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Hypothesis

Insulin-independent glucose transport regulates insulin sensitivity
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Abstract The glucose transport proteins (GLUT1 and GLUT4)
facilitate glucose transport into insulin-sensitive cells. GLUT1 is
insulin-independent and is widely distributed in different tissues.
GLUT4 is insulin-dependent and is responsible for the majority
of glucose transport into muscle and adipose cells in anabolic
conditions. We suggest the hypothesis that insulin resistance is
dependent on whether glucose is entering through GLUT1 or
GLUT4 and on the two functional compartments of glucose
6-phosphate formation within the cell. Glucose entering the
muscle cell through GLUT4 and phosphorylated by hexokinase
II is mainly directed to glycogen synthesis and glycolysis. If
glucose is entering through GLUT1 and phosphorylated by
hexokinase I, the glucose 6-phosphate so formed is available for
all metabolic pathways, including the hexosamine pathway.
Hexosamines have a negative feedback effect on GLUT4, and
reduced GLUT4 activity decreases insulin-mediated glucose
uptake. Thus, insulin-independent glucose transport through
GLUT1 can meet the basal needs of the muscle cell. If glucose
entrance through GLUT1 and the activation of the hexosamine
pathway is abundant, it can decrease the insulin-mediated
glucose transport through GLUT4 leading to insulin resistance.
© 1998 Federation of European Biochemical Societies.
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1. Phylogeny and structure of glucose transport proteins

Glucose is a vital fuel for microorganisms and nearly all cell
types in humans. Glucose transport into the cell is catalyzed
by transport proteins. Even Escherichia coli, which does not
have insulin, has two proton-sugar symporters, proton-xylose
and proton-arabinose. They share 20-25% amino acid se-
quence identity with mammalian glucose transporters [1]. In
mammalian cells there are at least six facilitative glucose
transporters, which are products of a gene family and have
specific functions and sites of expression [2]. Glucose trans-
porter 1 (GLUT1) is the predominant facilitative glucose
transporter and it is widely distributed in different tissues.
GLUTI is highly conserved with 98% identity in the amino
acid sequence between humans and the rat [2]. GLUT4 is
insulin-sensitive and it is the predominant glucose transporter
in the muscle and adipose tissue. There is 95% sequence iden-
tity between human and rat GLUT4 [2], whereas human
GLUTI1 and GLUT4 have 65% identity.

GLUTI1 seems to be coupled with hexokinase I, and
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GLUT4 with hexokinase II (Fig. 1). Fetal muscle expresses
GLUT!I and hexokinase I [3,4], whereas GLUT4 and hexoki-
nase Il become predominant in the muscle postnatally [3,4].
The appearances of GLUT4 and hexokinase II in skeletal
muscle are coordinated and concomitant with insulin sensitiv-
ity in young rats [3,4]. Insulin increases the transcription of
muscle hexokinase II, but has no effect on hexokinase I [4-6],
which is ubiquitous and is found in almost all cells [5].

2. Why insulin-dependent and -independent transporters?

GLUTH4 coupled to hexokinase II facilitates the metabolism
or storage of glucose in the muscle and in the adipose tissue in
insulin-stimulated conditions, such as after a meal. Another
example of the coupling of GLUT4 and insulin action is a
well trained athlete, in whom elevated muscle GLUT4 content
is associated with increased insulin-stimulated glucose dis-
posal (insulin sensitivity) [7]. Thus, GLUT4 is insulin-depend-
ent and mediates the insulin-stimulated glucose disposal in
muscle tissue.

