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Using positron e111issio11 tonzograplzy witlz 
Jl11orodeoxygl11cose (18FOG or FOG), u1e compared tlze 
effects of zolpidem (10 111g), an i111idazopyridi11e hypnotic, 
whic/1 is rclati'uc!y selective for the BZ1 or omega receptor 
and placebo 011 cerebral glucose 111etabolism during the.first 
11011-REM sleep period of 12 young 11or111a/ rnlunteers. 
Plasma zolpide111 plwmzacokinetics uaried considerably 
among subjects, and plasma concentrations were lower tlzan 
11sually reported. In general, the effects of zolpidem 011 local 
cerebral glucose 111etabolis111 uaried directly zuith plasma 
concentrations of :olpide111. Zolpide111 induced changes in 
local cerebral gl11cosc metabolism ,uere 111wue11ly distrib11tcd 
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tlzrouglzout t/ze brain and ,l'ere greater in subcortical areas 
tlza11 lateral cortical areas. Significant negative correlations 
were found between c/zange in local absolute glucose 
metabolic rate ( calrnlated by subtracting individual data on 
placebo nights from that on zolpidem niglzts) and plasma 
concentration of zolpidem for the following areas: medial 
frontal cortex, cingulate gyrus, putamen, thalamus, and 
lzippocampus. Tlze effects of zolpidenz on local cerebral 
glucose metabolism were partially but not closely related to 
the reported density of BZ1 receptors. 
[Neuropsyclwpharmacology 15:302-313, 1996] 

Zolpidem is a relatively new imidazopyridine sleeping 
pill, Hypnotic effects have been demonstrated in nor
mal volunteers (Scharf 1991; Fairweather et al. 1992), 
acute and chronic insomniacs (Jonas et al. 1992; Shaw et 
al. 1992), the elderly (Roger et al. 1993), and with chronic 
treatment (Maarek et al. 1992). Unlike the currently pre
scribed benzodiazepine hypnotics in the United States 
(flurazepam, triazolam, temazepam, quazepam, esta
zolam), zolpidem apparently has little effect on EEG sleep 
patterns, such as sleep stages 3 and 4 (delta), which are 
typically decreased by the traditional benzodiazepines. 
In addition, even though it has a short half-life of ap
proximately 2 to 3 hours, similar to that of triazolam, 
zolpidem has been infrequently associated with some 
of the side effects reported with triazolam or other 

0893-133X/96/$15.00 
SSDI 0893-133X(95)00234-0 



NELROPSYCHOPH,-\RMACOLOCY 19%-\0L. 15, ,o. 1 

short-half-life benzodiazepines, such as rebound in
somnia or amnesia. Likewise, zolpidem apparently has 
few anxiolytic, anticonvulsant, or muscle relaxant ef
fects, which are also characteristic properties of the ben
zodiazepines. 

The pharmacological differences between zolpidem 
and the benzodiazepines have been attributed to the 
relative selectivity of receptor subtype binding of zolpi
dem compared with the benzodiazepines. Although it 
differs in chemical structure from the benzodiazepines, 
zolpidem does bind mainly to the BZ1 or omega1 ben
zodiazepine receptor subtype, one of three benzodiaz
epine receptor subtypes. In contrast to the benzodiaz
epine hypnotics, zolpidem does not bind tightly to the 
other two benzodiazepine receptor subtypes, omega2 

and omega3 (Langer et al. 1988). Modulation of the 
GABAA receptor chloride channel macromolecular com
plex by the alpha subunit apparently determines the 
three different receptor subtypes (Langer et al. 1988; 
Bena\·idcs et al. 1993a, 19936; Marksitzer et al. 1993; 
Mertens et al. 1993; Wafford et al. 1993). The BZ1 recep
tor presumably conveys the sedative effects of these 
two classes of hypnotics, whereas the anxiolytic, anti
com·ulsant, and muscle-relaxant properties are medi
ated by the other receptor subtypes. The omega 1 recep
tors have been localized primarily in layer IV of the 
sensorimotor cortex, cerebellum, substantia nigra, olfac
tory bulb, and inferior colliculus (Benavides et al. 
19936). In addition, however, binding of [3H]-zolpidem 
to omega1 receptors is enhanced by GABA irrespective 
of the relati\·e proportion of omega 1 receptors in vari
ous sites, including the lateral geniculate, olfactory tu
bercle, red nucleus, cingulate, and frontal-parietal corti
ces (Ruano et al. 1993). 

In this study, H'e compared the effects of zolpidem 
and placebo on cerebral glucose metabolism rate 
(CGMR) during non-REM sleep in normal volunteers. 
To our knowledge it is the first study of the effect of any 
drug on cerebral glucose metabolism during sleep in 
humans. This study is one of a series of studies we have 
conducted on the relationships behveen CGMR and 
normal sleep-wake patterns in monkeys (Kennedy et al. 
1982; Nakamura et al. 1983), normal \·olunteers (Buchs
baum et al. 1989), and depressed patients (Ho, Gillin, 
Buchsbaum, Wu, and Bunney, unpublished data), as 
well as the effect of sleep deprivation on CGMR in nor
mal volunteers (Wu et al. 1991a) and depressed patients 
(Wu et al. 1992). We and others have previously re
ported that CGMR, cerebral blood flow or oxygen me
tabolism is significantly reduced, by about 25'\, to 35°10, 
during non-REM sleep compared with wakefulness in 
monkeys (Kennedy et al. 1982; l\akamura et al. 1983), 
rat (Ramm and Frost 1983) and cat (Ramm and Frost 
1986), and normal humans (Buchsbaum et al. 1989; 
Madsen et al. 1991 a, 1991 b; Franzini 1992; Maquet et al. 
1992). 

Zolpidem and Glucose Metabolism in Non-REM Sleep 303 

In one previous study in rats, Piercey et al. (1991) 
compared the effects of zolpidem and triazolam on 
2-deoxyglucose metabolism and concluded that both 
drugs depressed brain metabolism in the same areas of 
the brain, that the effects of zolpidem were not medi
ated solely by BZ1 receptors, and that areas rich in BZ2 
receptors may be more functionally significant than ar
eas rich in BZ1 receptors. The generalizability of this 
study to the effects of hypnotic drugs on human brain 
metabolism during sleep remains unknown, especially 
because the doses of zolpidem and triazolam were high 
(zolpidem, 10-30 mg/kg; triazolam, 0.3-1 mg/kg) and 
difficult to extrapolate to those used in humans as 
sleeping pills. 

In this study, we predicted that zolpidem would 
have little or no effect compared with placebo on 
whole-brain CGMR during the first period of non-REM 
sleep. We did predict that zolpidem would reduce local 
glucose metabolism in areas relatively rich in omega1 
receptors or where it has been reported that GABA po
tentiates the binding of zolpidem. 

METHODS 

Tweh·e male normal controls (mean age, 22.5, SD = 1.6, 
11 white, 1 Hispanic) were studied by positron emission 
tomography (PET) and polysomnography during the 
first non-REM sleep period of the night following dou
ble-blind administration, in random order, of either 
zolpidem (10 mg) or placebo capsules approximately 20 
minutes before bedtime. Subjects had been previously 
evaluated by complete medical and psychiatric history, 
physical and laboratory examinations, and a baseline 
sleep study for adaptation to the sleep laboratory and 
for screening for sleep apnea and nocturnal myoclonus. 
None of the normal controls had a history of sleep dis
orders or serious medical, neurological, or psychiatric 
problems, alcohol or substance abuse, recent shiftwork 
or unusual sleep-wake schedules, or use of sleeping 
pills or other psychoactive medications. 

