens-
Johnson syndrome,  hyperpro lact inemia,  gynecomast ia
and galactorrhea.

DRUG ABUSE AND DEPENDENCE
Physical and Psychological Dependence: Withdrawal



Xanax
brand of alprazolam tablets

symptoms similar in character to those noted with seda-
t ive/hypnot ics and alcohol have occurred fol lowing dis-
cont inuance of benzodiazepines, including XANAX. The
symptoms can range from mild dysphoria and insomnia
to a  major  syndrome that  may inc lude abdominal  and
muscle cramps, vomit ing, sweat ing, tremors and convul-
sions. Dist inguishing between withdrawal emergent signs
and symptoms and the recurrence of i l lness is often diff i-
cu l t  in  pa t ien ts  undergo ing  dose  reduc t ion .  The long
term strategy for treatment of these phenomena wil l  vary
with their cause and the therapeut ic goal. When neces-
sary,  immediate  management  o f  w i thdrawal  symptoms
requires re- inst i tut ion of  t reatment at  doses of XANAX
s u f f i c i e n t  t o  s u p p r e s s  s y m p t o m s .  T h e r e  h a v e  b e e n
reports of fai lure of other benzodiazepines to ful ly sup-
press these withdrawal symptoms. These fai lures have
been at t r ibuted to incomplete cross-to lerance but  may
also reflect the use of an inadequate dosing regimen of
the subst i tu ted benzodiazep ine or  the e f fec ts  o f  con-
comitant medicat ions.

While i t  is diff icult to dist inguish withdrawal and recur-
r e n c e  f o r  c e r t a i n  p a t i e n t s ,  t h e  t i m e  c o u r s e  a n d  t h e
nature of  the symptoms may be helpfu l .  A wi thdrawal
syndrome typical ly includes the occurrence of new symp-
toms, tends to appear toward the end of taper or short ly
a f te r  d iscont inuat ion ,  and w i l l  decrease w i th  t ime.  In
recu r r i ng  pan i c  d i so rde r,  s ymp toms  s im i l a r  t o  t hose
observed before treatment may recur ei ther early or late,
and they wil l  persist.

Whi le the sever i ty and incidence of  wi thdrawal phe-
nomena appear  to  be re lated to  dose and durat ion of
t rea tmen t ,  w i thd rawa l  symptoms ,  i nc lud ing  se i zu res ,
have been reported after only brief therapy with XANAX
at doses wi th in the recommended range for  the t reat-
ment of anxiety (eg, 0.75 to 4 mg/day). Signs and symp-
toms of withdrawal are often more prominent after rapid
decrease of dosage or abrupt discont inuance. The risk of
wi thdrawal  seizures may be increased at  doses above
4 mg/day (see WARNINGS).

P a t i e n t s ,  e s p e c i a l l y  i n d i v i d u a l s  w i t h  a  h i s t o r y  o f
seizures or epi lepsy, should not be abruptly discont inued
from any CNS depressant agent, including XANAX. It  is
recommended that al l  pat ients on XANAX who require a
d o s a g e  r e d u c t i o n  b e  g r a d u a l l y  t a p e r e d  u n d e r  c l o s e
supervision (see WARNINGS and DOSAGE AND ADMIN-
ISTRATION).

Psychological dependence is a r isk with al l  benzodiaz-
ep i nes ,  i n c l ud i ng  XANAX.  The  r i s k  o f  psycho log i ca l
dependence may a lso  be  inc reased a t  doses  g rea te r
than 4 mg/day and with longer term use, and this r isk is
further increased in pat ients with a history of alcohol or
drug abuse. Some pat ients have experienced consider-
able diff iculty in tapering and discont inuing from XANAX,
espec ia l l y  those rece iv ing  h igher  doses fo r  ex tended
per iods .  Add ic t ion-prone ind iv idua ls  shou ld  be  under
careful survei l lance when receiving XANAX. As with al l
anx io ly t i cs ,  repeat  p rescr ip t ions  shou ld  be  l im i ted  to
those who are under medical supervision.
Controlled Substance Class: Alprazolam is a control led
substance under  the Contro l led Substance Act  by the
Drug Enforcement  Admin is t ra t ion  and XANAX Tab le ts
have been assigned to Schedule IV.