GLUT!]1 protein may be responsible, at least in part, for the
constitutive, insulin-independent glucose uptake in all cells
including muscle [2]. In addition to its traditional role, muscle
tissue has other functions, such as a role in immunology. The
amino acid glutamine is synthesized from glucose in the skel-
etal muscle [8,9]. Continuous maintenance of a sufficient glu-
tamine concentration in the blood is necessary for the proper
functioning of the immune system and survival [10]. This is
especially the case during infections, when macrophages need
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Fig. 1. Glucose transport into muscle cell is mediated by two glu-
cose transport proteins: insulin-independent GLUT! and insulin-de-
pendent GLUT4. If glucose is transported though the GLUTI1 path-
way, it is further metabolized by hexokinase I via glucose 6-
phosphate (G-6-P) and fructose 6-phosphate (F-6-P) also to hexos-
amines. These can reduce GLUT4 activity resulting in a decrease in
insulin-mediated glucose disposal or insulin resistance.
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glutamine [10]. Intramuscular glucose is used for RNA syn-
thesis through the pentose phosphate pathway, and through
the hexosamine pathway for the synthesis of glycoproteins
and for the transcriptional control of some genes [11]. These
metabolic reactions need a continuous fuel flux that is inde-
pendent of nutritional status and insulin secretion.

3. Overexpression of GLUT1 and GLUT4

In transgenic mice overexpression of GLUTI in skeletal
muscle leads to fasting hypoglycemia, increased glucose up-
take without a rise in plasma insulin and diminishes the blood
glucose increment after an oral glucose load [12]. In addition,
in these animals muscle glycogen and free glucose concentra-
tions are elevated [13]. However, insulin-stimulated glucose
uptake is reduced by nearly 50% [14,15]. GLUT4 overexpres-
sion in mice leads to fasting hypoglycemia, reduced rise in
blood glucose after an oral glucose load and elevated muscle
glycogen concentrations [16]. Insulin sensitivity in these ani-
mals is increased by 40-50% [14,15]. Thus, glucose entrance
into muscle cells through overexpressed GLUT1 leads to in-
sulin resistance, whereas overexpression of GLUT4 enhances
insulin sensitivity.

4. Hexosamines — a signal between GLUT1 and GLUT4

In healthy rats, the infusion of fatty acids, glucosamine or
uridine, or hyperglycemia as such all increase the muscle
UDP-N-acetylglucosamine concentration, which is an index
of glucose metabolism through the hexosamine pathway.
Each of these factors also causes insulin resistance and re-
duces insulin-stimulated glycogen synthesis in muscle cells
[17]. When glucosamine and uridine are infused simultane-
ously they have an additive effect in increasing muscle
UDP-N-acetylglucosamine levels and in causing insulin resist-
ance [18]. A rise in glucosamine availability increases glucos-
amine incorporation into skeletal muscle GLUT4-containing
vesicles reducing their activity [18]. In GLUT1 transgenic mice
the 50% decrease in insulin sensitivity is associated with a rise
in muscle UDP hexosamines. Thus, a rise in muscle hexos-
amine concentration causes insulin resistance, probably
through a negative feedback effect on GLUT4 vesicles (Fig.
D).

In contrast, in GLUT4 transgenic mice with 40% increase in
insulin-stimulated glucose uptake the muscle hexosamine con-
centration remains unaltered [15]. Similarly, in rats a 6 h
hyperinsulinemic stimulation of glucose uptake has no effect
on muscle UDP-N-acetylglucosamine concentration despite
increased muscle glucose uptake [19]. Thus, when the in-
creased glucose uptake in these conditions probably occurs
through the insulin-sensitive GLUT4, it has no influence on
muscle hexosamine concentration.

In healthy relatives of type 2 diabetic patients insulin-stimu-
lated glucose uptake is decreased, but their glucose effective-
ness (as determined by an intravenous glucose tolerance test)
is increased [20]. It is possible that the glucose uptake, which
is stimulated by acute hyperglycemia, is mediated mainly
through GLUTI1. Thus, the predominance of glucose trans-
port between GLUT4 and GLUT1 may change depending on
the conditions. There are no data on whether changes in the
glucose transport routes occur similarly in the fasting state as
they seem to happen under stimulated conditions.
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5. Insulin resistance in obesity, inflammation or hyperglycemia

