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Abstract——Blood glucose levels are sensed and
controlled by the release of hormones from the islets
of Langerhans in the pancreas. The B-cell, the insulin-
secreting cell in the islet, can detect subtle increases
in circulating glucose levels and a cascade of molecu-
lar events spanning the initial depolarization of the
B-cell membrane culminates in exocytosis and optimal
insulin secretion. Here we review these processes in
the context of pharmacological agents that have been
shown to directly interact with any stage of insulin
secretion. Drugs that modulate insulin secretion do so
by opening the K, p channels, by interacting with
cell-surface receptors, by altering second-messenger
responses, by disrupting the p-cell cytoskeletal frame-
work, by influencing the molecular reactions at the
stages of transcription and translation of insulin,
and/or by perturbing exocytosis of the insulin secre-

tory vesicles. Drugs acting primarily at the K, p chan-
nels are the sulfonylureas, the benzoic acid deriva-
tives, the imidazolines, and the quinolines, which are
channel openers, and finally diazoxide, which closes
these channels. Methylxanthines also work at the cell
membrane level by antagonizing the purinergic recep-
tors and thus increase insulin secretion. Other drugs
have effects at multiple levels, such as the calcineurin
inhibitors and somatostatin. Some drugs used exten-
sively in research, e.g., colchicine, which is used to
study vesicular transport, have no effect at the phar-
macological doses used in clinical practice. We also
briefly discuss those drugs that have been shown to
disrupt B-cell function in a clinical setting but for
which there is scant information on their mechanism
of action.

I. Introduction

Diabetes mellitus (DM?') is a chronic condition that is
diagnosed by a blood test and requires life-long manage-
ment (American Diabetes Association, 2002a; The Ex-
pert Committee on the Diagnosis and Classification of
Diabetes Mellitus, 2002). It stands apart because of the
importance of patient education (Nicollerat, 2000). For a
detailed description of the etiological classification of the
disease we refer the reader to Table 1 of the report of the
Expert Committee on the Diagnosis and Classification of
Diabetes Mellitus (The Expert Committee on the Diag-
nosis and Classification of Diabetes Mellitus, 2002). The
more patients understand about the disease the better
they are enabled to make good decisions on its manage-
ment. Dietary therapy and exercise are critical both in
preventing and managing DM, and the results of the
Diabetes Prevention Program Research Group indicate
that changes in lifestyle (7% weight loss and 150 min of

!Abbreviations: DM, diabetes mellitus; GLUT2, glucose trans-
porter 2; TCA, tricarboxylic acid; PKA, protein kinase A; PKC, pro-
tein kinase C; PLC-B, phospholipase C-B; PI, phosphatidylinositol;
PIP, phosphatidylinositol phosphate; AC, adenylyl cyclase; DAG,
diacylglycerol; PDE, phosphodiesterase; GIP, glucose-dependent in-
sulinotropic factor; GLP-1, glucagon-like peptide 1; SST, somatosta-
tin; IBMX, isobutyl methylxanthine; AKAP, A-kinase anchor pro-
tein; ACh, acetylcholine; CRE, cAMP response element; CREB,
cAMP response element binding protein; NFAT, nuclear factor of
activated T-cells; RRP, ready releasable pool; OGTT, oral glucose
tolerance test; SNAP, soluble NSF (N-ethylmaleimide-sensitive fac-
tor) attachment protein; SNARE, soluble NSF (N-ethylmaleimide-
sensitive factor) attachment protein receptor; IVGTT, intravenous
glucose tolerance test; PTDM, post-transplant diabetes mellitus;
ACE, angiotensin-converting enzyme; CCF, congestive cardiac fail-
ure; AIDS, acquired immunodeficiency syndrome; HIV, human im-
munodeficiency virus; FMF, familial Mediterranean fever; GFAT,
glucosamine:fructose-6-phosphate aminotransferase; IP;, 1,4,5-
trisphosphate.

physical activity per week) reduced the incidence of di-
abetes by 58% (Knowler et al., 2002). Smoking should be
avoided as it not only increases the prevalence of diabe-
tes, regardless of exercise, strict diet, and low body mass
index, but it greatly increases the probability of patients
developing large vessel disease in the presence of DM
(Wannamethee et al., 2001; American Diabetes Associ-
ation, 2002b). In type 1 DM, where there is an absolute
deficiency of insulin, insulin replacement forms a major
component of treatment. In type 2 DM, insulin release
from the pancreas is altered and may also be absolutely
deficient in amount, and therefore its replacement also
plays a part in management, especially when DM has
been present for a long time.

