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More sleep, better sleep,
through the night

AVBEN ..

[ZOIPDEM TARTRATE)@

5-MG & 10-MG TABLETS




From q unique class of
non-benzodiazepine sleep agents

More sleep With no objective evidence of tolerance or
Total sleep time significantly increased rebound insomnia
compared with placebo. Patients fall asleep In studies of up to 35 consecutive nights at
quickly; generally within 20 to 30 minutes.** recommended doses.*
Better sleep Favorable safety and tolerability profile
Awakenings were reduced, compared to placebo. ~ Adverse events with dosages of < 10 mg that were
. statistically significant vs placebo
Through the night
No evidence of increased wakefulness during the Short-term: <10 nights Long-term: 28 to 35 nights
last third of the night. Normal sleep stages are drowsiness 2% diziness 5%
generally preserved” (clinical significance unknown). dizziness 1% drugged
Mean percent of time in each sleep stage? diarrhea 1% feelings 3%
gel [Stage2 Stage 3& 4
Recommended dosage
.- onelomg  patients should take
For adults: ~»” tablet AMBIEN right before
il g onesmg  S0ngobdand

In this multicenter, double-blind, randomized, controlled study of 631 : g
gealggﬂ%luﬁgez, n%usizgeniﬁ]cr:xntrgi?fe(;énnlczgs wce(;s f(?uSd éetgye:n the patients: ‘ tablet when ready for sleep.
Hrations of sleep stages: AgviB{gN is indicadted lfor the lihort-tlerrrl{I tmatmenst*:)f iﬁomnia.“l’rebsglipﬁo:;

1 t -mont . ti imit
ShOl't half'hfe io (;utok;‘(;) ?Z;ge:f u(:s;. lgégealg?é)g)rg of m;)m%m i(;urecgr?r;re(;l ed if 1thely

i i 1 t Or mor t .

Mean 2.§-hour half hfe’ with no active ?xl{e p:ﬁggts vl:'irtrtlxohipa(t]ilc1 dysofunvgggns, treatment shouid be initiated with a
metabolites. 5-mg dose and patients closely monitored.

AMBIEN

[ZOLPDEM TARTRATE)@

5-MG & 10-MG TABLETS
vs placebo

P’fﬂse see references and brief summary of prescribing
Information on the last page of this advertisement.
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Sleep Research. 1983;18:80. Abstract. 4. Waish JK, Schweitzer PK, Sugerman JL, et al. Transient insomnia associated with a 3-hour phase advance of sieep time and treatment with zoipidem.
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BRIEF SUMMARY

INDICATIONS AND USAGE

) of T Adh E

kg/day dose. Incidence rates of lipoma and fip for
were to those seen in historical covmolsmdtfnmmor

Ambien (zoipndom 1artrate) i indicated for the short-te

shouid g i belnmted(o?tn 10 days
of use, and reevaluation of the patient is recommended if they are
10 be taken for more than 2 to 3 weeks.

Ambien should not be pr in a 1-month
supply {see Warnings).
CONTRAINDICATIONS
None known.
WARNINGS
Since s\mp may be the pi ing ¥ h ?1 [
hi of in-
somnia should be initiated only after a careful evalustion of the
patient. The failure of insomnia to remit after 7 to 10 days of
M a pﬂmary psy and/or

treatment may indicate the p
medical ness which should

findings are thought to be & 3pontaneous occurrence.

Long-term lebo-Comro!Iod Clinical Trials (Cont’ d)
{Percentage of patients reporting)

Mutagenesis: Zolpidem did not have mutagomc activity in several Zolpidem
tests including the Ames test, t ty in mouse lymp cells Body System/ (=10 mg) Placebo
in vitro, chr s human ly Adverse Event® N=152) (N=161)
DNA in rat in viro, and the

micronucleus 1est in mice. Resp'movy System
Impairment of fertility: In & rat reproduction study, the high dose Upper respiratory infection 5 ]
{100 mg base/kg) of zolpidem resuited in irregular estrus cycles and Sinusitis 4 2

olonged precoital intervals, but thers was no effect on male or Pharyngitis 3 1
gmale fertility atter daily oral doses of 4 1o 100 mg base/kg or § Rhinitis 1 3

30 times the recommended human dose in mg/m2. No effects Skin and Appendages
on any other fertility parameters were noted. Rash 2 1
Urogenital System
Unnary tract infection 2 2

Pregnancy
Camgorv 8. s'udm to assess the effects of zolpidem on human
and d conducted.

ot the emergence ol new thinking or behawor sbnovmalmas may be

Such findings have -mwgod dunngA:“h; course of trmmom vmh

of the

mtadvarucﬂmso( Anmwpwulobedossmhmd {see

Precautions and Dosage snd Admunistration), 1§ is important to use
the dose, ity in the eiderly.

