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TECHNICAL REVIEW

The Role of the Locus Coeruleus and
N-Methyl-D-Aspartic Acid (NMDA) and
AMPA Receptors in Opiate Withdrawal

Kurt Rasmussen, Ph.D.

Biochemical, behavioral, and electrophysiologic studies
indicate that activation of the noradrenergic cells in the
locus coeruleus (LC) plays an important role in the
symptoms of opiate withdrawal. Extrinsic factors play a
major role in the morphine-withdrawal-induced activation
of the LC, but intrinsic factors also play a role. Among
the extrinsic factors, a glutamatergic projection from the
nucleus paragigantocellularis plays an important role in
the withdrawal-induced activation of the LC.
N-methyl-p-aspartic acid (NMDA) receptors play at most
a minor role in the withdrawal-induced activation of the
LC by glutamate; preliminary evidence indicates that
a-amino-3-hydroxy-5-methyl-4-isoxazole propionic acid
(AMPA) receptors play an important role. Whereas
NMDA antagonists produce little to no suppression of
the activation of the LC during morphine withdrawal,
they do suppress many morphine withdrawal symptoms.
However, phencyclidinelike side effects may limit the
clinical utility of NMDA antagonists. Experiments
examining c-fos expression during morphine withdrawal
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In humans, abstinence from the chronic administration
of opiates results in a characteristic morbidity includ-
ing anxiety, nausea, insomnia, hot and cold flashes,
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indicate that NMDA antagonists may exert some of their
influence on morphine withdrawal symptoms through
actions in the forebrain. Pretreatment with the
noncompetitive NMDA antagonist MK801 blocks
morphine withdrawal-induced increased c-fos expression
in the amygdala, but not in the nucleus accumbens,
frontal cortex, or hippocampus. Pretreatment with the
competitive NMDA antagonist LY274614 (or the
az-adrenergic agonist clonidine) blocks morphine
withdrawal-induced increased c-fos expression in the
amygdala and nucleus accumbens, but not in the frontal
cortex or hippocampus. These results help to elucidate
some of the neuroanatomy and neurophysiology
underlying morphine withdrawal. Further, NMDA
antagonists may not be clinically useful for opiate
withdrawal due to their side-effects, but AMPA
antagonists may be of great benefit for alleviating

opiate withdrawal symptoms in humans.
{Neuropsychopharmacology 13:295-300, 1995]

muscle aches, perspiration, and diarrhea (Kolb and
Himmelsbach 1938). The neurophysiology underlying
these opiate withdrawal symptoms is not completely
understood. Several neurotransmitter systems have
been shown to play an important role in opiate with-
drawal including the dopaminergic (Pothos et al. 1991;
Harris and Aston-Jones 1994) and cholinergic (Buc-
cafusco 1991, 1992) systems. Two other neurotransmit-
ter systems whose interactions have been proposed to
play a major role in opiate withdrawal are the gluta-
matergic and noradrenergic systems.

Studies of the role of the noradrenergic system in
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opiate withdrawal have focused on the locus coeruleus
(LC), the largest cluster of noradrenergic neurons in the
mammalian brain (Dahlstrom and Fuxe 1965; Foote et
al. 1983). Whereas the cell bodies of the LC are confined
to a small section of the pons, its neurons send exten-
sive projections throughout the central nervous system,
including the cerebral cortex, hippocampus, cerebel-
lum, and spinal cord (Jones and Moore 1977; Nygren
and Olson 1977). Autoradiographic studies have shown
that the LC possesses a high density of opiate recep-
tors, particularly of the mu and kappa subtype (Pert
etal. 1975; Tempel and Zukin 1987). Single-unit record-
ings in anesthetized or awake rats have shown that LC
neurons are inhibited by local or systemic administra-
tion of opiates (Korf et al. 1974; Bird and Kuhar 1977,
Aghajanian 1978; Valentino and Wehby 1988). In addi-
tion, in awake cats, local (but not systemic) adminis-
tration of opiates decreases the activity of LC neurons
(Rasmussen and Jacobs 1985; Abercrombie et al. 1988).

