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Background: Insomnia is a very common
symptom, particularly in.the elderly. Thus, all
hypnotic medications should.be carefully evalu-
ated in the elderly population. Zaleplon, a new
nonbenzodiazepine hypnotic.with a short elimina-
tion half-life (approximately 1 hour), was evalu-
ated in the current study.

Method: This multicenter, randomized,
placebo-controlled outpatient study evaluated
the efficacy and safety of zaleplon,’5 and”10 mg,
in elderly patients with insomnia (as-defined by
DSM-1V); zolpidem, 5 mg, was the active,com-
parator. Sleep was assessed in 549 elderly-pa-
tients & 65 years old) by using morning question-
naires completed after each of 7 baseline nights
during which placebo was given, 14 nights of
double-blind treatment, and 7 nights of placebo
after discontinuation of active treatment.

Results:Zaleplon, 10 mg, and zolpidem,

5 mg, significantly reduced sleep latency during
both weeks of the study. Zaleplon, 5 mg, reduced
sleep latency only during week 2. Sleep duration
was increased with zolpidem, 5 mg, during weeks
1 and 2 and with zaleplon, 10 mg, during week 1.
No clinically significant rebound insomnia was
observed after discontinuation of treatment with
zaleplon, whereas evidence of rebound effects
was seen with zolpidem. There was no significant
difference between either zaleplon dose and
placebo in the frequency of any central nervous
system adverse events.

Conclusion: Zaleplon is effective in reducing
latency to sleep without evidence of undesired
effects in elderly patients with insomnia.

(Primary Care Companion J Clin Psychiatry 1999;1:114-120)

T he prevalence of insomnia increases with age. As
many as 50% of elderly people report increases in
time to initiate sleep, disruption of sleep maintenance, and
an overall dissatisfaction with the quality of sléep.
These sleep disturbances are associated with daytime nap-
ping and drowsiness, poor daytime functioning, and re-
duced quality of lifé:>® Given the high prevalence of
insomnia in the elderly, it is not surprising that the use of
hypnotics increases with agand nearly half of the pre-
scriptions for hypnotics are written for this age gréup.
Insomnia in the elderly can be a consequence of numerous
factors, such as physical or psychiatric conditions or so-
cial change$®™20Once underlying physical or psychiat-

ric causes of insomnia are addressed and attention has
been paid to improving sleep hygiehé treatment with
hypnotic agents can be effective in promoting sleep and
improving sleep quality—°

All-pharmacologic treatment of insomnia in the elderly
must be evaluated relative to the possibility of undesired
effects,” such’' .as residual sedation, increased accident
rates, and rebound insomnia’’ Recently, there has been
a trend toward. development and use of shorter-acting
benzodiazepine. and._.nonbenzodiazepine hypnotics that
represent a safety. advantage over longer-acting hypnot-
ics, particularly with respect to residual effeét¥
However, shorter-acting hypnaotics are more likely to pro-
duce rebound insomnia whendiscontinued.

