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INTRODUCTION 

Nitric oxide (NO) was first recognized as a messenger molecule in the central 

nervous system (eNS) in 1988 (52), when it was identified as the unstable 

intercellular factor that had been hypothesized, a year earlier (53), to mediate 
the increased cyclic GMP (cGMP) levels that occur on activation of glutamate 
receptors, particularly those of the NMDA (N-methyl-D-aspartate) subtype. 

The presence of an NO-forming enzyme (NO synthase, or NOS) in the brain 
was later confirmed (74), and this enzyme was subsequently purified (14) and 
its cDNA cloned and sequenced (12). 

The discovery that NO functions as a signaling molecule in the brain opened 
a new dimension in our concept of neural communication, one overlaying the 

classical picture of chemical neurotransmission, where information is passed 

between neuronal elements at discrete loci (synapses), and in one direction, 

with a diffusive type of signal that disregards the spatial constraints on neu­
rotransmitter activity normally imposed by membranes, transporters, and in­

activating enzymes. In principle, NO could spread out from its site of produc­
tion to influence many different tissue elements (neuronal, glial, and vascular) 

that are not necessarily in close anatomical juxtaposition. 

During the past few years, much information on the enzymology and mo­
lecular characteristics of NO synthesis has accrued, as reviewed in other 

articles in this volume. Furthermore, data from immunocytochemistry, in situ 

hybridization, and NADPH diaphorase histochemistry have combined to give 
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684 GARTHWAITE & BOULTON 

a reasonably coherent picture of the anatomical locations of NO-generating 
cells and their processes throughout the CNS (134). The brain contains by far 
the highest activity of NOS of any tissue so far examined (108), and the 
widespread distribution of the enzyme therein indicates that NO could be 
involved in practically all aspects of CNS function. We do not attempt here 
to review all of the putative roles of NO in the CNS that have accumulated in 
recent years but instead focus on the cellular and molecular mechanisms of 
neural NO signaling and signal transduction. 

REGULATION OF NO FORMATION 

Neurons 

Under normal conditions, NOS in the CNS apparently occurs exclusively in 
neurons (13). The production of NO by intact neurons in response to excitatory 
stimuli requires Ca2+ (52), which reflects the dependence of the activity of 
neuronal NOS (nNOS) on Ca2+ and calmodulin (14, 74). Depending on the 
location of the enzyme, NOS activation is coupled to one of two main types 
of physiological stimuli: postsynaptic neurotransmitter receptor stimulation 
leading to Ca2+ influx or mobilization, and action potentials in presynaptic 
nerves eliciting Ca2+ influx through voltage-sensitive Ca2+ channels. 

Postsynaptically, a major stimulus for NO formation is the activation of 
receptors for the principal excitatory neurotransmitter glutamate. Of special 
importance are NMDA receptors whose associated ion channel has a high 
effective permeability to Ca2+. Other ion channel-coupled glutamate receptors 
of both the AMPA (a-amino-3-hydroxy-5-methyl-4-isoxazolepropionate) and 
kainate SUbtypes have also been implicated, as have G protein-coupled, or 
metabotropic, glutamate receptors (94, 123). Evidence also indicates that the 
action of several other neurotransmitters or neuromodulators may be linked to 
NO formation; these include 5HT, bradykinin, endothelin, acetylcholine, and 
noradrenaline (33, 101, 102). 

NOS PLASTICITY Although frequently considered constitutive, the NOS may 
be subject to dramatic up- or down-regulation. Up-regulation was first sug­
gested by in situ hybridization studies of dorsal root ganglia. In normal rats, 
few neurons in lumbar ganglia express detectable NOS mRNA, but 2 days 
after transection of the sciatic nerve, mRNA was found in about a third of the 
neurons. This increase lasted for at least 2 months (133). NADPH diaphorase 
histochemistry and NOS immunohistochemistry have confirmed expression of 
the enzyme protein under similar conditions (40, 126). Results obtained using 
the histochemical technique have further indicated that neurons in the spinal 
cord (120, 135, 140) and several brain areas (62, 68, 73, 100, 110, 141, 144) 
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NO IN THE eNS 685 

react to injury in a similar fashion. Other factors may also regulate NOS 
expression; increases in mRNA have been detected in the paraventricular 
nucleus of the hypothalamus in response to stress (18) and lactation (19), in 
the pituitary in response to gonadectomy (20), and in the hippocampus as a 
result of treatment with a combination of lithium and the anticholinesterase 
drug tacrine (5). 

The pineal gland exhibits an example of NOS down-regulation by a phys­
iological stimulus. In this gland, constant light exposure markedly reduced 
NOS enzymatic activity (by 80% after 8 days). Normal activity was restored 
when the experimental animals were returned to a light-dark cycle for 2 days, 
and it appears that noradrenaline (which is released in the gland during dark­
ness) is responsible for the photoneural regulation of NOS in the pineal (Ill). 

Glial Cells 

When maintained in tissue culture, astrocytes have been observed to generate 
NO in a Ca2+ -dependent manner in response to bradykinin, noradrenaline, or 
a metabotropic glutamate receptor agonist (2, 90). Whether they have this 
neuron-like property in vivo is not clear. Astrocytes and microglial cells in 
primary culture express a Ca2+ -independent, inducible type of NO synthase 
(iNOS) when exposed to bacterial lipopolysaccharide and/or cytokines (9, 44, 
118). This expression is reminiscent of several peripheral cell types, including 
macrophages, neutrophils, vascular smooth muscle cells, and hepatocytes, in 
which NO generated by this isoform is believed to participate in immunological 
defense against invading pathogens (see S Gross & M Wolin, this volume), 
Molecular cloning shows the sequence of the astroglial iNOS to be similar 
(>90% homology) to the enzyme in peripheral cells, which suggests that it is 
the product of the same gene (45). Information on the in vivo regulation and 
expression of iNOS in the CNS is still sparse, although viral infection (30, 75) 
and neural injury (136) have been associated with central iNOS expression. 

SPREAD OF NO BY DIFFUSION 

A key property of NO that sets it apart from other CNS signaling molecules 
is its extreme diffusibility in both aqueous and lipid environments, which 
allows a rapid three-dimensional spread of the signal irrespective of the pres­
ence of membranes. The important question arises as to how far NO travels 
before its concentration becomes too low to matter. NO is an unstable free 
radical species with a half-life that is often said to be as short as a few seconds. 
Although in vivo the half-life of NO may be much longer (86), we should 
consider how a fast rate of inactivation would affect the distribution of NO. 

In the absence of direct experimental evidence, some insight can be gained 
by examining a theoretical model based on established diffusion equations (25, 
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686 GARTHWAITE & BOULTON 

139a). The concentration of NO (C) in an infinite medium at any distance (r) 
from a point source after time = t can be represented by the following equation: 

S r 

C = 41tD/ifc 2Wt' 
where S is the source strength and D is the diffusion coefficient, which has 
been measured as 3.3 x 10-5 cm2/s (81). Taking S = 21 X 10-18 moVs at the 
center of a spherical structure of diameter 1 /lm (i.e. approximating the dimen­
sions of a dendritic spine or nerve terminal), the NO concentration at the 
surface will be 111M, which corresponds to the concentration measured directly 
at the surface of a stimulated endothelial cell (81). At steady state, when tin 
the equation is large, eifc[rl2�(Dt)] = I, and the concentration of NO is 
inversely proportional to the distance from the source. If we assume that the 
biologically relevant threshold concentration of NO is 1 nM, a value based on 
the relaxing effect of NO on aortic smooth muscle (42), the tissue volume in 
which NO can exert physiological effects becomes equal to a sphere of diam­
eter 1000 /lm. Such a volume would enclose about a billion synapses. 

This model so far ignores inactivation of NO. If the half-life is short, say 5 
s, NO concentrations near to the source woulq be scarcely affected because 
diffusion is so fast. Even 20 /lm away, the steady-state concentration would 
be reduced by only 10%. Farther away, significant reductions would be ex­
pected such that the distance at which the concentration falls to 1 nM decreases 
to 170 /lm instead of 500 11m. Thus, even with a half-life of a few seconds, 
NO generated at a single point source should be able to influence function 
within a sphere with a diameter of approx�mately 0.3 mm, which is still very 
large compared with the dimensions of a synapse (the distance from the center 
of a dendritic spine to the center of an attached presynaptic terminal is approx­
imately 111m, and the width of the synaptic cleft is approximately 20 nm). 

Given such a large sphere of influence relative to the small size and high 
packing density of synapses and other neural elements in the CNS, this analysis 
raises important questions about how any specificity of action can be incor­
porated into a signaling mechanism that employs NO, a topic discussed below. 

NO SIGNAL TRANSDUCTION 

Soluble Guanylyl Cyclase and cGMP 

Neuronal excitation leads to elevations in cOMP levels in numerous different 
brain areas including the cerebellum, cerebral cortex, striatum, and hippocam­
pus through Ca2+-dependent NO formation and the subsequent activation of 
the soluble form of guanylyl cyclase (sOC). This response implies that sOC 
is a major target for NO in the CNS, just as it is in smooth muscle cells of 

A
nn

u.
 R

ev
. P

hy
si

ol
. 1

99
5.

57
:6

83
-7

06
. D

ow
nl

oa
de

d 
fr

om
 a

rj
ou

rn
al

s.
an

nu
al

re
vi

ew
s.

or
g

by
 U

ni
ve

rs
id

ad
e 

Fe
de

ra
l d

o 
R

io
 d

e 
Ja

ne
ir

o 
on

 0
7/

07
/1

0.
 F

or
 p

er
so

na
l u

se
 o

nl
y.



NO IN THE eNS 687 

blood vessels and other peripheral tissues (e.g. gut, airways) where the resultant 
rise in cGMP, in these cases, mediates muscle relaxation. 

In support of this possibility, the distributions of NOS and NO-stimulated 
cGMP formation closely correspond to each other in vivo (125). At the cellular 
level, however, the distributions are usually complementary rather than iden­
tical; that is, in a given brain area, the population of cells (mainly neurons) 
that accumulate cGMP in response to NO are frequently, but not always, 
distinct from the population of neurons that synthesize NO. This observation 
reinforces the notion that NO primarily operates as an intercellular messenger. 
The results also support the hypothesis (50) that, so far as interneuronal 
signaling is concerned, NO represents a potential line of communication from 
post- to presynaptic elements; and vice versa, as well as between presynaptic 
fibers or postsynaptic structures. 

sGC exists as a heterodimer made up of a. and � subunits of approximately 
80 and 70 kDa, respectively. Both subunits are required for enzyme activity. 
The NO recognition site is an associated heme moiety to which NO binds with 
high affinity. Enzyme activation may be the result of subsequent conforma­
tional change in the enzyme protein (130). 