The role of the noradrenergic system in opiate with-
drawal is supported by a variety of behavioral, biochem-
ical, and electrophysiologic studies. For example, in
opiate-dependent rats, there is a marked increase in
firing of LC neurons during antagonist precipitated
withdrawal (Aghajanian 1978; Valentino and Wehby
1989; Rasmussen et al. 1990; Akaoka and Aston-Jones
1991), and an increase in norepinephrine turnover and
release in LC projection areas (Crawley et al. 1979; Ras-
mussen et al. 1991b; Done et al. 1992). This increase
in activity of LC neurons has been hypothesized to play
an important role in opitate withdrawal symptoms be-
cause: (1) the increased unit activity correlates tem-
porally with withdrawal behaviors (Rasmussen et al.
1990); (2) systemic administration and local infusion of
clonidine, an a;-adrenergic receptor agonist, into the
LC suppresses the increased LC unit activity (Aghaja-
nian 1978), the increase in norepinephrine turnover and
release in LC projection areas (Laverty and Roth 1980;
Done et al. 1992) and many behavioral symptoms
(Tseng et al. 1975; Gold et al. 1978; Taylor et al. 1988)
seen during opiate withdrawal; (3) destruction of the
LC decreases physical signs of opiate withdrawal (Mal-
donado and Koob 1993); and (4) the most sensitive site
for the induction of withdrawal signs following the lo-
cal injection of an opiate antagonist is the LC (Mal-
donado et al. 1992),

Extrinsic factors play a major role in the morphine-
withdrawal-induced activation of the LC, but intrin-
sic factors also play a role. Evidence for the role of
intrinsic factors in the withdrawal-induced activation
of the LC include: (1) chronic morphine administration
leads to an up-regulation of the cAMP system within
LC neurons (Rasmussen et al. 1990; Nestler 1992); and
(2) both the baseline firing rate and the maximal respon-
siveness to CAMP analogues is elevated in LC neurons
recorded in brain slices from morphine-dependent
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animals (Kogan et al. 1992). Conflicting reports exist on
the effects of local infusion of naloxone on LC neuronal
activity in morphine dependent animals, with one study
reporting no change (Akaoka and Aston-Jones 1991)
and another reporting an increase in activity (Aghaja-
nian 1978). There are several lines of evidence support-
ing a role for excitatory amino acid afferents to the LC
as extrinsic factors in the withdrawal activation of LC
neurons. First, nonselective excitatory amino acid an-
tagonists, after both ICV injection or direct infusion into
the LC, attenuate the morphine-withdrawal-induced
activation of LC neurons (Rasmussen et al. 1989, 1991a;
Akaoka and Aston-Jones 1991). Second, lesions of the
nucleus paragigantocellularis (PGi), the source of a ma-
jor excitatory amino acid afferent to the LC, attenuate
the morphine-withdrawal-induced activation of LC
neurons (Rasmussen et al. 1989). Third, opiate with-
drawal increases glutamate and aspartate efflux in the
LC (Aghajanian et al. 1994; Zhang et al. 1994).

In an effort to determine which subtype of excita-
tory amino acid receptor plays a role in the withdrawal-
induced increase in activity of LC neurons, we exam-
ined the effects of competitive and noncompetitive
N-methyl-p-aspartic acid (NMDA) antagonists on mor-
phine-withdrawal symptoms and the withdrawal-in-
duced activation of LC cells (Rasmussen et al. 1991b).
Systemic administration of the noncompetitive NMDA
antagonist MK801 dose dependently blocked the be-
havioral signs of withdrawal in morphine-dependent
rats. However, the same doses of MK801 that blocked
morphine withdrawal also simultaneously (and dose
dependently) produced phencyclidine (PCP)like be-
havioral effects (for instance, head-weaving, falls, and
increased locomotor activity). The competitive NMDA
antagonist LY274614 also dose dependently blocked the
behavioral signs of withdrawal in morphine-dependent
rats but did not produce any PCPlike behavioral effects
(although some sedation occurred at the higher tested
doses). Single-unit recordings of LC neurons from
morphine-dependent animals showed that neither
MKB801 nor LY274614 blocked the withdrawal-induced
activation of these neurons. In addition, neither NMDA
antagonist blocked the withdrawal-induced increase in
norepinephrine turnover in the cortex, hippocampus,
or hypothalamus. Thus, the LC-noradrenergic system
appears to be fully activated in animals that are show-
ing few overt signs of withdrawal due to pretreatment
with an NMDA antagonist. It is important to note that
these results do not necessarily indicate that the LC does
not play a role in opiate withdrawal, as the NMDA an-
tagonists may be blocking the effects of LC activation
at a site distal to the LC. However, these results do in-
dicate that suppression of LC unit activity is sufficient,
but not necessary, for suppression of many opiate with-
drawal symptoms. An additional possibility is that LC
activation may be involved in some aspect(s) of with-
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drawal not measured in the study (for example, dys-
phoria).