Zaleplon is a new pyrazolopyrimidine hypnotic
that selectively binds to the benzodiazepine type 1 site on
the y-aminobutyric acid subtype A (GABA receptor/
chloride-ion channel compléxlt has a rapid onset of ac-
tion and a peak plasma concentration and elimination
half-life of approximately 1 hour eaéh.Zolpidem, an
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METHOD of 4 weeks: a screening/baseline week during which
single-blind placebo was given; treatment week 1; treat-
Patients ment week 2; and the week after treatment discontinu-
This study was conducted with elderly (65 years of ation during which single-blind placebo was given. The
age or older) men and women who had at least a 3-month7-day placebo screening/baseline period was used to con-
history of primary insomnia as defined by Dmgnostic firm patient eligibility and to obtain baseline data with
and Statistical Manual of Mental Disorders, Fourth postsleep questionnaires. Specifically, for a patient to be
Edition (DSM-IV)# at study entry. This history must have included in the double-blind phase of the study, sleep
included a usual sleep latency of 30 minutes or more andquestionnaires during the screening/baseline week must
either 3 or-more awakenings per night on average or ahave documented the following on 4 or more nights: a
usual total'sleep time of 6.5 hours. Patients were ex- sleep latency 30 minutes and either3 awakenings per
cluded if they had a preexisting medical condition that night or a total sleep time 6.5 hours. Patients who met
would affect the.study results or if the raw scores on the all eligibility criteria were randomly assigned to one of
Zung Self-Rating-Anxiet§f and Depressich Scales ad- the 4 double-blind treatment groups: zaleplon, 5 mg;
ministered during screening wexé0. Patients were also  zaleplon, 10 mg; zolpidem, 5 mg; or placebo. There was a
excluded if they had sleep apnea or restless legs syn-3-to-2 ratio of assignment to the zaleplon groups versus
drome, if their sleep complaint.was considered to be sec-the placebo or zolpidem groups.
ondary to nicotine use, or-if‘the,study physician judged  Throughout the 14-night double-blind treatment phase,
that results of physical examinations or routine clinical patients completed daily sleep questionnaires. After
laboratory assessments included a clinically important ab- double-blind treatment, patients received single-blind
normality. placebo for at least 7 nights while continuing to complete
Each patient discontinued the following central ner- daily sleep questionnaires. At completion of the discon-
vous system (CNS)-active medications for 1.te 3 weeks tinuation phase, patients returned for a follow-up visit,
before the baseline period, depending on the half-life and during which the sleep questionnaires were collected and
usage of the prestudy CNS medication:-antipsychotics, final assessments were completed. Throughout the study,
antidepressants, anxiolytics, lithium, or other -psycho- regular bedtimes and rise times were maintained and
tropic drugs; over-the-counter sleeping aids; .antihista- medication was taken at bedtime.
mines with known sedative effects (except for occasional
daytime use for cold/allergy symptoms); theophylline; ‘Efficacy Assessments
corticosteroids; and diet pills. Use of other concomitant . "Efficacy variables were collected from the daily post-
medications was acceptable provided the patient had beersleep-questionnaires, which were completed each morn-
receiving a stable dose for at least 3 months before theing approximately 30 minutes after awakening, and in-
start of the week of the placebo run-in phase and was ex-cluded“subjective sleep latency, subjective total sleep
pected to continue taking the drug without dose changestime, number.of awakenings, and sleep quality. Subjec-
throughout the study. Patients were not enrolled if their tive sleep/latency and subjective total sleep time were es-
usual intake of caffeine-containing beverages wd&s timated in minutes. Sleep quality was rated on a scale
cups per day or if they drank caffeine-containing bever- from 1 (excellent)to 7 (extremely poor).
ages late in the day, but they were allowed to continue a
usual intake of <5 cups per day during the study period. Safety and Discontinuation Effect Assessments
They were advised not to eat large meals or to consume Safety assessments were based on reports of adverse
alcohol within 3 hours of dose administration, to abstain events and the results of routine physical examinations,
from routine daytime napping, and not to make significant laboratory determinations, recording-of vital signs, and
changes in lifestyle or exercise habits. electrocardiograms (ECGSs). Vital signs recorded included
All patients provided written consent to participate in sitting blood pressure, body temperature, ‘and pulse rate.
the trial after the procedures and potential side effects hadTreatment-emergent adverse events were defined as new
been explained to them. Study protocols and amendmentsvents that occurred after the start of double-blind treat-
were approved by the institutional review board of each ment or, if the date of onset preceded the start of treatment,
institution. All studies were conducted according to the events that worsened during double-blind treatment. The

Declaration of Helsinki and its amendments. possible occurrence of rebound insomnia was assessed
from sleep data derived from postsleep questionnaires
Study Design and Treatments completed after the first placebo discontinuation night.

This multicenter, randomized, placebo-controlled,
parallel-group study in elderly outpatients was conducted Statistical Methods
at 35 centers in the United States. After the initial screen-  Statistical comparisons between treatments for demo-
ing visit, weekly study visits occurred at the end of each graphic data were made by using 1-way analyses of vari-
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ance (ANOVAs) for continuous data and chi-square tests Table 1. Demographic and Baseline Characteristics: All

for categorical data. Patients Included in the Safety and Efficacy Analyses
Efficacy analyses were performed on data from all pa- Zaleplon Zolpidem
tients who took at least 1 dose of double-blind study drug Placebo 5 mg 10 mg 5mg

and for whom baseline and at least 1 day of treatmentCharacteristic (N=107)  (N=166) (N=165)  (N=111)
sleep questionnaire results were available. The baselineSex N (%) 43 (402 02 0424 48 432
value for each of the efficacy variables was defined as the Wf,’,‘nen 64((59'.8)) 96((57"8)) 95 ((57'.6)) 63 ((56.8))
mean of the 7 baseline night values for each patient. TheAge, y

values for weeks 1 and 2 were the mean of each patient’s Mean*SD  71.58:53  71.51£4.84 7161 5-626 72-31'45-2
values from-treatment nights 1 through 7 and 8 through Ethrﬁzgorigm’ 659t 6586 659 04-85

