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■ Abstract Compartmentalization of cyclic AMP-dependent protein kinase (PKA)
is achieved through association with A-kinase anchoring proteins (AKAPs). AKAPs
are a group of structurally diverse proteins with the common function of binding to the
regulatory subunit of PKA and confining the holoenzyme to discrete locations within
the cell. This mode of regulation ensures that PKA is exposed to isolated cAMP gra-
dients, which allows for efficient catalytic activation and accurate substrate selection.
Several AKAPs coordinate multiple members of signaling cascades, effectively as-
sembling upstream activators and downstream effectors within the same macromolec-
ular complex. Consequently, AKAPs may serve as points of integration for numerous
signaling pathways. This review details the most recent advances in our understand-
ing of the various biological functions dependent upon AKAP-anchored signaling
complexes.

INTRODUCTION

Extracellular signals such as hormones, neurotransmitters, and growth factors regu-
late a wide variety of cellular activities including ion channel modulation, neuronal
excitation, cell growth, and cell differentiation (1–3). Intracellular transduction
systems receive these signals via receptors and transmit them quickly and pre-
cisely, which results in the amplification of specific biological responses. Since
cells often are exposed to several messengers simultaneously, maintaining the fi-
delity of these networks is crucial to elicit appropriate physiological responses.
Phosphorylation represents a major reversible mechanism for activation and deac-
tivation of components in a signaling pathway. Given that many kinases and phos-
phatases have broad substrate specificities, a fundamental question is how they
accurately select effector molecules. A principal strategy employed to achieve this
specificity is compartmentalization of signaling enzymes (4). This review high-
lights the most recent advances in our understanding of signal transduction events
mediated by A-kinase anchoring protein (AKAP) compartmentalized signaling
complexes.
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Cyclic AMP-Dependent Protein Kinase

Activation of cyclic AMP-dependent protein kinase (PKA) is one of the best-
characterized signaling pathways. PKA is a serine/threonine kinase composed of
two catalytic (C) subunits held in an inactive state by association with a regula-
tory (R) subunit dimer (5–9). The catalytic subunits are encoded by three different
genes, Cα, Cβ, and Cγ , while the regulatory subunits are expressed from four
different genes, RIα, RIβ, RIIα, and RIIβ (10–13). The regulatory subunit is a
modular polypeptide containing an N-terminal dimerization domain, an autophos-
phorylation site that serves as a principal contact site for the catalytic subunit, and
two cyclic AMP (cAMP) binding sites. Activation of PKA is solely executed by the
major, diffusible secondary messenger cAMP (7, 14, 15). Binding of two cAMP
molecules to each regulatory subunit relieves the PKA autoinhibitory contact, al-
lows the catalytic subunits to dissociate (3, 16, 17), and results in phosphorylation
of local substrates.

Two forms of the heterotetrameric PKA holoenzyme exist: type I (RIα and RIβ
dimers) and type II (RIIα and RIIβ dimers). Type I PKA is predominantly cyto-
plasmic and more sensitive to cAMP than type II (7, 18). In contrast, almost 75% of
type II PKA associates with specific cellular structures and organelles (reviewed in
2, 3). These differences in cAMP affinity and subcellular localization between the
two PKA types are proposed to contribute to specificity in physiological responses.

Regulation of PKA by A-Kinase Anchoring Proteins

Discrete localization of type II PKA within the cell is due chiefly to association
of the regulatory subunit with nonenzymatic scaffolding proteins called A-kinase
anchoring proteins (AKAPs) (reviewed in 19–22). The first AKAPs, MAP2 and
AKAP75, were originally discovered as contaminants of type II PKA holoenzyme
preparations (23, 24). The family has since grown to include over 50 members.

AKAPs are structurally diverse but functionally similar proteins defined on the
basis of their ability to bind to PKA and coprecipitate catalytic activity (Figure 1).
All contain an amphipathic helix of 14 to 18 residues that functions to bind to
the N-termini of the PKA-RII dimer (25–27). Each AKAP also contains a unique
subcellular targeting domain that restricts its location within the cell (20, 21).
AKAPs tether inactive PKA holoenzymes at defined locations within the cell where
they are poised to phosphorylate local substrate in response to cAMP activation.
This method of regulation ensures that PKA is exposed to compartmentalized
pools of cAMP locally generated by adenylate cyclases and phosphodiesterases,
allowing for efficient catalytic activation and appropriate substrate selection (28).
The final and most recently appreciated property of several AKAPs is their ability
to coordinate other signaling enzymes into multivalent signaling complexes.

Generally, AKAPs predominantly anchor RII-containing PKA holoenzymes.
This interaction occurs with nanomolar affinity (29) and seems to be favored in
vivo over the AKAP-RI association that occurs at 100-fold lower affinity (30).
However, there are a few examples where AKAP interaction is not exclusive to the
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Figure 1 Functional motifs of AKAPs. (1) A conserved binding domain interacts
with the AKAP binding surface on the regulatory subunit dimer of PKA. (2) Unique
targeting domains direct AKAP signaling complexes to distinct intracellular locations.
(3) Additional binding sites for other signaling components such as kinases, phos-
phatases, or potential substrates.

RII subunit. For instance, AKAPCE was demonstrated to interact specifically with
the RI-like subunit of PKA inCaenorhabditis elegans(31). Furthermore, in vitro
biochemical evidence suggested the existence of a family of dual function AKAPs
that bind to both RI and RII (32). In fact, AKAP220 immunoprecipitates from
human testis lysate contained both PKA RI and RII subunits (33), which confirms
the ability of an AKAP to interact with both types of regulatory subunits in vivo.

The Evolution of AKAPs

In yeast the PKA regulatory subunit is encoded by one gene,BCY1, and its sub-
cellular localization is regulated by the available carbon source (34). Yeast grown
on glucose exhibit nuclear localization of Bcy1, and carbon source-derepressed
cells show an even distribution between the nucleus and cytoplasm. While Bcy1
forms a dimer structurally similar to mammalian RII (35), there is no evidence
that structural homologues of AKAPs exist in yeast (21). Alternatively, one study
suggests that the molecular mechanism of Bcy1 subcellular localization may be
dependent upon the phosphorylation states of two serine rich clusters found in its
N-terminus (36). Unphosphorylated Bcy1 was found exclusively in the nucleus,
while Yak1 kinase-dependent phosphorylation of either serine cluster directed
Bcy1 to the cytoplasm. A yeast two-hybrid screen for Bcy1 interactors identified
Zds2 and led to the identification of Zds1 based on homology (36). Binding of Zds1
to the second cluster of phosphorylated serines in Bcy1 resulted in its cytoplasmic
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retention. This localization was abolished in azds1mutant strain, though Bcy1
remained phosphorylated. This suggests that phosphorylated Bcy1 binds to Zds1
and is targeted to the cytoplasm, while unphosphorylated Bcy1 remains nuclear.
Additionally, there is evidence for cytoplasmic retention of Bcy1 by the first cluster
of serines independent of Zds1 (36). This may suggest the existence of a different
binding partner available for Bcy1 cytoplasmic retention. Thus, functional but not
structural homologues of AKAPs may exist in yeast (36).

Different mechanisms for regulating the localization of the PKA holoenzyme
may have evolved to handle the complexity of signaling in mammalian cells. For
instance, overexpression of the unique mAKAP-targeting fragment in cardiomy-
ocytes displaced endogenous mAKAP from its normal perinuclear location in
differentiated cells (37). This evidence suggests that mAKAP may bind to a sat-
urable targeting partner at the nuclear membrane. Consequently, the mammalian
system may have developed the use of AKAPs as an additional level of specificity,
while the yeast system may directly utilize PKA targeting partners without the
AKAP intermediate.

Coordination of Multivalent Signaling Complexes by AKAPs

The most important duty of several AKAPs to date is to coordinate signal trans-
duction complexes by recruiting multiple signaling enzymes near potential sub-
strates. This mechanism effectively joins upstream activators with specific down-
stream targets within a discrete signaling complex (38). AKAP79 (39), yotiao
(40), AKAP220 (41), gravin (42), WAVE (43), and mAKAP (44, 45) function in
this capacity. Strikingly, there is evidence that Bcy1-interacting proteins, Zds1 and
Zds2, also interact with signaling enzymes such as protein kinases Snf1 and Pkc1
(46, 47). This provides for the possibility of multivalent signaling platforms in
yeast (36). Understanding these compartmentalized signal transduction units may
allow us to determine whether molecular aberrations disrupting these complexes
can be linked to the progression of various disease states. Two very recent reviews
detail the roles of AKAPs in the coordination of multivalent signaling complexes
including AKAP79 (48) and those AKAPs involved in cytoskeletal reorganiza-
tion events (49). Therefore, this review focuses only on mAKAP, AKAP220, and
AKAP350/AKAP450/CG-NAP/yotiao in the context of coordinating distinct sig-
naling complexes to mediate different biological functions.

MUSCLE AKAP (mAKAP)

Coordination of a multivalent signaling complex by muscle AKAP (mAKAP)
has been described for two subcellular regions of cardiomyocytes: the perinuclear
membrane and the sarcoplasmic reticulum (SR). mAKAP was originally cloned
and characterized as AKAP100 (50). It was identified from a human hippocampal
cDNA expression library using radioactively labeled RIIα in a modified Western
blot procedure called an RII overlay (51). Later, AKAP100 was shown to be a
truncated clone, and the human and rat genes were cloned in their entirety by the
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5’ RACE procedure (37). Northern blot analysis revealed a single 8-kb mRNA
transcript in humans with highest levels of expression found in heart and skeletal
muscle and lowest levels in lung and brain (50). The rat and human proteins contain
over 2300 amino acid residues with 79% identity and are predominantly expressed
in heart, brain, and skeletal muscle (37).

