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Insulin increases glucose uptake and storage in muscle and adipose cells, which is accomplished through the mobilization of
intracellular GLUT4 storage vesicles (GSVs) to the cell surface upon stimulation. Importantly, the dysfunction of insulin-regulated
GLUT4 trafficking is strongly linked with peripheral insulin resistance and type 2 diabetes in human. The insulin signaling
pathway, key signaling molecules involved, and precise trafficking itinerary of GSVs are largely identified. Understanding the
interaction between insulin signaling molecules and key regulatory proteins that are involved in spatiotemporal regulation of
GLUT4 vesicle exocytosis is of great importance to explain the pathogenesis of diabetes and may provide new potential
therapeutic targets.

1. Introduction

GLUT4 is a 12-transmembrane facilitative glucose trans-
porter that is primarily expressed in muscle and adipose
tissues, where it is responsible for insulin-stimulated glucose
disposal and for the entry of glucose to muscles during
contraction and exercise (see latest reviews in [1–3]). The
indispensible role of GLUT4 in regulation of glucose hemo-
stasis has been well documented in the previous animal stud-
ies, in which genetic ablation of the GLUT4 gene specifically
in mice muscle or adipose tissues results in impaired glucose
uptake, hyperinsulinemia, and peripheral insulin resistance
[4, 5]. The major physiological action of insulin is to increase
the glucose uptake and storage in muscle and adipose tissues,
which is accomplished through the mobilization of intracel-
lular GLUT4 storage vesicles (GSVs) to the cell surface upon
stimulation. In the basal state, approximately 5–10% of the
GLUT4 is located at the cell surface and >90% in intracellular
membrane compartments. Insulin stimulation shifts the
steady-state distribution of GLUT4 towards the plasma
membrane. The dysfunction of insulin-stimulated GLUT4

translocation is highly related to peripheral insulin resistance
and non-insulin-dependent diabetes mellitus in human
beings [2].

Multiple insulin signaling pathways have been implicated
in GLUT4 regulation, which may impinge on one or numer-
ous steps along the intracellular itinerary of GLUT4 traffick-
ing [6]. Although the insulin signal transduction network
that controls GLUT4 translocation has been largely discov-
ered (reviewed in [2, 7]), the mechanism of spatiotemporal
coupling between the signaling and intracellular vesicle traf-
ficking is still not fully understood. Insulin regulates GLUT4
vesicle exocytosis in a temporal and spatial manner. Insulin
initiates rapid signaling transduction cascades that propagate
into the cell to mobilize GLUT4 vesicle release. In addition,
insulin promotes the spatial compartmentalization of signal-
ing and protein machinery that play an important role in
insuring the fidelity and specificity of its action on GLUT4
vesicle exocytosis. Here, we focus on the current understand-
ing and recent work that have led to improved knowledge of
how insulin signaling and key regulatory proteins are involved
in spatiotemporal regulation of GLUT4 vesicle exocytosis.
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2. Temporal Regulators of Insulin-Stimulated
GLUT4 Translocation

Insulin stimulates the surface accumulation of GLUT4 with a
half time of 2–5 minutes, which reaches a plateau after 12
minutes [8]. In this process, multiple trafficking steps of
GLUT4 are potentially regulated by insulin signaling, includ-
ing GSV release and trafficking [9], vesicle tethering/docking
[10–12], and ultimately fusion [13–15].

Insulin signaling is initiated through binding and acti-
vation of its surface receptor. Activation of the insulin
receptor triggers a cascade of phosphorylation events that
ultimately promote GLUT4 vesicle exocytosis. The canon-
ical insulin signaling pathway involves docking of the
insulin receptor substrate (IRS) to the activated insulin
receptor, which then subsequently activates phosphoinosi-
tide 3-kinase (PI3K). Activated PI3K increases the conver-
sion of phosphatidylinositol 4,5-bisphosphate (PIP2) to
phosphatidylinositol 3,4,5-trisphosphate (PIP3) at the plasma
membrane, which activates Akt and atypical protein kinase C
(aPKC) and subsequently phosphorylation of AS160 (Akt
substrate of 160 kDa) by Akt (see reviews in [1, 7, 16]). In
addition, a PI3K-independent pathway that is involved with
c-CBL, c-CBL-associated protein (CAP), and the small
GTPase TC10 may also regulate insulin-stimulated GLUT4
translocation in adipocytes (see reviews in [1, 17]). Together,
these signaling pathways ensure the efficient delivery of
GLUT4 to the cell surface by properly orchestrating lipids,
protein kinases, small GTPase, and adaptor proteins at the
plasma membrane (Figure 1).

2.1. PI3K. The PI3K-dependent insulin signaling plays a
pivotal role in regulation of GLUT4 translocation in both
muscle and adipose cells. There is a lot of evidence showing
that PI3K activity is essential for insulin-stimulated GLUT4
translocation. Inhibition of PI3K activity with specific inhib-
itors, such as wortmannin and LY294002, or expression of
dominant-negative mutants of PI3K and microinjection of
blocking antibodies to PI3K can completely abolish insulin-
stimulated GLUT4 translocation [18–20]. In contrast, over-
expression of constitutively active form of PI3K [21–23] or
exogenous addition of cell-permeable derivatives of PIP3
induces insulin-independent GLUT4 translocation [24]. Fur-
thermore, a recent work from our group by using optogenetic

approach (light-induced protein heterodimerization between
CIBN-CAAX and CRY2-iSH2) to rapidly activate PI3K in
adipocytes shows that light-activated PI3K fully mimics the
effect of insulin on promoting GSV exocytosis [25]. Together,
these studies demonstrate the central role of PI3K as a major
effector in connecting insulin signalingwith vesicle trafficking.

2.2. Akt/PKB. Akt/PKB, a serine-/threonine-specific protein
kinase downstream of PI3K, is another crucial node in
insulin signaling. There are three existing Akt isoforms
(Akt1–3) in mammalian cells, and knockout and knockdown
studies have identified Akt2 as the relevant isoform required
for insulin-stimulated GLUT4 trafficking and glucose uptake
[26–29]. Microinjection of Akt substrate peptide or antibody
specific to Akt inhibits insulin-stimulated GLUT4 transloca-
tion to the plasma membrane by 66% and 56%, respectively,
in 3T3-L1 adipocytes [30]. In L6 muscle cells, overexpression
of Akt dominant-negative mutations decreases insulin-
stimulated GLUT4 translocation by approximately 60%
[31]. In addition, the drug inhibitor for Akt activation, Akti,
does not fully abolish insulin-stimulated GLUT4 transloca-
tion in adipocytes [25, 32]. Using an optogenetic approach
to control Akt activation, a study from our group has
demonstrated that Akt only accounts for about two-third
of a maximal insulin effect on GLUT4 translocation [25],
which disagrees with the previous studies that claim Akt
is sufficient for insulin-stimulated GLUT4 translocation
[33–35]. Whether Akt and PI3K play equivalent roles in
GLUT4 translocation needs to be further tested in other cell
types or compared in a more physiological condition. How-
ever, it has been suggested that other PI3K signaling pathways,
for instance, PI3K-activated Rac1 and aPKC pathways, are
required together with Akt to promote GLUT4 translocation
in muscle and adipose cells [36, 37].