Subjects received placebo on one night and zolpidem 
(10 mg PO) on another night in a double-blind, ran
dom-order design. At least 6 days separated the two 
study nights. Zolpidem tartrate or placebo powder was 
administered in identical-appearing gelatin capsules, 
which were prepared by Lorex Pharmaceuticals (Skokie, 
[L) especially for this study. Subjects maintained their 
normal sleep-wake patterns and retired shortly after ap
proximately 2300. 

Polygraphic Sleep Recordings 

Subjects were adapted to sleeping with polygraphic re
cording of EEG, EOG, submental EMG, and EKG and 
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with an intravenous catheter for one night before the 
actual two study nights, as described in our previous 
study of CGMR during sleep in normal volunteers 
(Buchsbaum et al. 1989). Polygraphic recordings were 
obtained and visually scored according to the criteria of 
Rechtschaffen and Kales (1971), as previously described 
(Buchsbaum et al. 1989). 

EEG was also recorded on electronic tape for later 
period and amplitude analysis (Pass Plus, Delta Soft
ware, San Francisco, CA). The EEG data were digi
talized at 200 Hz, and the following frequency bands 
were analyzed: 0.3-1.0, 1-2, 2-3, 3--4, 4-8, 8-12, and 12-
20 Hz. 

PET Scanning 

Before PET scanning, an individually molded, thermo
static plastic head holder was made for each subject, to 
minimize head movement and to ensure accurate and 
reproducible positioning on the second night compared 
with the first night. Repeated studies with magnetic res
onance imaging (MRI) have indicated an average repo
sitioning error of about 2 mm (Buchsbaum et al. 1992a). 
Test-retest correlations for FDG PET show that it is a 
highly reliable method (Bartlett et al. 1991). For the PET 
procedure, subjects slept alone in a dark, quiet individ
ual bedroom and were studied according to previously 
described methods (Buchsbaum et al. 1989). Intrave
nous lines of 0.9% saline drip were inserted into both 
arms; a 3-m polyethylene tube extended out of the room 
so that FDG could be administered in one arm and 
blood could be withdrawn from the other arm without 
disturbing the subject. The arm used for blood with
drawal was wrapped in a hot pack for arterialization of 
venous blood and was used to withdraw blood samples 
(2 ml) to determine the kinetics of both FDG and zolpi
dem. Polygraphic tracings of EEG, EOG, EMG, and 
EKG were continuously monitored by visual observa
tion and were recorded on electronic tape for later com
puterized measurement of period and amplitude. Ap
proximately 20 to 25 minutes after the onset of stage 2 
sleep, FDG (4-5 mCi) was administered intravenously 
over 30 seconds in one arm, while blood samples were 
withdrawn from the other arm. After approximately 32 
minutes of FDG uptake, the subject was awakened and 
transferred to the adjacent scanning room. Nine planes 
(CTI '.\JeuroECAT) at 10-mm increments and parallel to 
the canthomeatal line (CM) were done between 45 and 
100 minutes after FDG injection. 

Scans were performed with both septa and shadmv 
shields in a configuration with measured in-plane reso
lution of 7.6 mm and 10.9 mm resolution in the :::-di
mension (axial). A calculated attenuation correction and 
smooth filter were used. The scanner was calibrated 

NEUROPSYCHOPHARMACOLOGY 1996-VOL. 15, NO. 3 

each scan day, with a cylindrical phantom and com
pared with well-counter data. 

Scan Slice Selection and Processing 

Scans were transformed to glucose metabolic rate as de
scribed elsewhere (Buchsbaum et al. 1989). Regional 
glucose use was expressed in two ways, as absolute 
CGMR in mmol/100 g/minute (in 11 subjects for tech
nical reasons), and as relative CGMR (in 12 subjects) 
(ratio of regional CGMR to whole-brain mean CGMR 
for lateral cortex and to whole-slice mean CGMR for 
subcortical regions of interest). Lateral cortical regions 
of interest were measured using our "peel" technique 
(Buchsbaum et al. 1984). Ratios are reported relative to 
whole brain and slice to match earlier publications and 
to maintain a uniform comparison in other studies in 
which full brain metabolic rate is not collected. The cor
relation between ratios calculated both ways is in the 
0.95 to 0.97 range. The slices were outlined with a 
boundary-finding algorithm, and a 2-cm-wide ring of 
cortex was identified and divided into lobe and gyral 
regions as described in Buchsbaum et al. (1989). This 
procedure yielded four cortical gyri or segments in each 
of the four lobes (frontal, parietal, temporal, and occipi
tal) in each hemisphere for a total of 32 cortical areas. 
This proportional circumferential method has been 
widely used in functional brain imaging research (see 
review by Harris et al. 1991) and avoids the problems of 
obtaining areas of interest that lie outside the brain in
herent in methods that rely on linear distances pro
jected from the midline measured in millimeters. Sub
cortical and medial cortical areas were measured using 
the same atlas and stereotaxic method as described in 
Buchsbaum et al. (1989). Slices were registered across 
conditions using the automatically located edge. The 
accuracy of the current stereotaxic method against 
group MRI data is reported elsewhere (Buchsbaum et 
al. 1992a). 

Zolpidem Plasma Levels 

Blood samples for zolpidem were collected just before 
administration of capsules and afterwards at 5, 15, 30, 
45, 60, 75, and 90 minutes. They were spun for plasma 
at the end of each recording session and were frozen 
until assayed, approximately 3 to 4 months following 
the last PET scan study. The assay was done by high
performance liquid chromatography (HPLC) with fluo
rescence detection (Guinebault et al. 1986). The relation
ship between peak height ratio and concentration of 
zolpidem was linear in the curve ranges from 1.0 to 440 
ng/ml (r > .999). The variability of the back-calculated 
mean concentrations of the calibration standards ranged 
from 0.4% to 3.7% for zolpidem. The between-day vari-
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ability did not exceed 2°/4,. The limit of detection was es
tablished to be 1 ng/ ml. 

Statistics 

CGMR data for cerebral cortex were analyzed first by 
four-way multivariate analysis of variance (MANOVA) 
in a drug- (placebo versus zolpidem) by-lobe- (frontal, 
parietal, temporal, occipital) by-hemisphere- (right, left) 
by-plasma-level-group (above and below median) de
sign. For the medial cortical and subcortical structures, 
we correlated plasma concentration of zolpidem in each 
subject with change in CGMR (zolpidem minus placebo 
nights) for all brain areas. 

RESULTS 

Plasma Zolpidem Concentrations 

The plasma concentration for zolpidem (mean ::': SD) is 
shown in Figure 1. The individual variation was high, 
reflecting great individual differences in rates of ab
sorption. The peak plasma concentrations of zolpidem 
were generally low, ranging from zero to 192 ng/ml. 
The highest concentration for each subject averaged 105 
106 ng/ml (mean ::': SD). Plasma zolpidem levels for 
each subject were also averaged during the 30 minutes 
following the administration of FDG; the mean ::': SD 
for the 12 subjects was 56 47 ng/ ml. 