The RII binding domain of mAKAP maps to amino acid residues 2055 through
2072, and proline substitution into the amphipathic helix disrupts the RII/mAKAP
interaction in vivo (37). Endogenous mAKAP immunoprecipitated from L6 rhab-
domyosarcoma cells copurified PKI-sensitive kinase activity, which demonstrates
an in vivo interaction between mAKAP and PKA (37).

The targeting domain of mAKAP consists of three spectrin-like repeat se-
quences (37). Subcellular localization experiments performed by transfection of
GFP-tagged mAKAP or by indirect immunofluorescence localized mAKAP to
the perinuclear region (37, 50) and the sarcoplasmic reticulum of cardiomyocytes
(44, 52) and at intercalated discs in adult rat heart tissue sections (52). Overex-
pression of a spectrin-targeting fragment displaced endogenous mAKAP from
its normal perinuclear location in differentiated cardiomyocytes (37). Thus, de-
localization of the endogenous anchoring protein from targeting sites inside cells
implies the feasibility of developing reagents specific for displacing mAKAP. This
is in contrast to the Ht31 peptide reagent that globally delocalizes PKA from all
AKAPs. Ht31 peptide is a fragment consisting of an amphipathic helix that binds
to PKA and prevents its proper subcellular localization within the cell (29, 53, 54).
Identifying AKAP-interacting proteins involved in subcellular localization would
allow for the development of reagents that specifically disrupt the location of a
particular AKAP. Thus, this would permit the specific dissection of each AKAP’s
function in a physiological process.

mAKAP Signaling Complex at the Perinuclear
Membrane of Cardiomyocytes

Functional mAKAP is implicated in the proper development of cardiomyocytes
(37). In rat neonatal ventriculocytes (RNV) stimulated to adopt a differentiated
hypertrophic phenotype, mAKAP expression was induced and localized to the nu-
clear membrane (37). It is not understood exactly which signals stimulate mAKAP
expression, but it is clear that it coincides with cellular differentiation. The induc-
tion of mAKAP also caused a redistribution of PKA RII to the nuclear membranes
of cardiomyocytes. Unstimulated RNVs that did not undergo differentiation con-
tained undetectable levels of mAKAP, and RII was found in the cytoplasm (37).
Thus, it appears that one of mAKAP’s chief roles is to redistribute PKA to the
nuclear membrane of differentiated myocytes.

In addition to this function, mAKAP coordinates a signaling complex at the
perinuclear region that contains the PDE4D3 phosphodiesterase and PKA (45).
Induction of mAKAP promotes the recruitment of PDE4 to the perinuclear mem-
branes much like PKA. This localization is consistent with subcellular fractionation
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data whereby PDE4D subtypes were found in the outer perinuclear membranes of
isolated cardiac nuclei (55). In vitro binding assays using bacterial purified proteins
verified that PDE4D3 binds directly to an mAKAP fragment containing residues
1286 through 1831 (45). Thus, mAKAP establishes a platform for signaling at the
perinuclear membrane of cardiomyocytes by directly tethering together a kinase
and a phosphodiesterase.

These and other functional studies suggest that mAKAP provides the molecular
framework for the assembly of a PKA/PDE negative feedback loop (45) (Figure 2).
PKA phosphorylates Ser-13 and Ser-54 of PDE4D3 (56, 56a, 56b), which results
in increased PDE4D3 activity (56, 56c). Consequently, exposure to cAMP results
in the activation of both PDE4D3 and PKA. In cells cotransfected with mAKAP,
phosphorylation of transfected PDE4D3 markedly increased as determined by an-
tiphosphoserine blotting (45). This confirms that the mAKAP-associated PDE4D3
is a PKA substrate. Further enzymatic assays demonstrated that stimulation of
mAKAP-anchored pools of PKA from rat heart extract enhanced cAMP degrada-
tion two-fold. This increase was abolished in the presence of PKA inhibitor PKI and
anchoring inhibitor peptide Ht31 (45). Thus, PKA activation increases PDE4D3
activity. Finally, mAKAP-anchored PKA activity decreased upon cotransfection
of PDE4D3, an effect that was blocked by the presence of PDE4 specific inhibitor
rolipram (45). Thus, the model put forth by Dodge et al. (45) is that local gener-
ation of cAMP activates mAKAP-anchored PKA. PKA phosphorylates mAKAP-
anchored PDE4D3, which results in increased phosphodiesterase activity. This
causes increased cAMP metabolism that, in turn, attenuates PKA activity. This sys-
tem demonstrates a tightly coupled cAMP signaling module mediated by mAKAP
that may be significant for feedback inhibition of PKA phosphorylation events (45).

Figure 2 Negative feedback loop coordinated by mAKAP. (A) Under basal conditions,
PKA is inactive and the PDE maintains low intracellular concentrations of cAMP. (B) Upon
hormonal stimulation, the generation of cAMP increases and overcomes the basal rate of
PDE-mediated cAMP degradation, allowing for activation of PKA and phosphorylation of
local substrates. (C) PKA phosphorylation of mAKAP-anchored PDE enhances PDE activity,
causes increased cAMP degradation, and results in decreased PKA activity.
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The physiological consequences of the redistribution of PKA and PDE4D3 to
the nuclear membrane by mAKAP are unknown; however, there are two obvious
implications at this point. First, PKA phosphorylation induces certain cAMP-
responsive genes that propagate the hypertrophic phenotype (57). As mentioned,
expression of mAKAP is induced only upon differentiation of cells into cardiomy-
ocytes. Thus, the redistribution may be an early response required for the full
execution of differentiation and for the hypertrophic response.

Second, the chromosomal locus of the human mAKAP gene colocalizes with a
genetic locus for a familial cardiomyopathy called arrhythmogenic right ventricular
dysplasia (ARVD) (58). ARVD is a dominantly inherited progressive disease of the
myocardium, which has an estimated incidence as high as 6 in 10,000 individuals
(59). Pathologically, this disease is characterized as replacement of right ventricular
myocardium with fibrofatty tissue, and it is considered to be a significant cause
of ventricular arrhythmia and sudden death in adolescents and young adults (60).
ARVD has been linked to mutations at one of several genetic loci (59). One locus
found on chromosome 14q between markers D14S62 and D14S69 (58) coincides
with the mAKAP gene location, which implicates mAKAP as a candidate gene
for ARVD disease (37). Proper localization of PKA/PDE signaling complexes
by mAKAP may be required to prevent the diseased state. Hence, the mAKAP
complex may be important not only in heart development but also in maintenance
of healthy heart function.

mAKAP Signaling Complex at the Sarcoplasmic Reticulum

The ryanodine receptor (RyR2) is a calcium release channel found on the sarcoplas-
mic reticulum (SR) of cardiac muscle. Coupled gating of these channels causes the
release of intracellular stores of calcium from the SR. This is thought to be impor-
tant for cardiac muscle excitation-contraction (EC) coupling that controls muscle
contraction (61). Cosedimentation and coimmunoprecipitation experiments deter-
mined that a complex containing mAKAP, PKA, FKBP12.6, phosphatase PP1,
and phosphatase PP2A associates with the ryanodine receptor (44). Discovery of
such a rich signal transduction complex associated with RyR2 potentially provides
considerable molecular insight into the regulation of its function and the resulting
physiological response.

Initial experiments (44) demonstrated that the ryanodine receptor was a sub-
strate of PKA in vitro, phosphorylating GST-RyR2 on serine 2809. This kinase
activity was specific for PKA, as the PKA inhibitor PKI abolished the majority
of the observed phosphorylation. The molecular mechanism behind regulation
of RyR2 by PKA phosphorylation involves FKBP12.6 (44), acis-transpeptidyl-
prolyl isomerase and cytosolic receptor for immunosupressant drugs (62, 63). It is
hypothesized that one molecule of FKBP12.6 per each subunit of the tetrameric
RyR2 helps keep the channel closed when cytosolic Ca2+ is low (64, 65). Kinase as-
says performed on RyR2 immunoprecipitates demonstrated that PKA phosphory-
lation of RyR2 inhibits FKBP12.6 binding (44). The physiological consequences of
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RyR2 hyperphosphorylation manifested as altered channel function—specifically,
showing increased calcium sensitivity and elevated channel activity. Thus, PKA
phosphorylation of RyR2 appears to facilitate coupled gating of RyR2 channels
by regulating the binding of FKBP12.6 to the channel (44).

In vivo evidence generated by back-phosphorylation and antiphosphoserine
immunoblot studies demonstrated that RyR2 channels in failing hearts were hy-
perphosphorylated by PKA (44). These studies suggested that three out of four
PKA sites on RyR2 were phosphorylated in failing hearts, whereas only one site in
normal hearts was phosphorylated. This was independent of an increase in levels
of PKA protein associated with RyR2. Conversely, decreased phosphatase activity
could account for hyperphosphorylation since PP1 and PP2A interact with this
complex (44). Pulldown experiments using GST-RyR2 fragments localized the
PP1 binding domains to amino acid residues 513 through 808 and the PP2A bind-
ing domain to amino acids 1451 through 1768, though neither may be a direct
interaction (44). Levels of PP1 and PP2A protein associated with RyR2 immuno-
precipitates were significantly decreased in failing hearts (44), while the overall
cellular PP1 protein level increases in failing hearts (66). This suggests that PKA
hyperphosphorylation may be due to a local decrease in phosphatases associated
with the RyR2 complex (44). Hence, there is significant evidence that regulation
of RyR2 by mAKAP-anchored PKA activity may mediate SR calcium release
and that deregulation of these channels in failing hearts may contribute to cardiac
malfunction.

Alternatively, another study suggested that delocalized PKA contributes to heart
failure (67). This study utilized the Ht31 reagent, which is an AKAP fragment con-
sisting of an amphipathic helix that competes for PKA binding (29, 53, 54). Ht31
overlay experiments and surface plasmon resonance spectroscopy demonstrated
that autophosphorylation of RII facilitated Ht31 peptide binding. This suggests that
the AKAP/PKA interaction is regulated by RII autophosphorylation: an interesting
observation since it is reminiscent of the subcellular localization strategy utilized
by the yeast system (36). Furthermore, backphosphorylation experiments demon-
strated that autophosphorylated RII was decreased in failing hearts (67). This
suggests that there is less AKAP/RII interaction in failing hearts, which leads to
delocalized PKA activity and a decrease in PKA substrate phosphorylation. Conse-
quently, several mechanisms may contribute to a variety of different heart failures.

