
DESCRIPTION
HALCION Tablets  conta in  t r iazo lam, a t r i -

azolobenzodiazepine hypnot ic agent.
Triazolam is a white crystal l ine powder, sol-

uble in alcohol and poorly soluble in water. I t
has a molecular weight of 343.21.

T h e  c h e m i c a l  n a m e  f o r  t r i a z o l a m  i s  8 -
chloro-6-(o-chlorophenyl) -1-methyl-4H-s- t r ia-
zolo-[4,3-α] [1,4] benzodiazepine.

The structural formula is represented below:

Each HALCION Tablet,  for oral  administra-
t ion, contains 0.125 mg or 0.25 mg of tr iazo-
lam.  Inac t ive  ingred ients :  0.125 mg —cel lu -
lose, corn starch, docusate sodium, lactose,
magnesium stearate,  s i l icon dioxide, sodium
benzoate ;  0.25 mg —cel lu lose ,  corn  s ta rch ,
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docusate sodium, FD&C Blue No. 2, lactose,
magnesium stearate,  s i l icon dioxide, sodium
benzoate.
CLINICAL PHARMACOLOGY

Triazolam is a hypnot ic wi th a short  mean
plasma half- l i fe reported to be in the range of
1.5 to 5.5 hours.  In normal subjects t reated
for 7 days with four t imes the recommended
dosage, there was no evidence of altered sys-
temic  b ioava i lab i l i t y,  ra te  o f  e l iminat ion ,  or
a c c u m u l a t i o n .  P e a k  p l a s m a  l e v e l s  a r e
reached within 2 hours fol lowing oral adminis-
t r a t i o n .  F o l l o w i n g  r e c o m m e n d e d  d o s e s  o f
HALCION, tr iazolam peak plasma levels in the
range of 1 to 6 ng/mL are seen. The plasma
levels achieved are proport ional to the dose
given.

Triazolam and i ts metaboli tes, principal ly as
conjugated glucuronides,  which are presum-
ab ly  inac t ive ,  a re  excre ted  pr imar i l y  in  the
ur ine.  Only smal l  amounts of  unmetabol ized
tr iazolam appear in the urine. The two primary
metabol i tes  accounted for  79.9% of  ur inary
excret ion.  Ur inary excret ion appeared to be
biphasic in i ts t ime course.

HALCION Tablets 0.5 mg, in two separate
studies, did not affect the prothrombin t imes
or plasma warfarin levels in male volunteers
administered sodium warfarin oral ly.

Extremely high concentrat ions of tr iazolam
d o  n o t  d i s p l a c e  b i l i r u b i n  b o u n d  t o  h u m a n
serum albumin in vitro .

Tr iazo lam 14C was  admin is te red  o ra l l y  to
p r e g n a n t  m i c e .  D r u g - r e l a t e d  m a t e r i a l
appeared  un i fo rmly  d is t r ibu ted  in  the  fe tus
w i t h  14C  concen t ra t i ons  app rox ima te l y  t he
same as in the brain of the mother.

I n  s l e e p  l a b o r a t o r y  s t u d i e s ,  H A L C I O N
Tablets signif icantly decreased sleep latency,
i n c r e a s e d  t h e  d u r a t i o n  o f  s l e e p ,  a n d
decreased the number of  nocturnal  awaken-
ings .  A f te r  2  weeks  o f  consecu t i ve  n igh t l y
administrat ion, the drug’s effect on total wake
t ime is decreased, and the values recorded in
the last third of the night approach basel ine
levels. On the f irst and/or second night after
drug discont inuance (f irst or second post-drug
night),  total  t ime asleep, percentage of t ime
spent sleeping, and rapidi ty of fal l ing asleep
f r e q u e n t l y  w e r e  s i g n i f i c a n t l y  l e s s  t h a n  o n
baseline (predrug) nights. This effect is often
called "rebound" insomnia.

The type and durat ion of  hypnot ic  e ffects
and  the  p ro f i l e  o f  unwan ted  e f fec ts  du r ing
administrat ion of  benzodiazepine drugs may
b e  i n f l u e n c e d  b y  t h e  b i o l o g i c  h a l f - l i f e  o f
administered drug and any act ive metaboli tes
formed. When half- l ives are long, the drug or
metaboli tes may accumulate during periods of
nightly administrat ion and be associated with
impa i rments  o f  cogn i t i ve  and motor  per fo r -
mance during waking hours; the possibi l i ty of
interact ion wi th other psychoact ive drugs or
alcohol wil l  be enhanced. In contrast, i f  half-
l ives are short,  the drug and metaboli tes wil l
be cleared before the next dose is ingested,
and car ry -over  e f fec ts  re la ted to  excess ive
sedat ion or CNS depression should be mini-
mal or absent. However, during nightly use for
an extended per iod pharmacodynamic to ler-
ance or adaptat ion to some effects of benzo-
diazepine hypnot ics may develop. I f  the drug
has a short half- l i fe of el iminat ion, i t  is possi-
ble that a relat ive deficiency of the drug or i ts
act ive metabol i tes ( ie,  in relat ionship to the
receptor si te) may occur at some point in the
i n t e r v a l  b e t w e e n  e a c h  n i g h t ’ s  u s e .  T h i s



Halcion
brand of triazolam tablets, USP

sequence of events may account for two cl ini-
ca l  f ind ings repor ted to  occur  a f ter  severa l
weeks  o f  n i gh t l y  use  o f  r ap id l y  e l im ina ted
benzodiazepine hypnot ics: 1) increased wake-
fulness during the last third of the night and
2) the appearance of increased dayt ime anxi-
ety after 10 days of cont inuous treatment.

In a study of elderly (62-83 years old) ver-
sus younger subjects (21-41 years old) who
received HALCION at  the same dose levels
(0.125 mg and 0.25 mg),  the elder ly experi-
enced both greater sedat ion and impairment
of  psychomotor  per formance.  These effec ts
resul ted largely f rom higher plasma concen-
trat ions of tr iazolam in the elderly.

INDICATIONS AND USAGE
HALCION i s  i nd i ca ted  f o r  t he  sho r t - t e rm

treatment of insomnia (general ly 7-10 days).
Use for more than 2-3 weeks requires complete
reevaluation of the patient (see WARNINGS).