Each subunit can have several isoforms (49). Of the � variety, however, 
only the �l subunit has been identified in rat brain. The widespread distribution 
of the mRNA for this subunit compared with 0.1 has led to the suggestion (43) 
that �I may be a universal component that combines with different a. subunits 
depending on the brain region. In some areas, �I and 0.1 are both expressed at 
high levels, which suggests that they are functional partners, but in other areas, 
0.1 is low relative to �I' thus indicating the presence of one or more other 
subunits yet to be identified. The implication that sGC heterogeneity exists is 
interesting. and a full characterization of this family of proteins, including their 
anatomical distributions. will be important. 

cGMP SIGNAL TRANSDUCTION Unlike in smooth muscle and platelets where 
NO-stimulated cGMP accumulation is translated into an easily measured end­
point (respectively, relaxation and inhibition of aggregation), the function of 
cGMP in the eNS is still unclear. although some recent findings are beginning 
to shed new light on this old problem. 

Direct channel gating cGMP-operated channels are well known in retinal 
photoreceptor cells, where they are responsible for the dark (inward) current 
carried by Na+ and Ca2+ ions. In the light, phosphodiesterases that hydrolyze 
cGMP are activated, resulting in channel closure and membrane hyperpolar­
ization. A similar channel is present in olfactory cells but. in this instance, 
cAMP is thought to be the principal physiological ligand, even though it is 
less potent than cGMP (143a). 
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688 GARTHWAITE & BOULTON 

Outside of photoreceptors, two groups independently found evidence for 
cGMP-operated channels in retinal bipolar cells (92, 117). These channels 
function much like those in rods, although in this case, receptors for the rod 
neurotransmitter (glutamate) couple (through a G protein) to cGMP hydrolysis. 
Shiells & Falk (116) have also suggested that NO may be the stimulator of 
cGMP synthesis in these cells because the NO donor nitroprusside, but not 
activators of particulate guanylyl cyclases, could reproduce the effects of 
cGMP. 

Recently, investigators using polymerase chain reaction (peR) amplification 
techniques have detected DNA sequences specific for cyclic nucleotide-gated 
channels in several peripheral tissues including aorta, heart, and kidney. The 
same study also found a strong signal from the cerebellum (in rabbit), the only 
brain area apparently examined (6). The aortic cDNA encodes a channel that 
is highly homologous (94%) to the bovine olfactory channel, less so to the rod 
channel (57%), and that is gated by cGMP 40-fold more potently than by 
cAMP. The implication is that an analogous channel exists in the cerebellum. 

A similar PeR-based approach has revealed that ganglion cells in the retina 
express transcripts for a channel more like the one in rods (3). Furthermore, 
patch-clamp recordings from isolated ganglion cells showed the presence of a 
functional nonspecific cation channel that was activated by cGMP much more 
effectively than by cAMP and that could also be activated by NO donors. Thus 
NO generated in nearby cells (putatively the amacrine cells) may result in 
depolarization of ganglion cells by activating soluble guanylyl cyclase. The 
authors (3) of this paper cite unpublished work showing that (unspecified) 
regions of the eNS also express cGMP-gated channels. 

In summary, direct gating of neuronal cation channels by cGMP may be a 
much more widespread mechanism of NO signal transduction than was orig­
inally anticipated. 

Protein kinases In smooth muscle, the multiple effects of cGMP (ultimately 
leading to relaxation) have mostly been ascribed to activation of cGMP-de­
pendent protein kinase (cG-PK) (41). Until recently, cG-PK was believed to 
have only a limited role in the eNS because it is found in only one type of 
neuron, the cerebellar Purkinje cell (80). It is now recognized that there are at 
least two broad classes of this enzyme, cG-PKl and cG-PKII. Type I, a soluble 
enzyme composed of two identical subunits (each about 78 kDa), is widely 
distributed and exists in two alternatively spliced versions, Ia and I�. cG-PKIa 
corresponds to the enzyme in Purkinje cells, where it directs the phosphory­
lation of a putative phosphatase inhibitor known as the G-substrate. The type 
II kinase is a monomer (86 kDa) and a particulate enzyme that was originally 
thought to be present only in intestinal brush border epithelial cells where it 
regulates Cl- secretion. 
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NO IN THE eNS 689 

Surprisingly, a cG-PKII has now been cloned and expressed from mouse 
brain. The protein has a predicted molecular mass of 87 kDa and shows 
significant homology (about 50% identity overall) to cG-PKI. In transfected 
COS-l cells, the kinase was potently activated by cGMP (apparent Ka value, 
300 nM) but not by cAMP. Of the tissues examined, cG-PKII is expressed 
most abundantly in brain and lung, with lesser amounts in kidney and testis 
(132). Whether it corresponds to the intestinal kinase is unclear at present. 

These results clearly bring cG-PK back into focus as a possible transduction 
mechanism for the NO-cGMP pathway in the CNS, although numerous ques­
tions remain regarding the anatomical distribution of this isoform in brain and 
spinal cord and the identity of its target proteins. One candidate target is 
DARPP-32, a dopamine- and cAMP-regulated phosphoprotein that, in sub­
stantia nigra at least, can also be phosphorylated by cG-PK in response to NO 
(131). In its phosphorylated form, DARPP-32 is a potent inhibitor of protein 
phosphatase 1; hence, through this mechanism, NO could maintain enzyme or 
receptor proteins in their phosphorylated states. 

Phosphodiesterases cGMP can either activate or inhibit specific SUbtypes of 
cyclic nucleotide phosphodiesterases (PDEs) and thereby effect changes either 
in its own levels or those of cAMP. Three PDEs are generally considered 
relevant: a cGMP-inhibited PDE (cGI-PDE) that selectively hydrolyzes cAMP; 
a cGMP-stimulated PDE (cGS-PDE) that hydrolyzes both cAMP and cGMP; 
and a cGMP-binding, cGMP-specific PDE (cG-BPDE). Of these, only cGS­
PDE appears to be abundant in the brain. Particularly high levels are present 
in the cerebral conex, hippocampus, and basal ganglia, whereas low levels are , 
found in cerebellum (121). In hippocampal pyramidal neurons, cGMP sup­
presses a Ca2+ current, apparently through cGS-PDE-induced reduction in 
cAMP levels (32). Because these neurons also contain soluble guanylyl cyclase 
(43), NO may produce the same effect, although this remains to be investigated. 
Roles of the cGS-PDE in other brain regions have not been described. 

ADP ribosyl cyclase Cyclic ADP ribose, which is formed enzymatically from 
NAD+ by ADP ribosyl cyclase, mobilizes Ca2+ from internal stores that are 
distinct from those sensitive to inositol trisphosphate. The stores sensitive to 
cyclic ADP ribose are thought to be the ryanodine- and caffeine-sensitive stores 
that participate in Ca2+-induced Ca2+ release (46). Cyclic ADP ribose-induced 
Ca2+ release has been observed in many different tissues, including brain 
microsomes, but the stimulus for cyclic ADP ribose formation remained un­
known until recently. Unexpectedly, studies on sea urchin eggs found that 
cGMP can evoke intracellular Ca2+ release and a rise in cytosolic Ca2+, appar­
ently by stimulating the formation of cyclic ADP ribose (47). These are 
important findings, with immediate potential relevance for NO/cGMP signal 
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690 GARTHWAITE & BOULTON 

transduction in the CNS, but whether the mechanism applies to neurons (and 
other cell types) remains to be seen. 

Cyclooxygenases 

NO may be important in the regulation of the activity of another type of 
enzyme, cyclooxygenase (COX). COXs are rate limiting in the synthesis of 
prostaglandins, thromboxane A2, and prostacyclin from arachidonic acid. 
COXs comprise two types, inducible and constitutive, known as COX-! and 
COX-2 respectively. Like sGC, COXs are heme-containing enzymes that can 
directly bind NO. The result may be an increase in enzyme activity. McCann 
and colleagues (103) reported that in hypothalamic fragments, NO mediates 
the release of PGE2 that is induced by noradrenaline (acting on (XI receptors). 
PG� then stimulates (via cAMP) the release of leuteinizing hormone-releas­
ing hormone. Analogous effects of NO on prostaglandin release occur in 
various peripheral tissues, including a macrophage cell line in which NO from 
endogenous or exogenous sources stimulates PGE2 production via COX-! and 
COX-2 in a cGMP-independent manner (109). 

Although these results are interesting, they all come from experiments on 
intact cells, and conclusive evidence for a direct stimulation of COX by NO is 
lacking. An alternative explanation could be that NO somehow prevents the 
auto-inactivation of COX (119). The possible relevance of these results to the 
CNS is that the brain is unique in its expression of inducible COX-2, rather than 
COX-!, as the predominant isoform of the enzyme under normal conditions (39). 
In situ hybridization and immunocytochemistry show that COX-2 is present in 
the forebrain and in discrete populations of neurons elsewhere, with the highest 
levels being in the granule and pyramidal cells of the hippocampus and in 
pyramidal cells in the cerebral cortex. Moreover, a rapid but transient (peak after 
1-2 h) increase in expression was observed following seizures or synaptic 
activation of NMDA receptors (143). Future studies must determine if NO 
regulates COX-2 activity (directly or indirectly) at these locations and, if so, the 
physiological significance of the resulting production of prostanoids that, like 
NO, could function as diffusive intercellular messengers. 

Other Enzymes 

NO can bind to iron-sulfur centers of various enzymes, causing loss of activity 
(91). These enzymes include cis-aconitase (citric acid cycle), NADH-ubiqui­
none oxidoreductase (mitochondrial complex I), and succinate-ubiquinone ox­
idoreductase (mitochondrial complex II). NO can also inhibit ribonucleotide 
reductase, an iron-containing enzyme that is rate limiting for DNA synthesis. 

Glycolysis may also be affected as a result of the covalent, NO-stimulated, 
ADP ribosylation of glyceraldehyde-3-phosphate dehydrogenase. The mecha­
nism appears to involve NO-mediated nitrosylation of a thiol (cysteine) at the 
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NO IN THE eNS 691 

active site, cleavage of bound NAD+, and then transfer of the resulting ADP· 
ribose moiety onto the nitrosylated residue. The last step inhibits the enzyme 
activity (15). 

Loss of activity of these enzymes is long lasting and, to produce it, NO 
needs to be at high levels for prolonged periods of time. Thus these targets 
should be most relevant to immunological defense, or toxicity, as mediated by 
the inducible NO synthase. 