AKAP220

AKAP220 was first identified from a rat pituitary cDNA expression library, using
radiolabelled RIIα in an overlay procedure (68). Northern analysis detected 9.7-kb
and 7.3-kb transcripts in heart, lung, testis, and kidney, and the brain expressed
yet a third 5.5-kb message. The highest mRNA levels were detected in brain and
testis. Human AKAP220 was similarly identified by RII overlay and cloned in
its entirety by 5’ RACE (33). Similarly sized human mRNA transcripts were also
present at high levels in human testis, brain, and heart. Rat (1129 amino acids) and
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human (1901 amino acids) AKAP220 are highly homologous in their C-termini;
however, the human orthologue contains a unique N-terminus (33).

The PKA RII binding region of AKAP220 was narrowed to the common
C-terminal region of the protein (33, 68). In vitro assays using a recombinant
rat AKAP220 fragment containing amino acid residues 761 through 1129 con-
firmed that it bound to RIIα by overlay (68). Sequence comparison to AKAP150
and Ht31 narrowed the amphipathic helix to residues 905 through 918. In vivo
evidence for an AKAP220-RII interaction was determined by copurification of
PKA catalytic activity with AKAP220 immunoprecipitates from rat testis lysate.
Its specificity was confirmed upon inhibition in the presence of PKI (68). Fur-
thermore, indirect immunofluorescence of AKAP220 and RII confirmed distinct
yet overlapping patterns in the TM4 rat testis cell line (68). In contrast, human
AKAP220 coimmunoprecipitated both type I and type II PKA regulatory subunits,
which demonstrates the potential to tether both types of PKA within the cell (33).

The targeting domain of AKAP220 is not completely clear, but in rat it po-
tentially consists of a peroxisomal targeting motif (68). The final three amino
acid residues of rat AKAP220 are cysteine, arginine, and leucine (CRL), which
satisfies the criteria for a C-terminal peroxisomal targeting signal (69–71). Indi-
rect immunofluorescence of AKAP220 and a peroxisomal marker in the TM3 and
TM4 rat testis cell lines showed similar punctate staining patterns (68). These data
suggest that AKAP220 may associate with a portion of peroxisomes.

Alternatively, human AKAP220 protein does not contain the C-terminal CRL
motif (33). Indirect immunofluorescence localized human AKAP220 to the cy-
toplasm of premeiotic spermatocytes and colocalized AKAP220, RIIα, and RIα
to the midpiece/centrosome region of postmeiotic germ cells and mature sperm.
These data demonstrate variable AKAP220 localization depending upon devel-
opmental stage. This perhaps indicates the requirement of an additional targeting
protein whose expression is developmentally regulated, as similarly proposed for
mAKAP targeting (37). Furthermore, AKAP220 could not be isolated by detergent
extraction of sperm tails, which suggests a possible association with cytoskeletal
structures (33). This is in contrast to another midpiece-associated dual function
AKAP, S-AKAP84/D-AKAP1, that was soluble. Consequently, human AKAP220
subcellular localization may depend upon cell type and developmental stage.

The discrepancy between rat and human subcellular targeting domains is some-
what surprising considering that other AKAP orthologues retain similar targeting
domains. Since the CRL motif of rat AKAP220 was not tested rigorously to deter-
mine whether it was indeed the subcellular targeting domain, it is possible that it
may not be important for AKAP220 function in vivo. Thus, another as yet uniden-
tified targeting sequence common to both rat and human AKAP220 may exist. A
more plausible speculation is that alternative splicing occurs with the AKAP220
gene. This idea is supported by the detection of three AKAP220 mRNA transcripts.
Consequently, different targeting domains could be present in the various splice
forms, and localization may depend upon the spatial and temporal expression of
each form.

A
nn

u.
 R

ev
. P

ha
rm

ac
ol

. T
ox

ic
ol

. 2
00

2.
42

:2
35

-2
57

. 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
N

IV
E

R
SI

T
Y

 O
F 

W
A

SH
IN

G
T

O
N

 o
n 

01
/3

0/
09

. F
or

 p
er

so
na

l u
se

 o
nl

y.



9 Dec 2001 10:45 AR AR150-11.tex AR150-11.sgm LaTeX2e(2001/05/10)P1: GJC

244 MICHEL ¥ SCOTT

AKAP220 Signaling Complexes

Evidence that AKAP220 is a platform for a multivalent signaling complex was
found when it was recognized that the human protein contains an R/KVXF (single
letter amino acid code) motif. This loosely defined motif is a consensus site for as-
sociation with PP1 (72, 73). Based on this evidence a variety of human AKAP220
fragments were used in a PP1 overlay assay to test for binding. A fragment en-
compassing residues 385 through 530, including the R/KVXF motif, bound to the
phosphatase (41). Surface plasmon resonance spectroscopy revealed that recom-
binant PP1cα bound to this fragment with nanomolar affinity, while the analogous
rat fragment bound with 20-fold lower affinity (41). Further in vitro mapping stud-
ies yielded additional binding determinants in the C-terminus between residues
1711 and 1901 of human AKAP220 (74). In vivo interaction was confirmed when
precipitation of PP1α from rat brain extract by microcystin-sepharose affinity re-
sulted in coprecipitation of AKAP220. In addition, confocal analysis of AKAP220,
PP1γ , and RII in rat hippocampal neurons demonstrated overlapping signals in
the cell body (41). Thus, a variety of in vitro and in vivo experiments support the
notion that AKAP220 can simultaneously associate with PP1 and RII.

Experiments testing functional activity showed that PP1β immunoprecipitates
from rat testis were enriched in specific PKA activity (41). Conversely, AKAP220
is a competitive inhibitor of PP1 activity as shown by in vitro phosphatase assays
(74) (Figure 3). Residues 1711 through 1901, which also contain PP1 binding
determinants, were required to maintain PP1 in an inactive state (74). The abil-
ity of AKAP220 to inhibit PP1 was further enhanced by anchoring of the PKA
RII subunit. Furthermore, RII still enhanced PP1 inhibition when tested with an
AKAP220-RII binding mutant, which suggests that RII directly binds to PP1 (74).
These experiments imply that the molecular mechanism of phosphatase inhibi-
tion by AKAP220 and RII involves separate binding sites on the phosphatase.
Thus, AKAP220 and RII appear to work in an additive manner to inhibit PP1 (74).
Other anchoring proteins such as gravin and AKAP79 also bind to and inhibit their
anchored enzymes (42, 75, 76). Thus, there is a precedent that AKAPs not only
can provide substrate specificity by subcellular localization, but also can render
an additional level of regulation by directly affecting the activity of an anchored
enzyme.

AKAP 350/450/CG-NAP/YOTIAO

Coordination of multivalent signaling complexes has been described for a family of
alternatively spliced AKAPs encoded by a single gene of 50 exons on 7q21 (77, 78).
These splice forms include at least two nearly identical forms of AKAP350 (77, 79),
AKAP450 (78), CG-NAP (80), and yotiao (81). AKAP350 was first identified by
RII overlay from purified centrosomes isolated from the human lymphoblastic
cell line KE37 (79). It was independently identified as AKAP450 by RII over-
lay screening of a Jurkat T lymphocyte expression library (78) and as CG-NAP
(Centrosome and Golgi localized PKN-associated protein) in a yeast two-hybrid
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Figure 3 RII binding enhances PP1 inhibition by AKAP220. The inhibitory prop-
erties of selected AKAP220 fragments toward PP1α were measured in the presence
of RII. (A) Dose-response curves for AKAP220(910-1901) fragment (closed trian-
gles), RII (open circles), and AKAP220(910-1901) fragment plus RII (open triangles)
are presented. Inset demonstrates the potential role of AKAP220 to coordinate RII-
anchoring in a manner that optimizes inhibitory contact with the phosphatase. (B)
Dose-response curves for the AKAP220(1711-1901) fragment in the presence (open
squares) and absence of RII (closed squares). Inset depicts how RII and the AKAP220
fragment act synergistically to inhibit the phosphatase. Reprinted with permission of
theJournal of Biological Chemistry(74).
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assay for PKN-interacting proteins (80). For simplicity, AKAP350/450/CG-NAP
is referred to as AKAP350 throughout this review and yotiao is discussed
separately.

AKAP 350/450/CG-NAP Coordinated Signaling Complexes

Northern analysis of AKAP350 demonstrated a wide tissue distribution with 9.5-kb
and 11-kb messages predominant in kidney and skeletal muscle, a 9.5-kb message
in liver, and an 11-kb message in heart and brain (77). The AKAP350 protein
product is predicted to be a coiled-coil protein with the unique property of con-
taining two putative RII binding regions at residues 1438–1455 and 2540–2558
(80). Though insoluble, AKAP350 could be extracted in part with the RII subunit
of PKA (79), and it colocalized with RII in vivo when analyzed by indirect im-
munofluorescence (80). Furthermore, two AKAP350 deletion mutants separately
encompassing each RII binding site were able to interact with RII in cells under
overexpression conditions (80). This potentially confers to AKAP350 the ability
to coordinate two PKA holoenzymes in one signaling complex.

Though the functional roles of PKA anchoring by AKAP350 are not certain,
its subcellular localization may provide a clue. Localization studies showed that
the C-terminal 266 amino acid residues fused to GFP were sufficient to localize
GFP to the centrosome (82). Other studies confirmed these findings using indirect
immunofluorescence and extended them by observing that AKAP350 centrosomal
localization is constant during the entire cell cycle (77, 80). Purely based on this
data, functional events mediated by AKAP350 may include some role in micro-
tubule nucleation or in cell cycle progression.