Prescr ipt ions for HALCION should be wri t -
t e n  f o r  s h o r t - t e r m  u s e  ( 7 - 1 0  d a y s )  a n d  i t
s h o u l d  n o t  b e  p r e s c r i b e d  i n  q u a n t i t i e s
exceeding a 1-month supply.

CONTRAINDICATIONS
H A L C I O N  Ta b l e t s  a r e  c o n t r a i n d i c a t e d  i n

pat ients  wi th  known hypersens i t iv i ty  to  th is
drug or other benzodiazepines.

Benzodiazepines may cause fe ta l  damage
w h e n  a d m i n i s t e r e d  d u r i n g  p r e g n a n c y.  A n
inc reased  r i sk  o f  congen i ta l  ma l fo rmat ions
associated with the use of diazepam and chlor-
diazepoxide during the first trimester of preg-
nancy has been suggested in several studies.
Transp lacen ta l  d i s t r i bu t i on  has  resu l ted  i n
neonatal CNS depression following the inges-
t ion of therapeutic doses of a benzodiazepine
hypnotic during the last weeks of pregnancy.

HALCION i s  con t r a i nd i ca ted  i n  p regnan t
women. If  there is a l ikel ihood of the pat ient
becoming pregnant while receiving HALCION,
she should be warned of the potent ial r isk to
the  fe tus .  Pa t ien ts  shou ld  be  ins t ruc ted  to
discont inue the drug prior to becoming preg-
nant.  The possib i l i ty  that  a woman of  chi ld-
bearing potent ial may be pregnant at the t ime
of inst i tut ion of therapy should be considered.

HALCION is contraindicated with ketocona-
zole,  i t raconazole,  and nefazodone, medica-
t ions  tha t  s ign i f i can t ly  impa i r  the  ox ida t ive
metabolism mediated by cytochrome P450 3A
( C Y P  3 A )  ( s e e  WA R N I N G S  a n d  P R E C A U -
TIONS–Drug Interact ions).

WARNINGS
Sleep d is tu rbance may be the  present ing

manifestat ion of a physical and/or psychiatr ic
disorder. Consequently, a decision to ini t iate
symptomat i c  t rea tmen t  o f  i nsomn ia  shou ld
only be made after the pat ient has been care-
ful ly evaluated.

The fai lure of insomnia to remit after 7-10
days of treatment may indicate the presence
of a primary psychiatric and/or medical i l lness.

Worsening of insomnia or the emergence of
new abnormali t ies of thinking or behavior may
be the consequence of an unrecognized psy-
chiatr ic or physical disorder. These have also
been reported to occur in associat ion with the
use of HALCION.

Because  some  o f  t he  adve rse  e f f ec t s  o f
H A L C I O N  a p p e a r  t o  b e  d o s e  r e l a t e d  ( s e e
PRECAUTIONS and DOSAGE AND ADMINIS-
TRATION), i t  is important to use the smallest
possible effect ive dose. Elder ly pat ients are
e s p e c i a l l y  s u s c e p t i b l e  t o  d o s e  r e l a t e d
adverse effects.
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An inc rease in  day t ime anx ie ty  has  been
reported for HALCION after as few as 10 days
of cont inuous use. In some pat ients this may
be a  man i fes ta t ion  o f  in te rdose  w i thdrawa l
( s e e  C L I N I C A L  P H A R M A C O L O G Y ) .  I f  i n -
creased dayt ime anxiety  is  observed dur ing
treatment ,  d iscont inuat ion of  t reatment  may
be advisable.

A variety of abnormal thinking and behavior
changes have been reported to occur in asso-
c iat ion wi th the use of  benzodiazepine hyp-
no t i c s  i nc l ud ing  HALCION.  Some  o f  t hese
changes may be characterized by decreased
inhib i t ion,  eg,  aggressiveness and extrover-
sion that seem excessive, similar to that seen
with alcohol and other CNS depressants (eg,
sedat ive/hypnot ics). Other kinds of behavioral
changes have also been reported, for exam-
p le ,  b i za r re  behav io r,  ag i t a t i on ,  ha l l uc ina -
t i o n s ,  d e p e r s o n a l i z a t i o n .  I n  p r i m a r i l y  d e -
p r e s s e d  p a t i e n t s ,  t h e  w o r s e n i n g  o f
depress ion,  inc lud ing su ic ida l  th ink ing,  has
been reported in associat ion with the use of
benzodiazepines.

I t  can rare ly  be determined wi th  cer ta in ty
whether a part icular instance of the abnormal
behaviors l isted above is drug induced, spon-
taneous in origin, or a result of an underlying
psychiatr ic or physical disorder. Nonetheless,
the emergence of any new behavioral sign or
s y m p t o m  o f  c o n c e r n  r e q u i r e s  c a r e f u l  a n d
immediate evaluat ion.

B e c a u s e  o f  i t s  d e p r e s s a n t  C N S  e f f e c t s ,
pat ients  rece iv ing t r iazo lam should be cau-
t ioned against engaging in hazardous occupa-
t i o n s  r e q u i r i n g  c o m p l e t e  m e n t a l  a l e r t n e s s
s u c h  a s  o p e r a t i n g  m a c h i n e r y  o r  d r i v i n g  a
motor vehicle. For the same reason, pat ients
should  be caut ioned about  the concomi tant
ingest ion of  a lcohol  and other  CNS depres-
sant  d rugs  dur ing  t rea tment  w i th  HALCION
Tablets.

As with some, but not al l  benzodiazepines,
anterograde amnesia of varying severi ty and
paradoxical react ions have been reported fol-
lowing therapeut ic doses of  HALCION. Data
f rom seve ra l  sou rces  sugges t  t ha t  an te ro -
g rade  amnes ia  may  occur  a t  a  h igher  ra te
with HALCION than with other benzodiazepine
hypnot ics.
Tr i a z o l a m  i n t e r a c t i o n  w i t h  d r u g s  t h a t
inhibit metabolism via cytochrome P450 3A:

The in i t ia l  step in t r iazolam metabol ism is
hydroxylat ion catalyzed by cytochrome P450
3A (CYP 3A). Drugs that inhibi t  this metabolic
pathway may have a profound effect  on the
clearance of tr iazolam. Consequently, tr iazo-
lam should be avoided in pat ients receiv ing
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,  t r iazolam should be used only
with caut ion and considerat ion of appropriate
dosage reduct ion. For some drugs, an inter-
act ion with tr iazolam has been quant if ied with
cl inical data; for other drugs, interact ions are
predicted from in vitro data and/or experience
with similar drugs in the same pharmacologic
class.