ACUTE REGULATION OF NEURONAL AND 

NEUROENDOCRINE FUNCTION BY NO 

Neuronal Firing and Ion Channel Modulation 

Unlike neurotransmitters, NO or NOS inhibitors applied to individual neurons 
in vitro frequently do not produce obvious alterations in membrane potential 
or firing behavior. This result suggests that the actions of NO do not translate 
directly into acute effects on excitability. Nevertheless, whole-animal studies 
have provided evidence that the manipulation of central NO levels can 
markedly affect the sympathetic outflow and, hence, systemic blood pressure 
(114, 128), alter respiratory rhythm (79), and influence pain thresholds in 
the spinal cord (84), which suggests that NO is capable of modifying the 
electrical activity of neurons. We consider some of the possible mechanisms 
below. 

NEURONAL FIRING Two of the clearest examples of the effects of NO on 
neuronal firing activity have come from studies on invertebrates (molluscs). 
In one study, the NO donor S-nitrosocysteine was perfused onto the buccal 
ganglion, which is involved in feeding behavior. Increased or decreased firing 
in different buccal motoneurons occurred, along with associated changes in 
buccal feeding movements. Inhibitors of NOS had the opposite effects, indi­
cating that NO in this ganglion regulates feeding behavior (89). The other 
study examined the molluscan equivalent of the olfactory bulb, the procerebral 
lobe, in which the characteristic electrical activity is an oscillation arising from 
the interactions between neurons that fire in bursts and nonbursting cells that 
receive inhibitory signals from the bursting ones (54). Field oscillation fre­
quency was increased by NO donors and decreased by NOS inhibitors. At the 
single-cell level, NO increased the burst frequency of the bursting cells, thereby 
increasing the frequency of inhibitory postsynaptic potentials in the non­
bursters and eliminating their firing. These results indicate that NO plays an 
obligatory role in the oscillatory dynamics of neurons in the procerebral lobe 
and suggest that it participates in odor detection and, possibly, odor learning 
in this animal. 
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692 GARTHWAITE & BOULTON 

Modifications in neuronal firing induced by NO have also been observed 
in mammals. For example, in corticothalamic neurons, NO dampens oscillatory 
firing behavior (95). In vagal motoneurons, NO donor drugs increase firing 
rate, and NOS inhibition reduces the excitatory effect of NMDA (129), whereas 
in the carotid body, NOS inhibitors increase chemoreceptor firing (98, 137). 
In locus coeruleus neurons, NOS inhibitors augment the amplitude of gluta­
matergic excitatory postsynaptic potentials (142). 

Thus, in different neurons, the net effect of NO on neuronal activity may 
be either to modulate the firing pattern or to increase or decrease tonic firing 
rate. However, in most cases whether NO is acting pre- or postsynaptically 
remains unclear. 

ION CHANNEL MODULATION Apart from a direct action mediated through 
cGMP-gated channels (see above), the NOlcGMP pathway may modulate 
other ionic conductances, for example. by promoting phosphorylation or de­
phosphorylation or by modifying cAMP levels. In thalamic neurons, NO 
donors or 8-bromo-cGMP evoked a small depolarization associated with a fall 
in input resistance when the membrane potential was maintained at -60 to -90 
mY. This change in polarization resulted from a positive shift in the voltage 
dependence of the hyperpolarization-activated cation conductance, Ih, the net 
effect being that oscillatory activity was dampened, but tonic firing was unaf­
fected (95). Through this mechanism, NO could play an important role in the 
regulation of thalamocortical activity. 

Ca2+ currents can also be influenced, although the effect may differ among 
neurons. cGMP depresses Ca2+ currents in hippocampal neurons (32); NO 
has a similar action in avian ciliary ganglion neurons (72) and reduces 
depolarization-induced Ca2+ entry into PC12 cells (28). Elsewhere, Ca2+ 
currents may be enhanced, as was first observed in molluscan neurons (96); 
in rat superior cervical ganglia, for example, intracellularly applied NO 
donors increase the amplitude of Ca2+ currents and also reduce the inhibitory 
effect of noradrenaline on these same currents (22). In considerations of these 
different effects on neuronal Ca2+ currents, a pertinent observation is that in 
frog cardiac myocytes, NO donors can increase and decrease the Ca2+ current 
(L-type) depending on their concentration (85). 

In smooth muscle, the NO/cGMP pathway activates large Ca2+-dependent 
K+ channels (/K(Ca»' which leads to membrane hyperpolarization and closure 
of voltage-sensitive Ca2+ channels (105a). In avian ciliary ganglia, however, 
an NO donor (and L-arginine) inhibited a poorly defined IK(ca) independently 
of its action on Ca2+ channels (21). Suppression of IK(Ca) postsynaptically will 
promote repetitive firing, but should it occur presynaptically, increased neu­
rotransmitter release may result. 
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Neurotransmitter Release and Uptake 

NO IN THE eNS 693 

The proposal that NO acts presynaptically to modify the release of neurotrans­
mitters (52) has prompted several mainly neurochemical investigations. The 
effects of NO donors have led investigators to suggest that the release of 
various transmitters, including excitatory and inhibitory amino acids, catechol­
amines, and acetylcholine, may be influenced by NO, predominantly in the 
positive direction. However, crucial controls for the effects of the NO carrier 
molecules (57) were not usually performed. 

More convincing are experiments showing that authentic NO (57), endog­
enous NO present in unstimulated tissue (16, 99), or NO generated by NMDA 
receptor activation (29, 60, 88, 122) influences transmitter release. 

Indiscriminate stimulation of transmitter release would not, however, be a 
sensible physiological function for a diffusible molecule such as NO and, 
unfortunately, relevant physiological investigations are scarce. In cultured 
hippocampal neurons, one study found that brief exposure to low concentra­
tions of authentic NO (5-10 nM) led to an enduring increase in the frequency 
of miniature excitatory postsynaptic currents (93)-a result suggesting a pre­
synaptic action on glutamatergic nerve terminals. In contrast, in hippocampal 
slices, perfusion of 100 nM NO on its own did not affect baseline synaptic 
transmission (presynaptic fibers stimulated at 0.02 Hz) but, when paired with 
weak tetanic stimulation (50 Hz for 0.5 s), it induced a long-lasting potentiation 
of synaptic efficacy, possibly by a presynaptic mechanism (147). On the other 
hand, perfusion of NO donor drugs, or an inhibitor of cGMP breakdown, 
reversibly depressed hippocampal synaptic transmission [monitored using low­
frequency stimulation (0.033 Hz)], apparently also by a presynaptic mechanism 
(11). Thus NO may be able to modulate vesicular release of neurotransmitter 
in either direction, or not at all, depending on the coincident level of presyn­
aptic activity and NO concentration. 

A recent study has indicated that NO might affect neurotransmitter uptake 
(97) because NO donors inhibited the transport of radiolabeled dopamine, 
serotonin, and glutamate, but not that of noradrenaline, into synaptosome 
preparations from the striatum. The inhibition had an unexpectedly slow time 
course and its physiological relevance requires further evaluation. 

Neurotransmitter Receptors 

Manzoni et al (83) suggested that NO blocked NMDA receptors based on the 
effects of NO donor drugs on NMDA receptor-mediated currents and proposed 
that such an action served as a negative feedback mechanism. These effects 
were not observed in experiments on cerebellar slices (35), but analogous 
results were obtained from cortical neurons, and Lei et al (76) proposed that 
the effect was brought about by nitrosation of thiol groups associated with the 
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694 GARTHWAITE & BOULTON 

receptor. An important criticism of these investigations is the heavy reliance 
placed on the effects of NO donor drugs that have reactivities not shared by 
authentic NO and that generate unknown NO concentrations. Many NO donors 
react with thiols to release NO, and nitrosothiols, for example, can directly 
transfer NO onto other thiol groups; NO itself, however, cannot directly nitro­
sate these groups. 

Therefore, an essential direction to explore is whether endogenously gener­
ated NO inhibits NMDA receptors. Two studies support this possibility, one 
showing that L-arginine inhibits NMDA-induced increases in intracellular Ca2+ 
levels in cultured striatal neurons, and that this inhibition can be blocked by 
NOS inhibition or hemoglobin (82), and the other showing that NOS inhibition 
increases the amplitude of synaptically activated NMDA receptor currents 
(70). Neither of these studies provide direct evidence for modulation of the 
receptors by NO, however, and further experiments specifically designed to 
address the issue are needed. 

Neuroendocrine Functions 

Several recent reports have indicated that NO regulates hormone release in the 
hypothalamo-pituitary axis. In explants of the hypothalamus, inhibition of NOS 
augments release of corticotropin-releasing hormone provoked by elevated K+ 
or interleukin-Ip, whereas L-arginine and NO donors are inhibitory (24). NOS 
inhibitors also augment the increased plasma adrenocorticotrophic hormone 
levels induced by administration of interleukin- l p, vasopressin, and oxytocin 
in vivo (l05), increase plasma oxytocin (but not vasopressin) levels in dehy­
drated rats (127), augment luteinizing hormone release from dispersed pituitary 
cells stimulated by gonadotrophin-releasing hormone (20). and potentiate 
growth hormone release stimulated by growth hormone-releasing hormone in 
the pituitary (71). In all of these cases. therefore. NO inhibits hormone secre­
tion. Conversely, in other in vitro experiments, NO was proposed to mediate 
hypothalamic hormone release. including the release of corticotropin-releasing 
factor induced by interleukin-2 and carbachol. but not by noradrenaline (69); 
the release of luteinizing hormone-releasing hormone induced by noradrena­
line (103) or glutamate (104); and the release of somatostatin induced by 
growth hormone-releasing factor (I). 

NO AND SYNAPTIC PLASTICITY 

Synaptic plasticity refers to the capacity of synaptic connections to become 
selectively and persistently strengthened. or weakened. in response to external 
stimuli. The phenomenon has long excited neuroscientists attempting to iden­
tify a cellular correlate of learning and memory. Long-lasting. activity-depen­
dent changes in synaptic efficacy occur in several brain structures. including 
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NO IN THE eNS 695 

the hippocampus, cortex, and cerebellum, areas that have attracted consider­
able interest as possible sites for the formation and storage of memory. 

The best-studied form of plasticity in the brain is the long-term potentiation 
(LTP) of synaptic transmission, which is observed at all excitatory synapses 
in the hippocampal formation. It can be measured as a sustained increase in 
the magnitude of excitatory postsynaptic potentials (EPSPs) after the delivery 
of brief trains of high-frequency electrical stimuli to afferent fibers innervating 
the neurons. LTP recorded at synapses of CAl pyramidal neurons after the 
activation of the presynaptic Schaffer collateral-commissural pathway is the 
most frequently used model for the study of synaptic plasticity, and the type 
of plasticity in which NO has been most strongly implicated. 