These data also indicate that the targeting domain of AKAP350 resides in its
C-terminus. Database search revealed that this C-terminal region contains at least
38% homology to the C-terminus of pericentrin (77, 78, 80, 82), another centroso-
mal AKAP (83). This common domain was dubbed the PACT domain (pericentrin-
AKAP450 centrosomal targeting domain), and its overexpression was able to
displace pericentrin from the centrosome (82). This suggests that AKAP350 and
pericentrin may compete for the same binding site within the centrosomal region.
Thus, the levels of AKAP protein expressed may dictate which signaling com-
plex is located at this particular site. Alternatively, it may be that AKAP350 and
pericentrin are present at the same site in cells to perform a coordinated function.

Finally, two studies also observed AKAP350 at the Golgi in interphase cells
(78, 80), whereas another saw additional discrete foci in the cleavage furrow of
dividing HCT116 cells during anaphase and telophase (77). This suggests that
AKAP350 may be required for events such as intracellular membrane trafficking
and formation of the contractile ring for cytokinesis. However, since colocalization
of RII with AKAP350 was not observed in the cleavage furrow, this particular
function appears independent of PKA activity (77).

In addition to PKA, AKAP350 can interact with multiple signaling enzymes
such as PKN, PP1, and PP2A (80). PKN is a serine/threonine kinase that associates
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with and phosphorylates intermediate filament proteins in vitro (84, 85). Thus, co-
ordination of PKN by AKAP350 signaling complexes could be important for
cytoskeletal reorganization events. Activation of PKN is achieved by the small
GTPase Rho (86–88), by unsaturated fatty acids (89, 90), or by truncation of its N-
terminal regulatory region (89–91). Interestingly, PKN binds to AKAP350 through
its N-terminal domain (80). The fact that PKN is activated upon truncation of its
N-terminus may imply that AKAP350 can influence the catalytic state of PKN.
Finally, the C-terminus of AKAP350 was shown to interact with the PP2A reg-
ulatory B subunit PR130, while a conventional R/KVXF motif at residues 1053
through 1056 provides the PP1-interacting determinant (80).

AKAP350 also associates with immature hypophosphorylated PKCε at the
golgi/centrosome area (92). PKC requires three phosphorylation events in order
to respond to second messenger signals and become active (93–96). One site is in
the activation loop, and two sites are C-terminal to the kinase domain (97, 98). The
activation loop of PKC, as well as that of PKB, is phosphorylated by the consti-
tutively active phosphoinositide-dependent protein kinase 1 (PDK1) (99–103). In
the case of PKB, its activation loop phosphorylation site is not available for phos-
phorylation by PDK1 until binding of phosphatidylinositol-(3,4,5)-triphosphate to
its pleckstrin homology domain. This interaction causes PKB translocation to the
plasma membrane and induces a conformational change that exposes the phos-
phorylation site (104). One study suggested that PKCε activation may occur in an
analogous manner (92). Thus, AKAP350 may act as a scaffold to direct the phos-
phorylation events required for PKCε maturation. Alternatively, AKAP350 could
simply protect the unstable premature protein from degradation (92). Thus, it is
clear that AKAP350 provides a point of integration for several distinct signaling
pathways to mediate a variety of physiological functions.

Yotiao and NMDA Receptor Function

Yotiao is the shortest splice variant of the AKAP350 locus. It was first identified
in a yeast two-hybrid screen for NR1 interacting proteins using the C-terminal
105 amino acid residues of NR1A, a subunit of the NMDA receptor (81). NMDA
receptors are a subclass of glutamate receptors found in the postsynaptic density
(reviewed in 105) that participate in synaptic plasticity (106, 107), neural develop-
ment, and excitotoxicity (108, 109). The receptors are heteromultimers composed
of an NR1 subunit and a variety of NR2 family members (110–114). Yotiao specif-
ically interacts with the splice form of NR1 that contains the C1 exon (40, 81).

Northern analysis detected yotiao mRNA transcript in a variety of tissues includ-
ing heart, brain, placenta, skeletal muscle, and pancreas (81). However, the probes
used to detect the transcript included sequences common to the other AKAP350
splice variants. Thus, the tissue distribution observed most likely is not unique to
yotiao but reflects the entire family. Yotiao protein was predominantly associated
with the membrane fraction generated from rat brain, which is consistent with an
interaction between yotiao and NR1 at synaptic sites (81). Immunohistochemical

A
nn

u.
 R

ev
. P

ha
rm

ac
ol

. T
ox

ic
ol

. 2
00

2.
42

:2
35

-2
57

. 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
N

IV
E

R
SI

T
Y

 O
F 

W
A

SH
IN

G
T

O
N

 o
n 

01
/3

0/
09

. F
or

 p
er

so
na

l u
se

 o
nl

y.



9 Dec 2001 10:45 AR AR150-11.tex AR150-11.sgm LaTeX2e(2001/05/10)P1: GJC

248 MICHEL ¥ SCOTT

experiments in rat brain demonstrated colocalization of yotiao and NR1; however,
the immunostaining patterns were not completely overlapping (81). This suggests
that yotiao and NR1 are not exclusive partners, consistent with the fact that not
all NR1 subunits of NMDA receptors contain the C1 exon cassette required for
interaction.

Yotiao’s property as an AKAP was later identified when it was cloned from
a pituitary cDNA expression library in a screen for RII interacting proteins (40)
and from a rat thyroid cDNA library using mouse RIIα as a bait in a yeast two-
hybrid screen (115). Yotiao immunoprecipitates from rat brain extract contained
RII subunit and exhibited specific PKA catalytic subunit activity (40). Mapping
studies determined that residues 1440 through 1457 of yotiao composed the RII
binding site.

Activation of PKA enhances current through NMDA receptors (116, 117). The
functional consequence of yotiao-anchored PKA activity on NMDA function was
determined by whole cell current recordings of transfected cells (40). When cells
expressing C1 exon containing NR1A and yotiao were subjected to a cell permeant
analog of cAMP, current recordings were enhanced over controls in which yotiao
was absent. Furthermore, the presence of Ht31 peptide or the PKA inhibitor PKI
abolished the augmentation, which demonstrated the requirement of a yotiao-
anchored pool of PKA for efficient generation of current through NMDA receptors
(40).

PP1 activity is also an important regulator of NMDA receptors (118–120). Im-
munoprecipitation experiments demonstrated copurification of yotiao and phos-
phatase PP1 from rat brain extracts (40). Though an R/KVXF PP1 targeting motif
does exist in yotiao, it is not essential for its interaction. Instead, in vitro experi-
ments demonstrated that residues 1171 through 1229 of yotiao were involved in
PP1 binding (40). Phosphatase assays demonstrated that yotiao did not inhibit PP1
activity toward NR1A substrate (40). Thus unlike AKAP220, which maintains
anchored PP1 in an inactive state (74), yotiao may target active PP1 to the NMDA
receptor.

Functional studies support the idea that yotiao-anchored PP1 activity regulates
the NMDA receptor. Whole cell recordings made from cells transfected with NR1A
and yotiao were tested in the presence of the PP1 inhibitor Gm peptide (40). A
greater time-dependent increase in NMDA receptor currents was observed in these
cells as compared to those not expressing yotiao. This demonstrates the impact of
a yotiao-anchored pool of PP1.

A molecular model for NMDA receptor regulation by yotiao anchored PKA
and PP1 was proposed by Westphal et al. (40) (Figure 4). Under resting conditions,
active PP1 may favor dephosphorylated channels. Upon cAMP stimulation, PKA
is activated to phosphorylate nearby NMDA receptors, overcoming basal levels
of PP1 activity. This enhances the current through the NMDA channels. PP1
dephosphorylation of the receptors resets the channels into a deactivated state.
Thus, coordination of PP1 and PKA by yotiao mediates the localization of the
opposing functions required to modulate NMDA receptor function (40, 81).
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Figure 4 A molecular model for NMDA receptor regulation by yotiao-anchored PKA
and PP1. (A) Under resting conditions, active PP1 may favor dephosphorylated channels.
(B) Upon cAMP stimulation, PKA catalytic subunit is released and phosphorylates NMDA
receptors, overcoming PP1 basal activity. This allows the channels to open and enhances
the current through NMDA channels. (C) Subsidence of cAMP pools allows reformation of
PKA holoenzyme, and PP1 dephosphorylation of NMDA receptors resets the channels into
a closed, deactivated state.

CONCLUSION AND PERSPECTIVES

The many ways in which AKAPs create intracellular signaling specificity are
highly sophisticated. Compartmentalization of PKA by AKAPs provides an impor-
tant molecular mechanism to ensure specific activation and appropriate substrate
selection. Coordination of several signaling enzymes within one macromolecu-
lar complex allows AKAPs to integrate several different transduction pathways.
However, while we have made great strides to dissect the molecular composition
of these signal transduction units, we are still on the cusp of understanding the
biological functions they mediate. Thus, the next challenge is to investigate the
precise functional roles of AKAPs in physiological processes.

In the case of mAKAP, future direction could include functional studies into the
influence of RyR2 function by phosphodiesterases. For example, could local PDE
inhibition or disruption of an SR-associated pool of PDE be a reason for PKA
hyperactivity in failing heart tissue? Or more specifically, is there an mAKAP-
anchored PDE activity associated with the ryanodine receptor? Answering these
questions could aid in the understanding of molecular aberrations contributing to
heart failure. Furthermore, the role for mAKAP signaling complexes may not be
limited to the heart. In the EST database there are at least 12 mouse and 27 human
ESTs from a variety of sources including brain, retina, testis, and neuronal tissue.
Thus, the full extent of mAKAP’s role in mediating the localization of signaling
complexes may not be fully appreciated until the generation of a genetic model.