In humans insulin resistance is caused by three main fac-
tors: obesity [21], inflammation or infections [22,23] and hy-
perglycemia per se [24]. Obesity is often associated with ele-
vated serum free fatty acid concentrations and enhanced lipid
oxidation [25]. This may cause insulin resistance via inhibition
of pyruvate dehydrogenase and phosphofructokinase, direct-
ing glucose into the hexosamine pathway [17]. Inflammation is
characterized by increased concentrations of cytokines, such
as tumor necrosis factor oo (TNF-o) or interleukin (IL) 1.
Cytokines downregulate GLUT4, upregulate GLUT1 [26,27]
and stimulate hexose transport in fibroblasts or in rat adipose
cells [28-30]. Hyperglycemia increases glucose flux into muscle
cell by the mass action effect. This effect is insulin-independent
and therefore probably occurs through GLUTI1. Obese and
type 2 diabetic patients also have a reduced insulin-induced
expression of hexokinase II [6]. Thus, the common feature for
the insulin resistance induced by obesity, inflammation and
infection or hyperglycemia is enhanced glucose transport
through GLUT]1 and availability for the formation of hexos-
amines. These can reduce muscle GLUT4 and hexokinase II
activity leading to a decrease in insulin-mediated glucose
transport (Fig. 1). Troglitazone, which improves insulin sen-
sitivity in type 2 diabetic patients, can prevent hyperglycemia-
induced but not glucosamine-induced insulin resistance, sug-
gesting that it has an effect somewhere between GLUT1 and
hexosamines (Fig. 1) [31].

Insulin resistance is a common factor in both type 2 dia-
betic patients and patients with cardiovascular disease [32].
Type 2 diabetic patients are characterized by chronically ele-
vated concentrations of acute-phase serum proteins and cyto-
kines, such as haptoglobin, al-acid glycoprotein, C-reactive
protein or IL-6 [33,34]. Similar results have been reported also
in glucose intolerance [33]. There is increasing evidence that a
chronic inflammation contributes to the development of athe-
rosclerosis [35]. In both conditions increased cytokine action
can lead to glucose transport through GLUT1 and the hexos-
amine pathway reducing the insulin-mediated glucose trans-
port through GLUTA4.

Nitric oxide (NO) may also play a role. The NO donor
sodium nitroprusside (SNP) stimulates rat skeletal muscle glu-
cose transport, and increases cell surface GLUT4 concentra-
tion [36]. The effects of SNP and insulin on glucose transport
are additive at physiological insulin concentrations [37]. How-
ever, production of NO by the cytokine-inducible NO syn-
thase in rat skeletal muscle is associated with decreased insu-
lin-stimulated glucose transport [38]. Also a high glucose
concentration, which reduces insulin-stimulated glucose up-
take in muscle, increases NO generation in human aortic en-
dothelial cells [39]. In L6 myocytes the cytokine-induced in-
crease in glucose uptake is totally prevented by the inhibition
of NO synthase [40]. Furthermore, recent in vitro data suggest
that thiazolidinediones, insulin-sensitizing agents, inhibit the
production of inflammatory cytokines as well as downstream
markers of inflammation such as NO elaborated by monocytic
cells [41,42]. In humans recent data suggest that NO levels are
elevated in first-degree relatives of type 2 diabetic patients
[43]. These patients have a reduced insulin-mediated glucose
disposal (via GLUT4) and an increased glucose effectiveness
(via GLUT1?) [20].

It is thus possible that NO is involved in glucose transport
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via both GLUT4 and GLUTI1 pathways. The transport via
GLUTI1 may involve increased production of NO caused by
factors such as cytokines or hyperglycemia. If transport via
GLUT1 is stimulated, it can reduce glucose transport via
GLUT4. If the contribution of deleterious NO is reduced,
as occurs after inflammation or during thiazolidinedione ther-
apy, this can enhance insulin-stimulated transport through
GLUTA4.