14, respectively. N (%)
i i is.  Black 5 (4.7) 4(2.4) 5(3.0) 4(3.6)
. Becau;e .the assumptions of ngrmgllty were not sgns Hispanic 4 (57) 106) > (1.2) 2(1.8)
fied, subjective.sleep latency, subjective total sleep time,  \ative
number of awakenings, and sleep quality were analyzed by American 0 (0) 1(0.6) 0(0) 0 (0)
i i i Asian 1(0.9) 3(1.8) 3(1.8) 0 (0)
nonparametric analysis of covariance (ANCOVA) on the White 97 (90.7) 157 (94.6) 155(93.9) 105 (94.6)

ranked data, with treatment and center as factors and basegeigh, kg
line value as the covariate.The.interaction of treatment and Mean+ SD 71.2+13.4  74.2+13.0 70.8134  72.8£14.0

center was not statistically-significant; thus, data from all ZuFr:grErfxiety 44.9-1111  50.3-129.3 39.9-120.7  43.5-119.3
centers were pooled and an interagtion term was not in-~ g0 (N=105)  (N=166) (N=165  (N=111)
cluded in the ANCOVA. Mean+SD  32.1#4.9  32.0¢50 31.7t49  31.7t49
Comparisons between zaleplon and placebo were theZungRggg‘:ession 23-47 23-47 22-49 23-43
planned primary comparisons. Pairwise’ comparisons be- ¢cye (N=105)  (N=165) (N=165  (N=111)
tween each zaleplon dose group and,the placebo group MeantSD  35.4+6.1  35.9t6.8 34.6£6.2  35.6£6.0
were performed on the adjusted means ‘of-the rank-___Range 23-49 21-49 23-49 22-48

transformed data from the ANCOVA by using the Dunnett

test, which controls for the number of comparisons:All

secondary pairwise comparisons were performed,using-kline night value. The number of patients who showed re-

tests, without controlling for the number of comparisons: .bound insomnia for a given variable were compared be-
Further significant treatment differences on sleep qual- tween the active treatment groups and the placebo group

ity scores were examined by performing an additional usingthe Fisher exact test.

analysis to compare the numbers of patients who showed” The Fisher exact test was also used to compare pairs of

improvement in sleep quality. Improvement in sleep qual- treatments-for the incidence of treatment-emergent adverse

ity was determined for each patient by subtracting the me- events,regardless of the overall significance. Laboratory

dian value (of 7 daily scores) for each week of treatment data and vital'signs were analyzed by ANCOVA with treat-

from the median value of the baseline scores. Improved ment as a‘factor@nd baseline value as a covariate.

sleep quality was indicated if the resulting score was > 0.  All tests of‘hypotheses were 2-sided, and results were

Medians were used to conserve the categorical nature ofconsidered to be statistically significant at the level of

the data. An odds ratio and respective 95% confidence in-p < .05.

tervals compared the number of patients who showed im-

proved sleep quality in each treatment group relative to RESULTS

the number who showed improvement in the placebo

group. Odds ratio values that were greater than 1.0 signi- A total of 1224 patients entered the_initial screening

fied an advantage of active treatment over placebo. Dosephase. Five hundred fifty-one of these patients met all en-

effects on improved sleep quality were assessed with atry criteria, qualified during the screening/baseline week,

chi-square analysis, which is used to determine whetherand were randomly assigned to 1 of the 4 treatment

an odds ratio is different from 1. groups. Of the 551 patients who completed-the_placebo
Subjective sleep latency, subjective total sleep time, run-in phase, 549 patients received at least 1-/dose of

and number of awakenings for discontinuation night 1 double-blind study medication and were included in all

were analyzed by ANCOVA as described above. A sec- safety and efficacy analyses. The other 2 patients were

ondary analysis was performed to further examine re- randomly assigned to the zaleplon, 5 mg, treatment group

bound insomnia. Results for the efficacy variables were and did not provide any data after baseline; 1 required ste-

considered to indicate rebound insomnia if the values onroids for a stiff neck and never took any test medication

discontinuation night 1 for subjective sleep latency or and the other did not return after the run-in phase. Base-

number of awakenings were greater than, or if those for line demographic characteristics by treatment group for

subjective total sleep time were less than, the worst basethe 549 patients are shown in Table 1. There were no sig-
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Figure 1. Median Subjective Sleep Latency, in Minutes, for Figure 2. Median Subjective Total Sleep Time, in Minutes, for
Each Group During Baseline and Treatment Weeks* Each Group During Baseline and Treatment Weeks*
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*Subjective sleep latency was significantly shortened with zaleplon, )
10 mg, and zolpidem, 5 mg, during both weeks of treatment and with Baseline Week 1 Week 2
zaleplon, 5 mg, during week 2. Treatment Period