The fol lowing are examples of drugs known
to inhibi t  the metabol ism of tr iazolam and/or
related benzodiazepines, presumably through
inhibi t ion of CYP 3A.
Poten t  CYP 3A inh ib i to rs : Poten t  inh ib i to rs  o f
CYP 3A  tha t  shou ld  no t  be  used  concomi -
tan t l y  w i th  t r iazo lam inc lude  ke toconazo le ,
i traconazole, and nefazodone. Although data
concerning the effects of azole-type ant i fun-
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gal agents other than ketoconazole and i tra-
conazo le  on  t r i azo lam me tabo l i sm  a re  no t
avai lable,  they should be considered potent
CYP 3A inhibi tors, and their coadministrat ion
with tr iazolam is not recommended (see CON-
TRAINDICATIONS).
Drugs demonstrated to be CYP 3A inhibi tors on the
b a s i s  o f  c l i n i c a l  s t u d i e s  i nv o l v i n g  t r i a z o l a m
(caut ion and considerat ion of  dose reduct ion are
r e c o m m e n d e d  d u r i n g  c o a d m i n i s t r a t i o n  w i t h
tr iazolam):
Macro l i de  An t ib io t i cs — Coadmin is t ra t i on  o f
erythromycin increased the maximum plasma
concentrat ion of tr iazolam by 46%, decreased
clearance by 53%, and increased half- l i fe by
35%; caut ion and considerat ion of appropriate
tr iazolam dose reduct ion are recommended.
S im i la r  cau t ion  shou ld  be  observed  dur ing
coadministrat ion with clari thromycin and other
macrol ide ant ibiot ics.
Cimet id ine — Coadmin is t ra t ion  o f  c imet id ine
increased the maximum plasma concentrat ion
of tr iazolam by 51%, decreased clearance by
55%, and increased half- l i fe by 68%; caut ion
and  cons idera t ion  o f  appropr ia te  t r i azo lam
dose reduct ion are recommended.
Other  drugs poss ibly  a f fect ing t r iazo lam metabo-
l ism: Other drugs possibly affect ing tr iazolam
metabol ism by inhibi t ion of CYP 3A are dis-
cussed  in  the  PRECAUTIONS sec t ion  (see
PRECAUTIONS–Drug Interact ions).

PRECAUTIONS
General: In elderly and/or debil i tated pat ients
it is recommended that treatment with HALCION
Tablets be ini t iated at 0.125 mg to decrease
the poss ib i l i ty  o f  development  o f  overseda-
t ion, dizziness, or impaired coordinat ion.

Some s ide effects  repor ted in  associat ion
with the use of HALCION appear to be dose
related. These include drowsiness, dizziness,
l ight-headedness, and amnesia.

The  re la t i onsh ip  be tween  dose  and  wha t
may be more ser ious behavioral  phenomena
is less certa in.  Speci f ical ly,  some evidence,
b a s e d  o n  s p o n t a n e o u s  m a r k e t i n g  r e p o r t s ,
suggests that confusion, bizarre or abnormal
behav ior,  ag i ta t ion ,  and ha l luc ina t ions  may
a l so  be  dose  re la ted ,  bu t  t h i s  ev idence  i s
inconclusive.  In accordance wi th good med-
ical  pract ice i t  is recommended that therapy
be ini t iated at the lowest effect ive dose (see
DOSAGE AND ADMINISTRATION).

Cases  o f  " t rave le r ’s  amnes ia "  have  been
reported by individuals who have taken HAL-
CION to induce sleep while travel ing, such as
dur ing  an  a i rp lane  f l i gh t .  In  some o f  these
cases,  insuff ic ient  t ime was a l lowed for  the
s leep per iod pr ior  to  awakening and before
beginning act ivi ty. Also, the concomitant use
of  a lcohol  may have been a factor  in  some
cases.

Caut ion should be exercised i f  HALCION is
prescribed to pat ients with signs or symptoms
o f  dep ress ion  t ha t  cou ld  be  i n tens i f i ed  by
hypnot ic  drugs.  Suic idal  tendencies may be
present in such pat ients and protect ive mea-
s u r e s  m a y  b e  r e q u i r e d .  I n t e n t i o n a l  o v e r -
dosage is  more  common in  these  pa t ien ts ,
and the least amount of drug that is feasible
should be available to the pat ient at any one
t ime.

The usual  precaut ions should be observed
in  pa t i en t s  w i t h  impa i r ed  r ena l  o r  hepa t i c
f u n c t i o n ,  c h r o n i c  p u l m o n a r y  i n s u f f i c i e n c y,
and  s leep  apnea.  In  pa t ien ts  w i th  compro-
m i s e d  r e s p i r a t o r y  f u n c t i o n ,  r e s p i r a t o r y