Long-Term Potentiation 

The molecular and cellular mechanisms that underlie the persistent changes in 
synaptic strength characterizing LTP must still be resolved. One of the most 
hotly debated questions concerning L TP, and one that is crucial to understand­
ing the process, concerns the locus (pre- or postsynaptic) at which the modi­
fication of synaptic efficacy occurs. For the CAl region of the hippocampus, 
a partial answer to this question came from the discovery that the induction 
of LTP requires postsynaptic NMDA receptor activation and the associated 
influx of Ca2+ (7). However, increasing evidence suggests that at least part of 
the sustained increase in synaptic strength results from an increased release of 
the neurotransmitter glutamate from the presynaptic terminal. If induction of 
LTP is postsynaptic but expression of LTP has at least a component that is 
presynaptic, then a retrograde trans-synaptic messenger becomes necessary. 

NO, being freely diffusible and generated as a result of Ca2+ influx associ­
ated with NMDA receptor activation, is an attractive candidate for a retrograde 
messenger (48, 52), but its role in LTP remains controversial. 

A first requirement would be that NOS is present in the appropriate post­
synaptic neurons and is activated by NMDA receptor stimulation. Until re­
cently, convincing evidence that CAl pyramidal neurons contained NOS was 
lacking, although they do stain when the NADPH diaphorase histochemical 
technique is used (125). A recent immunocytochemical study has shown that 
CAl neuronal cell bodies and dendrites in hippocampal sections can be labeled 
by selective neuronal NOS antibodies provided that unusually gentle fixation 
techniques are used (138). Surprisingly, immunocytochemistry using antibod­
ies against endothelial NOS has also produced dense staining of the same cells 
(31). Thus, CAl neurons probably do contain Ca2+-stimulated NOS. Further­
more, exposure of hippocampal slices to NMDA, or tetanic stimulation of 
Schaffer collateral fibers, leads to NO formation, as judged by measurements 
of cGMP accumulation (23, 36). 

The second prediction is that NOS inhibitors should block LTP. A number 
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696 GARTHWAITE & BOULTON 

of LTP studies carried out in the CAl region of hippocampal slices in vitro 
have demonstrated this to be so (8, 10, 56, 59, 93, 112). LTP has also been 
prevented by perfusion of the slices with the NO scavenger hemoglobin (10, 
59, 93, 112), which supports a transcellular messenger role for NO because 
hemoglobin only accesses the extracellular space. However, these studies 
contain several inconsistencies. One is in the concentration of inhibitor re­
quired to block LTP. Whereas Bohme et al (8) reported a complete block 
of potentiation using a relatively short preincubation of slices with 100 
nM L-nitro-arginine, others have required long incubations at 1000- or even 
1O,OOO-fold greater concentrations (59, 112). The effects of NOS inhibitors 
and of hemoglobin may also be the result of inhibition of the depolarization 
that occurs during the high-frequency stimulus, rather than an effect upon LTP 
per se (90a). Moreover, the time course of the block of LTP by NOS inhibitors 
also varies greatly between experiments. Potentiation of synaptic transmission 
in the CAl region has been reported to consist of several time-dependent, and 
possibly mechanistically distinct, phases, of which LTP is a form that persists 
for over 1 hour. Short-term potentiation «30 min) and posttetanic potentiation 
«5 min) are also observed. It has been reported that NOS inhibitors block all 
phases of potentiation (8, 93) or, in contrast, leave short-term potentiation 
intact (59, 112). 

A more serious problem is that several groups have been unable to obtain 
any block of LTP with NOS inhibitors, and a number of confounding variables 
have come to light. This dilemma has led to the suggestion that NO only 
participates when a relatively weak stimulus is used for LTP induction (23, 
58; but see 56). Possibly the most detailed analysis of experimental differences 
has been conducted by Williams et al (139), who reported that an effect of 
NOS inhibitors upon LTP was apparent only in slices from young (5- to 
7-week-old) rats and when experiments were performed at a temperature of 
24°C. NOS inhibition did not affect L TP when experiments were performed 
at 30°C in slices from young animals and produced no effects at either tem­
perature in tissue from adult rats. Although some groups reporting positive 
effects of NOS inhibitors carried out their experiments at low temperatures 
(59, 112), others used temperatures of 30-32°C (8, 10, 93), which suggests 
factors other than temperature are also important. 

Schuman & Madison (1l 3) used a different experimental protocol to test 
for the involvement of a diffusible messenger in LTP. They made intracellular 
recordings from two electrically independent neurons (however, supplied by 
a common set of afferent fibers) and observed that, in one cell, induction of 
LTP by means of combined postsynaptic depolarization and low-frequency (1 
Hz) stimulation of presynaptic fibers resulted in potentiation at synapses of 
the second cell, but only if the second cell was nearby, specifically a distance 
of approximately 150 11m or less, measured at the level of the cell somata. 
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Potentiation of the second neuron did not occur if L TP was prevented in the 
first neuron by the inclusion of a NOS inhibitor in the microelectrode. Fur­
thermore, induction of LTP in a population of neurons could overcome the 
inhibition ofLTP imposed on one individual neuron by intracellular application 
of a NOS inhibitor, suggesting that NO released from noninhibited neurons 

could compensate for the absence of NO production in the inhibited neuron 
and result in potentiation. These results provide convincing evidence that NO 
participates in LTP, at least under certain experimental conditions, and that its 
diffusible nature allows a previously unsuspected distributed potentiation of 
synaptic transmission to take place. 

Another expectation of the NO hypothesis is that delivery of exogenous NO 

should, under appropriate circumstances, elicit LTP. One study reported that 
perfusion of the NO donor sodium nitroprusside caused a depression of syn­
aptic transmission that reverted to a sustained potentiation upon washout (8). 
In another study, perfusion of a solution containing NO (O.IIlM) had no effect 
on its own but, when paired with an electrical presynaptic fiber stimulation at 
a frequency below the threshold for inducing LTP, a potentiation of synaptic 
responses ensued (147). In contrast, application of several different NO donors 
during low-frequency stimulation reversibly depressed synaptic transmission 
in the CAl region (11). 

These apparently disparate findings probably also relate to different exper­
imental conditions and are potentially reconcilable. Because the NO spreads 
from its source (see above) over a potentially large area, possibly encompassing 
millions of synapses, it is very unlikely that it acts indiscriminately, especially 
if one of its roles is to strengthen synapses. A more plausible mechanism would 
be for NO to modify the behavior of target elements in a manner that depends 
on their activity, as hypothesized by Gally et al (48). In accordance with this 
theory, it was found that when presynaptic fibers are stimulated at high fre­
quency (50 Hz) in the presence of NO, synapses become potentiated, but when 

presynaptic activity is low (0.25 Hz), NO causes synaptic depression (146). 
Other variables, such as the NO concentration and the duration of exposure to 
NO, are also likely to be important in determining the outcome. 

Taken together, the data support a role for NO in LTP although, given the 
variable results from in vitro experiments, its precise significance must await 
in vivo studies. As far as the signal transduction pathway is concerned, high­
frequency stimulation results in an accumulation of cGMP in the CAl region 
of the hippocampus that is blocked by NOS inhibitors (23). Furthermore, the 
cGMP analogue 8-Br-cGMP potentiates synaptic responses when paired with 
a tetanus to the afferent fibers, too weak in itself to induce LTP, and hippo­
campal slices perfused with selective inhibitors of cG-PK fail to show LTP 
after a high-frequency stimulus (145). These findings suggest that cGMP 
mediates NO-dependent LTP. 
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Long-Term Depression 

Implicit in the idea that synapses can be strengthened is a recognition that they 
may also be depressed. The phenomenon of long-term depression (LTD) can 
be observed in the hippocampus upon repetitive low-frequency stimulation 
(1-2 Hz) of presynaptic axons (34), and the induction of LTD reportedly can 
be blocked by NOS inhibitors and hemoglobin (67), although these results 
need to be confirmed. 

A more widely studied example of LTD is in the cerebellum, where it is 
thought to be a correlate of cerebellar motor learning (65). It is manifest as a 
persistent depression of EPSPs recorded at the synapse between parallel fibers 
and Purkinje cells, the only output neurons of the cerebellar cortex. Purkinje 
cells have two glutamatergic excitatory inputs via the parallel fibers and 
climbing fibers; LTD occurs when the two are stimulated simultaneously, and 
this process requires activation of both AMPA and metabotropic glutamate 
receptors (78). The expression of LTD appears to be postsynaptic. because 
quantal analysis has failed to demonstrate any change in presynaptic transmitter 
release (63), and a decreased sensitivity of postsynaptic AMPA receptors has 
been reported. 

In the absence of climbing-fiber activation, parallel-fiber stimulation results 
in LTP rather than LTD (106); thus a signal produced by the climbing fibers 
is needed for the development of LTD. Climbing-fiber activation generates 
Ca2+ -mediated action potentials in Purkinje cell dendrites. The production of 
these potentials is associated with a large influx of calcium ions, and LTD can 
be abolished if this process is disrupted (107). The actual mechanism by which 
the parallel fibers and climbing fibers interact to bring about a reduced sensi­
tivity of postsynaptic AMPA receptors is far from understood, although NO 
appears to participate under at least some conditions. 

Two experimental strategies have been employed to induce LTD in vitro. 
In one, AMP A receptors and metabotropic receptors are simultaneously acti­
vated by exogenous agonists and in the other, parallel fiber-mediated EPSPs 
are paired with calcium spike firing elicited by depolarization of the postsyn­
aptic cell. Using both these approaches, LTD could be blocked by perfusing 
the preparations with inl)ibitors of NOS (26, 27, 66) and also with hemoglobin 
(66). Shibuki & Okada (115) found further evidence implicating NO in cere­
bellar LTD. Using an electrochemical NO probe, they demonstrated endoge­
nous NO release following climbing-fiber stimulation. Moreover, exogenous 
NO or cGMP could substitute for climbing-fiber activation so that, when paired 
with parallel fiber activity, LTD ensued. 