FDG was administered intravenously to subjects 64 ::': 
19 minutes (mean ::': SD) after the oral administration of 
zolpidem. When we examined the relationship between 
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Figure 1. Plasma zolpidem concentrations (mean ::': SD) 
after administration of zolpidem 10 capsule by mouth. Zol
pidem or placebo were administered about 20 minutes 
before lights-out time (about 2300 to 2315). FOG was admin
istered about 20 to 25 minutes after onset of Stage 2 sleep, 64 ::': 
19 minutes after oral administration of zolpidem. 

Zolpidem and Glucose Metabolism in Non-REM Sleep 305 

plasma concentrations of zolpidem and changes in local 
cerebral metabolism induced by zolpidem compared 
with placebo, the results were essentially the same 
whether we used the individual subject's mean plasma 
zolpidem level during either the 90 minutes after oral 
administration of zolpidem or the 30 minutes of FDG 
uptake. Therefore, the results presented in this article 
used the mean of all zolpidem values administration. 
We determined the effect of plasma zolpidem concen
trations in two ways: (1) by dividing the subjects into 
low-plasma zolpidem and high-plasma zolpidem groups, 
based on a median split; and (2) by Pearson product
moment correlations between drug plasma levels and 
change in metabolic rate (zolpidem night minus pla
cebo night) for each subject. 

Polygraphic Sleep Recordings 

As shown in Table 1, neither visually- scored sleep mea
sures nor computer-scored EEG baseline crossings dif
fered significantly between placebo and zolpidem nights. 
The change in sleep latency or in the number of EEG 
baseline crossings within each frequency bin per epoch 
(zolpidem minus placebo nights) did not correlate sig
nificantly with the zolpidem plasma levels either. For 
technical reasons, the amplitude of EEG could not be 
analyzed by computer-assisted methods. 

Absolute Glucose Metabolic Rate and Plasma 
Zolpidem Concentrations 

Figure 2 shows a typical scan of cerebral glucose metab
olism in normal subjects while awake and in the first 
period of non-REM sleep after placebo and zolpidem 
administration. Table 2 presents cortical values for ab
solute CGMR for whole brain and cortical areas. Whole 
cortex absolute metabolic rates were not statistically 
different on placebo and zolpidem nights by ANOVA 
(placebo versus zolpidem, F = 0.11, df = 1,9, p = .75), 
even when the interaction with plasma level group was 
examined (drug condition by plasma level group, F = 
0.39, df = 1,9, p = .54). There was a trend level effect 
only for the condition-by-lobe-by-segment-by-hemi
sphere interaction (F = 1.98, Huynh-Feldt-corrected df = 

9,81, p = .0525). The addition of plasma level group 
(above and below median) did not yield statistical sig
nificance for any interaction term with drug condition, 
and the simple interaction for the high plasma level 
group of drug condition by lobe by segment by hemi
sphere was also a trend (F = 1.95, Huynh-Feldt
adjusted df = 9,81, p = .0567; low plasma level group, F = 
0.86, p = .56, ns). 

The areas of the brain that showed significant corre
lations between plasma zolpidem levels and change in 
absolute values of glucose metabolic rate (zolpidem mi
nus placebo nights) are shown in Figure 3. These results 
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Table 1. Polygraphic Sleep Measures and EEG Baseline Crossings on Experimental FDG 
Infusion Nights with Placebo and Zolpidem (10 mg) 

Sleep Measures" 

Goodnight time 
Sleep Latency 
Sleep onset to FDG iniusilln 
Total time post-FDG intusion 
Stage 1 sleep 
St,,ge 2 sleep 
Stage 3 sleep 
Stage -I sleep 
Awake or moYement time 

Baseline EEC crossings (Heu) 
follo\\"ing FDC or placebo 

0.3 tu< I 
l.lltu <:: 
2.ll tll <:', 

3.ll tll <--I 
-1.ll tn c_:-; 
8.U tu< 12 

12.0 tu 20 

Placebo 

23:11 :+: 1:05 

17 :+: 10 
27 :': 11 
37 9 

1 I 

18 - 3 
2=2 

1-l = 12 

I = 1 

8.28 .:... 2.lJ9 

30.87.:. 7.hO 

22.15 :+: -1.20 

13.35 -~ 3.75 

36.09 _e_ 12.39 

25.26 _+ 8.50 

139.01 - h-1.18 

Zolpidem 

23:01 :+: 1:11 

16 :+: 8 

22 :+: 9 

32 :+: 2 

I :+: 1 
11 :+: 8 

2 :+: 2 
18 :+: 9 

I ::- I 

10.13 :+: -l.35 

29.73 :+: -l.35 

20.55 :+: -1.37 

15.31 :+: -1.56 

31.9-l :+: 9.23 

25.80 :+: 11.08 

161.12 :+: 156.63 

'Sleep dc1t,1 ,11-e in minute,, e:--cept Coodnight tinw (mililM\' time) 

indicate that the higher the plasma concentration of 
zolpidem, the greater the reduction of absolute local ce
rebral glucose metabolic rate compared with placebo in 
selected areas of the brain. Among the 63 brain areas in 
each hemisphere that were explored (126 total correla-

hons), 25 correlations were significant at the p < .05 

two-tailed test level for absolute values, and all were 
negative. The negative correlations were concentrated 

in the medial frontal cortical and cingulate regions (five 
slice levels, anterior and posterior), frontal white mat-

Figure 2. Comparison of absolute CGMRs in typical normal volunteers during wakefulness and the first non-REM period 
(following placebo and zolpidem, 10 mg). Scans are all shown on the same absolute metabolic scale from 51.0 micromoles 
glucose/lllOg/minute (white) through red-\·iolet, with Yiolet beginning at 8.1 micromoles/lOOg/minute. The awake subject 
was not part of the present study but is shown to demonstrate that cerebral glucose metabolic rate during wakefulness is sig
nificantly higher than during non-REM sleep (Buchsbaum et al. 1989). The two scans taken during non-REM sleep suggest 
slightly lower localized cerebral glucose metabolic rate on the zolpidem night than on the placebo night. 
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Table 2. CGMR (mmol/100 g/minute) during the First Non-REM Period on Placebo 
and Zolpidem Nights 

Structure Placebo Zolpidem 

Whole brain 19.2 :+:: 3.4 19.4=4.9 
Frontal lobe 20.:; :+:: 3.1 20.4 :+:: 4.0 
Parietal lobe 20.2 = 2.~ 20.1 :+:: 4.6 
Temporal lobe 16.7 :+: 3.5 16.2 :+:: 3.4 
Occipital lobe 196 3.1 19.1 :+:: 4.2 

ter, putamen, thalamus, and hippocampus. ;\Jo lateral 
cortical area showed a significant correlation between 
change in metabolic rate and plasma concentration of 
zolpidem. 

Relative Metabolic Rate and Plasma 
Concentrations of Zolpidem 

Analyzing relati\·e metabolic rate in the cortex similarly 
yielded only one trend-le,·el interaction vvith plasma 
level group (median split) and drug condition (drug 
condition by plasma le,·el class by lobe by hemisphere, 
F = 3.83, df = 3,8, p = .057). Because we might expect 
an effect only in the high-plasma group, we examined 
simple interactions in the high-plasma le\·el group only 
and found the drug condition by lobe by hemisphere 
interaction significant (F = --!.86, df = 3,8, p = .03). The 
relati,·e metabolic rate tended to decrease more on the 
left than the right hemisphere and more in the lateral 
temporal and occipital than parietal and frontal regions 
in the subgroup with plasma zolpidem concentrations 
abm·e the median (Table 3). 