YOUNGK
PRECAUTIONS
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depress ion  and  apnea  have  been  repor ted
infrequent ly.
I n f o r m a t i o n  f o r  p a t i e n t s : T h e  t e x t  o f  a
pat ient package insert is printed at the end of
this insert.  To assure safe and effect ive use
of HALCION, the informat ion and instruct ions
provided in this pat ient package insert should
be discussed with pat ients.
Laboratory  tes ts : Laboratory  tes ts  are  not
o r d i n a r i l y  r e q u i r e d  i n  o t h e r w i s e  h e a l t h y
pat ients.
Drug in te rac t ions : Both  pharmacodynamic
and pharmacokinet ic interact ions have been
reported with benzodiazepines. In part icular,
t r iazolam produces addi t ive CNS depressant
effects when coadministered wi th other psy-
chotropic medicat ions, ant iconvulsants, ant i -
h is tamines,  e thanol ,  and o ther  drugs which
themselves produce CNS depression.
D r u g s  t h a t  i n h i b i t  t r i a z o l a m  m e t a b o l i s m  v i a
cytochrome P450 3A: The ini t ial  step in tr iazo-
lam metabolism is hydroxylat ion catalyzed by
cytochrome P450 3A (CYP 3A). Drugs which
inh ib i t  t h i s  me tabo l i c  pa thway  may  have  a
profound effect on the clearance of tr iazolam
(see CONTRAINDICATIONS and WARNINGS
for addit ional drugs of this type).
Drugs  and o ther  subs tances  demonst ra ted  to  be
CYP 3A inhibitors of possible cl inical signif icance
on the basis of cl inical studies involving tr iazolam
(caut ion is  recommended dur ing coadminist rat ion
with tr iazolam):
I s o n i a z i d — C o a d m i n i s t r a t i o n  o f  i s o n i a z i d
increased the maximum plasma concentrat ion
of tr iazolam by 20%, decreased clearance by
42%, and increased half- l i fe by 31%.
Oral contraceptives—Coadministrat ion of oral
con t racep t i ves  inc reased  max imum p lasma
concentrat ion by 6%, decreased clearance by
32%, and increased half- l i fe by 16%.
Grapefrui t  ju ice — Coadministrat ion of grape-
f r u i t  j u i ce  i nc reased  t he  max imum p lasma
concentrat ion of tr iazolam by 25%, increased
the  a rea  under  the  concen t ra t ion  cu rve  by
48%, and increased half- l i fe by 18%.
Drugs demonstrated to be CYP 3A inhibitors on the
basis of cl inical studies involving benzodiazepines
metabolized similarly to tr iazolam or on the basis of
in vitro studies with tr iazolam or other benzodiaze-
pines (caut ion is recommended dur ing coadminis-
trat ion with tr iazolam): Available data from cl ini-
ca l  s tud ies  o f  benzod iazep ines  o the r  t han
tr iazolam suggest a possible drug interact ion
with tr iazolam for the fol lowing: f luvoxamine,
di l t iazem, and verapami l .  Data f rom in  v i t ro
studies of tr iazolam suggest a possible drug
in terac t ion  wi th  t r iazo lam for  the  fo l lowing:
sertral ine and paroxet ine. Data from in v i t ro
studies of benzodiazepines other than tr iazo-
lam suggest a possible drug interact ion with
t r i a z o l a m  f o r  t h e  f o l l o w i n g :  e r g o t a m i n e ,
cyc lospor ine ,  amiodarone,  n icard ip ine ,  and
n i fed ip ine .  Caut ion  is  recommended dur ing
coadminis t rat ion of  any of  these drugs wi th
tr iazolam (see WARNINGS).
Drugs  tha t  a f fec t  t r i azo lam pharmacok ine t i cs  by
other mechanisms:
R a n i t i d i n e — C o a d m i n i s t r a t i o n  o f  r a n i t i d i n e
increased the maximum plasma concentrat ion
of triazolam by 30%, increased the area under
the concentrat ion curve by 27%, and increased
half-l ife by 3.3%. Caution is recommended dur-
ing coadministrat ion with triazolam.
Carcinogenesis, mutagenesis, impairment of
fert i l i ty: No evidence of carcinogenic poten-
t ial was observed in mice during a 24-month
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s tudy  w i th  HALCION in  doses  up  to  4 ,000
t imes the human dose.
Pregnancy: 
1. Teratogenic effects: Pregnancy category X
(see CONTRAINDICATIONS).
2. Non-teratogenic effects: I t  is to be consid-
ered that the chi ld born of a mother who is on
b e n z o d i a z e p i n e s  m a y  b e  a t  s o m e  r i s k  f o r
wi thdrawal  symptoms f rom the drug,  dur ing
the postnatal period. Also, neonatal f laccidi ty
h a s  b e e n  r e p o r t e d  i n  a n  i n f a n t  b o r n  o f  a
mother who had been receiving benzodiaze-
pines.
Nurs ing mothers : Human s tud ies have not
b e e n  p e r f o r m e d ;  h o w e v e r,  s t u d i e s  i n  r a t s
have indicated that HALCION and i ts metabo-
l i tes are secreted in milk. Therefore, adminis-
trat ion of HALCION to nursing mothers is not
recommended.
Pedia t r i c  use: Safe ty  and e f fec t iveness  o f
HALCION in individuals below 18 years of age
have not been establ ished.
G e r i a t r i c  u s e : T h e  e l d e r l y  a r e  e s p e c i a l l y
s u s c e p t i b l e  t o  t h e  d o s e  r e l a t e d  a d v e r s e
e f f e c t s  o f  H A L C I O N .  T h e y  e x h i b i t  h i g h e r
p l a s m a  t r i a z o l a m  c o n c e n t r a t i o n s  d u e  t o
reduced c learance of  the drug as compared
w i t h  y o u n g e r  s u b j e c t s  a t  t h e  s a m e  d o s e .
To min imize the possib i l i ty  o f  develop-
m e n t  o f  o v e r s e d a t i o n ,  t h e  s m a l l e s t
e f f e c t i v e  d o s e  s h o u l d  b e  u s e d  ( s e e
C L I N I C A L  P H A R M A C O L O G Y,  WA R N -
I N G S , P R E C A U T I O N S ,  a n d  D O S A G E
AND ADMINISTRATION).

ADVERSE REACTIONS
D u r i n g  p l a c e b o - c o n t r o l l e d  c l i n i c a l

studies in which 1,003 pat ients received
HALCION Tablets, the most troublesome
side effects were extensions of the phar-
m a c o l o g i c  a c t i v i t y  o f  t r i a z o l a m ,  e g ,
drowsiness, dizziness, or l ight-headedness.

The  f igu res  c i ted  be low a re  es t imates  o f
untoward cl inical event incidence among sub-
jects who part ic ipated in the relat ively short
durat ion ( ie, 1 to 42 days) placebo-control led
clinical trials of HALCION. The figures cannot
be used to predict precisely the incidence of
untoward events in the course of usual medical
p rac t i ce  whe re  pa t i en t  cha rac te r i s t i c s  and
other factors often differ from those in clinical
trials. These figures cannot be compared with
t h o s e  o b t a i n e d  f r o m  o t h e r  c l i n i c a l  s t u d i e s
involving related drug products and placebo,
a s  e a c h  g r o u p  o f  d r u g  t r i a l s  i s  c o n d u c t e d
under a different set of condit ions.