2.3. AS160 and TBC1D1. AS160 (also known as TBC1D4) is a
downstream effector of Akt/PKB, which has been shown to
be a key modulator of intracellular GLUT4 translocation
[38, 39]. AS160 is a Rab GTPase-activating protein (Rab-
GAP), which is present on GLUT4 vesicles. Insulin causes
the phosphorylation of AS160 at multiple serine/threonine
residues, which inactivate its GAP activity. The current
understanding is that in the basal state, the Rab-GAP func-
tion of AS160 promotes the inactive GDP-bound state of
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Figure 1: Schematic representation of insulin signaling pathways leading to GLUT4 vesicle exocytosis in muscle and adipose cells. See text
for details.
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Rabs. However, in the presence of insulin stimulation, phos-
phorylation of AS160 shuts off its GAP activity, shifting the
equilibrium of its target Rabs to an active GTP-bound state,
which releases GLUT4 from intracellular retention mecha-
nisms [38–40]. Indeed, studies have shown that knockdown
of AS160 increases the localization of GLUT4 at the PM of
unstimulated cells, which impairs insulin-stimulated GLUT4
translocation [38, 40]. Similarly, overexpression of Akt/PKB
phosphorylation-deficient mutant of AS160, that is, con-
stitutively active GAP, induces a reduction in Rab activ-
ity and insulin-stimulated GLUT4 translocation in both
3T3-L1 adipocytes and muscle cells [41, 42]. TBC1D1,
another Rab-GAP protein that is highly homologous with
AS160/TBC1D4, has shown to display similar regulation of
GLUT4 in 3T3-L1 adipocytes and muscle cells [43, 44].
TBC1D1 is most abundant in the skeletal muscle and only
has a very low abundance in adipocytes. Knockdown of
endogenous TBC1D1 in 3T3-L1 adipocytes has no effect on
insulin-stimulated GLUT4 translocation, whereas its overex-
pression diminishes the effect of insulin on GLUT4 translo-
cation [43, 45]. Knockout of TBC1D1 protein expression in
mice impairs exercise-mediated glucose uptake in muscle
fibers and lowers GLUT4 expression but does not affect the
fold change of insulin-stimulated glucose uptake in muscle
[46, 47]. The latest animal studies by generating TBC1D1
Ser231Ala-knockin mice that are abortive of AMP-activated
protein kinase- (AMPK-) induced phosphorylation show
thatTBC1D1 ismore involved inAICAR-inducedmuscle glu-
cose uptake and only partially mediates AMPK-regulated
glucose homeostasis in muscle [48]. Nevertheless, this study
has not measured phosphorylation of AS160 or TBC1D1 in
response to exercise or AICAR on other sites besides
Ser231, nor did it assess other means of Rab-GAP regulation
by phosphorylation. Thus, the role of these two Rab-GAPs in
different cells and in different stimulus conditions still
deserves further studies in the field.

The identification and characterization of the down-
stream Rabs of AS160 and TBC1D1 have been an intense
area of research. The previous in vitro experiments show that
AS160 has Rab-GAP activity against Rabs 2, 8, 10, 13, and 14
[49, 50]. In adipocytes, the Rab proteins that are currently
considered to be the main targets of AS160 are Rab10 and
Rab14 [49, 51]. Studies show that knockdown of Rab10
diminishes insulin-stimulated GLUT4 translocation in
3T3-L1 adipocytes, whereas the surface recycling of a trans-
ferrin receptor is unaffected, suggesting that Rab10 can act
specifically at the GSVs [51, 52]. To support this, knockdown
of Dennd4C, the guanine nucleotide exchange factor (GEF)
for Rab10, inhibits insulin-stimulated GLUT4 translocation
in adipocytes [53]. On the contrary, studies suggest that
Rab14 is involved in the endosomal recycling of GLUT4,
probably engaging in intracellular sorting of GLUT4 into
GSVs [51, 54, 55]. In muscle cells, it has been shown that
Rab8 and Rab13 are the major targets of AS160, whose down-
regulation profoundly inhibits insulin-stimulated GLUT4
translocation [56–59]. In addition, other Rabs that are impli-
cated in intracellular GLUT4 traffic include Rab4 [60], Rab5
[61], Rab11 [62], Rab28 [63], and Rab31 [64]. On the other
hand, the Rabs associated with exercise-stimulated GLUT4

traffic are still unknown. The Rabs may work collectively to
ensure the proper traffic of GLUT4 through the intracellular
compartments to the PM.

2.4. aPKC. Atypical PKCs (including protein kinase ζ and ι/λ
isoforms), which belong to the PKC family, require neither
calcium nor diacylglycerol for activation. Blocking the activa-
tion of PKCλ partly inhibits GLUT4 trafficking [65, 66].
Overexpression of dominant-negative mutants of PKCλ
inhibit insulin-stimulated glucose uptake by ~60%, and these
mutants do not inhibit insulin-induced activation of Akt
[65]. In addition, muscle-specific knockout of PKCλ has
shown to induce systemic insulin resistance and diabetes in
mice, which further demonstrates the importance of aPKC
in insulin-stimulated glucose transport [67]. On the contrary,
overexpression of constitutively active PKCλ or PKCζ
isoforms have been demonstrated to promote GLUT4
translocation in 3T3-L1 adipocytes [65], rat skeletal muscle
cells [68], and primary rat adipocytes [69]. Interestingly,
studies in muscle cells show that activation of PKC
induces serine phosphorylation of VAMP2 in the GLUT4
compartment, which subsequently increases glucose trans-
port [70]. Another research in adipocytes indicates that
aPKCζ/λ is a convergent downstream target of the insulin-
stimulated PI3K and TC10 signaling pathways [36]. Further-
more, the exocyst subunit Sec5 has shown to be regulated by
PKC signaling, which modulates the stability of exocyst
complex through phosphorylation modification [71]. How-
ever, the downstream effectors of PKC and the underlying
mechanism of regulation in GLUT4 translocation are still
needed in the field. The connection of aPKC signal to GLUT4
vesicle trafficking appears to involve the actin cytoskeleton,
Rabs, and molecular motors, as PKCλ/ζ can impinge on
Rac-mediated actin dynamics and can also regulate the
interaction between Rab4 and kinesin motors [72, 73].

2.5. Rac and TC10. Insulin-stimulated GLUT4 translocation
requires dynamic changes in the actin cytoskeleton or called
actin remodeling. Remodeled actin may serve as a scaffold
that directs selective signaling molecules for proper signal
transduction or alternatively may serve as tracks for motor
proteins to move GLUT4 vesicles to the PM. These functions
of regulation appear to be engaged with small G protein
activity: Rac1 in muscle cells and TC10 in adipocytes.

Rac is one of the Rho GTPase family members. Rac1 is
the only isoform that is shown to be involved in insulin-
stimulated GLUT4 translocation in muscle cells [74]. In
muscle-specific Rac1 knockout mice, both insulin- and
exercise-stimulated GLUT4 translocations and glucose
uptake are markedly impaired [74, 75]. Similarly, in L6
cells with Rac1 knockdown or overexpression of dominant-
negative mutant of Rac1, the increase in insulin-stimulated
GLUT4 translocation is fully abolished [76, 77]. Under
these circumstances, insulin-stimulated actin remodeling
is affected, presumably through the downregulation of Rac1
activity. In muscle cells, it has been suggested that Akt and
Rac1 are two parallel signaling pathways under the regulation
of PI3K [74, 77–79]. Rac1 knockdown or constitutive activa-
tion has no effect on insulin-stimulated Akt phosphorylation
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[77, 79]. On the contrary, some other studies suggest that
Akt signaling is an upstream of Rac1 in skeletal muscle
cells [80, 81]. These studies show that insulin-induced Rac1
activation is completely inhibited by Akt inhibitors or with
Akt2 knockdown in muscle cells [80, 81]. Thus, the mecha-
nism of Rac1 activation and its potential role in regulation
of GLUT4 trafficking in adipose cells are yet to be established.