The correlations between plasma concentrations of 
zolpidem and changes in selected local rclati\'e cerebral 
glucose metabolic rates are shown in Table 4. The areas 
of the riglzt hemisphere with significant ncgilfiI'e correla
tions (two-tailed test) included the paracentral lobule, 
medial frontal gyrus, frontal white matter, precuneus, 
posterior putamen, and midbrain (Table 3). Areas with 
significant ncgatic'l' correlations in the left hemisphere 
included the posterior thalamus and anterior cingulate. 
Significant positi, 1c correlations were found in the right 
anterior thalamus, left frontal matter, and left superior 
colliculus. 

DISCUSSION 

These results suggest that zolpidem modifies absolute 
CGMR in some, but not all, neuroanatomical areas dur
ing non-REl\;1 sleep in normal volunteers in direct rela
tionship to plasma concentrations of zolpidem. Zolpi
dem-induced changes in local absolute and relative 
cerebral glucose metabolism were not uniform, how
e,·er, throughout the brain. The effects tend to be great
est in subcortical and midline cortical areas rather than 

lateral cortical areas. Zolpidem plasma concentrations 
were correlated with reduced absolute and relative met
abolic rates in the cingulate. In addition, they were cor
related with the relatiYe metabolic rate in the cerebel
lum (p < .05 by a one-tailed test). In animals, both areas 
have high densities of BZ1 receptors. On the other hand, 
several other areas that are high in BZ1 receptors, such 
as the frontal-parietal and sensorimotor cortex, were 
apparently unaffected. In addition, glucose metabolism 
in some areas, such as the thalamus and putamen, that 
have relatively few BZ1 receptors, was also lower. 

The relatively localized effects of zolpidem in this 
study raises questions of (1) where and how zolpidem 
acts in the brain; and (2) how well changes in local cere
bral glucose metabolism, as measured by PET in hu
mans, reflects both the mechanisms of action and the 
clinical effects of zolpidem. 

The limitations of this study preclude definitive an
swers for these questions at this time. The variance of 
plasma concentrations of zolpidem in our study was 
greater and the peak was less than expected on the basis 
of earlier results. For example, in a previous study in 20 
normal young volunteers, plasma concentrations fol
lowing oral administration of zolpidem (10-mg capsule) 
reached their maximum ,·alue at 1.2 ::':: 0.2 hours (infor
mation on file, lnvestigational Drug Brochure, June, 
1988, Lorex Pharmaceuticals, Skokie, IL). Peak values 
were 143 ::::: 18 ng/ml; bioavailability was 67.5 ::':: 5.5%. 
Similar findings ha,·e been reported after oral adminis
tration of zolpidem tablets, 10 mg (Thenot et al. 1988). 
The plasma half-life was reported to be 1.7 ::':: 0.2 hours, 
respecti,·elv. In our study, plasma concentrations of 
zolpidem reached their maximum slightly earlier, about 
60 minutes after the oral dose, and mean plasma con
centrations remained constant for the next 30 minutes. 
Peak ,·alues (highest concentration for each subject), 
however, were l 05 ::':: 106 ng/ml, about 75'½, of the value 
reported in the earlier reports. Plasma zolpidem con
centrations in our subjects were approximately 56 ::':: 47 
ng/ml during the 30 minutes following the administra
tion of FDG. The variability of zolpidem concentrations 
was impressive, with mean values during the FDG up
take ranging from near zero (three subjects) to 165 ng/ 
ml. Because FDG was administered about 1 hour after 
the oral administration of zolpidem, the FDG uptake 
period overlapped with the maximal mean plasma (and 



~~
::m

:w
~ 

A
. 
C

o
r
p

u
_

}
_

 
· 

. 
M

. C
or

p 
_:

··'.
., 

: 
_: 

P.
 C

or
p 

i{.
 

; ,,
,-,·

 
__

 

PC
G

 
~-

. 
' 1 

,,m
1e

a 

P
a

r
a

~
 

C
N

 
P

u
t 

P
. 

P
u

t 
A

. 
Th

al
 

M
. T

ha
l 

L
.
T

h
a

l
~

,
,
-
.
 

P
. 

T
h

al
 

· 
' 

, 

P
C

G
 

-
. 

. 

F
L

W
M

 
C

N
 

M~
~&

...,.
.~:

~·-
.---

1-~
 

G
P

 
$

.
C

o
l
l
~

 

P
re

e 
v-,

,_ 
CI

D 

H
i p

p-
1-

--
-'n

 ~
..

.-
I
T

I
. 

I. 
C

ol
l 

M
C

G
 t

' 
. 

liO
ID

 

P
C

G
m

-..
 

r: 
Cl

:J
 

O
G

 
P

R
G

 
A

m
yg

 
U

n
c 

H
ip

p 

A
R

G
 

M
id

b 
..

. 
A.

 C
e

r
~

!
.
\
'
 

P
.
C

e
r
~

 

F
ig

ur
e 

3.
 

E
x

p
lo

ra
to

ry
 s

u
rv

ey
 o

f 
61

 b
ra

in
 a

re
as

 i
ll

u
st

ra
ti

n
g

 s
ig

n
if

ic
an

t 
n

eg
at

iv
e 

co
rr

el
at

io
n

s 
b

et
w

ee
n

 c
h

an
g

e 
in

 l
oc

al
 g

lu
co

se
 m

et
ab

o
li

c 
ra

te
 (

zo
lp

id
em

 m
in

u
s 

p
la

ce
b

o
 

ni
gh

ts
) 

an
d

 p
la

sm
a 

zo
lp

id
em

 l
ev

el
 (

bl
ac

k 
sq

ua
re

s,
 p

 <
 .

05
).

 B
la

ck
 s

q
u

ar
e 

re
g

io
n

s 
o

f 
in

te
re

st
 w

er
e 

al
l 

lo
w

er
 w

h
en

 s
ub

je
ct

s 
w

er
e 

o
n

 z
o

lp
id

em
 r

at
h

er
 t

h
an

 p
la

ce
bo

. 
N

o
te

 t
h

at
 

o
n

 s
li

ce
s 

at
 t

h
e 

28
%

 a
n

d
 2

1'1
/c,

 l
ev

el
, 

ar
ea

s 
lo

w
 i

n
 o

m
eg

a,
 r

ec
ep

to
rs

, 
th

e 
h

ip
p

o
ca

m
p

u
s 

an
d

 m
ed

ia
l 

te
m

p
o

ra
l 

st
ru

ct
ur

es
, 

w
er

e 
n

o
t 

si
gn

if
ic

an
tl

y 
af

fe
ct

ed
 b

y
 z

o
lp

id
em

. 
T

h
al

a

m
u

s 
an

d
 a

n
te

ri
o

r 
ci

n
g

u
la

te
, 

in
 w

h
ic

h
 c

h
an

g
e 

o
f 

L
C

G
M

R
co

rr
el

at
ed

 s
ig

ni
fi

ca
nt

ly
 a

n
d

 n
eg

at
iv

el
y

 w
it

h
 p

la
sm

a 
zo

lp
id

em
 c

o
n

ce
n

tr
at

io
n

s,
 a

rc
 a

re
as

 o
f 

m
o

re
 d

en
se

 b
en

zo
d

i

az
ep

in
e 

re
ce

pt
or

s.
 S

F
G

, 
su

p
er

io
r 

fr
on

ta
l 

g
y

ru
s;