OVERDOSAGE
Manifestat ions of alprazolam overdosage include som-

nolence,  confus ion,  impai red coord inat ion,  d imin ished
reflexes and coma. Death has been reported in associa-
t ion with overdoses of alprazolam by i tself,  as i t  has with
other benzodiazepines. In addit ion, fatal i t ies have been
reported in pat ients who have overdosed with a combina-
t ion of  a s ingle benzodiazepine,  inc luding alprazolam,
a n d  a l c o h o l ;  a l c o h o l  l e v e l s  s e e n  i n  s o m e  o f  t h e s e
pat ients have been lower than those usually associated
with alcohol- induced fatal i ty.

The acute oral LD50 in rats is 331-2171 mg/kg. Other
e x p e r i m e n t s  i n  a n i m a l s  h a v e  i n d i c a t e d  t h a t  c a r d i o -
pulmonary col lapse can occur fo l lowing massive intra-
venous doses of alprazolam (over 195 mg/kg; 975 t imes
t h e  m a x i m u m  r e c o m m e n d e d  d a i l y  h u m a n  d o s e  o f
10 mg/day). Animals could be resuscitated with posit ive
mechanical  vent i lat ion and the intravenous infusion of
norepinephrine bi tartrate.

Animal experiments have suggested that forced diure-
sis or hemodialysis are probably of l i t t le value in treat ing
overdosage.

General  Treatment of  Overdose: Overdosage reports
with XANAX Tablets are l imited. As in al l  cases of drug
overdosage, respirat ion, pulse rate, and blood pressure
s h o u l d  b e  m o n i t o r e d .  G e n e r a l  s u p p o r t i v e  m e a s u r e s
s h o u l d  b e  e m p l o y e d ,  a l o n g  w i t h  i m m e d i a t e  g a s t r i c
lavage. Intravenous f luids should be administered and an
adequate a i rway mainta ined.  I f  hypotension occurs,  i t
may be combated by the use of vasopressors. Dialysis is
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of l imited value. As with the management of intent ional
overdosing with any drug, i t  should be borne in mind that
mult iple agents may have been ingested.

Flumazenil ,  a specif ic benzodiazepine receptor antag-
onist, is indicated for the complete or part ial reversal of
the  seda t i ve  e f fec ts  o f  benzod iazep ines  and  may  be
used in si tuat ions when an overdose with a benzodiaze-
pine is known or suspected. Prior to the administrat ion
of f lumazenil ,  necessary measures should be inst i tuted
to  secure a i rway,  vent i la t ion and in t ravenous access.
Flumazenil  is intended as an adjunct to, not as a subst i-
tu te  for,  proper  management  o f  benzodiazepine over-
dose. Pat ients treated wi th f lumazeni l  should be moni-
tored for re-sedat ion, respiratory depression, and other
r e s i d u a l  b e n z o d i a z e p i n e  e f f e c t s  f o r  a n  a p p r o p r i a t e
period after treatment. The prescriber should be aware
of  a  r isk of  seizure in  associat ion wi th f lumazeni l
treatment,  part icularly in long-term benzodiazepine
users  and in  cyc l ic  ant idepressant  overdose . The
complete f lumazenil  package insert including CONTRA-
INDICATIONS, WARNINGS and PRECAUTIONS should
be consulted prior to use.

DOSAGE AND ADMINISTRATION
Dosage should be individualized for maximum beneficial

effect. While the usual daily dosages given below will meet
the needs of most patients, there will be some who require
doses  g rea te r  than  4  mg/day.  In  such  cases ,  dosage
should be increased cautiously to avoid adverse effects.
Anxiety disorders and transient symptoms of anxiety:

Treatment for pat ients with anxiety should be ini t iated
with a dose of 0.25 to 0.5 mg given three t imes dai ly.
The dose may be increased to achieve a maximum thera-
peut ic effect, at intervals of 3 to 4 days, to a maximum
daily dose of 4 mg, given in divided doses. The lowest
poss ib le  e f fec t i ve  dose  shou ld  be  emp loyed  and  the
need for cont inued treatment reassessed frequently. The
risk of dependence may increase with dose and durat ion
of treatment.