TC10 is a member of the Rho small GTPase known to
regulate cortical actin dynamics and contribute to GLUT4
exocytosis [82, 83]. In adipocytes, TC10 becomes activated
in response to insulin stimulation, and this activation appears
to be PI3K-independent, under the regulation of the CAP/
Cbl/C3G cascade of the signaling pathway (see reviews in
[2, 17, 84]). TC10 has homology sequence with Cdc42 and
Rac and binds to effectors having a Cdc42-/Rac-interactive
binding domain, such as p21-activated protein kinase, the
neural Wiscott-Aldrich syndrome protein (N-WASP) [85],
and also proteins without these domains, for instance,
Exo70 [86], PIST [87], and CIP4 [88]. In 3T3-L1 adipocytes,
overexpression of dominant-interfering TC10alpha mutant
inhibits insulin-stimulated glucose uptake and GLUT4 trans-
location [82, 89], suggesting the importance of GTPase
activity in its function. On the contrary, another study shows
that overexpression of TC10alpha or other chimeras with
lipid raft-targeting motifs in adipocytes inhibits insulin-
stimulated GLUT4 translocation, and these effects are
independent of its GTPase activity but dependent on its
membrane localization [90]. Furthermore, although siRNA-
mediated TC10 knockdown was reported to effect insulin-
simulated GLUT4 translocation, no other lab has reported
the same findings and no mouse knockout models have
corroborated these findings found in 3T3-L1 adipocytes. In
addition, in muscle cells, TC10 mutations are shown to fail
to prevent insulin-stimulated GLUT4 translocation [76].
Thus, additional studies are needed to elucidate the role of
TC10 in regulation of the trafficking of GLUT4, especially
in muscle systems, and how these intracellular effectors of
TC10 regulate discrete steps of GLUT4 trafficking in cells.

3. Spatial Determinants of Insulin-Regulated
GLUT4 Translocation

The spatial aspects of insulin signal transduction and distri-
bution of regulatory proteins play a crucial role in determin-
ing the specificity of insulin action. So far, lots of insulin
signaling molecules, such as insulin receptor [91], CAP, and
its interacting proteins [89, 92], have been found to associate
with or reside on the subdomain of the plasma membrane
lipid raft structure. The role of lipid rafts in insulin signaling
has been reviewed elsewhere [17, 93]. Here, we mainly focus
on the description of membrane traffic regulatory proteins in
spatial regulation of GLUT4 vesicle exocytosis.

3.1. Exocyst Complex. An exocyst is an evolutionarily
conserved octameric protein complex consisting of Sec3,
Sec5, Sec6, Sec8, Sec10, Sec15, Exo70, and Exo84 (see reviews
in [94, 95]). The exocyst components were originally identi-
fied in a genetic screen for temperature-sensitive secretory
mutants of yeast Saccharomyces cerevisiae [96]. The exocyst

complex plays a crucial role in the targeting of vesicles to
the plasma membrane during exocytosis, and it has been
shown to be involved in diverse cellular processes, such as
yeast budding, cell polarity, ciliogenesis, and neurite out-
growth (see reviews in [94, 95]). The exocyst has been
demonstrated to play a pivotal role in insulin-stimulated
GLUT4 trafficking, presumed by facilitating the tethering/
docking of GLUT4 vesicles to the plasma membrane
[86, 97]. It has been shown that the GTPase TC10 interacts
with Exo70 and recruits Exo70 and Sec6/Sec8 subcomplex
components to the cell surface after insulin stimulation
[86]. Overexpression of dominant-negative mutant of
Exo70 blocks insulin-stimulated GLUT4 vesicle fusion with
the plasma membrane but not the redistribution of vesicles
to the periphery of cells [86]. In 3T3-L1 adipocytes, studies
have shown that insulin stimulation promotes the redistribu-
tion of Sec6 and Sec8 to the cell surface, and overexpression
of Sec6/Sec8 exocyst subunits augments insulin-stimulated
GLUT4 translocation [97]. In addition, Sec8 interacts with
synapse-associated protein 97 (SAP97) in lipid rafts, which
anchors the exocyst complex in the subdomain of the plasma
membrane [98]. Besides, both Sec3 and Exo70 can interact
with PIP2, the phospholipid present in lipid rafts through
PH domain-like structure [99, 100]. Thus, it is conceivable
that exocyst complex assembles in subdomains at the plasma
membrane, which regulates the spatial localization and
fusion of GLUT4 with the plasma membrane. Indeed, the
previous work has shown that the exocytic sites of insulin-
stimulated GLUT4 vesicle exocytosis are spatially clustered
on the plasma membrane, which are disrupted and become
randomized after Sec8 knockdown [101]. Together, these
studies suggested that the exocyst might serve as a spatial
landmark for GLUT4 vesicle exocytosis at the plasma mem-
brane. In the future, direct visualization of exocyst dynamics
and GLUT4 vesicle exocytosis is needed to better illustrate
this point.

3.2. SNARE Proteins. The primary role of SNAREs (soluble
N-ethylmaleimide-sensitive factor attachment protein recep-
tors) is to bridge two membranes and drive membrane fusion
events, which control the membrane traffic in all eukaryotic
cells [102]. The interaction between SNARE proteins from
the vesicle (v-SNAREs) and those from the target membrane
(t-SNAREs) is essential for membrane fusion. The SNARE
proteins involved in the fusion of GLUT4 vesicles with the
plasma membrane are syntaxin 4, SNAP23, and VAMP2
[103, 104]. The t-SNAREs syntaxin 4 and SANP23 are
located on the plasma membrane, which mark the exocytic
sites where GLUT4 vesicles fuse. It has been reported that
syntaxin 4 and SNAP23 are not uniformly distributed
on the cell surface. Syntaxin 4 and SNAP23 reside on
cholesterol-enriched lipid raft structure which occupies
discrete areas on the plasma membrane [105, 106]. It has
been generally accepted that VAMP2 is the v-SNARE present
on GSVs, although other v-SNAREs, such as VAMP3,
VAMP7, and VAMP8, have also been suggested to be pres-
ent on GLUT4 vesicles and implicated in vesicle exocytosis
[14, 107, 108]. Similar to syntaxin 4 and SNAP23, VAMP2
has also been demonstrated to localize in lipid rafts [106].
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Together, these studies strongly suggest the lipid rafts play an
important role in the process of insulin-stimulated GLUT4
vesicle exocytosis at the plasma membrane.