A vanety of abnormal thinking and behavior changes have been
reported to occur n assocmm with the use of udauvelhvpnonc:
Some of these ges may be d by

seemed out of

pr have not been
gy studies were d d in rats and rabbits.
In rats, adverse matemal and fetal effects occurred at 20 and 100
mg base/kg and inciuded dose-related maternal iethargy and ataxia
and a dose-elated trend 10 incomplete ossification of fetal skull

borm
in rabbits, dose-related and
gain occurred at all doses tested. At the high dose, 16 mg base/kg,
was an increase in postimplantation fetal loss and underossi-
fication of sternebrae in viable fetuses.
This drug should be used during pregnancy only if cleary needed.

feg, and that
similar 10 affectl produood by aicohol and other CNS deprosunu

i Studies tu asun the affocn on children
whose 100k not been

luded hlzafro

Other reported g
and and other
neuroprsvch\amc sympioms ocCur uwprm«:mbiv n prman
g suicidal think-

lng has been reported in association with the use of sedative/
hypnotics.
lmn rarely be determined with certainty whether 8 particular
¥ of the fisted above are drug induced,
spontaneous in onigin, or @ result of an underlying psychiatnc or
the of any new
u?uwmlmdmmmmwcs\dmmmm.
ollowing the rapid dose or abrupt of
sedative/hypnotics, there have been Teports of signs and sympioms
similar 1o those associated with withdrawal from other C pres-
sant drugs (see Drug Abuse and Dependence).
Ambien, ke other sedstive/hypnotic drugs, has CNS.

dh d. , chidren bom of mothers taking udamn/hyp-
notic drugs may be n some risk for withdrawsl symptoms from the
drug during the period. In has
been reported in infants born of

“Events reporied by at least 1% of patients treated with Ambien.

There is evi from dose trials suggaming 8 doss
relationship for many of the adverse svents associated with 20ipidem
uu. pamculany for certain CNS and gastrointestinat adverse events.
dverse events are funtmh.clmaﬁsd and snpumerated in oarder of
using ti
events are defined as those occurring in greater than 1/100 wb 18,
infrequent adverse events are those occurrmg in 17100 to 1/1,
pamms, rare events ers those occurring in less than 1/1, 1000
patients.

pain, ia, ataxia, i P
diarrhea, diplopia, di d drugged
feeling, dry mouth, dyspepsia, ouphona, fatigue, headache, insomnia,
lethargy, lightheadedness, myaigia, nausea, upper respiratory infec
tion, vertigo, vision abnormal, vomiting.

hypnotic drugs during pregnancy.
dl.:boruﬁddmry Ambien has no established use in lsbor and
lworv

ursing mothers: St
0004md00\9%oftho! dose is
milk, but the effect of zolpidem on the infant is unknown.
The use of Ambien in Msmo(wl is not recommended.
Safety and effectiveness in
been established.

who d sedative/ sllergy, anxiety, srthralgia, arthritis,
back pain, hi lar disorder, chest pain,
ghing, cystitis, d i dif-
ﬁcuM( serthria, d edema, emo”
udies in l.c(nmg mothers m.m m tional lability, eye nmunon, 'allmg fw;r fiatulence, gnnroomamu,
hall ion, teccup. hyp yper yp
liks malaise, | disorder, mi-
grai pallor, g v¥ngm| pol'
ren below the age of 18 have not tural hypotemnon pruritug, rash, minitis, scleritis, SGPT increas
sleep o A atter day dosing), nupor,
“taste perversion, tinnitus, tooth’
disorder, trauma, tremor, urinary i urinary tract