 A
C

G
, 

an
te

ri
o

r 
ci

n
g

u
la

te
 g

y
ru

s;
 A

 C
cr

, 
an

te
ri

o
r 

ce
re

b
el

lu
m

; 
A

M
F

C
, 

an
te

ri
o

r 
m

ed
ia

l 
fr

on
ta

l 
g

y
ru

s;
 A

11
1y

g,
 A

m
y

g
d

al
a;

 A
R

C
, 

an
te

ri
o

r 
re

ct
al

 g
y

ru
s;

 C
G

, 
ci

n
g

u
la

te
 g

y
ru

s;
 C

N
, 

ca
u

d
at

e 
n

u
cl

eu
s;

 F
LW

M
, 

fr
on

ta
l 

w
h

it
e 

m
at

te
r;

 F
us

 C
, 

fu
si

fo
rm

 g
y

ru
s;

 G
P,

 g
lo

b
u

s 
p

al
li

d
u

s;
 H

ip
p,

 h
ip

p
o

ca
m

p
u

s;
 T

 C
ol

l, 
in

fe


ri
o

r 
co

ll
ic

ul
us

; 
M

T
G

, 
m

ed
ia

l 
te

m
p

o
ra

l 
g

y
ry

s;
 M

F
G

, 
m

ed
ia

l 
fr

on
ta

l 
g

y
ru

s;
 M

T
G

, 
m

ed
ia

l 
te

m
p

o
ra

l 
g

y
m

s;
 M

 T
ha

l, 
m

ed
ia

l 
th

al
am

u
s;

 O
G

, 
o

rb
it

al
 g

y
ru

s;
 P

 C
cr

, 
p

o
st

er
io

r 
ce

re


b
el

lu
m

; 
P

C
C

, p
o

st
er

io
r 

ci
n

g
u

 la
te

 g
y

m
s;

 P
 P

ut
, 

p
o

st
er

io
r 

p
u

ta
m

en
; 

P
 T

ha
l, 

p
o

st
er

io
r 

th
al

am
u

s;
 P

re
e,

 p
re

cu
n

eu
s;

 S
 c

ol
l, 

su
p

er
io

r 
co

ll
ic

ul
us

; 
SF

G
, 

su
p

er
io

r 
fr

on
ta

l 
g

y
ru

s;
 U

nc
, 

u
n

cu
s.

 

v
J 

0 "' n s· e:..
 z m
 

C
 

;;,:
J 0 J: ri :t
 

0 "
'j

 

:t
 

;,,
 

;;,:
J 

·7
 :; n 0 r 8 -<
 ,....
 ::g
 'f
 

<
 

0 r ,....
 

,C
ll

 z 9 w
 



NEUROPSYCHOPHARMACOLOCY 1996-VOL. 15, NO. 3 Zolpidem and Glucose Metabolism in Non-REM Sleep 309 

Table 3. Relative CGMR on Placebo and Zolpidem Nights 

Placebo Zolpidem 

Left Right Left Right 

Frontal 1.1-! = 0.07 1.15 :+: 0.09 1.14 :+: 0.07 
1.08 :+: 0.08 
0.89 :+: 0.13 
1.06 :+: 0.08 

1.17 :+: 0.07 
1.16 = 0.08 
0.94 :+: 0.15 
1.08 :+: 0.09 

Parietal Ul9 :+: 0.10 1.17 :+: 0.09 
Temporal 0.91 :+: 0.11 0.93 = 0.13 
Occipital 1.09 :+: 0.10 1.10 :+: 0.10 

MANOVA, treatment condition X hemisphere X lobl', F = -t8h, df = 3,8, I' = .03. 

presumably brain) concentrations of zolpidem. In a 
study of rats, zolpidem was present in the brain at con
centrations of about 30% to 50'¼, of the plasma concen
trations. Elimination from brain paralleled that in 
plasma (Garrigou-Gadenne et al. 1989). We have no ex
planation for the near-zero plasma zolpidem concentra
tions in three subjects, for the high variance in plasma 
pharmacokinetics, or for the generally low mean and 
peak plasma concentrations. 

The unusually low concentration of zolpidem in our 
subjects limits the generalizability of our findings. Un
like some previous studies with zolpidem (10 mg) in 
normal volunteers (Lund et al. 1988; Merlotti et al. 

1989), we did not find reduced sleep latency or other 
significant effects on sleep parameters, including EEG 
crossings. Most of our cerebral metabolic findings 
emerged only after we correlated plasma concentra
tions of zolpidem with change in local cerebral metabo
lism. Even if we assume that the test-retest reliability for 
anatomical localization in FOG PET studies is high, the 
inherent anatomic resolution of PET may be insensitive 
to local metabolic activity. Insofar as our subjects had 
lower plasma concentrations of zolpidem than usually 
expected, our study may have underestimated the mag
nitude to which zolpidem typically affects brain glu
cose metabolism at customary plasma concentrations 

Table 4. Medial Cortical and Subcortical Brain Regions: Change in Relative Values 
(zolpidem minus placebo nights) in Selected Regions of Interest as a Correlate of Plasma 
Concentrations of Zolpidem 

Slice Level (% of brain height) Left Right 

7-1°0 Paracentral lobule 0.223 0.580* 
68°0 Post medial frontal gvrus 0.467 0.365 

Precuneus 0.241 -0.466 
61()() Medial frontal gyrus -0.503 0 . .349* 

Precuneus 0.191 -0.S.14* 
5-:J:I\, Frontal white matter 0.606* 0.127 

v!edial frontal gyrus -0400 0.308 
Middle cingulate -0.401 0.442 

-1-""7{) 
I " Frontal white matter 0.158 0.497 

Medial frontal gyrus -(l.-+95 0.466 
41 no Frontal white matter 0.442 0.043 

Posterior putamen -0.000 -0.555* 
Anterior thalamus 0.060 0.583* 
Medial thalamus 0.041 0.234 
Lateral thalamus -0.360 -0006 
Posterior thalamus -0.524* -0.414 

34"o Anterior cingulate -0.537* -0.088 
C,1udate nucleus 0.471 -0.222 
Clobus palidus 0.151 -0.456 
Superior culliculus 0.720* 0.264 

28 1
\) Frontal white matter 0.280 -0.760* 

21 "o Hippocampus 0.401 0.376 
.\1idbrain -0.472 -0.584* 
Anterior cerebellum -0.489 -0.503 

'r · -0.532. I' < .05 fur two-tailed test for hypothesis of largl'r metabolic decrease (zolpidem minus pla
cebo) associated with higher plasma drug le,el on the acti\'e compound study day; I'> .532 for positi,·e cor
relation with plasma zolpidem levels (p < .05. two-tailed test), r = .4'i8. p < .05 for one-tailed test. For a theo
retical Bonferroni adjustment, r < - .823 or r > .823, I' < .000-!. 
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during non-REM sleep. 
Moreover, because of the large numbers of correla

tions performed between regions of interest and plasma 
concentrations of zolpidem, the possibility of false-posi
tive findings is high and the results should be inter
preted as exploratory. Nevertheless, the data indicate 
that local G'vlRC is sensitive to plasma drug levels. 