This hypothesis can also explain why impaired glucose tol-
erance or insulin resistance paradoxically may be associated
with fasting hypoglycemia. Chronic IL-1f infusion in rats
resulted in fasting hypoglycemia and elevated blood glucose
levels in response to oral glucose [44]. Anabolic steroids can
induce the production of inflammatory cytokines IL-1p and
TNF-o from human peripheral blood lymphocytes [45], and
methanedienone administration in humans can lower fasting
blood glucose concentration, but reduce both oral and intra-
venous glucose tolerance [46]. These observations can be ex-
plained by increased glucose transport through GLUTI1 in a
fasting state, and decreased GLUT4 action during hyperinsu-
linemia.

References

[1] Thorens, B., Charron, M.J. and Lodish, H.F. (1990) Diabetes
Care 13, 209-218.

[2] Pessin, J.E. and Bell, G.I. (1992) Annu. Rev. Physiol. 54, 911-
930.

[3] Postic, C., Leturque, A., Printz, R.L., Maulard, P., Loizeau, M.,
Granner, D.K. and Girard, J. (1994) Am. J. Physiol. 266, E548—
E559.

[4] Printz, R.L., Osawa, H., Ardehali, H., Koch, S. and Granner,
D.K. (1997) Biochem. Soc. Trans. 25, 107-112.

[5] Wilson, J.E. (1997) Biochem. Soc. Trans. 25, 103-107.

[6] Pendergrass, M., Koval, J., Vogt, C., Yki-Jarvinen, H., lozzo, P.,
Pipek, R., Ardehali, H., Printz, R., Granner, D., DeFronzo, R.A.
and Mandarino, L.J. (1998) Diabetes 47, 387-394.

[7] Ebeling, P., Bourey, R., Koranyi, L., Tuominen, J.A., Groop,
L.C., Henriksson, J., Mueckler, M., Sovijarvi, A. and Koivisto,
V.A. (1993) J. Clin. Invest. 92, 1623-1631.

[8] Ruderman, N.B. and Berger, M. (1974) J. Biol. Chem. 249, 5500
5506.

[9] Michoudet, C., Chauvin, M.F. and Baverel, G. (1994) Biochem.
J. 297, 69-74.

[10] Newsholme, E.A. and Parry-Billings, M. (1990) JPEN J. Paren-
ter. Enter. Nutr. 14, (Suppl.) 63S-67S.

[11] Jackson, S.P. and Tjian, R. (1988) Cell 55, 125-133.

[12] Marshall, B.A., Ren, J.-M., Johnson, D.-W., Gibbs, E.M., Lill-
quist, J.S., Soeller, W.C., Holloszy, J.O. and Mueckler, M. (1993)
J. Biol. Chem. 268, 18442-18445.

[13] Ren, J.-M., Marshall, B.A., Gulve, E.A., Gao, J., Johnson,
D.W., Holloszy, J.O. and Mueckler, M. (1993) J. Biol. Chem.
268, 16113-16115.

[14] Marshall, B.A. and Mueckler, M. (1994) Am. J. Physiol. 267,
E738-E744.

[15] Buse, M.G., Robinson, K.A., Marshall, B.A. and Mueckler, M.
(1996) J. Biol. Chem. 271, 23197-23202.

303

[16] Liu, M.L., Gibbs, E.M., McCoid, S.C., Milici, A.J., Stukenbrok,
H.A., McPherson, R.K., Treadway, J.L. and Pessin, J.E. (1993)
Proc. Natl. Acad. Sci. USA 90, 11346-11350.

[17] Hawkins, M., Barzilai, N., Liu, R., Hu, M., Chen, W. and Ros-
setti, L. (1997) J. Clin. Invest. 99, 2173-2182.

[18] Hawkins, M., Angelov, 1., Liu, R., Barzilai, N. and Rossetti, L.
(1997) J. Biol. Chem. 272, 4889-4895.

[19] Yki-Jarvinen, H., Virkamiki, A., Daniels, M.C., McClain, D.
and Gottschalk, W.K. (1998) Metabolism 47, 449-455.