In addition, proteins that can regulate SNARE function
may engage in spatial regulation of vesicle exocytosis. One
particular interesting protein is Munc18c, which is a member
of Sec1/Munc18 (SM) family proteins. SM proteins are
essential regulators of SNARE-mediated vesicle fusion
events, initially identified as high-affinity binding partners
for syntaxin proteins on the plasma membrane and, more
recently, in a binding mode with the SNARE core complex
[109]. In adipocytes, Munc18c interacts with syntaxin 4.
Overexpression of Munc18c has shown to inhibit insulin-
stimulated GLUT4 translocation, but in adipocytes derived
from MEFs with Munc18c knockout, it shows enhanced
GLUT4 translocation [110, 111]. These studies suggest that
disruption of the interaction between syntaxin4 and
Munc18c might serve another function of insulin regulation.
Indeed, researches have demonstrated that insulin signaling
through the insulin receptor kinase regulates the assembly
of SNARE complexes by controlling the phosphorylation of
Munc18c [112, 113]. In the basal state, Munc18c interacts
with syntaxin 4, which blocks the availability of syntaxin 4
to interact with VAMP2 and t-SNAREs. Whereas in the
presence of insulin, insulin receptor tyrosine kinase phos-
phorylates Munc18c on Tyr219 and Tyr521 sites, which
release Munc18c from syntaxin4, thus promotes the SNARE
complex formation, and increases insulin-stimulated GLUT4
vesicle exocytosis [112, 113].

4. Perspectives

To dissect the spatiotemporal relationship between insulin
signaling, protein dynamics, and GLUT4 vesicle trafficking,
new techniques are greatly needed in this field. For instance,
new approaches to perturb insulin signaling in a rapid and
specific manner, our group has recently applied an optoge-
netic system to control the activation of PI3K and Akt both
spatially and temporally and dissect the role of individual of
them in insulin-stimulated GLUT4 vesicle exocytosis [25].
Integration of optogenetics with high-resolution light micro-
scope imaging and the dynamic function of signaling nodes
in vesicle trafficking that is not easily targetable with drugs
can be visualized and analyzed. In addition, a large-scale
and high-throughput proteomics study is needed. Although
the insulin signaling pathway and key molecular players
have been identified and characterized, the intersection of
different signaling pathways and new components that are
potentially involved in regulation of vesicle trafficking
remains to be discovered.

Conflicts of Interest

The authors declare no competing or financial interests.

Acknowledgments

This work was supported by the National Natural Science
Foundation of China (31571480, 31301176, and 61427818),

the National Key Research and Development Program of
China (2016YFF0101406), and the National Basic Research
Program of China (2015CB352003).

References

[1] D. Leto and A. R. Saltiel, “Regulation of glucose transport by
insulin: traffic control of GLUT4,” Nature Reviews. Molecular
Cell Biology, vol. 13, no. 6, pp. 383–396, 2012.

[2] J. S. Bogan, “Regulation of glucose transporter translocation
in health and diabetes,” Annual Review of Biochemistry,
vol. 81, pp. 507–532, 2012.

[3] L. Sylow, M. Kleinert, E. A. Richter, and T. E. Jensen,
“Exercise-stimulated glucose uptake - regulation and implica-
tions for glycaemic control,” Nature Reviews. Endocrinology,
vol. 13, no. 3, pp. 133–148, 2017.

[4] A. Zisman, O. D. Peroni, E. D. Abel et al., “Targeted disrup-
tion of the glucose transporter 4 selectively in muscle causes
insulin resistance and glucose intolerance,” Nature Medicine,
vol. 6, no. 8, pp. 924–928, 2000.

[5] E. D. Abel, O. Peroni, J. K. Kim et al., “Adipose-selective
targeting of the GLUT4 gene impairs insulin action in muscle
and liver,” Nature, vol. 409, no. 6821, pp. 729–733, 2001.

[6] H. Zaid, C. N. Antonescu, V. K. Randhawa, and A. Klip,
“Insulin action on glucose transporters through molecular
switches, tracks and tethers,” The Biochemical Journal,
vol. 413, no. 2, pp. 201–215, 2008.

[7] J. Stockli, D. J. Fazakerley, and D. E. James, “GLUT4
exocytosis,” Journal of Cell Science, vol. 124, no. Part 24,
pp. 4147–4159, 2011.

[8] R. Govers, A. C. Coster, and D. E. James, “Insulin increases
cell surface GLUT4 levels by dose dependently discharging
GLUT4 into a cell surface recycling pathway,” Molecular
and Cellular Biology, vol. 24, no. 14, pp. 6456–6466, 2004.

[9] J. S. Bogan, N. Hendon, A. E. McKee, T.-S. Tsao, and H. F.
Lodish, “Functional cloning of TUG as a regulator of GLUT4
glucose transporter trafficking,” Nature, vol. 425, no. 6959,
pp. 727–733, 2003.

[10] S. H. Huang, L. M. Lifshitz, C. Jones et al., “Insulin stimulates
membrane fusion and GLUT4 accumulation in clathrin coats
on adipocyte plasma membranes,” Molecular and Cellular
Biology, vol. 27, no. 9, pp. 3456–3469, 2007.

[11] L. Bai, Y. Wang, J. Fan et al., “Dissecting multiple steps of
GLUT4 trafficking and identifying the sites of insulin action,”
Cell Metabolism, vol. 5, no. 1, pp. 47–57, 2007.

[12] V.A. Lizunov,H.Matsumoto, J. Zimmerberg, S.W.Cushman,
and V. A. Frolov, “Insulin stimulates the halting, tethering,
and fusion of mobile GLUT4 vesicles in rat adipose cells,”
The Journal of Cell Biology, vol. 169, no. 3, pp. 481–489, 2005.

[13] F. Koumanov, B. Jin, J. Yang, and G. D. Holman, “Insulin
signaling meets vesicle traffic of GLUT4 at a plasma-
membrane-activated fusion step,” Cell Metabolism, vol. 2,
no. 3, pp. 179–189, 2005.

[14] Y. Xu, B. R. Rubin, C. M. Orme et al., “Dual-mode of insulin
action controls GLUT4 vesicle exocytosis,” The Journal of
Cell Biology, vol. 193, no. 4, pp. 643–653, 2011.

[15] K. G. Stenkula, V. A. Lizunov, S. W. Cushman, and
J. Zimmerberg, “Insulin controls the spatial distribution of
GLUT4 on the cell surface through regulation of its postfu-
sion dispersal,” Cell Metabolism, vol. 12, no. 3, pp. 250–259,
2010.

5Journal of Diabetes Research



[16] S. Huang and M. P. Czech, “The GLUT4 glucose trans-
porter,” Cell Metabolism, vol. 5, no. 4, pp. 237–252, 2007.

[17] A. R. Saltiel and J. E. Pessin, “Insulin signaling in microdo-
mains of the plasma membrane,” Traffic, vol. 4, no. 11,
pp. 711–716, 2003.

[18] B. Cheatham, C. J. Vlahos, L. Cheatham, L. Wang, J. Blenis,
and C. R. Kahn, “Phosphatidylinositol 3-kinase activation is
required for insulin stimulation of pp70 S6 kinase, DNA
synthesis, and glucose transporter translocation,” Molecular
and Cellular Biology, vol. 14, no. 7, pp. 4902–4911, 1994.

[19] J. F. Clarke, P. W. Young, K. Yonezawa, M. Kasuga, and G. D.
Holman, “Inhibition of the translocation of GLUT1 and
GLUT4 in 3T3-L1 cells by the phosphatidylinositol 3-kinase
inhibitor, wortmannin,” The Biochemical Journal, vol. 300,
no. Part 3, pp. 631–635, 1994.