Other im·estigators have used PET to study the ef
fects of benzodiazepines on localized cerebral activity 
during \vakefulness, for example, changes in LCGMR 
in the occipital and parietal areas following administra
tion of clorazepate in patients with generalized anxiety 
disorder (Buchsbaum et al. 1987; Wu et al. 1991b). De 
Wit et al. (1991) also reported larger reductions of meta
bolic rate in cortex than thalamus following administra
tion of benzodiazepines in normal \vaking controls, al
though in a small sample Foster et al. (1987) noted only 
a general metabolic decrease associated with benzodi
azepine treatment. The distribution of benzodiazepine 
receptors in occipital cortex and subcortical structures 
was not altogether dissimilar in studies using radioac
tive ligands for the benzodiazepine receptor with PET 
(see re\·iew by Maziere and Maziere 1990). Using a 
beta-carboline suggested to preferentially bind to the 
BZ1 site, they obserwd that it displaced the labeled re
ceptor ligand preferentially in the cerebellum, an area 
we also detected as regionally changed by zolpidem. It 
is noteworthv that the brain areas that showed the 
greatest change in metabolic rate are those areas found 
to hm·e the highest density of benzodiazepine receptors 
in human autopsy studies (see Buchsbaum et al. 1987 
for review). 

Similar regional metabolic/ receptor density relation
ships have been shown for the dopamine system in a 

number of studies of the effects of neuroleptic medica
tion and glucose change in the basal ganglia (see Buchs
baum et al. 1992b ). Because BZ 1 receptors are distrib
uted um'venly across the brain, \Ve reported a sun·ey of 
different neuroanatomical sites. Although a fev,· areas 
are small, no more than one FWHM in each hemisphere, 
large (30°0-50°0) changes in metabolic rate might be de
tected at this sample size. Because no whole human 
brain sun·ey exists of different types of BZ receptor 
density, a simple regression line analysis of metabolic 
rate change against BZ 1 receptor density was not possible. 

E\·en though some previous studies have demon
strated objective shortening of sleep latency with zolpi
dem (10 mg) in normal young volunteers (Lund et al. 
1988; \1erlotti et al. 1989), others, consistent with our 
own, did not observe shorter sleep latency (Nicholson 
and Pascoe 1986; Blois and Gaillard 1988; Brunner et al. 
1991 ). Using spectral analvsis of the EEG during non
REM sleep, Brunner et al. (1991) reported that zolpidem 
(10 mg). reduced power density in approximately the 
theta/alpha (-l-10 Hz) frequency range and spindlt'/ 
beta (1-l.2S-15 Hz) range during the first 2 hours of 

j\jfLRlll'SYCHOl'HAR\lACOLOGY 1996-VOL. 15, NO. 3 

sleep in normal volunteers. To our knowledge, no pre
vious investigators have reported the effects of zolpi
dem on the zero crossing EEG measures. For technical 
reasons, we were unable to perform a more comprehen
sive analysis of the EEG. 

Our results have implications for the mechanisms by 
which hypnotics exert their sleep-promoting effects in 
patients with insomnia and in normal controls. Gener
ally, treatment of insomnia involves three different stra
tegies: (1) correction of circadian or biological rhythm ab
normalities, as with adherence to an appropriate, 
regular sleep-wake cycle, therapeutic use of light-dark 
cycles or, possibly, melatonin; (2) reduction of arousal 
mechanisms, such as management of physical and psy
chic pain or distress or sleep in a safe and quiet environ
ment; and (3) enhancement of sleep-promoting mecha
nisms at the appropriate bedtime, such as sleep hygiene 
and administration of sleeping pills. 

Although some benzodiazepines may affect circa
dian rhythms in animals, it is not clear that this effect is 
clinically important in humans or that zolpidem affects 
circadian rhythms (Copinschi et al. 1995). Our study 
suggests that zolpidem may act through the two other 
interrelated factors, reducing physiological arousal mech
anisms and enhancing physiological sleep-promoting 
mechanisms. 

First, insofar as cerebral metabolism is directly re
lated to arousal mechanisms, the sleep-inducing effects 
of zolpidem are apparently associated with reduced ce
rebral metabolism and arousal mechanisms. Horne and 
Shackell (1987), 1\1cGinty and Szymusiak (1990), and 
others have suggested that non-REM sleep and, in par
ticular, delta sleep are enhanced when brain tempera
ture falls. To our knowledge, no studies of cerebral me
tabolism have been conducted in non depressed insomniac 
patients during sleep. Bonnet et al. (1991, 1992) have hy
pothesized, however, that whole-body hypermetabolic 
rates during sleep are elevated in primary insomniac 
patients. In a study of depressed patients, we report 
that overall cerebral glucose metabolic rate is signifi
cantly higher during the first non-REM period in de
pressed patients than in normal controls (Ho, Gillin, 
Wu, Burmey, and Buchsbaum unpublished data). Other 
i1westigalors ha\'e reported that core body temperature 
is elevated during sleep in depressed and insomnia pa
tients (A\·ery et al. 1986; \.ionroe 1967). Because sys
temic glucose utilization is highly correlated with cere
bral glucose metabolism during non-REM sleep (Boyle 
et al. 199-l), it is possible that higher cerebral glucose 
metabolism increases core body temperature and whole
body metabolism during sleep more in insomniac pa
tients compared than in normal controls. A testable set 
of hypotheses for future studies includes: (1) Insomniac 
patients ha\·e higher core body metabolism, higher 
whole-body metabolic rates, and increased whole-brain 
CGMR during non-REM sleep (and possible REM 
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sleep) than normal controls; (2) Zolpidem or other hyp
notic agents correct abnormally high rates of whole
brain, localized CGMR, or whole-body metabolism in 
patients with insomnia; (3) because hypnotic-induced 
improvement in sleep in insomniac patients appears to 
vary directly with the severity of sleep disturbance 
prior to treatment (Gillin et al. 1980), the hypnotic-in
duced reduction of metabolism may vary with the se
verity of objective insomnia. 

Second, zolpidem may directly promote sleep-induced 
physiological mechanisms in the brain. Many neuroan
atomical areas are implicated in the regulation of non
REM sleep, including the cerebral cortex, basal fore
brain, anterior hypothalamus, thalamus, and tractus 
solitarias, whereas projections from the posterior hypo
thalamus, dorsal tegmentum, the reticular activating sys
tem, and, possibly, the suprachiasmatic nucleus maintain 
cortical arousal and EEG desynchronization during wake
fulness and REM sleep. Nevertheless, no neuroanatom
ical center has been shown to be uniquely necessary for 
non-REM sleep, REM sleep, or wakefulness. Insofar as 
zolpidem affects BZ1 receptors, it may be enhancing or 
mimicking the effects of GABA, which are known to be 
involved in sleep-promoting processes in the thalamus 
and elsewhere. 

The observation that local CGMR in the hippocam
pus, an area involved in memory, was lower is interest
ing in light of reports indicating that benzodiazepine and 
imidazopyridine hypnotics may induce amnesia. In 
summary, zolpidem appears to decrease local absolute 
CGMR in selected brain areas during non-REM sleep in 
normal \·olunteers proportionately to plasma zolpidem 
concentrations. The reduction of local CGMR was not 
uniform across the brain and was modestly related to the 
known regional distribution of BZi receptors. Further 
studies arc needed to determine the effect of zolpidem 
and other hypnotics on cerebral metabolism during sleep 
in normal controls and in patients with sleep disorders. 