Thus, NMDA antagonists (unlike the az-agonist
clonidine) attenuate many physical signs of morphine
withdrawal without blocking the withdrawal-induced
increase of LC unit activity. Therefore, these studies
indicate that the excitatory amino acid induced activa-
tion of the LC during opiate withdrawal is not medi-
ated primarily through NMDA receptors. Another
study reported that direct injections of an NMDA an-
tagonist into the LC produced only a modest (~20%),
but significant, reduction in withdrawal-induced acti-
vation of the LC (Akacka and Aston-Jones 1991). Con-
sistent with this finding are results indicating that the
excitatory amino acid projection to the LC from the PGi
is mediated by nonNMDA receptors (Ennis and Aston-
Jones 1988). In addition, these results indicate that non-
competitive NMDA antagonists like MK801 may not
be useful to alleviate opiate-withdrawal symptoms in
humans because of their PCPlike side-effects. However,
competitive NMDA antagonists like LY274614 may be
able to alleviate opiate-withdrawal symptoms in man.

If NMDA antagonists suppress morphine with-
drawal symptoms without affecting the activity of the
LC, where are the NMDA antagonists acting to inhibit
morphine withdrawal symptoms? In an effort to explore
this question, we examined the etfects of NMDA an-
tagonists (and clonidine) on the induction of c-fos in
various central nervous system (CNS) regions during
naltrexone-precipitated withdrawal in morphine-de-
pendent rats. The nuclear protein Fos is a product
of the c-fos proto-oncogene and appears to regulate
the transcription of cellular genes (Curran et al. 1990;
Morgan and Curran 1991; Sheng and Greenberg 1990;
Sonnenberg et al. 1989; Zhu and Inturrisi 1993). The
expression of c-fos mRNA and protein is rapidly stimu-
lated in response to increases in neuronal activity. Thus,
the presence of c-fos mRNA or protein has been used
as a measure of neuronal activation in the CNS (Cur-
ran et al. 1990; Morgan and Curran 1991; Sheng and
Greenberg 1990; Zhu and Inturrisi 1993). Recently, opi-
ate withdrawal has been demonstrated tolead to an in-
duction of the c-fos proto-oncogene and Foslike im-
munoreactivity in several regions of the rat brain
(Hayward et al. 1990; Stornetta et al. 1993); many of
these same brain regions have previously been reported
to also increase glucose utilization during morphine
withdrawal (Kimes and London, 1989).

Naltrexone-precipitated morphine withdrawal in-
creased c-fos mRNA levels in the nucleus accumbens,
frontal cortex, amygdala, and hippocampus, but not
in the striatum or spinal cord. Pretreatment with the
noncompetitive NMDA antagonist MK801 blocked
the withdrawal-induced increased c-fos expression in
the amygdala, but not in the nucleus accumbens, fron-
tal cortex, or hippocampus (Rasmussen et al. 1995).
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Pretreatment with the competitive NMDA antago-
nist LY274614, or the oz-adrenergic agonist clonidine,
blocked the withdrawal-induced increased c-fos expres-
sion in the amygdala and nucleus accumbens, but not
in the frontal cortex or hippocampus (Rasmussen et al.
1995). Because radioligand binding studies indicate that
NMDA receptor sites are present in all four areas that
showed increased c-fos expression during morphine
withdrawal (Monaghan and Cotman 1985), these re-
sults indicate that the increased c-fos expression during
morphine withdrawal seen in the amygdala and nu-
cleus accumbens is mediated, at least in part, by acti-
vation of NMDA receptors; conversely, the increased
c-fos expression during morphine-withdrawal seen in
the hippocampus and frontal cortex does not seem to
be mediated primarily by activation of NMDA recep-
tors. Similarly, as az-adrenergic binding sites are also
present in the four areas that showed increased c-fos
expression during morphine withdrawal (Unnerstall et
al. 1984), ap-adrenergic receptors in the amygdala and
nucleus accumbens, but not in the hippocampus or
frontal cortex, may play a role in the morphine-with-
drawal suppressing actions of clonidine. The suppres-
sion of the withdrawal-induced c-fos expression in the
amygdala by clonidine parallels previous electrophysio-
logic findings showing that clonidine is able to reverse
the increased firing rate of amygdala neurons that oc-
curs during morphine withdrawal (Freedman and
Aghajanian 1985).

It is interesting to note that clonidine, MK801, and
LY274614 had largely similar effects on c-fos expression
in morphine withdrawal despite different pharmaco-
logic actions. These results suggest a role of the nucleus
accumbens and amygdala in the withdrawal symptoms
commonly attenuated by these compounds and a role
for the hippocampus and frontal cortex in the with-
drawal symptoms not attenuated by these compounds.
Along these lines, it is interesting to note that the nu-
cleus accumbens and the amygdala have been sug-
gested to play an important role in the aversive effects
of opiate withdrawal (Stinus et al. 1990), and that
MKB801 and clonidine have been shown to attenuate at
least some aversive effects of opiate withdrawal (Hig-
gins et al. 1992; Kosten 1994). Thus, the effects of MK801
and clonidine in the amygdala may play an important
role in its ability to attenuate aversive effects of opiate
withdrawal. Further studies are needed to examine the
effects LY274614 on the aversive effects of morphine
withdrawal. However, given its simultaneous effects
on c-fos expression in the amygdala and nucleus accum-
bens, these results predict strong effects of LY274614
on the aversive effects of opiate withdrawal. In addi-
tion, it should also be noted that because each of the
compounds used to alleviate withdrawal symptoms in
this study has different behavioral side-effects (for
example, sedation for LY274614, PCPlike effects for