[20] P. M. Sharma, K. Egawa, Y. Huang et al., “Inhibition of phos-
phatidylinositol 3-kinase activity by adenovirus-mediated
gene transfer and its effect on insulin action,” The Journal
of Biological Chemistry, vol. 273, no. 29, pp. 18528–18537,
1998.

[21] H. Katagiri, T. Asano, H. Ishihara et al., “Overexpression of
catalytic subunit p110alpha of phosphatidylinositol 3-kinase
increases glucose transport activity with translocation of
glucose transporters in 3T3-L1 adipocytes,” The Journal of
Biological Chemistry, vol. 271, no. 29, pp. 16987–16990, 1996.

[22] S. S. Martin, T. Haruta, A. J. Morris, A. Klippel, L. T.
Williams, and J. M. Olefsky, “Activated phosphatidylinositol
3-kinase is sufficient to mediate actin rearrangement and
GLUT4 translocation in 3T3-L1 adipocytes,” The Journal of
Biological Chemistry, vol. 271, no. 30, pp. 17605–17608, 1996.

[23] J. F. Tanti, T. Grémeaux, S. Grillo et al., “Overexpression of a
constitutively active form of phosphatidylinositol 3-kinase is
sufficient to promote Glut4 translocation in adipocytes,”
The Journal of Biological Chemistry, vol. 271, no. 41,
pp. 25227–25232, 1996.

[24] G. Sweeney, R. R. Garg, R. B. Ceddia et al., “Intracellular
delivery of phosphatidylinositol (3,4,5)-trisphosphate causes
incorporation of glucose transporter 4 into the plasma
membrane of muscle and fat cells without increasing glucose
uptake,” The Journal of Biological Chemistry, vol. 279, no. 31,
pp. 32233–32242, 2004.

[25] Y. Xu, D. Nan, J. Fan, J. S. Bogan, and D. Toomre,
“Optogenetic activation reveals distinct roles of PIP3 and
Akt in adipocyte insulin action,” Journal of Cell Science,
vol. 129, no. 10, pp. 2085–2095, 2016.

[26] H. Cho, J. L. Thorvaldsen, Q. Chu, F. Feng, and M. J.
Birnbaum, “Akt1/PKBalpha is required for normal growth
but dispensable for maintenance of glucose homeostasis in
mice,” The Journal of Biological Chemistry, vol. 276, no. 42,
pp. 38349–38352, 2001.

[27] H. Cho, J. Mu, J. K. Kim et al., “Insulin resistance and a
diabetes mellitus-like syndrome in mice lacking the protein
kinase Akt2 (PKB beta),” Science, vol. 292, no. 5522,
pp. 1728–1731, 2001.

[28] Z. Y. Jiang, Q. L. Zhou, K. A. Coleman, M. Chouinard,
Q. Boese, and M. P. Czech, “Insulin signaling through
Akt/protein kinase B analyzed by small interfering RNA-
mediated gene silencing,” Proceedings of the National
Academy of Sciences of the United States of America, vol. 100,
no. 13, pp. 7569–7574, 2003.

[29] C. E. McCurdy and G. D. Cartee, “Akt2 is essential for the full
effect of calorie restriction on insulin-stimulated glucose

uptake in skeletal muscle,” Diabetes, vol. 54, no. 5,
pp. 1349–1356, 2005.

[30] M. M. Hill, S. F. Clark, D. F. Tucker, M. J. Birnbaum, D.
E. James, and S. L. Macaulay, “A role for protein kinase
Bbeta/Akt2 in insulin-stimulated GLUT4 translocation in
adipocytes,” Molecular and Cellular Biology, vol. 19, no. 11,
pp. 7771–7781, 1999.

[31] Q. Wang, R. Somwar, P. J. Bilan et al., “Protein kinase B/Akt
participates in GLUT4 translocation by insulin in L6
myoblasts,” Molecular and Cellular Biology, vol. 19, no. 6,
pp. 4008–4018, 1999.

[32] E. Gonzalez and T. E. McGraw, “Insulin signaling diverges
into Akt-dependent and -independent signals to regulate
the recruitment/docking and the fusion of GLUT4 vesicles
to the plasma membrane,” Molecular Biology of the Cell,
vol. 17, no. 10, pp. 4484–4493, 2006.

[33] Y. Ng, G. Ramm, J. A. Lopez, and D. E. James, “Rapid
activation of Akt2 is sufficient to stimulate GLUT4 translo-
cation in 3T3-L1 adipocytes,” Cell Metabolism, vol. 7,
no. 4, pp. 348–356, 2008.

[34] Y. Ng, G. Ramm, and D. E. James, “Dissecting the mechanism
of insulin resistance using a novel heterodimerization
strategy to activate Akt,” The Journal of Biological Chemistry,
vol. 285, no. 8, pp. 5232–5239, 2010.

[35] A. D. Kohn, S. A. Summers, M. J. Birnbaum, and R. A. Roth,
“Expression of a constitutively active Akt Ser/Thr kinase in
3T3-L1 adipocytes stimulates glucose uptake and glucose
transporter 4 translocation,” The Journal of Biological
Chemistry, vol. 271, no. 49, pp. 31372–31378, 1996.

[36] M.Kanzaki, S.Mora, J. B. Hwang, A. R. Saltiel, and J. E. Pessin,
“Atypical protein kinase C (PKCzeta/lambda) is a con-
vergent downstream target of the insulin-stimulated phos-
phatidylinositol 3-kinase and TC10 signaling pathways,”
The Journal of Cell Biology, vol. 164, no. 2, pp. 279–290, 2004.

[37] L. Sylow, M. Kleinert, C. Pehmøller et al., “Akt and Rac1
signaling are jointly required for insulin-stimulated glucose
uptake in skeletal muscle and downregulated in insulin resis-
tance,” Cellular Signalling, vol. 26, no. 2, pp. 323–331, 2014.

[38] M. Larance, G. Ramm, J. Stockli et al., “Characterization of the
role of the Rab GTPase-activating protein AS160 in insulin-
regulated GLUT4 trafficking,” The Journal of Biological
Chemistry, vol. 280, no. 45, pp. 37803–37813, 2005.

[39] A. Zeigerer, M. K. McBrayer, and T. E. McGraw, “Insulin
stimulation of GLUT4 exocytosis, but not its inhibition of
endocytosis, is dependent on RabGAP AS160,” Molecular
Biology of the Cell, vol. 15, no. 10, pp. 4406–4415, 2004.

[40] L. Eguez, A. Lee, J. A. Chavez et al., “Full intracellular
retention of GLUT4 requires AS160 Rab GTPase activating
protein,” Cell Metabolism, vol. 2, no. 4, pp. 263–272, 2005.

[41] H. Sano, S. Kane, E. Sano et al., “Insulin-stimulated phos-
phorylation of a Rab GTPase-activating protein regulates
GLUT4 translocation,” The Journal of Biological Chemistry,
vol. 278, no. 17, pp. 14599–14602, 2003.

[42] F. S. Thong, P. J. Bilan, and A. Klip, “The Rab GTPase-
activating protein AS160 integrates Akt, protein kinase C,
and AMP-activated protein kinase signals regulating GLUT4
traffic,” Diabetes, vol. 56, no. 2, 2007.