8 <.001 vs. zolpidem, 5 mg; F test.
Pp <.001 vs. placebo, Dunnett test.
°p < .05 vs. placebo, F test.

9o < .01 vs. placebo, F test.

*Subjective total sleep time was significantly increased with zaleplon,
10 mg, during week 1 and with zolpidem, 5 mg, during both weeks.
% <.001 vs. zolpidem, 5 mg; F test.

Pn < .05 vs. placebo, Dunnett test.

°p <.001 vs. placebo, F test.

9p.< .05 vs. zolpidem, 5 mg; F test.

®p <01 vs. placebo, F test.

nificant differences between the treatment groups in‘sex,
age, weight, ethnic origin, or scores on the Zung Anxiety
or Zung Depression Scales.

Table 2. Median Sleep Quality Scores*

Efficacy

- o _ Time of __ Zaleplon Zolpidem
Figure 1 shows that subjective sleep latency was Sig- assessment Placebo 5mg 10 mg 5 mg

nificantly shorter with zaleplon, 10 mg, than with placebo Bgaseline
during both weeks of treatment (p <.001, Dunnett test). Median 4.29 429 414 4.17
The difference in subjective sleep latency between Nek 1 % p66 165 1L
zaleplon, 5 mg, and placebo was not statistically signifi-  median 4.00 383  3.67 3.50
cant during week 1; however, during week 2, median N 106 166 . 165 11
sleep Iatency' was significantly shorter' with zaleplon, Wi/?:d?an 400 375 (563 3.80
5mg, than with placebo (39 vs. 56 minutes, p<.001, N 101 162 163 110

Dunnett test). Zolpidem, 5 mg, significantly reduced =Scale;1 = excellent, 2 = very good, 3 = good, 4 = fair, 5 = poor,

sleep latency compared with pIapebo during weeks 1 and§p=<"_%r5y\ES?ogiang%’ftgu'ﬂﬁgtptoe‘;r{_

2 (p<.05 and p <.01, respectively; F test). Zaleplon, °p<.001 vs. placebo, F test.

10 mg, was also statistically superior to zolpidem in re-

ducing sleep latency during both weeks (p <.001 both

weeks, F test). p <.001; 360 vs. 326 minutes week 2, p <.01;/F test).
Subijective total sleep time (Figure 2) was significantly Number of awakenings was significantly lower with(zol-

longer with zaleplon, 10 mg, than with placebo during pidem, 5 mg, during week 1 (1.7, p <.01) and week 2 (1.6,

week 1 (345 vs. 318 minutes, p < .05, Dunnett test). There p <.05) than with placebo (2.0 and 1.9, respectively), but

was no significant difference from placebo in subjective the difference between zaleplon, 5 mg (week 1=1.8;

total sleep time with zaleplon, 10 mg, for week 2 or with week 2 =1.9) or 10 mg (week 1 =1.8; week 2 =1.7), and

zaleplon, 5 mg, for either week. Subjective total sleep time placebo was not significant.

was significantly longer with zolpidem, 5 mg, than with Median sleep quality (Table 2) was significantly better

placebo during both weeks (360 vs. 318 minutes week 1,with zaleplon, 10 mg, than with placebo for the first week
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Table 3. Patients With Improvement in Sleep Quality Relative to Baseline*

Placebo Zaleplon, 5 mg Zaleplon, 10 mg Zolpidem, 5 mg
Time of N/Total N/Total Odds Ratio N/Total Odds Ratio N/Total Odds Ratio
Assessment (%) (%) p Valte (95% ClI) (%) p Valud (95% ClI) (%) p Valud (95% ClI)
Week 1 51/106 (48)  92/166 (55) .239 1.34(0.82t0219)  84/165(51) .653 1.12 (0.69t01.82) 82/110 (75) <.001 3.16 (1.78t05.61)
Week 2 57/101 (56) 82/162 (51) .358 0.79 (0.48t01.30) 86/163 (53) .560 0.86 (0.523t01.42) 72/109 (66) .152 1.50 (0.86t0 2.63)

*Abbreviation: Cl = confidence interval.
&Chi-square analysis compared with placebo.