There are also many issues concerning AKAP220 and AKAP350 anchoring
that should be addressed. For AKAP220, it would be interesting to determine if
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alternative splicing accounts for the divergence between rat and human sequences.
This could be coupled with additional mapping studies to conclusively determine
the targeting domain directing AKAP220 subcellular localization. Additionally,
studies are warranted that would explore the molecular mechanisms of AKAP220-
and AKAP350-anchored signaling complexes and their functional consequences in
a physiological context. Future experiments could include proteomics approaches
to identify substrates acted upon by the anchored enzyme components. Genetic
models would also be useful in understanding the importance of AKAP220 and
AKAP350 function in vivo. Finally, given the complexity of AKAP350 due to its
many splice variants, it would be interesting to determine the contribution of each
one to a biological process. For example, like yotiao, AKAP350 contains the in-
teraction domains for PP1 and NR1A (40). Does AKAP350 play a role in NMDA
receptor function, or does its tissue expression and cellular localization preclude
it from ever interacting with these channels? Do AKAP350 and pericentrin seg-
regate pathways within the same centrosomal compartment or are their actions
coordinated to perform one function? These and many other questions still remain
to be answered.

We anticipate that a multitude of new reagents will be used to address these
issues. By far, the Ht31 peptide has been the most useful tool in understand-
ing the importance of compartmentalized pools of PKA. However, since Ht31
globally disrupts the PKA/AKAP interaction, it will be advantageous to develop
reagents that specifically delocalize a particular AKAP. These could be used in
functional studies aimed at dissecting the importance of distinct AKAP-anchored
pools of signaling enzymes. Finally, a variety of genetic approaches to generate
relevant biological models will contribute significantly to the understanding of
how AKAPs mediate the execution of many physiological processes. Thus, this
new era of reagents undoubtedly will be instrumental in defining the functional
roles of AKAPs in vivo.

ACKNOWLEDGMENTS

The authors wish to thank the members of the Scott lab for critical evaluation of
this article. This work was supported in part by NIH grant DK54441 to J.D.S.

Visit the Annual Reviews home page at www.AnnualReviews.org

LITERATURE CITED

1. Sutherland EW. 1972. Studies on the
mechanism of hormone action.Science
171:401–8

2. Scott JD. 1991. Cyclic nucleotide-
dependent protein kinases.Pharmacol.
Ther.50:123–45

3. Taylor SS, Buechler JA, Yonemoto W.
1990. cAMP-dependent protein kinase:
framework for a diverse family of regu-
latory enzymes.Annu. Rev. Biochem.59:
971–1005

4. Pawson T, Scott JD. 1997. Signaling

A
nn

u.
 R

ev
. P

ha
rm

ac
ol

. T
ox

ic
ol

. 2
00

2.
42

:2
35

-2
57

. 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
N

IV
E

R
SI

T
Y

 O
F 

W
A

SH
IN

G
T

O
N

 o
n 

01
/3

0/
09

. F
or

 p
er

so
na

l u
se

 o
nl

y.



9 Dec 2001 10:45 AR AR150-11.tex AR150-11.sgm LaTeX2e(2001/05/10)P1: GJC

AKAP ANCHORED SIGNALING COMPLEXES 251

through scaffold, anchoring, and adaptor
proteins.Science278:2075–80

5. Walsh DA, Perkins JP, Krebs EG. 1968.
An adenosine 3′,5′-monophosphate-
dependent protein kinase from rabbit
skeletal muscle.J. Biol. Chem.243:3763–
65

6. Corbin JD, Keely SL. 1977. Charac-
terization and regulation of heart adeno-
sine 3′:5′-monophosphate-dependent pro-
tein kinase isozymes.J. Biol. Chem.
252:910–18

7. Corbin JD, Soderling TR, Park CR. 1973.
Regulation of adenosine 3′,5′-mono-
phosphate-dependent protein kinase.J.
Biol. Chem.248:1813–21

8. Potter RL, Stafford PH, Taylor S. 1978.
Regulatory subunit of cyclic AMP-depen-
dent protein kinase I from porcine skele-
tal muscle: purification and proteolysis.
Arch. Biochem. Biophys.190:174–80

9. Potter RL, Taylor SS. 1979. Relationships
between structural domains and func-
tion in the regulatory subunit of cAMP-
dependent protein kinases I and II from
porcine skeletal muscle.J. Biol. Chem.
254:2413–18

10. Chrivia JC, Uhler MD, McKnight GS.
1988. Characterization of genomic clones
coding for the Cα and Cβ subunits of
mouse cAMP-dependent protein kinase.
J. Biol. Chem.263:5739–44

11. Lee DC, Carmichael DF, Krebs EG,
McKnight GS. 1983. Isolation of cDNA
clone for the type I regulatory subunit of
bovine cAMP-dependent protein kinase.
Proc. Natl. Acad. Sci. USA80:3608–12

12. Scott JD, Zoller MJ, Glaccum MB,
Uhler MD, Helfman DM, et al. 1987.
The molecular cloning of a type II regula-
tory subunit of the cAMP-dependent pro-
tein kinase from rat skeletal muscle and
mouse brain.Proc. Natl. Acad. Sci. USA
84:5192–96

13. Jahnsen T, Hedin L, Kidd VJ, Beattie
WG, Lohmann SM, et al. 1986. Molec-
ular cloning, cDNA structure, and regu-
lation of the regulatory subunit of type

II cAMP-dependent protein kinase from
rat ovarian granulosa cells.J. Biol. Chem.
261:12352–61

14. Su Y, Taylor SS, Dostmann WRG,
Xuong NH, Varughese KI. 1993. Crys-
tallization of a deletion mutant of the R-
subunit of cAMP-dependent protein ki-
nase.J. Mol. Biol.230:1091–93

15. Su Y, Dostmann WRG, Herberg FW,
Durick K, Xuong N-H, et al. 1995. Reg-
ulatory subunit of protein kinase A: struc-
ture of deletion mutant with cAMP bind-
ing proteins.Science269:807–13

16. Gibbs CS, Knighton DR, Sowadski JM,
Taylor SS, Zoller MJ. 1992. Systematic
mutational analysis of cAMP-dependent
protein kinase identifies unregulated cat-
alytic subunits and defines regions impor-
tant for the recognition of the regulatory
subunit.J. Biol. Chem.267:4806–14

17. Wang Y, Scott JD, McKnight GS, Krebs
EG. 1991. A constitutively active holoen-
zyme from the cAMP-dependent protein
kinase.Proc. Natl. Acad. Sci. USA88:
2446–50

18. Corbin JD, Keely SL, Park CR. 1975.
The distribution and dissociation of
cyclic adenosine 3′:5′-monophosphate-
dependent protein kinase in adipose, car-
diac, and other tissues.J. Biol. Chem.250:
218–25

19. Rubin CS. 1994. A kinase anchor proteins
and the intracellular targeting of signals
carried by cAMP.Biochim. Biophys. Acta
1224:467–79

20. Dell’Acqua ML, Scott JD. 1997. Pro-
tein kinase A anchoring.J. Biol. Chem.
272:12881–84

21. Colledge M, Scott JD. 1999. AKAPs:
from structure to function.Trends Cell
Biol. 9:216–21

22. Feliciello A, Gottesman ME, Avvedi-
mento EV. 2001. The biological functions
of A-kinase anchor proteins.J. Mol. Biol.
308:99–114

23. Theurkauf WE, Vallee RB. 1982. Mole-
cular characterization of the cAMP-
dependent protein kinase bound to

A
nn

u.
 R

ev
. P

ha
rm

ac
ol

. T
ox

ic
ol

. 2
00

2.
42

:2
35

-2
57

. 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
N

IV
E

R
SI

T
Y

 O
F 

W
A

SH
IN

G
T

O
N

 o
n 

01
/3

0/
09

. F
or

 p
er

so
na

l u
se

 o
nl

y.



9 Dec 2001 10:45 AR AR150-11.tex AR150-11.sgm LaTeX2e(2001/05/10)P1: GJC

252 MICHEL ¥ SCOTT

microtubule-associated protein 2.J. Biol.
Chem.257:3284–90

24. Sarkar D, Erlichman J, Rubin CS. 1984.
Identification of a calmodulin-binding
protein that co-purifies with the regula-
tory subunit of brain protein kinase II.
J. Biol. Chem.259:9840–46

25. Carr DW, Stofko-Hahn RE, Fraser IDC,
Bishop SM, Acott TS, et al. 1991. In-
teraction of the regulatory subunit (RII)
of cAMP-dependent protein kinase with
RII-anchoring proteins occurs through an
amphipathic helix binding motif.J. Biol.
Chem.266:14,188–92

26. Newlon MG, Roy M, Hausken ZE, Scott
JD, Jennings PA. 1997. The A-kinase
anchoring domain of Type IIα cAMP-
dependent protein kinase is highly helical.
J. Biol. Chem.272:23637–44

27. Newlon MG, Roy M, Morikis D,
Hausken ZE, Coghlan V, et al. 1999. The
molecular basis for protein kinase A an-
choring revealed by solution NMR.Nat.
Struct. Biol.6:222–27

28. Fraser ID, Scott JD. 1999. Modulation of
ion channels: a “current” view of AKAPs.
Neuron23:423–26

29. Carr DW, Hausken ZE, Fraser IDC,
Stofko-Hahn RE, Scott JD. 1992. Asso-
ciation of the type II cAMP-dependent
protein kinase with a human thyroid RII-
anchoring protein. Cloning and character-
ization of the RII-binding domain.J. Biol.
Chem.267:13376–82

30. Burton KA, Johnson BD, Hausken ZE,
Westenbroek RE, Idzerda RL, et al.
1997. Type II regulatory subunits are
not required for the anchoring-dependent
modulation of Ca2+ channel activity by
cAMP-dependent protein kinase.Proc.
Natl. Acad. Sci. USA94:11067–72

31. Angelo R, Rubin CS. 1998. Molecular
characterization of an anchor protein
(AKAPCE) that binds the RI subunit
(RCE) of type I protein kinase A from
Caenorhabditis elegans. J. Biol. Chem.
273:14,633–43