[43] W. G. Roach, J. A. Chavez, C. P. Miinea, and G. E. Lienhard,
“Substrate specificity and effect on GLUT4 translocation of
the Rab GTPase-activating protein Tbc1d1,” The Biochemical
Journal, vol. 403, no. 2, pp. 353–358, 2007.

6 Journal of Diabetes Research



[44] D. An, T. Toyoda, E. B. Taylor et al., “TBC1D1 regulates
insulin- and contraction-induced glucose transport in mouse
skeletal muscle,” Diabetes, vol. 59, no. 6, pp. 1358–1365,
2010.

[45] J. A. Chavez, W. G. Roach, S. R. Keller, W. S. Lane, and G. E.
Lienhard, “Inhibition of GLUT4 translocation by Tbc1d1, a
Rab GTPase-activating protein abundant in skeletal muscle,
is partially relieved by AMP-activated protein kinase activa-
tion,” The Journal of Biological Chemistry, vol. 283, no. 14,
pp. 9187–9195, 2008.

[46] J. Stockli, C. C. Meoli, N. J. Hoffman et al., “The RabGAP
TBC1D1 plays a central role in exercise-regulated glucose
metabolism in skeletal muscle,” Diabetes, vol. 64, no. 6,
pp. 1914–1922, 2015.

[47] S. R. Hargett, N. N. Walker, S. S. Hussain, K. L. Hoehn,
and S. R. Keller, “Deletion of the Rab GAP Tbc1d1
modifies glucose, lipid, and energy homeostasis in mice,”
American Journal of Physiology. Endocrinology and Metabo-
lism, vol. 309, no. 3, pp. E233–E245, 2015.

[48] Q. Chen, B. Xie, S. Zhu et al., “A Tbc1d1 Ser231Ala-knockin
mutation partially impairs AICAR- but not exercise-induced
muscle glucose uptake in mice,” Diabetologia, vol. 60, no. 2,
pp. 336–345, 2017.

[49] H. Sano, L. Eguez, M. N. Teruel et al., “Rab10, a target of the
AS160 Rab GAP, is required for insulin-stimulated transloca-
tion of GLUT4 to the adipocyte plasma membrane,” Cell
Metabolism, vol. 5, no. 4, pp. 293–303, 2007.

[50] S. Ishikura, P. J. Bilan, and A. Klip, “Rabs 8A and 14 are
targets of the insulin-regulated Rab-GAP AS160 regulating
GLUT4 traffic in muscle cells,” Biochemical and Biophysical
Research Communications, vol. 353, no. 4, pp. 1074–1079,
2007.

[51] Y. Chen, Y. Wang, J. Zhang et al., “Rab10 and myosin-Va
mediate insulin-stimulated GLUT4 storage vesicle transloca-
tion in adipocytes,” The Journal of Cell Biology, vol. 198, no. 4,
pp. 545–560, 2012.

[52] L. A. Sadacca, J. Bruno, J. Wen, W. Xiong, and T. E. McGraw,
“Specialized sorting of GLUT4 and its recruitment to the cell
surface are independently regulated by distinct Rabs,”Molec-
ular Biology of the Cell, vol. 24, no. 16, pp. 2544–2557, 2013.

[53] H. Sano, G. R. Peck, A. N. Kettenbach, S. A. Gerber, and G. E.
Lienhard, “Insulin-stimulated GLUT4 protein translocation
in adipocytes requires the Rab10 guanine nucleotide
exchange factor Dennd4C,” The Journal of Biological Chemis-
try, vol. 286, no. 19, pp. 16541–16545, 2011.

[54] P. D. Brewer, E. N. Habtemichael, I. Romenskaia, A. C.
Coster, and C. C. Mastick, “Rab14 limits the sorting of
Glut4 from endosomes into insulin-sensitive regulated
secretory compartments in adipocytes,” The Biochemical
Journal, vol. 473, no. 10, pp. 1315–1327, 2016.

[55] S. E. Reed, L. R. Hodgson, S. Song et al., “A role for Rab14 in
the endocytic trafficking of GLUT4 in 3T3-L1 adipocytes,”
Journal of Cell Science, vol. 126, no. Part 9, pp. 1931–1941,
2013.

[56] H. Li, L. Ou, J. Fan et al., “Rab8A regulates insulin-stimulated
GLUT4 trafficking in C2C12 myoblasts,” FEBS Letters,
vol. 591, no. 3, pp. 491–499, 2017.

[57] Y. Sun, T. T. Chiu, K. P. Foley, P. J. Bilan, and A. Klip,
“Myosin Va mediates Rab8A-regulated GLUT4 vesicle
exocytosis in insulin-stimulated muscle cells,” Molecular
Biology of the Cell, vol. 25, no. 7, pp. 1159–1170, 2014.

[58] Y. Sun, P. J. Bilan, Z. Liu, and A. Klip, “Rab8A and Rab13 are
activated by insulin and regulate GLUT4 translocation in
muscle cells,” Proceedings of the National Academy of Sciences
of the United States of America, vol. 107, no. 46, pp. 19909–
19914, 2010.

[59] V. K. Randhawa, S. Ishikura, I. Talior-Volodarsky et al.,
“GLUT4 vesicle recruitment and fusion are differentially
regulated by Rac, AS160, and Rab8A in muscle cells,” The
Journal of Biological Chemistry, vol. 283, no. 40, pp. 27208–
27219, 2008.

[60] M. Cormont, M. N. Bortoluzzi, N. Gautier, M. Mari, E. van
Obberghen, and Y. Le Marchand-Brustel, “Potential role of
Rab4 in the regulation of subcellular localization of Glut4 in
adipocytes,” Molecular and Cellular Biology, vol. 16, no. 12,
pp. 6879–6886, 1996.

[61] K. L. Tessneer, R. M. Jackson, B. A. Griesel, and A. L. Olson,
“Rab5 activity regulates GLUT4 sorting into insulin-
responsive and non-insulin-responsive endosomal compart-
ments: apotentialmechanismfordevelopmentof insulin resis-
tance,” Endocrinology, vol. 155, no. 9, pp. 3315–3328, 2014.

[62] A. Kessler, E. Tomas, D. Immler, H. E. Meyer, A. Zorzano,
and J. Eckel, “Rab11 is associated with GLUT4-containing
vesicles and redistributes in response to insulin,” Diabeto-
logia, vol. 43, no. 12, pp. 1518–1527, 2000.

[63] Z. Zhou, F. Menzel, T. Benninghoff et al., “Rab28 is a
TBC1D1/TBC1D4 substrate involved in GLUT4 trafficking,”
FEBS Letters, vol. 591, no. 1, pp. 88–96, 2017.

[64] I. J. Lodhi, S. H. Chiang, L. Chang et al., “Gapex-5, a Rab31
guanine nucleotide exchange factor that regulates Glut4
trafficking in adipocytes,” Cell Metabolism, vol. 5, no. 1,
pp. 59–72, 2007.

[65] K. Kotani, W. Ogawa, M. Matsumoto et al., “Requirement of
atypical protein kinase cλ for insulin-stimulation of glucose
uptake but not for akt activation in 3T3-L1 adipocytes,”
Molecular and Cellular Biology, vol. 18, no. 12, pp. 6971–6982,
1998.