The source of the NO in cerebellar LTD remains uncertain because Purkinje 
cells do not appear to contain NOS. Since climbing-fiber lesions result in a 
reduced release of NO, as measured either electrochemically or by biochemical 
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assessment of cGMP accumulation (115, 124), NO is probably released from 
climbing fibers themselves or from other cells onto which these fibers synapse. 
Purkinje cells appear to be the target for NO because dialysis of Purkinje cells 
with NO donors or in conjunction with parallel fiber stimulation, depresses 
the parallel fiber-mediated EPSP (27, 61). Hence, the decreased responsiveness 
of the postsynaptic AMPA receptors may depend upon an increased concen­
tration of cGMP in Purkinje cells and, putatively, a subsequent activation of 
protein kinase G (61, 66). 

In spite of these apparently compelling results implicating NO in LTD, 
studies using cultured Purkinje cells have shown that LTD obtained by pairing 
depolarization of the cell with iontophoretic glutamate pulses is unaffected by 
NOS inhibitors or hemoglobin and that it could not be replicated by the NO 
donor nitroprusside (55, 77). As with hippocampal LTP, NO-dependent and 
-independent forms of cerebeIlar LTD appear to exist. 

NEURAL NO AND LOCAL CEREBRAL BLOOD FLOW 

Although the role of endothelial-derived NO in the regulation of blood vessel 
tone is well established (87), the identification of neurons as a source of NO 
led to the hypothesis that NO may represent the long-sought factor that couples 
increased local blood flow to neural activity (48). Considerable data suggest 
that NO participates in the maintenance of resting cerebrovascular tone and, 
more controversially, that it mediates certain vasodilator responses (38, 64), 
but the role of NO derived from central neurons, as opposed to endothelial 
cells or parasympathetic NOS-containing fibers, is still unclear. One finding 
shows that topical application of NMDA to the rabbit brain in vivo results in 
a vasodilatation of arterioles on the pial surface that was blocked by NOS 
inhibitors and reproduced by nitroprusside (37). However, the response to 
NMDA was also blocked by tetrodotoxin. which inhibits neuronal firing, 
thereby indicating that the NO signal was not a direct consequence of NMDA 
receptor activity but may be the result of stimulation of neuronal circuits. 

The question was recently explored using a different technique. Akgoren et 
al (4) electricalIy stimulated the parallel fibers in the rat cerebellum. which 
led to a frequency dependent increase in blood flow at the cerebellar surface. 
This response was reduced by a NOS inhibitor. by an elevated Mg2+ concen­
tration (which inhibits synaptic transmission), and most revealingly, by an 

inhibitor of the AMPA and kainate types of non-NMDA glutamate receptors. 
These results, together with those showing that activation of AMPA and 
kainate receptors is associated with NO production in the cerebellum (123) 
and that parallel fiber-mediated synaptic transmission is blocked by AMP A 
and kainate antagonists (51) make the first convincing case for the idea that 
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700 GARTHWAITE & BOULTON 

NO derived from central neurons as a result of synaptic activation of glutamate 
receptors can influence local blood flow. 

CONCLUDING COMMENTS 

Recent years have seen an explosion of interest in NO in the eNS, resulting 
in the implication of this unexpected and atypical messenger molecule in a 
wide range of neural functions. Because of space limitations, we have focused 
mainly on the cellular and molecular mechanisms of NO signaling rather than 
on its broader proposed roles, such as in learning, cognition, and the regulation 
of sensory, motor, and sexual behavior. We have also left aside discussion of 
the possible pathological roles of NO, when generated either by excessive 
glutamate receptor stimulation or as a result of iNOS expression, in eNS 
disease states. 

At the cellular and synaptic level, it is probably unrealistic to define a 
function of the NO-cGMP signaling pathway in the eNS in the same way that 
one does with conventional neurotransmitter systems because the NO-cGMP 
pathway is so different. For a spatially diffuse signal such as NO to have 
biological meaning, a different set of rules must govern specificity of action. 
In synapses, for example, the effect of NO appears to depend on the coincident 
functional state of the participating cellular elements, to the extent that the net 
result can be an increase, a decrease, or no change in synaptic efficacy. An 
important task is to understand NO-cGMP signal transduction mechanisms 
more precisely. However, little is known about the actions of cGMP in the 
eNS compared with other tissues such as smooth muscle and platelets, al­
though, as discussed above, several promising avenues are opening up. The 
identification of a potent and selective inhibitor of the NO-stimulated guanylyl 
cyclase enzyme (J Garthwaite et aI, submitted) should greatly assist progress. 

Any Annual Review chapter, as well as any article cited in an Annual Review chapter, 
may be purchased from the Annual Reviews Preprints and Reprints service. 
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Literature Cited 
1 .  Aguila Me. 1994. Growth honnone-re­

leasing factor increases somatostatin re­
lease and mRNA levels in the rat peri­
ventricular nucleus via nitric oxide by 
activation of guanylate cyclase. Proc. 
NaIl. Acad. Sci. USA 91 :782-86 

2. Agullo L. Garcia A. 1992. Character­
ization of noradrenaline-stimulated cy-

clic GMP fonnation in brain astrocytes 
in culture. Biochem. J. 288:619-24 

3. Ahmad I. Leinders-Zufall T. Kocsis 10. 
Shepherd GM. Zufall F. Barnstable CJ. 
1994. Retinal ganglion cells express a 
cGMP-gated cation conductance activat­
able by nitric oxide donors. Neuron 12: 
1 55-65 

A
nn

u.
 R

ev
. P

hy
si

ol
. 1

99
5.

57
:6

83
-7

06
. D

ow
nl

oa
de

d 
fr

om
 a

rj
ou

rn
al

s.
an

nu
al

re
vi

ew
s.

or
g

by
 U

ni
ve

rs
id

ad
e 

Fe
de

ra
l d

o 
R

io
 d

e 
Ja

ne
ir

o 
on

 0
7/

07
/1

0.
 F

or
 p

er
so

na
l u

se
 o

nl
y.



4. Akgoren N, Fabricius M, Lauritzen M. 
1994. Importance of nitric oxide for 
local increases of blood flow in rat 
cerebellar cortex during electrical slim­
ulation. Proc. Natl. Acad. Sci. USA 9 1 :  
5903-7 

5. Bagetta G, Corasaniti MT, Melino G, 
Paoletti AM, Finazzi-Agro A, Nistico 
G. 1993. Lithium and tacrine increase 
the expression of nitric oxide synthase 
mRNA in the hippocampus of rat. Bio­
chern. Biophys. Res. Commun. 197: 
1 132-39 

6. Biel M, Altenhofen W, Hullin R, Lud­
wig J, Freichel M, et al. 1993. Primary 
structure and functional expression of a 
cyclic nucleotide-gated channel from 
rabbit aorta. FEBS Lett. 329:134-38 

7. Bliss TYP. Collingridge GL. 1993. A 
synaptic model of memory: long-term 
potentiation in the hippocampus. Nature 
361 :3 1-39 

8. Bohme GA, Bon C, Stutzmann I-M, 
Doble A, Blanchard J-C. 199 1 .  Possible 
involvement of nitric oxide in long-term 
potentiation. Eur. 1. Pharmacol. 199: 
379-81 

9. Boje KM, Arora PK. 1992. Microglial­
produced nitric oxide and reactive ni­
trogen oxides mediates neuronal cell 
death. Brain Res. 587:250--56 

10. Bon C, Bohme GA, Doble A, Stutzmann 
J-M, Blanchard J-C. 1 992. A role for 
nitric oxide in long-term potentiation. 
Eur. J. Neuro$ci. 4:420--24 

1 1 .  Boulton CL, Irving AJ, Southam E, Pot­
ier B, Garthwaite I. Collingridge G. 
1994. The nitric oxide-cyclic GMP path­
way and synaptic depression in rat hip­
pocampal slices. Eur. J. Neurosci. 6: 
1528-35 

12. Bredt DS, Hwang PM. Glatt CEo 
Lowenstein C, Reed RR. Snyder SH. 
1991 .  Cloned and expressed nitric oxide 
synthase structurally resembles cyto­
chrome P-450 reductase. Nature 35 1 :  
7 14-18 

13. Bredt DS, Hwang PM, Snyder SH. 1990. 
Localization of nitric oxide synthase in­
dicating a neural role for nitric oxide. 
Nature 347:768-70 

14. Bredt DS, Snyder SH. 1 990. Isolation 
of nitric oxide synthetase. a calmodulin 
requiring enzyme. Proc. Natl. Acad. Sci. 
USA 87:682-85 

15.  Brune B, Dimmeler S, Vedia LMY, 
Lapetina EG. 1 994. Nitric oxide: a signal 
for ADP-ribosylation of proteins. life 
Sci. 54:61-70 

16. Bugnon O. Schaad NC. Schorderet M. 
1994. Nitric oxide modulates endoge­
nous dopamine release in bovine retina. 
NeuroReport 5:401-4 

NO IN THE eNS 701 

17. Deleted in proof 
1 8. Calzal L, Giardino L, Ceccatelli S. 1993. 

NOS mRNA in the paraventricular nu­
cleus of young and old rats after im­
mobilization stress. NeuroReport 4: 
627-30 

19. Ceccatelli S, Eriksson M. 1 993. The 
effect of lactation on nitric oxide syn­
thase gene expression. Brain Res. 625: 
177-79 

20. Ceccatelli S, Hulting A-L, Zhang X, 
Gustafsson L, Villar M. 1993. Nitric 
oxide synthase in the rat anterior pitu­
itary gland and the role of nitric oxide 
in regulation of luteinizing hormone se­
cretion. Proc. Natl. Acad. Sci. USA 90: 
1 1292-96 

21.  Cetiner M, Bennett MR. 1993. Nitric 
oxide modulation of calcium-activated 
potassium channels in postganglionic 
neurones of avian cultured ciliary gan­
glia. Br. J. Pharmacol. 1 10:995-1002 

22. Chen C, Schofield G. 1993. Nitric oxide 
modulates Ca2+ channel currents in rat 
sympathetic neurons. Eur. J. Pharmacal. 
243:83-86 

23. Chetkovich DM, Klann E. Sweatt JD. 
1 993. Nitric oxide synthase-indepen­
dent long-term potentiation in area CA 1 
of hippocampus. NeuroReport 4:919-
22 

24. Costa A, Trainer P, Besser M, Grossman 
A. 1993. Nitric oxide modulates the 
release of corticotropin-releasing hor­
mone from the rat hypothalamus in vitro. 
Brain Res. 605:187-92 

25. Crank J. 1 979. The Mathematics of Dif­
fusion. Oxford: Clarendon 

26. Crepel F. Jaillard D. 1990. Protein ki­
nases, nitric oxide and long-term depres­
sion of synapses in the cerebellum. 
NeuroReport 1 : 133-36 

27. Daniel H. Hemart N. laillard D. Crepel 
F. 1993. Long-term depression requires 
nitric oxide and guanosine 3':5' cyclic 
monophosphate production in rat cere­
bellar Purkinje cells. Eur. J. Neurosci. 
5:1079-82 

28. Desole MS, Kim WoK, Rabin RA, 
Laychock SG. 1 994. Nitric oxide re­
duces depolarization-induced calcium 
influx in PCl2 cells by a cyclic GMP­
mediated mechanism. Neuropharmacol­
ogy 33:193-98 

29. Dickie BGM, Lewis MJ, Davies lA. 
1 992. NMDA-induced release of nitric 
oxide potentiates aspartate overflow 
from cerebellar slices. Neurosci. Lett. 
1 38:145-48 

30. Dighiero p. Reux I. Hauw 1-J, Fillet 
AM, Courtois y, Goureau O. 1994. Ex­
pression of inducible nitric oxide syn­
thase in cytomegalovirus-infected glial 

A
nn

u.
 R

ev
. P

hy
si

ol
. 1

99
5.