Compar ison of  the c i ted f igures,  however,
can provide the prescriber with some basis for
est imat ing the relat ive contr ibut ions of  drug
and nondrug fac tors  to  the  un toward  event
incidence rate in the populat ion studied. Even
this use must be approached caut iously, as a
drug may re l ieve a  symptom in  one pat ient
while inducing i t  in others. (For example, an
ant icho l inerg ic ,  anx io ly t i c  d rug may re l ieve
dry mouth [a sign of anxiety] in some subjects
but induce i t  [an untoward event] in others.)

HALCION PLACEBO

Number of Pat ients 1003 997
% Patients Report ing:
Central Nervous System
Drowsiness 14.0 6.4
Headache 9.7 8.4
Dizziness 7.8 3.1
Nervousness 5.2 4.5

YOUNGK
Geriatric

YOUNGK
use:
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Light-headedness 4.9 0.9
Coordinat ion dis-

orders/ataxia 4.6 0.8
Gastrointest inal
Nausea/vomit ing 4.6 3.7

In addit ion to the relat ively common (ie, 1%
o r  g r e a t e r )  u n t o w a r d  e v e n t s  e n u m e r a t e d
a b o v e ,  t h e  f o l l o w i n g  a d v e r s e  e v e n t s  h a v e
been  repo r ted  l ess  f requen t l y  ( i e ,  0 .9% to
0.5%): euphoria, tachycardia, t iredness, con-
fus ional  s tates/memory impairment ,  cramps/
pain, depression, visual disturbances.

Rare (ie, less than 0.5%) adverse react ions
included const ipat ion, taste alterat ions, diar-
rhea, dry mouth, dermat it is/al lergy, dreaming/
n ightmares,  insomnia,  paresthes ia,  t inn i tus,
dyses thes ia ,  weakness ,  conges t i on ,  dea th
from hepat ic fai lure in a pat ient also receiving
diuret ic drugs.

In  add i t i on  to  these  un toward  even ts  fo r
which est imates of  inc idence are ava i lab le ,
t h e  f o l l o w i n g  a d v e r s e  e v e n t s  h a v e  b e e n
r e p o r t e d  i n  a s s o c i a t i o n  w i t h  t h e  u s e  o f
HALCION and other benzodiazepines: amnes-
t i c  s y m p t o m s  ( a n t e r o g r a d e  a m n e s i a  w i t h
appropriate or inappropriate behavior), confu-

s ional  s tates (d isor ientat ion,  dereal iza-
t ion, depersonal izat ion, and/or c louding
of  consc iousness) ,  dys ton ia ,  anorex ia ,
fat igue, sedat ion, s lurred speech, jaun-
d i c e ,  p r u r i t u s ,  d y s a r t h r i a ,  c h a n g e s  i n
l ib ido,  menstrual  i r regular i t ies,  incont i -
nence, and urinary retent ion. Other fac-
t o r s  may  con t r i bu te  t o  some  o f  t hese
r e a c t i o n s ,  e g ,  c o n c o m i t a n t  i n t a k e  o f
alcohol or other drugs, sleep deprivat ion,
an abnormal premorbid state, etc.

Other events reported include: paradoxical
react ions such as st imulat ion, mania, an agi-
ta t iona l  s ta te  ( res t lessness,  i r r i tab i l i t y,  and
excitat ion), increased muscle spast ici ty, sleep
d i s t u r b a n c e s ,  h a l l u c i n a t i o n s ,  d e l u s i o n s ,
aggressiveness, fal l ing, somnambul ism, syn-
c o p e ,  i n a p p r o p r i a t e  b e h a v i o r  a n d  o t h e r
a d v e r s e  b e h a v i o r a l  e f f e c t s .  S h o u l d  t h e s e
occur, use of the drug should be discont inued.

T h e  f o l l o w i n g  e v e n t s  h a v e  a l s o  b e e n
r e p o r t e d :  c h e s t  p a i n ,  b u r n i n g  t o n g u e /
glossit is/stomat i t is.

Laboratory analyses were performed on al l
pat ients part ic ipat ing in the cl in ical  program
fo r  HALCION.  The  f o l l ow ing  i nc i dences  o f
a b n o r m a l i t i e s  w e r e  o b s e r v e d  i n  p a t i e n t s
rece iv ing  HALCION and  the  co r respond ing
placebo group. None of these changes were
considered to be of physiological signif icance.

HALCION PLACEBO
Number of Pat ients 380 361
% of Pat ients

Report ing: Low High Low High
Hematology
Hematocrit * * * *
Hemoglobin * * * *
Total WBC count 1.7 2.1 * 1.3
Neutrophil count 1.5 1.5 3.3 1.0
Lymphocyte count 2.3 4.0 3.1 3.8
Monocyte count 3.6 * 4.4 1.5
Eosinophil count 10.2 3.2 9.8 3.4
Basophil count 1.7 2.1 * 1.8
Urinalysis
Albumin — 1.1 — *
Sugar — * — *
RBC/HPF — 2.9 — 2.9

HALCION PLACEBO
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WBC/HPF — 11.7 — 7.9
Blood chemistry
Creat inine 2.4 1.9 3.6 1.5
Bilirubin * 1.5 1.0 *
SGOT * 5.3 * 4.5
Alkaline 

phosphatase * 2.2 * 2.6

*Less than 1%

W h e n  t r e a t m e n t  w i t h  H A L C I O N  i s  p r o -
tracted, periodic blood counts, urinalysis, and
blood chemistry analyses are advisable.

M i n o r  c h a n g e s  i n  E E G  p a t t e r n s ,  u s u a l l y
low-voltage fast act ivi ty, have been observed
in pat ients during therapy with HALCION and
are of no known signif icance.