[66] C. Yang, R. T. Watson, J. S. Elmendorf, D. B. Sacks, and J. E.
Pessin, “Calmodulin antagonists inhibit insulin-stimulated
GLUT4 (glucose transporter 4) translocation by preventing
the formation of phosphatidylinositol 3,4,5-trisphosphate in
3T3-L1 adipocytes,” Molecular Endocrinology, vol. 14, no. 2,
pp. 317–326, 2000.

[67] R. V. Farese, M. P. Sajan, H. Yang et al.S. Nimal, C. S. Choi,
S. Kim et al., “Muscle-specific knockout of PKC-lambda
impairs glucose transport and induces metabolic and diabetic
syndromes,” The Journal of Clinical Investigation, vol. 117,
no. 8, pp. 2289–2301, 2007.

[68] G. J. Etgen, K. M. Valasek, C. L. Broderick, and A. R. Miller,
“In vivo adenoviral delivery of recombinant human protein
kinase C-zeta stimulates glucose transport activity in rat
skeletal muscle,” The Journal of Biological Chemistry,
vol. 274, no. 32, pp. 22139–22142, 1999.

[69] G. Bandyopadhyay, M. L. Standaert, U. Kikkawa, Y. Ono, J.
Moscat, and R. V. Farese, “Effects of transiently expressed
atypical (zeta, lambda), conventional (alpha, beta) and novel
(delta, epsilon) protein kinase C isoforms on insulin-
stimulated translocation of epitope-tagged GLUT4 glucose
transporters in rat adipocytes: specific interchangeable effects
of protein kinases C-zeta and C-lambda,” The Biochemical
Journal, vol. 337, no. Part 3, pp. 461–470, 1999.

[70] L. Braiman, A. Alt, T. Kuroki et al., “Activation of protein
kinase C zeta induces serine phosphorylation of VAMP2 in

7Journal of Diabetes Research



the GLUT4 compartment and increases glucose transport in
skeletal muscle,” Molecular and Cellular Biology, vol. 21,
no. 22, pp. 7852–7861, 2001.

[71] X. W. Chen, D. Leto, J. Xiao et al., “Exocyst function is
regulated by effector phosphorylation,” Nature Cell Biology,
vol. 13, no. 5, pp. 580–588, 2011.

[72] T. Imamura, J. Huang, I. Usui, H. Satoh, J. Bever, and J. M.
Olefsky, “Insulin-induced GLUT4 translocation involves
protein kinase C-λ-mediated functional coupling between
Rab4 and the motor protein kinesin,”Molecular and Cellular
Biology, vol. 23, no. 14, pp. 4892–4900, 2003.

[73] L. Z. Liu, H. L. Zhao, J. Zuo et al., “Protein kinase Czeta
mediates insulin-induced glucose transport through actin
remodeling in L6 muscle cells,”Molecular Biology of the Cell,
vol. 17, no. 5, pp. 2322–2330, 2006.

[74] S. Ueda, S. Kitazawa, K. Ishida et al., “Crucial role of the small
GTPase Rac1 in insulin-stimulated translocation of glucose
transporter 4 to the mouse skeletal muscle sarcolemma,”
The FASEB Journal, vol. 24, no. 7, pp. 2254–2261, 2010.

[75] L. Sylow, I. L. Nielsen, M. Kleinert et al., “Rac1 governs
exercise-stimulated glucose uptake in skeletal muscle through
regulation of GLUT4 translocation in mice,” The Journal of
Physiology, vol. 594, no. 17, pp. 4997–5008, 2016.

[76] L. JeBailey, A. Rudich, X. Huang, C. Di Ciano-Oliveira, A.
Kapus, and A. Klip, “Skeletal muscle cells and adipocytes
differ in their reliance on TC10 and Rac for insulin-induced
actin remodeling,” Molecular Endocrinology, vol. 18, no. 2,
pp. 359–372, 2004.

[77] L. JeBailey, O. Wanono, W. Niu, J. Roessler, A. Rudich, and
A. Klip, “Ceramide- and oxidant-induced insulin resistance
involve loss of insulin-dependent Rac-activation and actin
remodeling in muscle cells,” Diabetes, vol. 56, no. 2,
pp. 394–403, 2007.

[78] F. S. Thong, P. J. Bilan, and A. Klip, “The Rab GTPase-
activating protein AS160 integrates Akt, protein kinase C,
and AMP-activated protein kinase signals regulating GLUT4
traffic,” Diabetes, vol. 56, no. 2, pp. 414–423, 2007.

[79] S. Ueda, T. Kataoka, and T. Satoh, “Activation of the small
GTPase Rac1 by a specific guanine-nucleotide-exchange
factor suffices to induce glucose uptake into skeletal-
muscle cells,” Biology of the Cell, vol. 100, no. 11,
pp. 645–657, 2008.

[80] T. Kwon, D. Y. Kwon, J. Chun, J. H. Kim, and S. S. Kang, “Akt
protein kinase inhibits Rac1-GTP binding through phos-
phorylation at serine 71 of Rac1,” The Journal of Biological
Chemistry, vol. 275, no. 1, pp. 423–428, 2000.

[81] S. Nozaki, T. Takeda, T. Kitaura, N. Takenaka, T. Kataoka,
and T. Satoh, “Akt2 regulates Rac1 activity in the insulin-
dependent signaling pathway leading to GLUT4 transloca-
tion to the plasma membrane in skeletal muscle cells,”
Cellular Signalling, vol. 25, no. 6, pp. 1361–1371, 2013.

[82] L. Chang, S. H. Chiang, and A. R. Saltiel, “TC10alpha is
required for insulin-stimulated glucose uptake in adipo-
cytes,” Endocrinology, vol. 148, no. 1, pp. 27–33, 2007.

[83] M. Kanzaki, R. T. Watson, J. C. Hou, M. Stamnes, A. R.
Saltiel, and J. E. Pessin, “Small GTP-binding protein
TC10 differentially regulates two distinct populations of
filamentous actin in 3T3L1 adipocytes,” Molecular Biology
of the Cell, vol. 13, no. 7, pp. 2334–2346, 2002.

[84] N. J. Hoffman and J. S. Elmendorf, “Signaling, cytoskeletal
and membrane mechanisms regulating GLUT4 exocytosis,”

Trends in Endocrinology and Metabolism, vol. 22, no. 3,
pp. 110–116, 2011.

[85] C. L. Neudauer, G. Joberty, N. Tatsis, and I. G. Macara,
“Distinct cellular effects and interactions of the Rho-family
GTPase TC10,” Current Biology, vol. 8, no. 21, pp. 1151–
1160, 1998.

[86] M. Inoue, L. Chang, J. Hwang, S.-H. Chiang, and A. R. Saltiel,
“The exocyst complex is required for targeting of Glut4 to the
plasma membrane by insulin,” Nature, vol. 422, no. 6932,
pp. 629–633, 2003.

[87] C. L. Neudauer, G. Joberty, and I. G. Macara, “PIST: a novel
PDZ/coiled-coil domain binding partner for the rho-family
GTPase TC10,” Biochemical and Biophysical Research
Communications, vol. 280, no. 2, pp. 541–547, 2001.

[88] L. Chang, R. D. Adams, and A. R. Saltiel, “The TC10-
interacting protein CIP4/2 is required for insulin-stimulated
Glut4 translocation in 3T3L1 adipocytes,” Proceedings of the
National Academy of Sciences of the United States of America,
vol. 99, no. 20, pp. 12835–12840, 2002.