Table 4. Sleep Latency, Sleep Duration, and Number of
Awakenings for Discontinuation Night 1*

Figure 3. Percentage of Patients in Each Treatment Group
Meeting Study Criteria for Rebound Insomnia on the First
Night After Discontinuation of 2 Weeks of Treatment*

Zaleplon Zolpidem
Characteristic ~ Placebo 5 mg 10 mg 5mg
SSL (min) 30 9 B Placebo
Baseline W Zzaleplon, 5 mg
Median 67.79 75.75 62.50 58.75 2 @ Zaleplon, 10mg
N 92 148 150 101 < 25 - [l Zolpidem. 5 mg
Discl £
Median 44.00 30.00 45.00 60.00 ]
N 92 148 150 101 g 20 2
STST (min) =
Baseline 8
Median 294.52 290.71 316:14 308.57 & 15 -
N 94 150 151 105 5
Discl S
Median 317.50 330.00 315.00 300.00 @ 10 -
N 94 150 151 105 §
NAW S
Baseline = 54
Median 2.57 2.38 2.29 2.33
N 7 128 139 85
Discl 0 . . .
Median 2.00 2.00 2.00 2:00 Subjective Subjective Number
N 77 128 139 85 Sleep Latency Total Sleep Time  of Awakenings
*Abbreviations: Discl = discontinuation night 1, NAW = number of Sleep Variable

awakenings, SSL = subjective sleep latency, STST = subjective total
sleep time.

@ < .01 vs. placebo, Dunnett test.

®p < .05 vs. placebo, F test.

°p <.001 vs. placebo, F test.

(p < .05, Dunnett test) and with zolpidem, 5 mg, than with

*The incidence of rebound insomnia was significantly greater with
zolpidem,’5 mg, for subjective sleep latency and subjective total sleep
time-than.with placebo.

% < .05%s, placeho, Fisher exact test.

Pp <.001 vs. placeho, Fisher exact test.

placebo for both weeks of treatment (p < .001, F test). The while subjective'total sleep time was significantly shorter
number of patients showing improved sleep quality was by 17.5 minutes (p < .001).

significantly greater with zolpidem, 5 mg, than with pla-

In a secondary analysis; the.numbers of patients who

cebo during week 1 of treatment (p <.001), but not with showed evidence of rebounddnsemnia in each treatment
either dose of zaleplon (Table 3). There was no difference group were compared using the Fisher exact test. The in-
in the number of patients showing improved sleep quality cidence of rebound insomnia with zaleplon, 5 and 10 mg,
between any active treatment and placebo during week 2.was not significantly different from that.with placebo on

Discontinuation Effects

Results from the Dunnett test showed that median val-

discontinuation night 1 for subjective sleep latency, sub-
jective total sleep time, or number of awakenings (Figure
3). In contrast, the incidence of rebound insomnia with

ues for subjective sleep latency and number of awakeningszolpidem, 5 mg, was significantly higher for subjective

with either zaleplon dose were not significantly different
from the value with placebo on discontinuation night 1
(Table 4). Median subjective total sleep time with zaleplon,
10 mg, on that night was significantly different from that
with placebo (p <.05), although only 2.5 minutes shorter.
The ANCOVA showed that on discontinuation night 1,
subjective sleep latency with zolpidem, 5 mg, was signifi-
cantly longer than with placebo by 16 minutes (p <.01),

118

sleep latency (20 patients [20%)], p < .05) and subjective
total sleep time (28 patients [27%], p <.001) compared
with placebo (8 patients [9%] for subjective sleep latency
and 4 patients [4%)] for subjective total sleep time).