DRUG ABUSE AND DEPENDENCE
Contro l led Substance:  Tr iazolam is  a con-
t ro l led substance under the Contro l led Sub-
stance Act, and HALCION Tablets have been
assigned to Schedule IV.
Abuse, Dependence and Withdrawal: With-
d r a w a l  s y m p t o m s ,  s i m i l a r  i n  c h a r a c t e r  t o
t hose  no ted  w i t h  ba rb i t u ra tes  and  a l coho l
(convuls ions,  t remor,  abdominal  and muscle
cramps,  vomi t ing,  sweat ing,  dysphor ia,  per-
c e p t u a l  d i s t u r b a n c e s  a n d  i n s o m n i a ) ,  h a v e
occurred fo l lowing abrupt  d iscont inuance of
benzod iazep ines ,  i nc lud ing  HALCION.  The
more severe symptoms are usually associated
w i t h  h i g h e r  d o s a g e s  a n d  l o n g e r  u s a g e ,
a l t h o u g h  p a t i e n t s  a t  t h e r a p e u t i c  d o s a g e s
given for as few as 1-2 weeks can also have
wi thdrawal  symptoms and in  some pat ien ts
there may be withdrawal symptoms (dayt ime
anxiety, agitat ion) between nightly doses (see
CLINICAL PHARMACOLOGY). Consequent ly,
abrupt discont inuat ion should be avoided and
a gradual dosage tapering schedule is recom-
mended in any pat ient taking more than the
lowest dose for more than a few weeks. The
recommendat ion  for  taper ing  is  par t icu lar ly
i m p o r t a n t  i n  a n y  p a t i e n t  w i t h  a  h i s t o r y  o f
seizure.

T h e  r i s k  o f  d e p e n d e n c e  i s  i n c r e a s e d  i n
pa t ien ts  w i th  a  h is to ry  o f  a l coho l i sm,  d rug
abuse, or in pat ients with marked personali ty
disorders. Such dependence-prone individuals
shou ld  be  under  ca re fu l  su rve i l l ance  when
rece iv ing  HALCION.  As  w i th  a l l  hypno t i cs ,
r e p e a t  p r e s c r i p t i o n s  s h o u l d  b e  l i m i t e d  t o
those who are under medical supervision.
OVERDOSAGE

Because of the potency of tr iazolam, some
manifestat ions of overdosage may occur at 2
mg,  four  t imes the  max imum recommended
therapeut ic dose (0.5 mg).

M a n i f e s t a t i o n s  o f  o v e r d o s a g e  w i t h
HALCION Tablets include somnolence, confu-
s ion,  impaired coordinat ion,  s lurred speech,
and ult imately, coma. Respiratory depression
a n d  a p n e a  h a v e  b e e n  r e p o r t e d  w i t h  o v e r -
dosages o f  HALCION.  Se izures  have occa-
sionally been reported after overdosages.

Death has been reported in associat ion with
overdoses of tr iazolam by i tself ,  as i t  has with
other benzodiazepines. In addi t ion, fatal i t ies
h a v e  b e e n  r e p o r t e d  i n  p a t i e n t s  w h o  h a v e
overdosed with a combinat ion of a single ben-
zodiazepine, including tr iazolam, and alcohol;
benzod iazep ine  and  a lcoho l  l eve ls  seen  in
some of  these cases have been lower  than
those usually associated with reports of fatal-
i ty with ei ther substance alone.

HALCION PLACEBO
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As in al l  cases of drug overdosage, respira-
t i on ,  pu l se ,  and  b lood  p ressu re  shou ld  be
mon i t o red  and  suppo r ted  by  gene ra l  mea -
s u r e s  w h e n  n e c e s s a r y.  I m m e d i a t e  g a s t r i c
lavage should be performed. An adequate air-
way should be maintained. Intravenous f luids
may be administered.

F l u m a z e n i l ,  a  s p e c i f i c  b e n z o d i a z e p i n e
receptor antagonist, is indicated for the com-
p l e t e  o r  p a r t i a l  r e v e r s a l  o f  t h e  s e d a t i v e
effects of benzodiazepines and may be used
in si tuat ions when an overdose with a benzo-
diazepine is known or suspected. Prior to the
administrat ion of f lumazenil ,  necessary mea-
sures should be inst i tuted to secure airway,
v e n t i l a t i o n  a n d  i n t r a v e n o u s  a c c e s s .
Flumazeni l  is intended as an adjunct to, not
as  a  subs t i tu te  fo r,  p roper  management  o f
benzod iazep ine  overdose .  Pa t ien ts  t rea ted
wi th  f lumazeni l  should be moni tored for  re-
sedat ion,  resp i ra tory  depress ion,  and o ther
residual benzodiazepine effects for an appro-
priate period after treatment. The prescriber
should be aware of a risk of seizure in asso-
ciat ion wi th f lumazeni l  t reatment,  part icu-
l a r l y  i n  l ong - te rm  benzod iazep ine  use rs
and in cycl ic ant idepressant overdose. The
complete f lumazenil  package insert including
CONTRAINDICATIONS, WARNINGS and PRE-
CAUTIONS should be consulted prior to use.

Experiments in animals have indicated that
cardiopulmonary col lapse can occur with mas-
s i v e  i n t r a v e n o u s  d o s e s  o f  t r i a z o l a m .  T h i s
could  be reversed wi th  pos i t ive  mechanica l
resp i ra t ion  and  the  in t ravenous  in fus ion  o f
n o r e p i n e p h r i n e  b i t a r t r a t e  o r  m e t a r a m i n o l
b i tar t rate.  Hemodia lys is  and forced d iures is
are probably of l i t t le value. As with the man-
agement of  in tent ional  overdosage wi th any
drug, the physician should bear in mind that
mul t ip le agents may have been ingested by
the pat ient.

The oral LD50 in mice is greater than 1,000
mg/kg and in rats is greater than 5,000 mg/kg.

DOSAGE AND ADMINISTRATION
I t  is important to individualize the dosage of

H A L C I O N  Ta b l e t s  f o r  m a x i m u m  b e n e f i c i a l
effect  and to help avoid s igni f icant  adverse
effects.

The recommended dose for most adul ts is
0.25 mg before ret ir ing. A dose of 0.125 mg
m a y  b e  f o u n d  t o  b e  s u f f i c i e n t  f o r  s o m e
pat ients (eg, low body weight). A dose of 0.5
m g  s h o u l d  b e  u s e d  o n l y  f o r  e x c e p t i o n a l
pat ients who do not respond adequately to a
tr ial of a lower dose since the r isk of several
adverse react ions increases with the size of
t h e  d o s e  a d m i n i s t e r e d .  A  d o s e  o f  0 . 5  m g
should not be exceeded.