57
:6

83
-7

06
. D

ow
nl

oa
de

d 
fr

om
 a

rj
ou

rn
al

s.
an

nu
al

re
vi

ew
s.

or
g

by
 U

ni
ve

rs
id

ad
e 

Fe
de

ra
l d

o 
R

io
 d

e 
Ja

ne
ir

o 
on

 0
7/

07
/1

0.
 F

or
 p

er
so

na
l u

se
 o

nl
y.



702 GARTHWAITE & BOULTON 

cells of retinas from AIDS patients. Neu­
rosci. Lett. 166:31-34 

3 1 .  Dinerman JL, Dawson TM, Schell MJ, 
Snowman A, Snyder SH. 1994. Endo­
thelial nitric oltide synthase localized to 
hippocampal pyramidal cells: implica­
tions for synaptic plasticity. Proc. NaIl. 
Acad. Sci. USA 9 1 :4214-18 

32. Doerner D, Alger BE. 1988. Cyclic 
GMP depresses hippocampal Ca2+ cur­
rent through a mechanism independent 
of cGMP-dependent protein kinase. 
Neuron 1 :693-99 

33. Drummond GI. 1983. Cyclic nueleotides 
in the nervous system. Adv. Cyclic Nu­
cleolide Res. 1 5:373-494 

34. Dudek SM, Bear MF. 1993. Bidirec­
tional long-tenn modification of synap­
tic effectiveness in the adult and 
immature hippocampus. J. Neurosci. 13 :  
2910-18 

35. East SJ, Batchelor AM, Garthwaite J. 
1 991 .  Selective blockade of NMDA re­
ceptor function by the nitric oxide donor 
nitroprusside. Eur. J. Pharmacol. 209: 
1 19-21 

36. East SJ, Garthwaite J. 1991 .  NMDA 
receptor activation in rat hippocampus 
induces cyclic GMP formation through 
the L-arginine-nitric oxide pathway. 
Neurosci. Lell. 123 : 1 7-19 

37.  Faraci FM, Breese KR. 1993. Nitric 
oxide mediates vasodilatation in re­
sponse to activation of N-methyl-D-as­
partate receptors in brain. Circ. Res. 
72:476-80 

38. Faraci FM, Brian JE. 1994. Nitric oxide 
and the cerebral circulation. Slroke 25: 
692-703 

39. Feng L, Sun W, Xia Y, Tang WW, 
Chanmugam P, et a\. 1993. Cloning two 
isoforms of rat cyclooxygenase: differ­
ential regulation of their expression. 
Arch. Biochem. Biophys. 307:361-68 

40. Fiallos-Estrada CE, Kummer W, Mayer 
B, Bravo R, Zimmermann M, Herdegen 
T. 1993. Long-lasting increase of nitric 
oltide synthase immunoreactivity 
NADPH-diaphorase reaction and c-JUN 
co-expression in rat dorsal root ganglion 
neurons following sciatic nerve transec­
tion. Neurosci. Letl. 150: 169-73 

4 1 .  Francis SH, Corbin JD. 1 994. Structure 
and function of cyclic nuclectide-depen­
dent protein kinases. Annu. Rev. Physiol. 
56:237-72 

42. Furchgott RF, Jothianandan D. 1 99 1 .  
Endothelium-dependent and -indepen­
dent vasodilation involving cyclic GMP: 
relaxation induced by nitric oxide cllrbon 
monoxide and light. Blood Vessels 28: 
52-61 

43. Furuyama T, Inagaki 5, Takagi H. 1993. 

Localizations of a-I and \l-1 subunits 
of soluble guanylate cyclase in the rat 
brain. Mol. Brain Res. 20:335-44 

44. Galea E, Feinstein DL, Reis OJ. 1992. 
Induction of calcium-independent nitric 
oxide synthase activity in primary rat 
glial cultures. Proc. NaIl. Acad. Sci. USA 
89:10945-49 

45. Galea E, Reis OJ, Feinstein DL. 1994. 
Cloning and eltpression of inducible ni­
tric oxide synthase from rat astrocytes. 
J. Neurosci. Res. 37:406--14 

46. Galione A. 1992. Ca2+-induced Ca2+ 
release and its modulation by cyclic 
ADP-ribose. Trends Pharmacol. Sci. 13: 
304-6 

47. Galione A, White A, Willmott N, Turner 
M, Potter BVL, Watson SP. 1993. 
cGMP mobilizes intracellular Ca2+ in 
sea urchin eggs by stimulating cyclic 
ADP-ribose synthesis. Nature 365:456-
59 

48. Gaily JA, Montague PR, Reeke GN Jr, 
Edelman GM. 1990. The NO hypothesis: 
possible effects of a short-lived rapidly 
diffusible signal in the development and 
function of the nervous system. Proc. 
NaIl. Acad. Sci. USA 87:3547-51 

49. Garbers DL. 1 992. Guanylyl cyelase 
receptors and their endocrine paracrine 
and autocrine ligands. Cell 7 1 :  1-4 

50. Garthwaite J. 199 1 .  Glutamate nitric 
oxide and cell-cell signalling in the ner­
vous system. Trends Neurosci. 14:60--67 

5 1 .  Garthwaite J, Beaumont PS. 1989. Elt­
citatory amino acid receptors in the par­
allel fibre pathway in rat cerebellar 
slices. Neurosci. Lett. 107: 15 1-56 

52. Garthwaite J, Charles SL, Chess-Wil­
liams R. 1988. Endothelium-derived re­

laxing factor release on activation of 
NMDA receptors suggests role as inter­
cellular messenger in the brain. Nature 
336:385-88 

53. Garthwaite J, Garthwaite G. 1987. Cel­
lular origins of cyclic GMP responses 
to excitatory amino acid receptor ago­
nists in rat cerebellum in vitro. J. Neu­
rochem. 48:29-39 

54. Gelperin A. 1 994. Nitric oxide mediates 
network oscillations of olfactory inter­
neurons in a terrestrial mollusc. Nalure 
369:61-63 

55. G1aum SR, Slater NT, Rossi OJ, Miller 
RJ. 1992. Role of metabotropic gluta­
mate (ACPD) receptors at the parallel 
fihre-Purkinje cell synapse. J. Neuro­
physiol. 68:1453-62 

56. Gribkoff VK, Lum-Ragan IT. 1 992. Ev­
idence for nitric oxide synthase inhibi­
tor-sensitive and insensitive 
hippocampal synaptic potentiation. J. 
Neuro- physiol. 68:639-42 

A
nn

u.
 R

ev
. P

hy
si

ol
. 1

99
5.

57
:6

83
-7

06
. D

ow
nl

oa
de

d 
fr

om
 a

rj
ou

rn
al

s.
an

nu
al

re
vi

ew
s.

or
g

by
 U

ni
ve

rs
id

ad
e 

Fe
de

ra
l d

o 
R

io
 d

e 
Ja

ne
ir

o 
on

 0
7/

07
/1

0.
 F

or
 p

er
so

na
l u

se
 o

nl
y.



57. Guevara-Guzman R. Emson PC. 
Kendrick KM. 1994. Modulation of in 
vivo striatal transmitter release by nitric 
oxide and cyclic GMP. J. Neurochem. 
62:807-10 

58. Haley JE. Malen PL. Chapman PF. 
1993. Nitric oxide synthase inhibitors 
block long-term potentiation induced by 
weak but not strong tetanic stimulation 
at physiological brain temperatures in 
rat hippocampal slices. Neurosci. Lett. 
160:85-88 

59. Haley JE. Wilcox GL. Chapman PF. 
1992. The role of nitric oxide in hippo­
campal long-term potentiation. Neuron 
8:21 1-16 

60. Hanbauer I. Wink D. Osawa Y. Edelman 
GM. GaUy JA. 1992. Role of nitric oxide 
in NMDA-evoked release of f3HJ-dopa­
mine from striatal slices. NeuroReport 
3:409-12 

6 1 .  Hartell NA. 1994. cGMP acts within 
cerebeUar Purkinje ceUs to produce long 
term depression via mechanisms involv­
ing PKC and PKG. NeuroReport 5:833-
36 

62. Herdegen T. Brecht S. Mayer B. Leah 
J. Kummer W. et al. 1993. Long-lasting 
expression of JUN and KROX transcrip­
tion factors and nitric oxide synthase in 
intrinsic neurons of the rat brain follow­
ing axotomy. J. Neurosci. 1 3:41 30-45 

63. Hirano T. 199 1 .  Differential pre- and 
postsynaptic mechanisms for synaptic 
potentiation and depression between a 
granule cell and a Purkinje cell in rat 
cerebellar culture. Synapse 7:321-23 

64. Iadecola C. Pelligrino DA. Moskowitz 
MA. Lassen NA. 1994. Nitric oxide 
synthase inhibition and cerebrovascular 
regulation. J. Cereb. Blood Flow Melab. 
14:175-92 

65. Ito M. 1989. Long-term depression. 
Annu. Rev. Neurosci. 12:85-102 

66. Ito M. Karachot L. 1990. Messengers 
mediating long-term desensitization in 
cerebellar Purkinje cells. NeuroReport 
1 : 129-32 

67. Izumi Y. Zorumski CF. 1993. Nitric 
oxide and long-term synaptic depression 
in the rat hippocampus. NeuroReporl 
4:1 131-34 

68. Jia Y-S. Wang X-A. Ju G. 1994. Nitric 
oxide synthase expression in vagal com­
plex following vagotomy in the rat. Neu­
roReport 5:793-96 

69. Karanth S. Lyson K. McCann SM. 1993. 
Role of nitric oxide in interleukin 2-in­
duced corticotropin-releasing factor re­
lease from incubated hypothalami. Proc. 
NaIl. Acad. Sci. USA 90:3383-87 