In elderly pat ients, in pat ients with advanced l iver dis-
ease or in pat ients wi th debi l i tat ing disease, the usual
start ing dose is 0.25 mg, given two or three t imes daily.
This may be gradually increased if  needed and tolerated.
The elderly may be especial ly sensit ive to the effects of
benzodiazepines.

I f  s i de  e f f ec t s  occu r  a t  t he  recommended  s ta r t i ng
dose, the dose may be lowered.

In a l l  pat ients,  dosage should be reduced gradual ly
when discont inuing therapy or when decreasing the daily
dosage. Although there are no systemat ical ly col lected
data to support a specif ic discont inuat ion schedule, i t  is
suggested  tha t  the  da i l y  dosage be  decreased by  no
more than 0.5 mg every three days. Some pat ients may
require an even slower dosage reduct ion.
Panic disorder :

T h e  s u c c e s s f u l  t r e a t m e n t  o f  m a n y  p a n i c  d i s o r d e r
pat ients has required the use of XANAX at doses greater
than 4 mg daily. In control led tr ials conducted to estab-
l ish the eff icacy of XANAX in panic disorder, doses in the
range of 1 to 10 mg daily were used. The mean dosage
employed was approximately 5 to 6 mg daily. Among the
approximately 1700 pat ients par t ic ipat ing in the panic
d i s o r d e r  d e v e l o p m e n t  p r o g r a m ,  a b o u t  3 0 0  r e c e i v e d
XANAX in dosages of greater than 7 mg/day, including
a p p r o x i m a t e l y  1 0 0  p a t i e n t s  w h o  r e c e i v e d  m a x i m u m
dosages of greater than 9 mg/day. Occasional pat ients
required as much as 10 mg a day to achieve a success-
ful response.

General ly, therapy should be ini t iated at a low dose to
minimize the r isk of adverse responses in pat ients espe-
cial ly sensit ive to the drug. Thereafter, the dose can be
increased at intervals equal to at least 5 t imes the el imi-
nat ion half- l i fe (about 11 hours in young pat ients, about
16 hours in elder ly pat ients).  Longer t i t rat ion intervals
should probably be used because the maximum thera-
peut ic  response may not  occur  unt i l  a f ter  the p lasma
levels achieve steady state. Dose should be advanced
unt i l  an acceptable therapeut ic response (ie, a substan-
t ial reduct ion in or total el iminat ion of panic attacks) is
achieved,  in to lerance occurs,  or  the maximum recom-
mended dose is at tained. For pat ients receiving doses
greater than 4 mg/day, periodic reassessment and con-
siderat ion of dosage reduct ion is advised. In a control led
pos tmarke t ing  dose- response  s tudy,  pa t ien ts  t rea ted
wi th doses of  XANAX greater  than 4 mg/day for  three
months were able to taper to 50% of their total mainte-
nance dose  w i thou t  apparen t  loss  o f  c l in ica l  benef i t .
Because of the danger of withdrawal, abrupt discont inua-
t ion of treatment should be avoided. (See WARNINGS,
PRECAUTIONS, DRUG ABUSE AND DEPENDENCE).
The fol lowing regimen is one that fol lows the pr inciples
outl ined above:

Treatment may be ini t iated with a dose of 0.5 mg three
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t imes dai ly.  Depending on the response, the dose may
be increased at intervals of 3 to 4 days in increments of
no more than 1 mg per day. Slower t i trat ion to the dose
levels greater than 4 mg/day may be advisable to al low
ful l  expression of the pharmacodynamic effect of XANAX.
To  lessen  the  poss ib i l i t y  o f  i n te rdose  symptoms,  the
t imes of administrat ion should be distr ibuted as evenly
as possible throughout the waking hours, that is,  on a
three or four t imes per day schedule.

The necessary durat ion of treatment for panic disorder
pat ients responding to XANAX is unknown. After a period
of extended freedom from attacks, a careful ly supervised
tapered discont inuat ion may be attempted, but there is
evidence that this may often be di ff icul t  to accompl ish
without recurrence of symptoms and/or the manifestat ion
of withdrawal phenomena.