In ger iat r ic  and/or  debi l i ta ted pat ients the
recommended dosage range is  0 .125 mg to
0.25 mg. Therapy should be ini t iated at 0.125
mg in  these  g roups  and  the  0 .25  mg dose
should be used only for except ional pat ients
who do  no t  respond  to  a  t r i a l  o f  the  lower
d o s e .  A  d o s e  o f  0 . 2 5  m g  s h o u l d  n o t  b e
exceeded in these pat ients.

As with al l  medicat ions, the lowest effect ive
dose should be used.

HOW SUPPLIED
HALCION Tablets  are avai lab le in  the fo l -

lowing strengths and package sizes:
0.125 mg (white, ell ipt ical, imprinted HALCION
0.125):

Reverse numbered 
Unit Dose (100) NDC 0009-0010-32
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10–10 Tablet Bott les NDC 0009-0010-38
Bott les of 500 NDC 0009-0010-11

0 . 2 5  m g ( p o w d e r  b l u e ,  e l l i p t i c a l ,  s c o r e d ,
imprinted HALCION 0.25):

Reverse numbered 
Unit Dose (100) NDC 0009-0017-55

10–10 Tablet Bott les NDC 0009-0017-59
Bott les of 500 NDC 0009-0017-02

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

The text of the pat ient insert for HALCION is
set forth below.

PATIENT INFORMATION

INTRODUCTION
HALCION is intended to help you sleep. I t  is

one of several benzodiazepine sleeping pi l ls
that have general ly similar propert ies. Anyone
who is consider ing using one of  these med-
icat ions should be aware of both their bene-
f i t s  and severa l  impor tan t  r i sks  and l im i ta -
t ions, including diminishing effect iveness with
cont inued use and the possible development
of dependence (addict ion) and possibly men-
ta l  changes part icu lar ly  when the drugs are
used for more than a few days to a week. This
pat ient  informat ion statement is  intended to
provide you with knowledge about this class
of medicat ions in general and about HALCION
in part icular that wil l  be useful to guide you in
the safe use of this product, BUT IT SHOULD
NOT REPLACE A  D ISCUSSION BETWEEN
Y O U  A N D  Y O U R  P H Y S I C I A N  A B O U T  T H E
RISKS AND BENEFITS OF HALCION.

This leaflet wi l l  focus on the beneficial and
adverse effects of al l  members of this class of
medicat ions, as wel l  as some speci f ic infor-
mat ion about HALCION. There are some dif-
f e r e n c e s  a m o n g  t h e s e  p r o d u c t s ,  a n d  y o u r
phys ic ian may wish to  d iscuss any spec i f ic
advantages and d isadvantages of  par t icu lar
members of this drug class with you.

EFFECTIVENESS OF BENZODIAZEPINE
SLEEPING PILLS

Benzodiazepine sleeping pi l ls are effect ive
medicat ions and are relat ively free of serious
problems when they are used for short- term
management  o f  s leep prob lems ( insomnia) .
Insomnia is not always the same. I t  may be
re f lec ted  in  d i f f i cu l ty  in  fa l l i ng  as leep ,  f re -
q u e n t  a w a k e n i n g  d u r i n g  t h e  n i g h t ,  a n d / o r
ear ly  morning awakening.  Insomnia is  of ten
transient in nature, responding to brief treat-
ment with sleeping pi l ls. Use for more than a
s h o r t  w h i l e  r e q u i r e s  d i s c u s s i o n  w i t h  y o u r
physician about the r isks and benefi ts of pro-
longed use.

SIDE EFFECTS
Common Side Effects

The most common side effects of benzodi-
azepine sleeping pi l ls are related to the abi l-
i t y  o f  the  medica t ions  to  make you s leepy;
drowsiness, dizziness, l ight-headedness, and
d i f f i cu l t y  w i th  coord ina t ion .  Users  mus t  be
caut ious about engaging in hazardous act ivi-
t ies requir ing complete mental alertness, eg,
operat ing machinery or driving a motor vehi-
cle. Do not take alcohol while using HALCION.
Benzodiazepine sleeping pi l ls  should not be
used w i th  o ther  med ica t ions  or  subs tances
t h a t  m a y  c a u s e  d r o w s i n e s s ,  w i t h o u t  d i s -
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cussing said use with your physician.
How sleepy you are the day after you use

one of  these s leep medicat ions depends on
your individual response and on how quickly
the product is el iminated from your body. The
larger the dose, the more l ikely an individual
wil l  experience next day residual effects such
as drowsiness. For this reason, i t  is important
to use the lowest effect ive dose for each indi-
vidual pat ient. Benzodiazepines that are el im-
inated rapid ly,  eg,  HALCION, tend to cause
less next day drowsiness but may cause more
wi thdrawal  problems the day af ter  use (see
below).

Special Concerns
Memory Problems

All benzodiazepine sleeping pi l ls can cause
a specia l  type of  amnesia (memory loss)  in
which a person may not recal l  events occur-
r ing during some period of t ime, usually sev-
eral  hours, af ter taking a drug. This is ordi-
n a r i l y  n o t  a  p r o b l e m ,  b e c a u s e  t h e  p e r s o n
tak ing  a  s leep ing  p i l l  i n tends  to  be  as leep
dur ing th is vulnerable per iod of  t ime. I t  can
be a  p rob lem when the  d rugs  a re  taken  to
induce sleep whi le travel ing, such as during
an a i rp lane f l igh t ,  because the person may
awake before the effect of the drug is gone.
Th is  has  been  ca l led  " t rave le r ’s  amnes ia " .
HALCION is more l ikely than other members
of the class to cause this problem.
Tolerance/Withdrawal Phenomena

Some loss of effect iveness or adaptat ion to
the s leep inducing effects  of  these medica-
t ions may develop after nightly use for more
than a few weeks and there may be a degree
of dependence that develops. For the benzo-
d iazepine s leep ing p i l l s  that  are  e l iminated
quickly from the body, a relat ive deficiency of
the drug may occur at some point in the inter-
val between each night ’s use. This can lead
to (1) increased wakefulness during the last
third of the night, and (2) the appearance of
increased signs of dayt ime anxiety or nervous-
ness. These two events have been reported in
part icular for HALCION.