32. Huang LJ, Durick K, Weiner JA, Chun J,

Taylor SS. 1997. Identification of a novel
dual specificity protein kinase A anchor-
ing protein, D-AKAP1. J. Biol. Chem.
272:8057–64

33. Reinton N, Collas P, Haugen TB, Skal-
hegg BS, Hansson V, et al. 2000. Lo-
calization of a novel human A-kinase-
anchoring protein, hAKAP220, during
spermatogenesis.Dev. Biol.223:194–204

34. Griffioen G, Anghileri P, Imre E, Ba-
roni MD, Ruis H. 2000. Nutritional con-
trol of nucleocytoplasmic localization of
cAMP-dependent protein kinase catalytic
and regulatory subunits in Saccharomyces
cerevisiae. J. Biol. Chem. 275:1449–
56

35. Toda T, Cameron S, Sass P, Zoller M,
Scott JD, et al. 1987. Cloning and charac-
terization ofBCY1, a locus encoding a reg-
ulatory subunit of the cAMP-dependent
protein kinase inSaccharomyces cere-
visiae. Mol. Cell. Biol.7:1371–77

36. Griffioen G, Branduardi P, Ballarini A,
Anghileri P, Norbeck J, et al. 2001. Nu-
cleocytoplasmic distribution of budding
yeast protein kinase A regulatory sub-
unit Bcy1 requires Zds1 and is regulated
by Yak1-dependent phosphorylation of its
targeting domain.Mol. Cell. Biol.21:511–
23

37. Kapiloff MS, Schillace RV, Westphal
AM, Scott JD. 1999. mAKAP: an
A-kinase anchoring protein targeted to the
nuclear membrane of differentiated my-
ocytes.J. Cell Sci.112:2725–36

38. Faux MC, Scott JD. 1996. Molecular
glue: kinase anchoring and scaffold pro-
teins.Cell 70:8–12

39. Klauck TM, Faux MC, Labudda K,
Langeberg LK, Jaken S, et al. 1996. Co-
ordination of three signaling enzymes by
AKAP79, a mammalian scaffold protein.
Science271:1589–92

40. Westphal RS, Tavalin SJ, Lin JW, Alto
NM, Fraser ID, et al. 1999. Regulation
of NMDA receptors by an associated
phosphatase-kinase signaling complex.
Science285:93–96

A
nn

u.
 R

ev
. P

ha
rm

ac
ol

. T
ox

ic
ol

. 2
00

2.
42

:2
35

-2
57

. 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
N

IV
E

R
SI

T
Y

 O
F 

W
A

SH
IN

G
T

O
N

 o
n 

01
/3

0/
09

. F
or

 p
er

so
na

l u
se

 o
nl

y.



9 Dec 2001 10:45 AR AR150-11.tex AR150-11.sgm LaTeX2e(2001/05/10)P1: GJC

AKAP ANCHORED SIGNALING COMPLEXES 253

41. Schillace RV, Scott JD. 1999. Associ-
ation of the type 1 protein phosphatase
PP1 with the A-kinase anchoring protein
AKAP220.Curr. Biol. 9:321–24

42. Nauert JB, Klauck TM, Langeberg LK,
Scott JD. 1997. Gravin, an autoantigen
recognized by serum from myasthenia
gravis patients, is a kinase scaffold pro-
tein.Curr. Biol. 7:52–62

43. Westphal RS, Soderling SH, Alto NM,
Langeberg LK, Scott JD. 2000. Scar/
WAVE-1, a Wiskott-Aldrich syndrome
protein, assembles an actin-associated
multi-kinase scaffold.EMBO J.19:4589–
600

44. Marx SO, Reiken S, Hisamatsu Y, Jaya-
raman T, Burkhoff D, et al. 2000. PKA
phosphorylation dissociates FKBP12.6
from the calcium release channel
(ryanodine receptor): defective regu-
lation in failing hearts.Cell 101:365–
76

45. Dodge KL, Khouangsathiene S, Kapiloff
MS, Mouton R, Hill EV, et al. 2001.
mAKAP assembles a protein kinase
A/PDE4 phosphodiesterase cAMP signal-
ing module.EMBO J.20:1–10

46. Bi E, Pringle JR. 1996. ZDS1 and ZDS2,
genes whose products may regulate
Cdc42p in Saccharomyces cerevisiae.
Mol. Cell. Biol.16:5264–75

47. Uetz P, Giot L, Cagney G, Mansfield TA,
Judson RS, et al. 2000. A comprehen-
sive analysis of protein-protein interac-
tions in Saccharomyces cerevisiae.Nature
403:623–27

48. Dodge K, Scott JD. 2000. AKAP79 and
the evolution of the AKAP model.FEBS
Lett.476:58–61

49. Diviani D, Scott JD. 2001. AKAP signal-
ing complexes at the cytoskeleton.J. Cell
Sci.114:1431–37

50. McCartney S, Little BM, Langeberg LK,
Scott JD. 1995. Cloning and charac-
terization of A-kinase anchor protein
100 (AKAP100): a protein that targets
A-kinase to the sarcoplasmic reticulum.
J. Biol. Chem.270:9327–33

51. Carr DW, Scott JD. 1992. Blotting and
band-shifting: techniques for studying
protein-protein interactions.TIBS 17:
246–49

52. Yang J, Drazba JA, Ferguson DG, Bond
M. 1998. A-kinase anchoring protein 100
(AKAP100) is localized in multiple sub-
cellular compartments in the adult rat
heart.J. Cell Biol.142:511–22

53. Newlon MG, Roy M, Morikis D, Carr
DW, Westphal R, et al. 2001. A novel
mechanism of PKA anchoring revealed
by solution structures of anchoring com-
plexes.EMBO J.20:1651–62

54. Rosenmund C, Carr DW, Bergeson SE,
Nilaver G, Scott JD, et al. 1994. An-
choring of protein kinase A is required
for modulation of AMPA/kainate recep-
tors on hippocampal neurons.Nature
368:853–56

55. Lugnier C, Keravis T, Le Bec A, Pau-
vert O, Proteau S, et al. 1999. Charac-
terization of cyclic nucleotide phospho-
diesterase isoforms associated to isolated
cardiac nuclei.Biochim. Biophys. Acta
1472:431–46

56. Sette C, Conti M. 1996. Phosphorylation
and activation of a cAMP-specific phos-
phodiesterase by the cAMP-dependent
protein kinase.J. Biol. Chem.271:16526–
34

56a. Hoffmann R, Wilkinson RI, McCallum
JF, Engels P, Houslay MD. 1998. cAMP-
specific phosphodiesterase HSPDE4D3
mutants which mimic activation and
changes in rolipram inhibition triggered
by protein kinase A phosphorylation of
Ser-54: generation of a molecular model.
Biochem. J.333:139–49

56b. Oki N, Takahashi SI, Hidaka H, Conti
M. 2000. Short term feedback regulation
of cAMP in FRTL-5 thyroid cells. Role of
PDE4D3 phosphodiesterase activation.J.
Biol. Chem.275:10831–37

56c. Lim J, Pahlke G, Conti M. 1999. Acti-
vation of the cAMP-specific phospho-
diesterase PDE4D3 by phosphoryla-
tion. Identification and function of an

A
nn

u.
 R

ev
. P

ha
rm

ac
ol

. T
ox

ic
ol

. 2
00

2.
42

:2
35

-2
57

. 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
N

IV
E

R
SI

T
Y

 O
F 

W
A

SH
IN

G
T

O
N

 o
n 

01
/3

0/
09

. F
or

 p
er

so
na

l u
se

 o
nl

y.



9 Dec 2001 10:45 AR AR150-11.tex AR150-11.sgm LaTeX2e(2001/05/10)P1: GJC

254 MICHEL ¥ SCOTT

inhibitory domain.J. Biol. Chem.274:
19677–85

57. Zimmer HG. 1997. Catecholamine-in-
duced cardiac hypertrophy: significance
of proto-oncogene expression.J. Mol.
Med.75:849–59

58. Severini GM, Krajinovic M, Pinamonti
B, Sinagra G, Fioretti P, et al. 1996. A new
locus for arrhythmogenic right ventricular
dysplasia on the long arm of chromosome
14.Genomics31:193–200

59. Rampazzo A, Nava A, Miorin M, Fon-
derico P, Pope B, et al. 1997. ARVD4, a
new locus for arrhythmogenic right ven-
tricular cardiomyopathy, maps to chromo-
some 2 long arm.Genomics45:259–63

60. McKenna WJ, Thiene G, Nava A, Fon-
taliran F, Blomstrom-Lundqvist C, et al.
1994. Diagnosis of arrhythmogenic right
ventricular dysplasia/cardiomyopathy.Br.
Heart J.71:215–18

61. Marx SO, Ondrias K, Marks AR. 1998.
Coupled gating between individual skele-
tal muscle Ca2+ release channels (ryan-
odine receptors).Science281:818–21

62. Schreiber S. 1991. Chemistry and biology
of the immunophilins and their immuno-
supressive ligands.Science251:283–87

63. Marks A. 1996. Cellular functions of im-
munophilins.Physiol. Rev.76:631–49

64. Marks AR. 2001. Ryanodine receptors/
calcium release channels in heart failure
and sudden cardiac death.J. Mol. Cell
Cardiol. 33:615–24

65. Xiao RP, Valdivia HH, Bogdanov K, Val-
divia C, Lakatta EG, et al. 1997. The im-
munophilin FK506-binding protein mod-
ulates Ca2+ release channel closure in rat
heart.J. Physiol.500:343–54

66. Neumann J, Eschenhagen T, Jones LR,
Linck B, Schmitz W, et al. 1997. In-
creased expression of cardiac phospha-
tases in patients with end-stage heart fail-
ure.J. Mol. Cell Cardiol.29:265–72

67. Zakhary DR, Moravec CS, Bond M.
2000. Regulation of PKA binding to
AKAPs in the heart: alterations in human
heart failure.Circulation101:1459–64