70. Kato K. Zorumski CF. 1993. Nitric 
oxide inhibitors facilitate the induction 

NO IN THE eNS 703 

of hippocampal long-term potentiation 
by modulating NMDA responses. J. 
Neurophysiol. 70: 1260--63 

71 .  Kato M. 1992. Involvement of nitric 
oxide in growth hormone (GH)-releas­
ing hormone-induced GH secretion in 
rat pituitary cells. Endocrinology 131 :  
2133-38 

72. Khurana G. Bennett MR. 1993. Nitric 
oxide and arachidonic acid modulation 
of calcium currents in postganglionic 
neurones of cultured avian ciliary gan­
glia. Br. J. Pharmacol. 109:48(}"85 

73. Kitchener PD. Van der Zee CEEM. 
Diamond J. 1993. Lesion-induced 
NADPH-diaphorase reactivity in neo­
cortical pyramidal neurones. Neuro­
Report 4:487-90 

74. Knowles RG. Palacios M. Palmer RMJ. 
Moncada S. 1 989. Formation of nitric 
oxide from L-arginine in the central ner­
vous system: a transduction mechanism 
for stimulation of the soluble guanylate 
cyclase. Proc. NaIl. Acad. Sci. USA 89: 
5159-62 

75. Koprowski H. Zheng YM. Heber-Katz 
E. Fraser N. Rorke L. et al. 1993. In 
vivo expression of inducible nitric oxide 
synthase in experimentally induced neu­
rologic diseases. Proc. Natl. Acad. Sci. 
USA 90:3024-27 

76. Lei SZ. Pan Z-H. Aggarwal SK. Chen 
H-SV. Hartman J. et al. 1992. Effect of 
nitric oxide production on the redox 
modulatory site of the NMDA receptor­
channel complex. Neuron 8 : 1087-99 

77. Linden OJ. Connor JA. 1992. Long-term 
depression of glutamate currents in cul­
tured cerebellar Purkinje neurons does 
not require nitric oxide signaling. Eur. 
J. Neurosci. 4:1(}"15 

78. Linden OJ. Dickinson MH. Smeyne M. 
Connor JA. 1 991.  A long-term depres­
sion of AMPA currents in cultured cer­
ebellar Purkinje neurons. Neuron 7: 

81-89 
79. Ling L. Karius DR. Fiscus RR. Speck 

DF. 1992. Endogenous nitric oxide re­
quired for an integrative respiratory 
function in the cat brain. J. Neuro­
physiol. 68:191(}"12 

80. Lohmann SM. Walter U. Miller PE. 
Greengard p. De Camilli P. 198 1 .  Im­
munohistochemical localization of cy­
clic GMP-dependent protein kinase in 
mammalian brain. Proc. Natl. Acad. Sci. 
USA 78:653-57 

8 1 .  Malinsky T. Taha Z. Grunfeld S. Patton 
S. Kapturczak M. Tomoouliant P. 1993. 
Diffusion of nitric oxide in the aorta 
wall monitored in situ by porphyrinic 
microsensors. Biochem. Biophys. Res. 
Commun. 193: 1076-82 

A
nn

u.
 R

ev
. P

hy
si

ol
. 1

99
5.

57
:6

83
-7

06
. D

ow
nl

oa
de

d 
fr

om
 a

rj
ou

rn
al

s.
an

nu
al

re
vi

ew
s.

or
g

by
 U

ni
ve

rs
id

ad
e 

Fe
de

ra
l d

o 
R

io
 d

e 
Ja

ne
ir

o 
on

 0
7/

07
/1

0.
 F

or
 p

er
so

na
l u

se
 o

nl
y.



704 GARTHWAITE & BOULTON 

82. Manwni 0, Bockaert J. 1993. Nitric 
oxide synthase activity endogenously 
modulates NMDA receptors. J. Neu­
rochern. 61:368-70 

83. Manzoni 0, Prezeau L, Marin P, Desha­
ger S, Bockaert J, Fagni L. 1 992. Nitric 
oxide-i nduced blockade of NMDA re­
ceptors. Neuron 8:653-62 

84. Meller ST, Gebhart GF. 1993. Nitric 
oxide (NO) and nociceptive processing 
in the spinal cord. Pain 52:127-36 

85. Mery P-F, Pavoine C, Belhassen L, 
Pecker F, Fischmeister R. 1 993. Nitric 
oxide regulates cardiac Ca2+ current. J. 
BioI. Chern. 268:26286-95 

86. Meulemans A. 1 994. Diffusion coeffi­
cients and half-lives of nitric oxide and 
N-nitroso-L-arginine in rat cortex. Neu­
rosci. Lett. 171:89-93 

87. Moncada S, Palmer RMJ, Higgs EA. 
1 99 1 .  Nitric oxide: physiology patho­
physiology and pharmacology. Phar­
macol. Rev. 43:109-42 

88. Montague PR, Gancayco CD, Winn MJ, 
Marchase RB, Friedlander MI. 1994. 
Role of NO production in NMDA re­
ceptor-mediated neurotransmitter re­
lease in cerebral cortex. Science 263: 
973-77 

89. Moroz LL, Park J-H, Winlow W. 1993. 
Nitric oxide activates buccal motor pat­
terns in Lymnaea stagnalis. Neuro­
Report 4:643-46 

90. Murphy S, Minor RL Jr, Welk G, Har­
rison 00. 1990. Evidence for an astro­
cyte-derived vasorelaxing factor with 
properties similar to nitric oxide. 1. Neu­
rochem. 55:349-51 

9Oa. Musleh WY, Shaki K, Baudry M. 1993. 
Further studies concerning the role of 
nitric oxide in L TP induction and main­
tenance. Synapse 13:370-75 

91.  Nathan C. 1992. Nitric oxide as a se­
cretory product of mammalian cells. 
FASEB J. 6:3051-64 

92. Nawy S, Jahr CEo 1990. Suppression by 
glutamate of cGMP-activated conduc­
tance in retinal bipolar cells. Nature 
346:269-71 

93. O'Dell TJ, Hawkins RD, Kandel E, 
Arancio O. 1991.  Tests of the roles of 
two diffusible substances in long-term 
potentiation: evidence for nitric oxide 
as a possible early retrograde messenger. 
Proc. NaIl. Acad. Sci. USA 88: 1 1285-89 

94. Okada D. 1992. Two pathways of cyclic 
GMP production through glutamate re­
ceptor-mediated nitric oxide synthesis. 
1. Neurochem. 59:1 203-10 

95. Pape H-C, Mager R. 1992. Nitric ol(ide 
controls oscillatory activity in thala­
mocortical neurons. NeurOIl 9:441-48 

96. Paupardin-Tritsch D, Hammond C, 

Gerschenfeld HM. Nairn AC. Greengard 
P. 1986. cGMP-dependent protein ki­
nase enhances Ca2+ current and poten­
tiates the serotonin-induced Ca2+ current 
increase in snail neurones. Nature 323: 
812-14 

97. Pogun SK. Baumann MH. Kuhar MJ. 
1994. Nitric oxide inhibits [3H] dopa­
mine uptake. Brain Res. 641:83-91 

98. Prabhakar NR, Kumar GK. Chang CoHo 
Agani FH. Haxhiu MA. 1993. Nitric 
oxide in the sensory function of the 
carotid body. Brain Res. 625:16-22 

99. Prast H. Philippu A. 1 992. Nitric oxide 
releases acetylcholine in the basal fore­
brain. Eur. J. Pharmacol. 216: 139-40 

100. Regidor J. Montesdeoca J. Ramirez­
Gonzalez JA. Hernandez-Urquia CM. 
Divac I. 1993. Bilateral induction of 
NADPH-diaphorase activity in neocor­
tical and hippocampal neurons by uni­
lateral injury. Brain Res. 631:171-74 

101.  Reiser G. 1990. Mechanisms of stimu­
lation of cyc1ic-GMP level in a neuronal 
cell line mediated by serotonin (5-HT3) 
receptors. Involvement of nitric oxide 
arachidonic acid metabolism and cytoso­

lie Ca2+. Eur. 1. Biochem. 189:547-52 
102. Reiser G. 1990. Endothelin and a Ca2+ 

ionophore raise cyclic GMP levels in a 
neuronal cell line via formation of nitric 
oxide. Br. J. Pharmacol 101 :722-26 

103. Rettori V. Belova N. Dees WL, Nyberg 
CL. Gimeno M. McCann SM. 1993. 
Role of nitric oxide in the control of 
luteinizing hormone-releasing hormone 
release in vivo and in vitro. Proc. Natl. 
Acad. Sci. USA 90: 10130-34 

104. Rettori V. Kamat A. McCann SM. 1 994. 
Nitric oxide mediates the stimulation of 
luteinizing-hormone releasing hormone 
release induced by glutamic acid in vitro. 
Brain Res. Bull. 33:501-3 

105. Rivier C. Shen GH. 1 994. In the rat. 
endogenous nitric oxide modulates the 
response of the hypothalamic-pituitary­
adrenal al(is to interleukin-l � vasopres­
sin and oxytocin. J. Neurosci. 14: 
1985-93 

105a. Robertson BE, Schubert R. Hescheler J, 
Nelson MT. 1993. cGMP-dependent 
protein kinase activates Ca-activated K+ 
channels in cerebral artery smooth mus­
cle cells. Am. 1. Physiol. 265:C299-303 

106. Sakurai M. 1987. Synaptic modification 
of parallel fibre-Purkinje cell transmis­
sion in in vitro guinea-pig cerebellar 
slices. 1. Physiol. 394:463-80 

107. Sakurai M. 1 990. Calcium is an intra­
cellular mediator of the climbing fiber 
in induction of cerebellar long-term de­
pression. Proc. NaIL. Acad. Sci. USA 
87:3383-85 

A
nn

u.
 R

ev
. P

hy
si

ol
. 1

99
5.

57
:6

83
-7

06
. D

ow
nl

oa
de

d 
fr

om
 a

rj
ou

rn
al

s.
an

nu
al

re
vi

ew
s.

or
g

by
 U

ni
ve

rs
id

ad
e 

Fe
de

ra
l d

o 
R

io
 d

e 
Ja

ne
ir

o 
on

 0
7/

07
/1

0.
 F

or
 p

er
so

na
l u

se
 o

nl
y.