T h e r e  c a n  b e  m o r e  s e v e r e  ‘ w i t h d r a w a l ’
effects when a benzodiazepine sleeping pi l l  is
stopped. Such effects can occur after discon-
t inuing these drugs fo l lowing use for  only a
week or two, but may be more common and
more severe after longer periods of cont inu-
ous use. One type of withdrawal phenomenon
i s  t h e  o c c u r r e n c e  o f  w h a t  i s  k n o w n  a s
‘rebound insomnia’ .  That is,  on the f i rst  few
nights after the drug is stopped, insomnia is
actual ly  worse than before the s leeping p i l l
was given. Other wi thdrawal phenomena fol-
l o w i n g  a b r u p t  s t o p p i n g  o f  b e n z o d i a z e p i n e
s l e e p i n g  p i l l s  r a n g e  f r o m  m i l d  u n p l e a s a n t
f e e l i n g s  t o  a  m a j o r  w i t h d r a w a l  s y n d r o m e
w h i c h  m a y  i n c l u d e  a b d o m i n a l  a n d  m u s c l e
c r a m p s ,  v o m i t i n g ,  s w e a t i n g ,  t r e m o r,  a n d
rarely, convulsions. These more severe with-
drawal phenomena are uncommon.
Dependence/Abuse Phenomena

All benzodiazepine sleeping pi l ls can cause
dependence (addict ion), especial ly when used
regu la r l y  f o r  more  than  a  few  weeks  o r  a t
higher doses. Some people develop a need to
cont inue taking these drugs, ei ther at the pre-
scr ibed dose or at  increasing doses,  not  so
much  fo r  con t i nued  the rapeu t i c  e f fec t ,  bu t
rather, to avoid withdrawal phenomena and/or
to achieve nontherapeut ic effects. Individuals
who have been dependent on alcohol or other



Halcion
brand of triazolam tablets, USP

drugs may be at  part icular r isk of  becoming
dependent on drugs in this class, but al l  peo-
ple appear to be at some risk. This possibi l i ty
must be considered before extending the use
of these drugs for more than a few weeks.
Mental and Behavioral Changes

A var iety of  abnormal th inking and behav-
ior  changes have been reported to occur in
assoc ia t ion wi th  the use of  benzodiazepine
s leep ing  p i l l s .  Some o f  these  changes  a re
l ike the release of  inhibi t ion seen in associa-
t i on  w i t h  a l coho l ,  eg ,  agg ress i veness  and
e x t r o v e r s i o n  t h a t  s e e m  o u t  o f  c h a r a c t e r .
Others,  however,  can be more unusual  and
more  ex t r eme ,  such  as  con fus i on ,  b i za r re
behavior,  agi tat ion,  hal lucinat ions,  deperson-
a l i z a t i o n ,  a n d  w o r s e n i n g  o f  d e p r e s s i o n ,
inc luding suic idal  th ink ing.  I t  is  rarely c lear
whether such events are induced by the drug
being taken, are caused by some under ly ing
i l l ness  o r  a re  s imp ly  spon taneous  happen-
i n g s .  I n  f a c t ,  w o r s e n e d  i n s o m n i a  m a y  i n
some cases be associated wi th i l lnesses that
w e r e  p r e s e n t  b e f o r e  t h e  m e d i c a t i o n  w a s
used. In any event,  the most important fact  is
to understand that  regardless of  the cause,
users of  these medicat ions should prompt ly
repor t  any menta l  or  behaviora l  changes to
their  doctor.

Effects on Pregnancy
Certain benzodiazepines have been l inked

to birth defects when administered during the
ear ly  months of  pregnancy.  In  addi t ion,  the
administrat ion of benzodiazepines during the
last weeks of pregnancy has been associated
with sedat ion of the fetus. Consequently, the
use of this drug should be avoided at any t ime
during pregnancy.

Interact ions with Other Medicat ions
HALCION shou ld  no t  be  taken  w i th  ke to -

c o n a z o l e ,  i t r a c o n a z o l e  a n d  n e f a z o d o n e .
Taking HALCION wi th cer ta in other  medica-
t ions may cause increased levels of the drug
in the blood and result in an excessive effect.
Always tel l  your doctor about al l  medicat ions
you are taking.

SAFE USE OF BENZODIAZEPINE 
SLEEPING PILLS

To  a s s u r e  t h e  s a f e  a n d  e f f e c t i v e  u s e  o f
HALCION, you should adhere to the fol lowing
caut ions:

1. H A L C I O N  i s  a  p r e s c r i p t i o n  m e d i c a t i o n
and ,  the re fo re ,  shou ld  be  used  on ly  as
directed by your doctor. Fol low your doc-
tor ’s advice about how to take i t ,  when to
take i t ,  and how long to take i t .  As wi th
other  prescr ip t ion medicat ion,  HALCION
should be taken only by the individual for
whom it  is prescribed.

2. D o  n o t  e x t e n d  y o u r  u s e  o f  H A L C I O N
beyond 7-10 days without f irst consult ing
your physician.

3. If  you develop any unusual and disturbing
thoughts or behavior during treatment with
HALCION, you should discuss such prob-
lems with your physician.

4. Inform your  physic ian about  any a lcohol
consumpt ion and medicine you are taking
now, including drugs you may buy without
a prescr ipt ion.  Do not  use a lcohol  whi le
taking HALCION.

5. Do no t  take  HALCION in  c i r cumstances
where a full night’s sleep and elimination of
the drug f rom the body are not  poss ib le
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before you would again need to be act ive
and functional, eg, an overnight flight of less
than 7-8 hours, because amnestic episodes
have been reported in such situations.

6. D o  n o t  i n c r e a s e  t h e  p r e s c r i b e d  d o s e
except on the advice of your physician.

7. Unt i l  you experience how this medicat ion
affects you, do not drive a car or operate
potent ial ly dangerous machinery, etc.

8. B e  a w a r e  t h a t  y o u  m a y  e x p e r i e n c e  a n
i n c r e a s e  i n  s l e e p  d i f f i c u l t i e s  ( r e b o u n d
insomnia)  on the f i rs t  n ight  or  two af ter
discont inuing HALCION.

9. Inform your physician if you are planning to
become pregnant, if you are pregnant, or if
you become pregnant while you are taking
this medicine. The use of HALCION should
be avoided at any t ime during pregnancy.

10. Always tel l  your doctor about al l  medica-
t ions you are taking.
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