ADVERSE REACTIONS

A iated with di of A 4%

effects. Due to the rapid onset of action, Ambien should “anly be of 1,701 who d dem at all dom (1 25 to 90 Rare: { acne, acute renal failure,
ingested |mmodtlate)y pnov 10 going to bed. Patients thmﬂgu:t mg) n V. S p g chinical trials di aggressive reaction, al Ilm'glc reaction, allergy aggravated, anaphylactic
nst engaging quInng - of an advoru chmod avem Events most commonly associated with shock, anemia, appetite increased, arthythmia, arteritis, arthrosis,
piete mental slertness or molor such as operating US. trisls were daytime drowsiness (0.5%), irubr breast breast breast p,m
machinery of driving am;gr vehicle after esting madmg,m ding dezine (0. 4.,‘) om he (0.5%), nausea (0.6%), and vomiting fornale, bullous eruption, BUN i
por . failure, corneal uk ion, del i, d i dcr'
occuf the day tollowing ingestion of Ambien. Ambien showed additive Approximately 8% of 1,320 p: who idemn ot ol . a o, ek » T oy ¥
:‘ffecht‘; \A';hen combmelg ,'}','2‘ ba:;oho and should not be taken with dcm {5 m 50 mg) in simiar km;ogn triais di d o plpiiiid had o ESR # eye pain,
Icol atients shoul d about of an adverse event. Events most commonly associat edema, ange,
effects with other CNS-depressant drugs. Dosage adjustments may with_discontinuation_from these trials were daytime drownmu facn coma, gout, ',g, mpaﬂushmg, fumnoulosu,hg:;;r;lll glau'
be necessary when Ambien is administered with such agents because {1.6%}, {0.6%), di {0.6%), 0.6%), and hﬂﬂ”’ zoster, hot Hashes, . ' b
of the potentially additive effects. nausea {0.6%). hypertension agg d, hypotension, hypoto-
General PRECAUTIONS in eamnllod dimcd trisls ma, hypom, hysteria, illusion, imp. injection site i i
Use in the and/or e red Dati ired motor Most svents in controlfed trials: L mal ion, intoxi feeling, i I, lar-
and/or siderty after e or unusual Duning short- tcrm tmlmom (up to 10 nights) with Ambien at doses yngitis, leg cramps, libido d, | h hy
“to sedativ drugs s a concern in the treatmant "D to 10 ":g. t commonly observed adverse events a3soci- macrocytic anemia, manic reacts ition freqy muscle
of eiderly lnd/or b T . the with use of zoipiden and seen at neuritia, thy, neu-

Ambren dosage is b mg n such patiams (see Dougo and Adminis-
tration) 10 decrease the possibiity of side effects. These panents
shouid be closet

d-ﬂer-ncu from piacebo-treated patisnts were drowsiness (roponod
by 2% of zolpidem patients), dizziness {1%), and diarrhea {1%] )

-term treatment (28 to 36 mights) with zoipidem at
domuo!awmm.mnooﬂvm\l observed adverse events

Caution is advisable m using Ambien in pnmm: with diseases ot
conditions that could affect
Although preliminary studies did not mea(

d with the use of zolpidem and seen at statistically signifi-
cant differences from glacebo—luawd patients wera dizziness {5%)
and drugged feelings {3%

effacts &t hypnouc doses of Amb-sﬂ in normais, pfocacmom shouid
be observed d to ith

of T £ Adh E N

Short-term Placebo-Controlled Clinical Trials
reporting)

rosis, otitis exxarna otitis modm pain, panic attack, paresis, person-
ality oyl p Y pnev

monis,
pvetor\ephnnl. rectal homormago, renal pain, renleu logt ngort:
saiiva altered, sciatica, SGOT increased, somnambulism, suicide at-
tempt, tetany, thinking abnormel,
thirst, tolerance mcreased tooth carlos, uﬂna«y retention, urticaria:
veins,
DRUG ABUSE ANO OEPENOENCE

C.

if Ambien is s centage of patien
i y :m P have the to (Per of 8 Abuse and Studs« of abuse potential in former drud
drive. Po: reports of respiratory in- Zoipidem abusers found that the cffsct- of single doses of zolpidem tartraté
numcum most of which involved palmm; with pre-existing respi- Body System/ (<10 mg) Placebo mg were similar, but not identical, to diazepam 20 mg, whils
ratory , have been Data in end-stage renal fasure Adverse Event' Mé'},‘i IN=473)} zo!p‘dom tartrate 10 mg was drfﬁcult 10 dnmnqunh from placebo.
patients vcpaaudy treated with Ambien did not demonstrate drug Yp C Ve P signs and sy
in pt pa . No dosage Central and Peripheral Nervous System b abrupt " ATheu reported symptoms rnng'
adjustment in mt«y paired pi is requwed:; these Headache 7 from m-Td and
patients should be closely (soe F A study Drowsiness 2 - may include abdominal snd munclo crnmpn, vommng, nwnlm@
i subjects with hepatuc did reveal p O 1 - wernors, and convulsions. The U.S. chinical trial exponm from
in thus group; shouid be d with 5 mg n Gastointestinal System zolpidem does not reveal any clear evid for
patients with hepatc compromau, and they should be ciosely Nausea 2 3 Nevertheless, the 'oﬂowmg adverse events inciuded in Dsm-l-R
monitored. Diarrhas 1 - criteria for were report-
Uu in depression: As with other sedative/hypnotic drugs, Ambien Muscuioskelets! System ed st an incidence of < 1% during U.! S clinical trials following placebo
should be adrurvstered with caution to patients exhibiting signs or Myaigia 1 2 substitution accurring within 48 hours following iast zoipidem treat

symptoms of depression. Suicidal tondcncm may ¢ be present in such
patients and p of et ov::
dosage is morg ComMmMon i oup patients; efore,

luu-moumofdmgmnmgamudmprnwmmm

*Events reported by at least 1% of Ambien patients are included.