[89] S. H. Chiang, C. A. Baumann, M. Kanzaki et al., “Insulin-
stimulated GLUT4 translocation requires the CAP-
dependent activation of TC10,” Nature, vol. 410, no. 6831,
pp. 944–948, 2001.

[90] J. Chunqiu Hou and J. E. Pessin, “Lipid raft targeting of the
TC10 amino terminal domain is responsible for disruption
of adipocyte cortical actin,” Molecular Biology of the Cell,
vol. 14, no. 9, pp. 3578–3591, 2003.

[91] J. Gustavsson, S. Parpal,M. Karlsson et al., “Localization of the
insulin receptor in caveolae of adipocyte plasma membrane,”
The FASEB Journal, vol. 13, no. 14, pp. 1961–1971, 1999.

[92] C. A. Baumann, V. Ribon, M. Kanzaki et al., “CAP defines a
second signallingpathway required for insulin-stimulated glu-
cose transport,”Nature, vol. 407, no. 6801, pp. 202–207, 2000.

[93] P. E. Bickel, “Lipid rafts and insulin signaling,” American
Journal of Physiology. Endocrinology and Metabolism,
vol. 282, no. 1, pp. E1–E10, 2002.

[94] B. He and W. Guo, “The exocyst complex in polarized
exocytosis,” Current Opinion in Cell Biology, vol. 21, no. 4,
pp. 537–542, 2009.

[95] M. Munson and P. Novick, “The exocyst defrocked, a frame-
work of rods revealed,” Nature Structural & Molecular
Biology, vol. 13, no. 7, pp. 577–581, 2006.

[96] P. Novick, C. Field, and R. Schekman, “Identification of 23
complementation groups required for post-translational
events in the yeast secretory pathway,” Cell, vol. 21, no. 1,
pp. 205–215, 1980.

[97] M.-A. Ewart, M. Clarke, S. Kane, L. H. Chamberlain, and G.
W. Gould, “Evidence for a role of the exocyst in insulin-
stimulated Glut4 trafficking in 3T3-L1 adipocytes,” The
Journal of Biological Chemistry, vol. 280, no. 5, pp. 3812–
3816, 2005.

[98] M. Inoue, S. H. Chiang, L. Chang, X. W. Chen, and A. R.
Saltiel, “Compartmentalization of the exocyst complex in
lipid rafts controls GLUT4 vesicle tethering,” Molecular
Biology of the Cell, vol. 17, no. 5, pp. 2303–2311, 2006.

[99] B. He, F. Xi, X. Zhang, J. Zhang, and W. Guo, “Exo70 inter-
acts with phospholipids and mediates the targeting of the
exocyst to the plasma membrane,” The EMBO Journal,
vol. 26, no. 18, pp. 4053–4065, 2007.

[100] X. Zhang, K. Orlando, B. He et al., “Membrane association
and functional regulation of Sec3 by phospholipids and

8 Journal of Diabetes Research



Cdc42,” The Journal of Cell Biology, vol. 180, no. 1,
pp. 145–158, 2008.

[101] K. Letinic, R. Sebastian, A. Barthel, and D. Toomre,
“Deciphering subcellular processes in live imaging datasets
via dynamic probabilistic networks,” Bioinformatics, vol. 26,
no. 16, pp. 2029–2036, 2010.

[102] J. E. Rothman, “Mechanisms of intracellular protein trans-
port,” Nature, vol. 372, no. 6501, pp. 55–63, 1994.

[103] B. Cheatham, A. Volchuk, C. R. Kahn, L. Wang, C. J. Rhodes,
and A. Klip, “Insulin-stimulated translocation of GLUT4
glucose transporters requires SNARE-complex proteins,”
Proceedings of the National Academy of Sciences of the United
States of America, vol. 93, no. 26, pp. 15169–15173, 1996.

[104] S. L. Macaulay, D. R. Hewish, K. H. Gough et al., “Functional
studies in 3T3L1 cells support a role for SNARE proteins
in insulin stimulation of GLUT4 translocation,” The
Biochemical Journal, vol. 324, no. Part 1, pp. 217–224, 1997.

[105] S. A. Predescu, D. N. Predescu, K. Shimizu, I. K. Klein, and A.
B. Malik, “Cholesterol-dependent syntaxin-4 and SNAP-23
clustering regulates caveolar fusion with the endothelial
plasma membrane,” The Journal of Biological Chemistry,
vol. 280, no. 44, pp. 37130–37138, 2005.

[106] L. H. Chamberlain and G. W. Gould, “The vesicle- and
target-SNARE proteins that mediate Glut4 vesicle fusion
are localized in detergent-insoluble lipid rafts present on
distinct intracellular membranes,” The Journal of Biological
Chemistry, vol. 277, no. 51, pp. 49750–49754, 2002.

[107] D. Williams and J. E. Pessin, “Mapping of R-SNARE function
at distinct intracellularGLUT4 trafficking steps in adipocytes,”
The Journal of Cell Biology, vol. 180, no. 2, pp. 375–387, 2008.

[108] P. Zhao, L. Yang, J. A. Lopez et al., “Variations in the require-
ment for v-SNAREs in GLUT4 trafficking in adipocytes,”
Journal of Cell Science, vol. 112, no. Part 19, pp. 3472–3480,
2009.

[109] N. J. Bryant and G. W. Gould, “SNARE proteins underpin
insulin-regulated GLUT4 traffic,” Traffic, vol. 12, no. 6,
pp. 657–664, 2011.

[110] H. Kanda, Y. Tamori, H. Shinoda et al., “Adipocytes from
Munc18c-null mice show increased sensitivity to insulin-
stimulated GLUT4 externalization,” The Journal of Clinical
Investigation, vol. 115, no. 2, pp. 291–301, 2005.

[111] D. C. Thurmond, B. P. Ceresa, S. Okada, J. S. Elmendorf, K.
Coker, and J. E. Pessin, “Regulation of insulin-stimulated
GLUT4 translocation by Munc18c in 3T3L1 adipocytes,”
The Journal of Biological Chemistry, vol. 273, no. 50,
pp. 33876–33883, 1998.

[112] J. L. Jewell, E. Oh, L. Ramalingam et al., “Munc18c phosphor-
ylation by the insulin receptor links cell signaling directly to
SNARE exocytosis,” The Journal of Cell Biology, vol. 193,
no. 1, pp. 185–199, 2011.

[113] V. Aran, N. J. Bryant, and G. W. Gould, “Tyrosine phosphor-
ylation of Munc18c on residue 521 abrogates binding to
syntaxin 4,” BMC Biochemistry, vol. 12, no. 1, p. 19, 2011.

9Journal of Diabetes Research


	Spatiotemporal Regulators for Insulin-Stimulated GLUT4 Vesicle Exocytosis
	1. Introduction
	2. Temporal Regulators of Insulin-Stimulated GLUT4 Translocation
	2.1. PI3K
	2.2. Akt/PKB
	2.3. AS160 and TBC1D1
	2.4. aPKC
	2.5. Rac and TC10

	3. Spatial Determinants of Insulin-Regulated GLUT4 Translocation
	3.1. Exocyst Complex
	3.2. SNARE Proteins

	4. Perspectives
	Conflicts of Interest
	Acknowledgments