ACKNOWLEDGMENTS 

These studies were supported in part by the Lorex Corporation 
and G.D. Searle Company, the University of California Brain 
Imaging Committee, the UCSD Mental Health Clinical Re
search Center (MH30914), the UCSD Fellowship in Clinical 
Psychobiology and Psychopharmacology for CH (MH18399), 
a Merit ReYiew grant from the Veterans Administration, 
grants from the National Institute of Mental Health to JCG 
(MH38738), MSB (MH-11282), and JCW (MH-l-15165). 

REFERENCES 

Avery DH, Wildschiodtz G, Smallwood RC, Martin D, 
Rafaelson OJ (1986): REM latency and core temperature 

Zolpidcm and Glucose Metabolism in Non-REM Sleep 311 

relationships in primary depression. Acta Psychiatr 
Scand 74:269-280 

Bartlett EJ, Barouche F, Brodie JD, Wolkin A, Angrist B, 
Rotrosen J, Wolf AP (1991): Stability of resting deoxyglu
cose metabolic values in PET studies in schizophrenia. 
Psychiatry Res Neuroimag 40:11-22 

Benavides J, Penv B, Durand A, Arbilla S, Scatton B (1993a): 
Comparativ~ in vivo and in vitro regional selectivity of 
central omega (benzodiazepine) site ligands in inhibit
ing [3H] flumazenil binding in the rat central nervous 
system. J Pharmacol Exp Ther 263:884-896 

Benavides J, Peny B, Ruano D, Victorica J, Scatton B (1993b): 
Comparative autoradiographic distribution of central 
omega (benzodiazepine) modulatory site subtypes with 
high, intermediate and low affinity for zolpidem and 
alpidem. Brain Res 604:240-250 

Blois R, Gaillard JM (1988): The effects of zolpidem on char
acteristics of normal human sleep. In Sauvanet JP, 
Langer SZ, Morselli PL (eds), Imidazopyridines in Sleep 
Disorders. New York, Raven, pp. 375-376 

Bonnet MH, Arand DL (1992): Caffeine use as a model of 
acute and chronic insomnia. Sleep 15:526-536 

Bonnet MH, Berry RB, Arand DL (1991): Metabolism during 
normal, fragmented, and recovery sleep. J Appl Physiol 
71:11J2-1118 

Boyle PJ, Scott JC, Krentz AJ, Nagy RJ, Comstack E, Hoffman 
C (1994): Diminished brain glucose metabolism is a suf
ficient determinant for falling rates of systemic glucose 
utilization during sleep in normal humans. J Clin Invest 
93:529-535 

Brunner DP, Dijk D-J, Munch M, Borbely AA (1991): Effect of 
zolpidem on sleep and sleep EEG spectra in healthy 
young men. Psychopharmacology 104:1-5 

Buchsbaum MS, Delisi LE, Holcomb H, Capelletti J, King 
AC, Johnson J, Hazlett E, Post RM, Morihisa J, Carpen
ter W, Cohen R, Pickar D, Kessler R (1984): Anterior
posterior gradients in cerebral glucose metabolism use 
in schizophrenia and affective disorders. Arch Gen Psy
chiatry 41:1159-1166 

Buchsbaum MS, Wu JC, Haier RJ, Hazlett E, Ball R, Katz M, 
Sokolski K, Lagunas-Solar M, Langer DH (1987): Posi
tron emission tomography assessment of effects of ben
zodiazepines on regional glucose metabolic rate in 
patients with anxiety disorder. Life Sci 40:2393-2400 

Buchsbaum MS, Gillin JC, Wu J, Hazlett E, Sicotte N, Dupont 
RM (1989): Regional cerebral glucose metabolic rate in 
human sleep assessed by positron emission tomogra
phy. Life Sci 45:1349-1356 

Buchsbaum MS, Potkin S, Marshall J, Lottenberg S, Teng CY, 
Heh CW, Tafalla R, Reynolds C, Abel L, Pion L, Bunnev 
WE (1992a): Effects of clozapine and thiothixene on giti'
cose metabolic rate in schizophrenia. l\Jeuropsychophar
macology 6:155-163 

Buchsbaum MS, Potkin SG, Siegel BV, Lohr J, Katz M, 
Gottschalk LA, Marshall JF, Lottenberg S, Tang CY, Abel 
L, Pion L, Bunney WE (19926 ): Striatal Metabolic Rate 
and Clinical Response to Neuroleptics in Schizophrenia. 
Arch Gen Psychiatry 49:966-97-l 

Copinschi G, Akseli E, Moreno-Reyes R, Leproult R, L'Her
mite-Baleriauz M, Caufriez A, Vertongen F, and Van 
Cauter E (1995): Effects of bedtime administration of 



312 J.C. Gillin ct al. 

zolpidcm on circadian and sleep-related hormonal pro
files in normal women. Sleep 18:-n 7-424 

de Wit H, Metz J, Wagner N, Cooper M (1991 ): Effects of 
diazepam on cerebral metabolism and mood in normal 
,·oluntcers. Neuropsychopharmacology 5:33-41 

Fairweather DB, Kerr JS, Hindmarch l (1992): The effects of 
acute and repeated doses of zolpidem on subjecti\'e 
sleep, psychomotor performance and cogniti\'e function 
in elder!\· n1lunteers. Eur J Clin Pharmacol 43:597-601 

Foster NL Van Der Spek AF, Aldrich 'v1S, Berent S, Hichwa 
RH, Sackdlares JC, Gilman S, Agranoff BW (1987): The 
effect of diazepam sedation on cerebral glucose metabo
lism in Alzheimer's disease as measured using positron 
emission tomographv. J Ccreb Blood Flow Metab 7:415-
420 

Franzini C ( I 992): Brain metabolism and blood flow during 
sleep. J Sleep Res 1:3-16 

Garrigou-Cadenne D, Burke JT, Durand A, Depoorterl' H, 
Thenot JP, Morselli PL (1989): Pharmacokinetics, brain 
distribution and pharmaco-electrocorticographic pro
file of zolpidem, a new hypnotic, in the rat. J Pharmacol 
Exp Ther 248:1283-1288 

Gillin JC, Mendelson WB (1980): Sleeping pills. For whom? 
When7 How Long7 In Palmer CC (ed), Neuropharma
cology of Central Ner\'ous System and Behavioral Dis
orders. New York, Academic Press, pp. 285-316 

Guinebault P, et al. (1986): High performance liquid chroma
tographv determination of zolpidem, a new sleep inducer, 
in biological fluids with fluorometric detection. J Chrn
matogr 383:206-211 

H,1rris CJ, Links JM, Pearlson GD, Camargo EE (1991 ): Corti
cal circumferential profile of SPECT cerebral perfusion 
in Alzlwimer 's disease. Psvch Res Neuroimag 40:167-180 

Horne JA, Shackell BS (1987): Slow ,,·,we sleep after bodv 
heating: Proximity to sleep and effects of aspirin. Sleep 
1ll:383-J92 

Jonas J'v1, Coleman BS, Sheridan AQ, Kalinske RW ( l 992): 
Comparative clinical profiles t1f triazolam ,·ersus other 
shorter-acting lwpnotics. J Clin Ps,·chiatrv :i3(suppl):19-
:,:, 