298 K. Rasmussen
5 -
N 4
T
Q
s 9
(s o
D
£ 27
= ]
L
(&) 17
-
0 T T T T T 1
-15 0 15 30 45 60
Time (min post naltrexone)
Figure 1. Effects of saline (SC, closed circles)y or LY215490 (SC,

50 mg/kg, open circles) pretreatment on the activity of locus
coeruleus (LC) neurons during naltrexone-induced with-
drawal in morphine-dependent, anesthetized rats. Activity
of LC cells in animals receiving sham pellets is also shown
(closed triangles). Values are expressed as mean + SE (n = 4
to 20 cells at each time point from two to six rats)

MK801, and excessive jumping for clonidine), these
results indicate that the blockade of withdrawal symp-
toms by these compounds is unlikely to be simply due
to any behavioral response competition.

The studies outlined in this article indicate that com-
petitive NMDA antagonists may be useful for alleviat-
ing opiate-withdrawal symptoms in humans. However,
recent reports indicate that competitive NMDA antag-
onists also produce PCPlike side-effects in humans
(Sveinbjornsdottir et al. 1993; Grotta 1994). Further test-
ing is needed to determine if any competitive NMDA
antagonists will have beneficial therapeutic effects at
doses below those causing side-effects. However, be-
cause the morphine-withdrawal induced activation of
the LC seems to be mediated at least in part via
nonNMDA receptors and if, as hypothesized, the L.C
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plays an important role in morphine withdrawal symp-
toms, then nonNMDA excitatory amino acid antago-
nists should also be useful in alleviating morphine with-
drawal symptoms. Indeed, recent experiments in our
laboratory suggest that a-amino-3-hydroxy-5-methyl-
4-isoxazole propionic acid (AMPA) receptors may play
an important role in the morphine withdrawal activa-
tion of LC neurons. Preliminary observations indicate
that pretreatment with the selective AMPA antagonist
LY215490 (Ornstein et al. 1993) attenuates the with-
drawal-induced activation of LC neurons (Figure 1); a
more detailed examination of the effects of AMPA an-
tagonists on morphine withdrawal-induced activation
of the LC is currently underway in our laboratory.
Therefore, AMPA antagonists may be able to suppress
opiate withdrawal symptoms in humans without pro-
ducing the side-effects seen with NMDA antagonists.
Extensive preclinical and clinical testing will be needed
to evaluate the validity of this “AMPA” hypothesis. The
effects of clonidine, LY274614, MK-801, and LY215490
on various signs of morphine withdrawal are summa-
rized in Table 1.

[n conclusion, several lines of evidence indicate that
activation of the LC-noradrenergic system plays an im-
portant role in morphine withdrawal symptoms. The
activation of the LC during morphine withdrawal seems
to be mediated, at least in part, by nonNMDA excita-
tory amino acid receptors; preliminary evidence indi-
cates these receptors may be AMPA receptors. Whereas
NMDA receptors do not primarily mediate the with-
drawal activation of the LC, they do play an important
role in morphine withdrawal symptoms, as NMDA an-
tagonists can block many of the symptoms of morphine
withdrawal. In addition, NMDA antagonists can block
the morphine withdrawal-induced c-fos activation in
the amygdala and nucleus accumbens (but not frontal
cortex or hippocampus). For the treatment of opiate
withdrawal in man, PCPlike side effects may limit the
usefulness of NMDA antagonists, but AMPA antago-
nists hold great promise as clinically relevent therapeu-
tics. Extensive clinical tests will be needed to evaluate

Table 1. Effects of Various Compounds on Different Aspects of Morphine Withdrawal

LY274614 MK-801

Morphine Clonidine Competitive Noncompetitive  LY215490
Withdrawal az-Adrenergic NMDA NMDA AMPA
Sign Agonist Antagonist Antagonist Antagonist
LC activation 4 NE NE \
Behavioral symptoms i l y ?
¢-fos activation

Amygdala v ¥ i ?

N. accumbens y v NE ?

Frontal cortex NE NE NE ?

Hippocampus NE NE NE ?

Abbreviations: v = decrease;

NE = no effect: > = effect unknown.
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the potential utility of these drugs as treatments for opi-
ate withdrawal in humans.
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