In  any case,  reduct ion o f  dose must  be under taken
under close supervision and must be gradual. If significant
withdrawal symptoms develop, the previous dosing sched-
ule should be reinst i tuted and, only af ter  stabi l izat ion,
s h o u l d  a  l e s s  r a p i d  s c h e d u l e  o f  d i s c o n t i n u a t i o n  b e
attempted. In a controlled postmarket ing discont inuat ion
study of panic disorder patients which compared this rec-
ommended taper schedule with a slower taper schedule,
no difference was observed between the groups in the pro-
port ion of patients who tapered to zero dose; however, the
slower schedule was associated with a reduction in symp-
toms associated with a withdrawal syndrome. I t  is sug-
gested that the dose be reduced by no more than 0.5 mg
eve ry  t h ree  days ,  w i t h  t he  unde rs tand ing  t ha t  some
patients may benefit from an even more gradual discontin-
uat ion. Some pat ients may prove resistant to all discon-
t inuation regimens.

HOW SUPPLIED
XANAX Tablets are available as fol lows:

0.25 mg (white, oval, scored, imprinted “XANAX 0.25”)
Bott les of 100 NDC 0009-0029-01
Reverse Numbered 

Unit Dose (100) NDC 0009-0029-46
Bott les of 500 NDC 0009-0029-02
Bott les of 1000 NDC 0009-0029-14

0.5 mg (peach, oval, scored, imprinted “XANAX 0.5”)
Bott les of 100 NDC 0009-0055-01
Reverse Numbered 

Unit Dose (100) NDC 0009-0055-46
Bott les of 500 NDC 0009-0055-03
Bott les of 1000 NDC 0009-0055-15

1 mg (blue, oval, scored, imprinted “XANAX 1.0”)
Bott les of 100 NDC 0009-0090-01
Bott les of 500 NDC 0009-0090-04
Bott les of 1000 NDC 0009-0090-13

2 mg (white, oblong, mult i-scored, imprinted “XANAX” on
one side and “2” on the reverse side)

Bott les of 100 NDC 0009-0094-01
Bott les of 500 NDC 0009-0094-03

Store at control led room temperature 20° to 25°C (68° to
77°F) [see USP].

%only

ANIMAL STUDIES
When rats were treated with alprazolam at 3, 10, and

30  mg/kg /day  (15  to  150  t imes  the  max imum recom-
mended human dose) oral ly for 2 years, a tendency for a
dose re lated increase in  the number of  cataracts was
observed in females and a tendency for a dose related
inc rease  i n  co rnea l  vascu la r i za t i on  was  obse rved  i n
m a l e s .  T h e s e  l e s i o n s  d i d  n o t  a p p e a r  u n t i l  a f t e r  11
months of treatment.

CLINICAL STUDIES
Anxiety Disorders:

XANAX Tablets were compared to placebo in double
blind cl inical studies (doses up to 4 mg/day) in pat ients
wi th a d iagnosis of  anxiety or  anxiety wi th associated
depress ive  symptomato logy.  XANAX was s ign i f i can t ly
better than placebo at each of the evaluat ion periods of
these four week studies as judged by the fol lowing psy-
chometr ic instruments: Physician’s Global Impressions,
H a m i l t o n  A n x i e t y  R a t i n g  S c a l e ,  Ta r g e t  S y m p t o m s ,
Pat ient ’s Global Impressions and Self-Rat ing Symptom
Scale.
Panic Disorder :

Support for the effect iveness of XANAX in the treat-
men t  o f  pan i c  d i so rde r  came  f r om th ree  sho r t - t e rm ,
placebo-control led studies (up to 10 weeks) in pat ients
with diagnoses closely corresponding to DSM-III-R cri te-
r ia for panic disorder.

The average dose of XANAX was 5-6 mg/day in two of
the studies, and the doses of XANAX were f ixed at 2 and
6 mg/day in the third study. In al l  three studies, XANAX
was super ior  to placebo on a var iable def ined as " the
number of pat ients with zero panic attacks" (range, 37-
83% met this cri terion), as well  as on a global improve-
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ment  score .  In  two o f  the  th ree  s tud ies ,  XANAX was
super ior  to  p lacebo on a var iab le  def ined as "change
from baseline on the number of panic attacks per week"
(range, 3.3-5.2) ,  and also on a phobia rat ing scale.  A
subgroup of pat ients who were improved on XANAX dur-
ing short-term treatment in one of these tr ials was con-
t inued on  an  open bas is  up  to  e igh t  months ,  w i thou t
apparent loss of benefi t .
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