led Clinical Trials

patient at any one ume. - terrn
ion for pati tiont i is printed in the com- I.nng Placebo-Control
e D o is mp';"d;",o,A ! CO {Percentage of patients reporting)
to patients. . Zolpi
Laboratory tests: There are no specific Y tests d < ; =10 Placebo
Drug interactions Adverse Event” 152]
CNS-active drugs: Ambien was evaluzted in healthy ° ~ fen
singie-dose mteraction uudm for uveral CNS dmgs A study m— Autonomic Nervous System
mvmg D i and no effect of haloperidol on Dry 3 1
P or p Body
n with lmout.\ Au.f.;y. Whole 4 1
nonothsrrhaanO% docrassompoakbvelsofmpramm but Back 3 2
thonwaa-naddmn aﬁenofdecnssdmness Somtladv chior- Influenza-ike symptoms 2 -
netic mloncuon but th-r- was on sdditive eftect of decreased f:‘:;.‘,.‘”‘" } ;
slerness and ptychomomf performance. Tho hck of 8 drug lmu- Cardiovascular System
o chromic 8 fock P on 2 -
Anaddmvod"oct peck sicohol Central and Peripheral Nervous System 18 2
and zoiprdem was ‘demonstrated. Drowsi 5
Since the systematic evaluations of Ambien in combination with Dnzzmes":“ 1
other CNS-active drugs been limltcd. careful ideration Lethar H
shouid be given to the pharmacology of any CNS-active drug to be Dmggggm -
used with zoipude ":"V & “9 wrth CNS d"‘ g t effects couid Lightheadedness 1
Otho'dmga A study tving DW“ ”’mm 1
p no effect of mhor drug on the -
of hed Anxiety 1
nocffmondﬂ;g‘oxmkumncsmdddrmuﬂectpfmmm s 3
when given wi Sieep disorder t -
YO effect was d by e o signfi
" 20ip o were found. Gastrontestinal System .
Drug/l test § i8 not known to in- Nausea
terfere with commonly empk Isb Y tests. Oyspepsia g
i P of fertility P
Carch was to rats and mice for 2 cA“%m %
years at durydosagesoil 18, mdBOmg/kg‘eday in mice, these Anorexia 1
doses are 26 w0 520 umes or 2 to 35 trmes maximum 10-mg Vonwting 1 1
humu\dou mglkgotmg/m? basis, respectvety. in rats these Immunologic System
doses are 4. wa tmes or 6 to 115 times the maximum 10-mg Infocton 3 1
hummdononlmg/k ovmg/mlbns»s mpoctrvuw No ewvdence ™ y Systom .
o mum 4/ lOO rats (3 males, 1 hmd.) recening 80 mgrkg/ 'L‘r’:"m%«" z 7
day and & renal ipoma wes Observad i one male raL ot the 18 mg/ e 4

ment: fatigue, nausea, flushing, lightheadedness, uncontrolled crying:
;mom,'onom.ch cramps, panic attack, nervousness, and abdoming!
iscom
individuals with a history of addiction to, or abuse of, dm?dl of
sicohol ave at risk o' habituation and dopcndonco, they shou
under careful sur when

OVERDOSABE
rnpont of over:

dose with do impai af ranged
from somnolence 10 light coma wnm one case sach of cardlovnct:)l:
fre

mlpndem tmmm ovordous up to 400 mg {40 times the maximum

dose). Overd cases g multiple CNS-depres”
sant agents, includi 3 zoln have mmm«uuvml"

t

R ded General and supportivé
maeasures should be used along with immediate gastric lavage wherd
amnnn intravenous fiuids should be administered as needed:
F el may be usetul. Respiration, pulse, pressure, and

other appropriate signs should monitored and general supportivé
ployed. dmgl should bc withheld following
J not
The possibility o?nunpudmg ion should be considered.
Caution: Feders! law prohibi pensing without ipti
4/11/94
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