108. Salter M, Knowles RG, Moncada S. 
199 1 .  Widespread tissue distribution 
species distribution and changes in ac­
tivity of Ca2+ -dependent and Ca2+ -inde­
pendent nitric oxide synthases. FEBS 
Lett. 291 : 145-49 

109. Salvemini D, Misko TP, Masferrer JL, 
Seibert K, Currie MG, Needleman P. 
1993. Nitric oxide activates cycloox­
ygenase enzymes. Proc. Natl. Acad. Sci. 
USA 90:7240-44 

1 10. Saxon DW, Beitz AJ. 1 994. Cerebellar 
injury induces NOS in Purkinje cells 
and cerebellar afferent neurons. Neu­
roReport 5:809-1 2  

1 1 1 . Schaad NC, Vanecek J, Schulz PE. 
1 994. Photoneural regulation of rat pi­
neal nitric oxide synthase. J. Neuro­
chern. 62:2496-99 

1 12. Schuman EM, Madison DV. 1991 .  A 
requirement for the intercellular mes­
senger nitric oxide in long-term poten­
tiation. Science 254:1503-6 

1 13.  Schuman EM, Madison DV. 1994. Lo­
cally distributed synaptic potentiation in 
the hippocampus. Science 263:532-36 

1 14. Shapoval LN, Sagach VF, Pobegailo LS. 
199 1 .  Nitric oxide influences ventrolat­
eral medullary mechanisms of vasomo­
tor control in the cat. Neurosci. Lett. 
1 32:47-50 

1 15. Shibuki K, Okada 0. 1 991.  Endogenous 
nitric oxide release required for long­
term synaptic depression in the cerebel­
lum. Nature 349:326-28 

1 1 6. Shiells R, Falk G. 1 992. Retinal on-bi­
polar cells contain a nitric oxide-sensi­
tive guanylate cyclase. NeuroReport 3: 
845-48 

1 17. Shiells RA, Falk G. 1990. Glutamate 
receptors of rod bipolar cells are linked 
to a cyclic GMP cascade via a G-protein. 
Proc. R. Soc. London Ser. B 242:91-94 

1 18.  Simmons ML, Murphy S. 1992. Induc­
tion of nitric oxide synthase in glial 
cells. J. Neurochern. 59:897-905 

1 19. Smith WL, Marnell U, DeWill DL. 
1 99 1 .  Prostaglandin and thromboxane 
biosynthesis. Phannacol. Ther. 49:153-
79 

1 20. Solodkin A, Traub RJ, Gebhart GF. 
1992. Unilateral hindpaw inflammation 
produces a bilateral increase in NADPH­
diaphorase histochemical staining in the 
rat lumbar spinal cord. Neurosci. Lett. 
5 1 :495-99 

1 2 1 .  Sonnenburg WK, Mullaney PJ, Beavo 
JA. 1991 .  Molecular cloning of cyclic 
GMP-stimulated cyclic nucleotide phos­
phodiesterase cDNA. J. Bioi. Chem. 
266: 1 7655-61 

122. Sorkin LS. 1993. NMDA evokes an 
L-NAME-sensitive spinal release of glu-

NO IN THE eNS 705 

tamate and citrulline. NeuroReport 4: 
479-82 

123. Southam E, East SJ, Garthwaite J. 1 99 1 .  
Excitatory amino acid receptors coupled 
to the nitric oxide:cyclic GMP pathway 
in rat cerebellum during development. 
J. Neurochem. 56:2072-81 

124. Southam E, Garthwaite J. 199 1 .  Climb­
ing fibres as a source of nitric oxide in 
the cerebellum. Eur. J. Neurosci. 3:379-
82 

125. Southam E, Garthwaite J. 1993. The 
nitric oxide-cyclic GMP signalling path­
way in rat brain. Neuroplu:mnacology 
32: 1267-77 

126. Steel JH, Terenghi G, Chung JM, Na 
HS, Carlton SM, Polak 1M. 1994. In­
creased nitric oxide synthase immuno­
reactivity in rat dorsal root ganglia in a 
neuropathic pain model. Neurosci. Lett. 
169:81-84 

127. Summy-Long JY, Bui V, Mantz S, 
Koehler E, Weisz J, Kadekaro M. 1993. 
Central inhibition of nitric oxide syn­
thase preferentially augments release of 
oxytocin during dehydration. Neurosci. 
Leu. 152: 1 90-93 

128. Togashi H, Sakuma I, Yoshioka M, 
Kobayashi T, Yasuda H, et aI. 1 992. A 
central nervous system action of nitric 
oxide in blood pressure regulation. J. 
Phannacol. Exp. Ther. 262:343-47 

129. Travagli RA, Gillis RA. 1994. Nitric 
oxide-mediated excitatory effect on neu­
rons of dorsal motor nucleus of vagus. 
Am. Physiol. Soc. 266:0154-60 

130. Traylor TG, Sharma VS. 1992. Why 
NO? Biochemistry 3 1 :2847-49 

1 3 1 .  Tsou K, Snyder GL, Greengard P. 1993. 
Nitric oxide/cGMP pathway stimulates 
phosphorylation of DARPP-32, a dopa­
mine- and cAMP-regulated phosphopro­
tein in the substantia nigra. Proc. Nat/. 
Acad. Sci. USA 90:3462-65 

1 32. Uhler MD. 1993. Cloning and expres­
sion of a novel cyclic GMP-dependent 
protein kinase from mouse brain. J. Bioi. 
Chern. 268 : 1 3586-91 

1 33. Verge VMK, Xu Z, Xu X-J, Wiesenfeld­
Hallin Z, Hokfelt T. 1992. Marked in­
crease in nitric oxide synthase mRNA 
in rat dorsal root ganglia after peripheral 
axotomy: in situ hybridization and func­
tional studies. Proc. Nat!. Acad. Sci. 
USA 89:1 1617-21 

134. Vincent SR. 1994. Nitric oxide: a radical 
neurotransmitter in the central nervous 
system. Prog. Neurobiol. 42:1 29-60 

1 35. Vizzard MA, Erdman SL, de Groat WC. 
1993. The effect of rhizotomy on 
NADPH diaphorase staining in the lum­
bar spinal cord of the rat. Brain Res. 
607:349-53 

A
nn

u.
 R

ev
. P

hy
si

ol
. 1

99
5.

57
:6

83
-7

06
. D

ow
nl

oa
de

d 
fr

om
 a

rj
ou

rn
al

s.
an

nu
al

re
vi

ew
s.

or
g

by
 U

ni
ve

rs
id

ad
e 

Fe
de

ra
l d

o 
R

io
 d

e 
Ja

ne
ir

o 
on

 0
7/

07
/1

0.
 F

or
 p

er
so

na
l u

se
 o

nl
y.



706 GARTHWAITE & BOULTON 

136. Wallace MN. Bisland SK. 1994. 
NADPH-diaphorase activity in activated 
astrocytes represents inducible nitric 
oxide synthase. Neurosci. Lett. 59:905-
1 9  

137. Wang Z-Z. Stensaas U. Bredt DS. 
Dinger B. Fidone S1. 1994. Localiza­
tion and actions of nitric oxide in the 
cat carotid body. Neuroscience 60:275-

86 

138. Wendland B. Schweizer FE. Ryan TA. 
Nakane M. Murad F. et al. 1994. Exis­
tence of nitric oxide synthase in rat 
hippocampal pyramidal cells. Proc. 
Natl. Acad. Sci. USA 91:2151-55 

139. Williams 1H. Li V-G. Nayak A. 
Errington ML. Murphy KPSJ. Bliss 
TVP. 1 993. The suppression of long­
term potentiation in rat hippocampus by 
inhibitors of nitric oxide synthase is 
temperature and age dependent. Neuron 
1 1 :877-84 

139a. Wood J. Garthwaite J. 1994. Models of 
diffusional spread of nitric oxide: im­
plications for neural nitric oxide signal­
ling and its pharmacological properties. 
Neuropharmacology. 33: 1235-44 

140. Wu W. 1993. Expression of nitric-oxide 
synthase (NOS) in injured CNS neurons 
as shown by NADPH diaphorase histo­
chemistry. Exp. Neurol. 120:153-59 

141 .  Wu W. Scott DE. 1993. Increased ex­
pression of nitric oxide synthase in hy­
pothalamic neuronal regulation. Exp. 
Neural. 121 :279-83 

142. Xu Z-Q. Pieri bone VA. Zhang X. Grill­
ner S. Hokfelt T. 1994. A functional 
role for nitric oxide in locus coeruleus: 
immunohistochemical and electrophysi­
ological studies. Exp. Brain Res. 98:75-

83 

143. Yamagata K. Andreasson KI. Kaufmann 
WE. Barnes CA. Worley PF. 1993. Ex­
pression of a mitogen-inducible eyclo­
oxygenase in brain neurons: regulation 
by synaptic activity and glucocorticoids. 
Neuron 1 1 :371-86 

143a. Yau K-W. 1 994. Cyclic nucleotide­
gated channels: an expanding new fam­
ily of ion channels. Proc. Natl. Acad. 
Sci. USA 41 :3481-83 

144. Yu W-HA. 1994. Nitric oxide synthase 
in motor neurons after axotomy. J. 
Histochem. Cylochem. 42:451-57 

145. Zhuo M. Hu Y. Schultz C. Kandel ER. 
Hawkins RD. 1994. Role of guanylyl 
cyclase and cGMP-dependent protein 
kinase in long-term potentiation. Nature 
368:635-39 

146. Zhuo M. Kandel ER. Hawkins RD. 
1994. Nitric oxide and cGMP can pro­
duce either synaptic depression or po­
tentiation depending on the frequency 
of presynaptic stimulation in the hippo­
campus. NeuroRepon 5:1033-36 

147. Zhuo M. Small SA. Kandel ER. Haw­
kins RD. 1993. Nitric oxide and carbon 
monoxide produce activity-dependent 
long-term synaptic enhancement in the 
hippocampus. Science 260:1946--50 

A
nn

u.
 R

ev
. P

hy
si

ol
. 1

99
5.

57
:6

83
-7

06
. D

ow
nl

oa
de

d 
fr

om
 a

rj
ou

rn
al

s.
an

nu
al

re
vi

ew
s.

or
g

by
 U

ni
ve

rs
id

ad
e 

Fe
de

ra
l d

o 
R

io
 d

e 
Ja

ne
ir

o 
on

 0
7/

07
/1

0.
 F

or
 p

er
so

na
l u

se
 o

nl
y.


	Annual Reviews Online
	Search Annual Reviews
	Annual Review of Physiology Online
	Most Downloaded Physiology Reviews
	Most Cited Physiology Reviews
	Annual Review of Physiology Errata
	View Current Editorial Committee


	ar: 
	logo: 