68. Lester LB, Coghlan VM, Nauert B,
Scott JD. 1996. Cloning and charac-
terization of a novel A-kinase anchor-
ing protein: AKAP220, association with
testicular peroxisomes.J. Biol. Chem.
272:9460–65

69. Keller GA, Krisans S, Gould SJ, Som-
mer JM, Wang CC, et al. 1991. Evo-
lutionary conservation of a microbody
targeting signal that targets proteins to
peroxisomes, glyoxysomes, and glyco-
somes.J. Cell Biol.114:893–904

70. Gould SJ, Keller GA, Schneider M,
Howell SH, Garrard LJ, et al. 1990. Per-
oxisomal protein import is conserved be-
tween yeast, plants, insects and mammals.
EMBO J.9:85–90

71. Subramani S. 1993. Protein import into
peroxisomes and biogenesis of the or-
ganelle.Annu. Rev. Cell Biol.99:445–
78

72. Egloff MP, Johnson DF, Moorhead G,
Cohen PTW, Cohen P, et al. 1997. Struc-
tural basis for the recognition of regula-
tory subunits by the catalytic subunit of
protein phosphatase 1.EMBO J.16:1876–
87

73. Zhao S, Lee EYC. 1997. A protein
phosphatase-1-binding motif identified by
the panning of a random peptide display
library. J. Biol. Chem.272:28368–72

74. Schillace RV, Voltz JW, Sim AT, Sheno-
likar S, Scott JD. 2001. Multiple interac-
tions within the AKAP220 signaling com-
plex contribute to protein phosphatase 1
regulation.J. Biol. Chem.276:12128–34

75. Faux MC, Rollins EN, Edwards AS,
Langeberg LK, Newton AC, et al. 1999.
Mechanism of A-kinase-anchoring pro-
tein 79 (AKAP79) and protein kinase C
interaction.Biochem. J.343:443–52

76. Faux MC, Scott JD. 1997. Regulation
of the AKAP79-protein kinase C interac-
tion by Ca2+/calmodulin.J. Biol. Chem.
272:17038–44

77. Schmidt PH, Dransfield DT, Claudio JO,
Hawley RG, Trotter KW, et al. 1999.
AKAP350: a multiply spliced A-kinase

A
nn

u.
 R

ev
. P

ha
rm

ac
ol

. T
ox

ic
ol

. 2
00

2.
42

:2
35

-2
57

. 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
N

IV
E

R
SI

T
Y

 O
F 

W
A

SH
IN

G
T

O
N

 o
n 

01
/3

0/
09

. F
or

 p
er

so
na

l u
se

 o
nl

y.



9 Dec 2001 10:45 AR AR150-11.tex AR150-11.sgm LaTeX2e(2001/05/10)P1: GJC

AKAP ANCHORED SIGNALING COMPLEXES 255

anchoring protein associated with centro-
somes.J. Biol. Chem.274:3055–66

78. Witczak O, Skalhegg BS, Keryer G, Bor-
nens M, Tasken K, et al. 1999. Cloning
and characterization of a cDNA encod-
ing an A-kinase anchoring protein located
in the centrosome, AKAP450.EMBO J.
18:1858–68

79. Keryer G, Rios RM, Landmark BF,
Skalhegg B, Lohmann SM, et al. 1993. A
high-affinity binding protein for the reg-
ulatory subunit of cAMP-dependent pro-
tein kinase II in the centrosome of human
cells.Exp. Cell Res.204:230–40

80. Takahashi M, Shibata H, Shimakawa M,
Miyamoto M, Mukai H, et al. 1999.
Characterization of a novel giant scaffold-
ing protein, CG-NAP, that anchors mul-
tiple signaling enzymes to centrosome
and the golgi apparatus.J. Biol. Chem.
274:17267–74

81. Lin JW, Wyszynski M, Madhavan R,
Sealock R, Kim JU, et al. 1998. Yotiao,
a novel protein of neuromuscular junction
and brain that interacts with specific splice
variants of NMDA receptor subunit NR1.
J. Neurosci.18:2017–27

82. Gillingham AK, Munro S. 2000. The
PACT domain, a conserved centrosomal
targeting motif in the coiled-coil proteins
AKAP450 and pericentrin.EMBO Rep.
1:524–29

83. Diviani D, Langeberg LK, Doxsey SJ,
Scott JD. 2000. Pericentrin anchors pro-
tein kinase A at the centrosome through
a newly identified RII-binding domain.
Curr. Biol. 10:417–20

84. Mukai H, Toshimori M, Shibata H, Kita-
gawa M, Shimakawa M, et al. 1996. PKN
associates and phosphorylates the head-
rod domain of neurofilament protein.J.
Biol. Chem.271:9816–22

85. Matsuzawa K, Kosako H, Inagaki N, Shi-
bata H, Mukai H, et al. 1997. Domain-
specific phosphorylation of vimentin and
glial fibrillary acidic protein by PKN.
Biochem. Biophys. Res. Comm.234:621–
25

86. Watanabe G, Saito Y, Madaule P, Ishizaki
T, Fujisawa K, et al. 1996. Protein ki-
nase N (PKN) and PKN-related protein
rhophilin as targets of small GTPase Rho.
Science271:645–48

87. Amano M, Mukai H, Ono Y, Chihara
K, Matsui T, et al. 1996. Identification
of a putative target for Rho as the serine-
threonine kinase protein kinase N.Science
271:648–50

88. Shibata H, Mukai H, Inagaki Y, Homma
Y, Kimura K, et al. 1996. Characteriza-
tion of the interaction between RhoA and
the amino-terminal region of PKN.FEBS
Lett.385:221–24

89. Mukai H, Kitagawa M, Shibata H,
Takanaga H, Mori K, et al. 1994. Acti-
vation of PKN, a novel 120-kDa protein
kinase with leucine zipper-like sequences,
by unsaturated fatty acids and by lim-
ited proteolysis.Biochem. Biophys. Res.
Commun.204:348–56

90. Kitagawa M, Mukai H, Shibata H, Ono
Y. 1995. Purification and characteriza-
tion of a fatty acid-activated protein ki-
nase (PKN) from rat testis.Biochem. J.
310:657–64

91. Takahashi M, Mukai H, Toshimori M,
Miyamoto M, Ono Y. 1998. Proteolytic
activation of PKN by caspase-3 or related
protease during apoptosis.Proc. Natl.
Acad. Sci. USA95:11566–71

92. Takahashi M, Mukai H, Oishi K, Isa-
gawa T, Ono Y. 2000. Association of
immature hypophosphorylated protein ki-
nase Cε with an anchoring protein CG-
NAP. J. Biol. Chem.275:34592–96

93. Edwards AS, Faux MC, Scott JD, New-
ton AC. 1999. Carboxyl-terminal phos-
phorylation regulates the function and
subcellular localization of protein kinase
C betaII. J. Biol. Chem. 274:6461–
68

94. Li W, Zhang J, Bottaro DP, Pierce JH.
1997. Identification of serine 643 of pro-
tein kinase C-delta as an important au-
tophosphorylation site for its enzymatic
activity. J. Biol. Chem.272:24550–55

A
nn

u.
 R

ev
. P

ha
rm

ac
ol

. T
ox

ic
ol

. 2
00

2.
42

:2
35

-2
57

. 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
N

IV
E

R
SI

T
Y

 O
F 

W
A

SH
IN

G
T

O
N

 o
n 

01
/3

0/
09

. F
or

 p
er

so
na

l u
se

 o
nl

y.



9 Dec 2001 10:45 AR AR150-11.tex AR150-11.sgm LaTeX2e(2001/05/10)P1: GJC

256 MICHEL ¥ SCOTT

95. Bornancin F, Parker PJ. 1997. Phos-
phorylation of protein kinase C-alpha
on serine 657 controls the accumulation
of active enzyme and contributes to its
phosphatase-resistant state.J. Biol. Chem.
272:3544–49

96. Edwards AS, Newton AC. 1997. Phos-
phorylation at conserved carboxyl-termi-
nal hydrophobic motif regulates the
catalytic and regulatory domains of pro-
tein kinase C.J. Biol. Chem.272:18382–
90

97. Keranen LM, Dutil EM, Newton AC.
1995. Protein kinase C is regulated in vivo
by three functionally distinct phosphory-
lations.Curr. Biol. 5:1394–1403

98. Tsutakawa SE, Medzihradszky KF, Flint
AJ, Burlingame AL, Koshland DE Jr.
1995. Determination of in vivo phospho-
rylation sites in protein kinase C.J. Biol.
Chem.270:26807–12

99. Belham C, Wu S, Avruch J. 1999. Intra-
cellular signalling: PDK1–a kinase at the
hub of things.Curr. Biol. 9:R93–96

100. Chou MM, Hou W, Johnson J, Graham
LK, Lee MH, et al. 1998. Regulation of
protein kinase C zeta by PI 3-kinase and
PDK-1.Curr. Biol. 8:1069–77

101. Dutil EM, Toker A, Newton AC. 1998.
Regulation of conventional protein ki-
nase C isozymes by phosphoinositide-
dependent kinase 1 (PDK-1).Curr. Biol.
8:1366–75

102. LeGood JA, Ziegler WH, Parekh DB,
Alessi DR, Cohen P, et al. 1998. Protein
kinase C isotypes controlled by phospho-
inositide 3-kinase through the protein ki-
nase PDK1.Science281:2042–45

103. Alessi DR, Deak M, Casamayor A,
Caudwell FB, Morrice N, et al. 1997.
3-Phosphoinositide-dependent protein
kinase-1 (PDK1): structural and func-
tional homology with the Drosophila
DSTPK61 kinase.Curr. Biol. 7:776–
89

104. Stephens L, Anderson K, Stokoe D,
Erdjument BH, Painter GF, et al. 1998.
Protein kinase B kinases that mediate

phosphatidylinositol 3,4,5-trisphosphate-
dependent activation of protein kinase B.
Science279:710–14