[20] Henriksen, J.E., Alford, F., Handberg, A., Vaag, A., Ward,
G.M., Kalfas, A. and Beck-Nielsen, H. (1994) J. Clin. Invest.
94, 1196-1204.

[21] Damsbo, P., Vaag, A., Hother-Nielsen, O. and Beck-Nielsen, H.
(1991) Diabetologia 34, 239-245.

[22] Koivisto, V.A., Pelkonen, R. and Cantell, K. (1989) Diabetes 38,
641-647.

[23] Yki-Jarvinen, H., Sammalkorpi, K., Koivisto, V.A. and Nikkila,
E.A. (1989) J. Clin. Endocrinol. Metab. 69, 317-323.

[24] Vuorinen-Markkola, H., Koivisto, V.A. and Yki-Jarvinen, H.
(1992) Diabetes 41, 571-580.

[25] Groop, L.C., Bonadonna, R.C., Simonson, D.C., Petrides, A.S.,
Shank, M. and DeFronzo, R.A. (1992) Am. J. Physiol. 263, E79-
E84.

[26] Hotamisligil, G.S., Shargill, N.S. and Spiegelman, B.M. (1993)
Science 259, 87-91.

[27] McGowan, K.M., Police, S., Winslow, J.B. and Pekala, P.H.
(1997) J. Biol. Chem. 272, 1331-1337.

[28] Cornelius, P., Marlowe, M., Lee, M.D. and Pekala, P.H. (1990)
J. Biol. Chem. 265, 20506-20516.

[29] Bird, T.A., Davies, A., Baldwin, S.A. and Saklatvala, J. (1990)
J. Biol. Chem. 265, 13578-13583.

[30] Garcia-Welsh, A., Schneiderman, J.S. and Baly, D.L. (1990)
FEBS Lett. 269, 421-424.

[31] Miles, P.D.G., Higo, K., Romeo, O.M., Lee, M.K., Rafaat, K.
and Olefsky, J.M. (1998) Diabetes 47, 395-400.

[32] Laakso, M. (1996) Curr. Opin. Lipidol. 7, 217-226.

[33] McMillan, D.E. (1989) Metabolism 38, 1042-1046.

[34] Pickup, J.C., Mattock, M.B., Chusney, G.D. and Burt, D. (1997)
Diabetologia 40, 1286-1292.

[35] Alexander, R.W. (1994) New Engl. J. Med. 331, 468-469.

[36] Etgen, G.J.J., Fryburg, D.A. and Gibbs, E.M. (1997) Diabetes
46, 1915-1919.

[37] Balon, T.W. and Nadler, J.L. (1997) J. Appl. Physiol. 82, 359-
363.

[38] Kapur, S., Bédard, S., Marcotte, B., Coté, C.H. and Marette, A.
(1997) Diabetes 46, 1691-1700.

[39] Cosentino, F., Hishikawa, K., Katusic, Z.S. and Liischer, T.F.
(1997) Circulation 96, 25-28.

[40] Kapur, S., Bédard, S., Coté, C.H. and Marette, A. (1998) Dia-
betes 47, A332.

[41] Ricote, M., Li, A.C., Willson, T.M., Kelly, C.J. and Glass, C.K.
(1998) Nature 391, 79-82.

[42] Jiang, C., Ting, A.T. and Seed, B. (1998) Nature 391, 82-86.

[43] Piatti, P.M., Monti, L.D., Valsecchi, G., Costa, S., Sandoli, E.P.,
Berni-Canani, S. and Pontiroli, A.E. (1998) Diabetologia 41
(Suppl. 1), Abstract 163.

[44] Jhala, U. and Baly, D.L. (1994) Life Sci. 54, 413-422.

[45] Hughes, T.K., Fulep, E., Juelich, T., Smith, E.M. and Stanton,
G.J. (1995) Int. J. Immunopharmacol. 17, 857-863.

[46] Landon, J., Wynn, V., Cooke, J.N.C. and Kennedy, A. (1962)
Metabolism 11, 501-512.