Kennedv C, Cillin JC, '.'v1endelson W13, et al. (1982): Local 
cerebral glucose utilization in Non-REM sleep. Nature 
297:325-]27 

Langer SZ, Arbilla S (1988): Imidampnidines as a tool for 
the characterization of benzodiazepine receptors: A pro
posal for a pharmacological classification as omega 
receptor subtvpes. Pharmacol Biochem Behav 29(4):763-
766 

Lund R, Ri.ither E, Wolwr VV, Hippius H (1988): Effects of 
zolpidcm (1() and 20 mg), lorazepam, triazolam and pla
cebo on night sleep and residual effocts during the dav. 
In Sam a net JP, Langer SZ, '\forselli PL (eds), Imida
zopyridines in Sleep Disorders. New York, Ra,·en, pp 
193-204 

Maarek L, Cr,1mcr I', Attali P, Cnqudin JI', Morsl'lli PL (1992): 
The safety and dfic;1ev of .wlpidem in insomniac 
patients: A long-term open stud,· in general practice. J 
Int Med Res 20(2):162-170 

McCinty D, Szymusiak R (1990): Keeping cool: A hypothesis 
about the mechanisms and functions of slow wa\'L' 
sleep. Trends Neurosci 1 J:480---187 

NlUROl'SYCHOl'H,\RMACOLOCY 19%-VOL 15, NO. 3 

Madsen P, Vorstrup S (1991a): Cerebral blood flow and 
metabolism during sleep. Cerebrovasc Brain Metab Rev 
3:281-296 

Madsen P, Schmidt JF, Wildschiodtz G, et al. (1991b): Cere
bral 02 metabolism and cerebral blood flow in humans 
during sleep and rapid-eye-movement sleep. J Appl 
Physiol 80:2597-2601 

\1arksitzer R, Benke D, Fritschv JM, Trzeciak A, Bannwarth 
W, 'v1ohler H (1993): CABAA-receptors: Drug binding 
profile and distribution of receptors containing the 
alpha 2-subunit in situ. J Recept Res 13(1-4):467-477 

Maquet P, Dive D, Salmon E, et al. (1992): Cerebral glucose uti
lization during stage 2 sleep in man. Brain Res 571:149-153 

Maziere B, Maziere M (1990): Where have we gone to with 
neuroreceptor mapping of the human brain? Eur J Nuc 
Med 16:817-835 

Merlotti L, Roehrs T, Koshorek C, Zorick F, Lamphere J, Roth 
T (1989): The dose effects of zolpidcm on the sleep of 
healthy normals. J Clin Pharmacol 1:9-14 

Mertens S, Benke D, Mohler H (1993): GABAA receptor pop
ulations with novel subunit combinations and drugs 
binding profiles identified in brain by alpha0- and delta
subunit-spccific immunopurification. J Biol Chem 268 
(8):5965-597:l 

Monroe LJ (1967): Psychological and physiological differ
ences between good and bad sleepers. J Abnorm Psy
cho! 72:255-264 

Nakamura R, Kennedy C, Cillin JC, et al. (1983): Hypnogenic 
center theory of sleep: No support from metabolic map
ping in monkeys. Brain Res 268:372-376 

Nicholson AN, Pascoe PA (1986): Hypnotic activity of an imi
dazolpyridine (zolpidem). Brit J Clin Pharmacol 21:205-
211 

Piercey MF, Hoffman WE, Cooper M (1991): The hypnotics 
triazolam and zolpidem ha,·e identical metabolic effects 
throughout the brain: Implications for benzodiazepine 
receptor subtypes. Brain Res 554(1-2):244-252 

Ramm P, Frost BJ (1983): Regional acti\ity in rat brain during 
sleep wake activitv. Sleep 6: 196-216 

Ramm P, Frost BJ (1986): Cerebral and local glucose cerebral 
metabolism in the cat during slow wave and REM sleep. 
Brain Res 365:112-124 

Rcchtschaffen A, Kales A (1971 ): A manual of standard tech
niques and scoring system for sleep stages in human 
subjects. Washington, DC, Superintendent of Docu
ments, U.S. Co\'ernment Printing Office 

Roger M, Attali I', Coguclin JP (1993): Multicenter, double
blind, contwlled comparison of zolpidem and triazolam 
in elderly patients with insomnia. Clin Ther 15(1):127-
136 

Ruano D, Benavides J, Machado A, Victorica J (1993): 
Regit,nal differences in the ~,nhann'mPnt of GABA of 
[3H] zolpidem binding to omega 1 sites in rat brain 
membranes and sections. Brain Res 600(1 ):134-140 

Scharf MB (1991): Dose response effects of zolpidem in nor
mal geriatric subjects. J Clin Psychiatry 52:77-83 

Shaw SH, Curson H, Coquelin JP (1992): A double-blind, 
comparative study of zolpidem and placebo in the treat
ment of insomnia in elderly psychiatric patients. Neu
ropsychopharmacology 7(1 ):1-'i 



NEUROl'SYCHOl'H,\Rl'v1AC0Ll)(;Y llJ%-\lll. IS, NO. 3 

Thenot JP, Hermann P, Durand A, Burke JJ, Allen J, Garrigou 
D, Vajta 5, Albin H, Thebault JJ, Oli,·e E, Warrington SJ 
(1988): Pharmacokinetics and metabolism of zolpidem 
in various animal species and in humans. In Sauvanet 
JP, Langer SZ, Morselli Pl (eds), Imidazopyridines in 
Sleep Disorders. New York, Raven, pp 139-153 

Wafford KA, Whiting PJ, Kemp JA (1993): Differences in 
affinitv and effican of benzodiazepine receptor ligands 
arc recombinant gamma-aminobutyric acid A receptor 
subtvpes. \fol Pharmacol 43(2):240-244 

Wu JC, Gillin JC, Buchsbaum MS, Hazlett E, Sicotte i\i, Bun-

Zolpidem and Glucose Metabolism in Non-REM Sleep 313 

ney WE Jr (1991a): The effect of sleep deprivation on 
cerebral glucose metabolic rate in normal humans assessed 
with positron emission tomography. Sleep 14:155-162 

Wu JC, Buchsbaum MS, Hershey TG, Hazlett E, Sicotte N 
(1991b): PET in generalized anxiety disorder. Biol Psy
chiatry 29:1181-1199 

Wu JC, Gillin JC, Buchsbaum MS, Hershey T, Johnson JC, 
Bunney WE (1992): Effect of sleep deprivation on brain 
metabolism of depressed patients. Am J Psychiatry 149: 
538-543 


	Effects of Zolpidem on Local Cerebral Glucose Metabolism during Non-REM Sleep in Normal Volunteers: A Positron Emission Tomography Study
	METHODS
	Polygraphic Sleep Recordings
	PET Scanning
	Scan Slice Selection and Processing
	Zolpidem Plasma Levels
	Statistics

	RESULTS
	Plasma Zolpidem Concentrations
	Polygraphic Sleep Recordings
	Absolute Glucose Metabolic Rate and Plasma Zolpidem Concentrations
	Relative Metabolic Rate and Plasma Concentrations of Zolpidem

	DISCUSSION
	ACKNOWLEDGMENTS
	REFERENCES