105. Kennedy MB. 1993. The postsynaptic
density.Curr. Opin. Neurobiol.3:732–37

106. Bliss TVP, Collingridge GL. 1993. A
synaptic model of memory: long-term
potentiation in the hippocampus.Nature
361:31–39

107. Lisman JE, Harris KM. 1993. Quantal
analysis and synaptic anatomy–integra-
ting two views of hippocampal plasticity.
Trends Neurosci.16:141–47

108. Constantine-Paton M, Cline HT, Deb-
ski E. 1990. Patterned activity, synaptic
convergence, and the NMDA receptor in
developing visual pathways.Annu. Rev.
Neurosci.13:129–54

109. Choi D. 1995. Calcium: still center
stage in hypoxic-ischemic neuronal death.
Trends Neurosci.18:58–60

110. Ishii T, Moriyoshi K, Sugihara H, Saku-
rada K, Kadotani H, et al. 1993. Molecu-
lar characterization of the family of the
N-methyl-D-aspartate receptor subunits.
J. Biol. Chem.268:2836–43

111. Meguro H, Mori H, Araki K, Kushiya
E, Kutsuwada T, et al. 1992. Functional
characterization of a heteromeric NMDA
receptor channel expressed from cloned
cDNAs.Nature357:70–73

112. Monyer H, Sprengel R, Schoepfer R,
Herb A, Higuchi M, et al. 1992. Hetero-
meric NMDA receptors: molecular and
functional distinction of subtypes.Science
256:1217–21

113. Kutsuwada T, Kashiwabuchi N, Mori
H, Sakimura K, Kushiya E, et al. 1992.
Molecular diversity of the NMDA recep-
tor channel.Nature358:36–41

114. Sheng M, Cummings J, Roldan LA,
Jan YN, Jan LY. 1994. Changing sub-
unit composition of heteromeric NMDA
receptors during development of rat cor-
tex.Nature368:144–47

115. Feliciello A, Cardone L, Garbi C, Gins-
berg MD, Varrone S, et al. 1999. Yotiao
protein, a ligand for the NMDA receptor,

A
nn

u.
 R

ev
. P

ha
rm

ac
ol

. T
ox

ic
ol

. 2
00

2.
42

:2
35

-2
57

. 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
N

IV
E

R
SI

T
Y

 O
F 

W
A

SH
IN

G
T

O
N

 o
n 

01
/3

0/
09

. F
or

 p
er

so
na

l u
se

 o
nl

y.



9 Dec 2001 10:45 AR AR150-11.tex AR150-11.sgm LaTeX2e(2001/05/10)P1: GJC

AKAP ANCHORED SIGNALING COMPLEXES 257

binds and targets cAMP- dependent pro-
tein kinase II(1).FEBS Lett.464:174–
87

116. Raman IM, Tong G, Jahr CE. 1996.β-
adrenergic regulation of synaptic NMDA
receptors by cAMP-dependent protein ki-
nase.Neuron16:415–21

117. Cerne R, Rusin KI, Randic M. 1993. En-
hancement of the N-methyl-D-aspartate
response in spinal dorsal horn neurons
by cAMP-dependent protein kinase.Neu-
rosci. Lett.161:124–28

118. Wang L-Y, Orser BA, Brautigan DL,
Macdonald JF. 1994. Regulation of
NMDA receptors in cultured hippocam-

pal neurons by protein phosphatases 1 and
2A. Nature369:230–32

119. Blank T, Nijholt I, Teichert U, Kugler
H, Behrsing H, et al. 1997. The phos-
phoprotein DARPP-32 mediates cAMP-
dependent potentiation of striatal N-
methyl-D-aspartate responses.Proc. Natl.
Acad. Sci. USA94:14859–64

120. Snyder GL, Fienberg AA, Huganir RL,
Greengard P. 1998. A dopamine/D1 re-
ceptor/protein kinase A/dopamine- and
cAMP-regulated phosphoprotein (Mr 32
kDa)/protein phosphatase-1 pathway reg-
ulates dephosphorylation of the NMDA
receptor.J. Neurosci.18:10297–303

A
nn

u.
 R

ev
. P

ha
rm

ac
ol

. T
ox

ic
ol

. 2
00

2.
42

:2
35

-2
57

. 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
N

IV
E

R
SI

T
Y

 O
F 

W
A

SH
IN

G
T

O
N

 o
n 

01
/3

0/
09

. F
or

 p
er

so
na

l u
se

 o
nl

y.



P1: FDS

December 7, 2001 10:55 Annual Reviews AR150-FM

Annual Review of Pharmacology and Toxicology
Volume 42, 2002

CONTENTS

REGULATION OF CYP3A GENE TRANSCRIPTION BY THE PREGNANE
X RECEPTOR, Bryan Goodwin, Matthew R. Redinbo, and
Steven A. Kliewer 1

INHIBITION OF CARCINOGENESIS BY TEA, Chung S. Yang, Pius Maliakal,
and Xiaofeng Meng 25

COX-2: A TARGET FOR COLON CANCER PREVENTION, Lawrence J.
Marnett and Raymond N. DuBois 55

CYTOKINE MODULATORS AS NOVEL THERAPIES FOR ASTHMA,
Peter J. Barnes 81

PROTEIN ALLERGENICITY ASSESSMENT OF FOODS PRODUCED
THROUGH AGRICULTURAL BIOTECHNOLOGY, Steve L. Taylor 99

CHALLENGES FOR BIOMEDICAL INFORMATICS AND
PHARMACOGENOMICS, Russ B. Altman and Teri E. Klein 113

MOLECULAR PSYCHOLOGY: ROLES FOR THE ERK MAP KINASE
CASCADE IN MEMORY, J. Paige Adams and J. David Sweatt 135

GLUTAMATERGIC MECHANISMS IN SCHIZOPHRENIA, Guochuan Tsai
and Joseph T. Coyle 165

MOLECULAR BASIS OF ENVIRONMENTALLY INDUCED BIRTH DEFECTS,
Richard H. Finnell, Janée Gelineau-van Waes, James D. Eudy, and
Thomas H. Rosenquist 181

PROTEIN TYROSINE PHOSPHATASES: STRUCTURE AND FUNCTION,
SUBSTRATE SPECIFICITY, AND INHIBITOR DEVELOPMENT,
Zhong-Yin Zhang 209

AKAP-MEDIATED SIGNAL TRANSDUCTION, Jennifer J. Carlisle Michel
and John D. Scott 235

CELLULAR MECHANISMS FOR THE REPRESSION OF APOPTOSIS,
Carl D. Bortner and John A. Cidlowski 259

SIGNAL TRANSDUCTION BY CELL ADHESION RECEPTORS AND
THE CYTOSKELETON: FUNCTIONS OF INTEGRINS, CADHERINS,
SELECTINS, AND IMMUNOGLOBULIN-SUPERFAMILY MEMBERS,
R. L. Juliano 283

v

A
nn

u.
 R

ev
. P

ha
rm

ac
ol

. T
ox

ic
ol

. 2
00

2.
42

:2
35

-2
57

. 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
N

IV
E

R
SI

T
Y

 O
F 

W
A

SH
IN

G
T

O
N

 o
n 

01
/3

0/
09

. F
or

 p
er

so
na

l u
se

 o
nl

y.



P1: FDS

December 7, 2001 10:55 Annual Reviews AR150-FM

vi CONTENTS

DESIGNING INHIBITORS OF CYCLIN-DEPENDENT KINASES, Ian R.
Hardcastle, Bernard T. Golding, and Roger J. Griffin 325

DRUG EFFICACY AT G PROTEIN–COUPLED RECEPTORS, Terry Kenakin 349

GLYCOPEPTIDE ANTIBIOTIC RESISTANCE, Jeff Pootoolal, John Neu, and
Gerard D. Wright 381

DIMERIZATION: AN EMERGING CONCEPT FOR G PROTEIN–COUPLED
RECEPTOR ONTOGENY AND FUNCTION, Stephane Angers,
Ali Salahpour, and Michel Bouvier 409

THE BINDING SITE OF AMINERGIC G PROTEIN–COUPLED RECEPTORS:
THE TRANSMEMBRANE SEGMENTS AND SECOND EXTRACELLULAR
LOOP, Lei Shi and Jonathan A. Javitch 437

STRUCTURE, FUNCTION, AND INHIBITION OF CHEMOKINES, Elias J.
Fernandez and Elias Lolis 469

ALTERED DNA METHYLATION: A SECONDARY MECHANISM
INVOLVED IN CARCINOGENESIS, Jay I. Goodman and Rebecca E. Watson 501

THE CHANGING FACE OF THE Na+/H+ EXCHANGER, NHE1:
STRUCTURE, REGULATION, AND CELLULAR ACTIONS, L. K. Putney,
S. P. Denker, and D. L. Barber 527

THE SPINAL PHOSPHOLIPASE-CYCLOOXYGENASE-PROSTANOID
CASCADE IN NOCICEPTIVE PROCESSING, Camilla I. Svensson and
Tony L. Yaksh 553

THE BIOCHEMISTRY AND PHYSIOLOGY OF S-NITROSOTHIOLS, Neil Hogg 585

INDEXES
Subject Index 601
Cumulative Index of Contributing Authors, Volumes 38–42 627
Cumulative Index of Chapter Titles, Volumes 38–42 630

ERRATA
An online log of corrections to Annual Review of Pharmacology
and Toxicology chapters may be found at
http://pharmtox.annualreviews.org/errata.shtml

A
nn

u.
 R

ev
. P

ha
rm

ac
ol

. T
ox

ic
ol

. 2
00

2.
42

:2
35

-2
57

. 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
N

IV
E

R
SI

T
Y

 O
F 

W
A

SH
IN

G
T

O
N

 o
n 

01
/3

0/
09

. F
or

 p
er

so
na

l u
se

 o
nl

y.