Safety

The frequency of treatment-emergent adverse events
was similar in the 4 treatment groups (zaleplon, 5 mg,
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56%; zaleplon, 10 mg, 59%; zolpidem, 5 mg, 63%; pla- and short half-life of zaleplon probably account for re-
cebo, 56%). The most common treatment-emergent ad-duced subjective sleep latency and less effect on subjec-
verse events for the 4 treatment groups were headachdjve total sleep time, whereas zolpidem’s longer half-life
pain, somnolence, and rhinitis. There was no significantresults in more reliably increased subjective total sleep
difference between either zaleplon dose and placebo in théime, as well as reduced subjective sleep latency. The
frequency of total CNS adverse events or of individual shorter half-life of zaleplon also probably accounts for the
CNS adverse events. The frequency of total CNS adversebsence of residual effects in this study. Residual sedation
events was significantly greater with zolpidem, 5 mg, than was significantly more frequent with zolpidem, but not
with placebo (25% vs. 14%, p <.05). The incidence of with zaleplon, 5 or 10 mg, than with placebo.
somnolence. in particular was significantly greater  Rebound insomnia may be observed after treatment
(p <.05) with/ zolpidem, 5 mg (10%) than with placebo with short-acting hypnotics, especially at higher dd%es.
(2%) or zaleplon;"5 mg (4%). In the present study, on discontinuation night 1, subjective
There were no.clinically important physical or neuro- sleep latency was significantly longer and subjective total
logic examination-findings. The incidence of clinically sleep time was significantly shorter with zolpidem, 5 mg,
important changes “in/laboratory results, vital signs, or compared with placebo. Data from individual patients
ECGs was similar across groups, and there were no clini-also indicated that the percentage of patients who experi-

cally important differences/in‘'mean results. enced rebound insomnia was significantly higher with
zolpidem, 5 mg, than with placebo. Neither dose of
DISCUSSION zaleplon showed evidence of clinically significant re-

bound insomnia in either the group data analysis or the

These results demonstrate that zaleplon significantly re-individual patient analysis.
duces sleep latency in elderly patients withiinsomnia. Sleep The pharmacokinetic profile of hypnotics often
latency was significantly reduced with zaleplon, 10 mg, changes in elderly adults; therefore, lower doses are often
and zolpidem during both weeks of treatment and with recommended*"*®*For example, the peak plasma con-
zaleplon, 5 mg, during week 2, compared-with_placebo. centration and area under the plasma concentration-time
Furthermore, sleep latency with zaleplon, 10'mg,-was'sig-curve with zolpidem are increased by over 50% in elderly
nificantly shorter than with zolpidem, 5 mg. In addition,- persons, and therefore a dose reduction is recomménded.
there was improvement in sleep duration with zaleplon, 20However, the pharmacokinetic profile of zaleplon in el-
mg, during week 1 and with zolpidem during both weeks. ‘derly. subjects does not differ significantly from that in
On discontinuation of treatment, minimal evidence of re: young-subject$ Further, the incidence of adverse events
bound insomnia was noted with zaleplon, 10 mg, and nowith zaleplon, 10 mg, was not significantly higher than
evidence was noted with zaleplon, 5 mg. Evidence of re-that'with placebo or zaleplon, 5 mg, in the present study.
bound insomnia was noted with zolpidem, 5 mg. Similarly, another study in the elderly showed no overall

The results of a similar 2-week study in elderly patients dose effect of.zaleplon, 5 or 10 mg, on the incidence of
with insomnia showed that subjective sleep latency wascommon treatment-emergent adverse evénts.
significantly reduced with zaleplon, 5 and 10 mg, for both  In summary, .zaleplon, 10 mg, was shown to consis-
weeks?® A shorter subjective sleep latency, as well as atently shorten subjective sleep latency in elderly patients
shorter polysomnographically recorded sleep latency, waswith insomnia. Zaleplon; 5 mg, was effective in decreas-
observed with zaleplon, 5 and 10 mg, compared with pla-ing subjective sleep latency only on week 2. Subjective
cebo in a sleep laboratory study in elderly patients with total sleep time tended to increase with the 10-mg dose
insomnia® during the 2 weeks of treatment with zaleplon, but no

Patients in the present study were instructed to disconchange was seen with the lower dose..There was no evi-
tinue CNS-active medications, refrain from naps, avoid dence of side effects, and rebound insomnia was minimal.
large meals or alcohol close to bedtime, and maintainTreatment with zolpidem, 5 mg, decreased subjective
regular bedtimes and rise times. Compliance with thesesleep latency and increased subjective total 'sleep time,
instructions probably contributed to the improvement in but residual and discontinuation effects were more fre-
sleep seen with placebo. Regression to the mean is alsquent than with placebo.
likely to have contributed. However, the significant im-
provements in sleep latency and sleep duration withDrug names:theophylline (Theo-Dur and others), zaleplon (Sonata),
zaleplon and zolpidem treatment compared with placebo?®Pidem (Ambien).
are evidence that pharmacotherapy with these hypnotics
provides additional benefits. REFERENCES
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