Many new pharmacological agents have been added to
our armamentarium of treatments for DM in the last
decade. The goal of all treatments is the same irrespec-
tive of the cause of the DM: namely, to normalize blood
glucose. Treating DM is not at all as simple as treating
hypothyroidism, where replacing the missing hormone
by the correct amount so that thyroid hormone and
thyroid stimulating hormone levels are in the physiolog-
ical range is all that is required. For normal metabolism
insulin must be released from the pancreas in an exquis-
itely exact amount, at the correct time and in a correct
pattern. The normal pancreas also senses the fasting
and fed state as well as the energy content of the meals
eaten. So far, no pharmacological agent can take the
place of or restore this exquisite sensing capacity when
it is diseased, and no agent can restore the exact pattern
of insulin kinetics. The presence of so many types of
insulin available to treat type 1 DM, and the availability
of so many compounds to treat type 2 DM, is a testament
to the complexity involved in normalizing blood glucose.
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DRUGS AND INSULIN SECRETION

At any one time glucose homeostasis is maintained by
a balance between insulin secretion and insulin action.
Because of robustness within the system in nondiabetic
subjects, alteration in one of these will lead to compen-
sation by the other. As a general concept, type 2 DM
occurs because insulin secretion no longer compensates
for insulin resistance due to increasing obesity, aging,
illness, etc. (Elahi et al., 2002). Before the onset of bio-
chemical type 2 DM, prediabetes exists in that the pan-
creas is secreting an increasing amount of insulin, in the
face of increasing insulin resistance, to maintain nondi-
abetic levels of blood glucose; at that point in the main-
tenance of glucose homeostasis, the balance is fragile.
Therefore, any pharmacological agent that has a nega-
tive impact on this fragile balance can cause type 2 DM
to occur. An example is the use of the immunosuppres-
sant tacrolimus, which inhibits calcineurin, decreases
insulin secretion, and causes B-cell damage. Similarly,
in the presence of known type 2 DM, the introduction of
any agent that has a negative impact on glucose ho-
meostasis could increase blood glucose and require ad-
justments to the diabetes treatment regimen. Therefore,
a knowledge of possible or even theoretical interactions
of pharmacologic agents that have an impact on glucose
homeostasis would be beneficial in managing patients.

Pharmacological agents that are known to directly
influence insulin secretion can be divided into two
groups: 1) those prescribed because of their insulino-
tropic (i.e., insulin-releasing) properties are used in
treating type 2 DM; and 2) those used for nondiabetes-
related indications but have as their side effects direct
negative or positive modulating effects on insulin re-
lease from the B-cells of the pancreas. A number of
agents, including those used in the treatment of type 2
DM, have an impact on insulin action at the insulin
receptor level, thus indirectly influencing the amount of
insulin secreted. We will not address such indirect
mechanisms, but will focus instead on agents proven to
have direct actions on the B-cell. Similarly, insulin itself,
when used as a pharmacological agent in the treatment
of type 2 DM, has an impact on the release of endoge-
nous insulin from B-cells, but we refer the reader to a
past review in this journal for further information on
exogenous insulins (Vajo and Duckworth, 2000).

Pharmacological agents may alter insulin secretion by
influencing the myriad of regulated physiologic molecu-
lar processes in the B-cell or modifying insulin secretion
by cytolytic or cytotoxic means. At the molecular level a
drug may influence insulin secretion by 1) acting pri-
marily on the ion channels of the B-cell, and/or 2) by
influencing the variety of second messenger pathways
and the secretory machinery in the -cell. For example,
in the case of the sulfonylureas the perturbation occurs
only on the B-cell K rp channel of the plasma membrane
and mitochondrial membrane, but some receptor li-
gands, such as acetylcholine, have pleiotropic effects
ranging from stimulation of the G-protein-coupled path-
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way, to activation of serine/threonine Kkinases, to
changes in intracellular calcium levels, to growth ef-
fects, to effects on many systems besides B-cells. We
begin with an outline of the known mechanisms and
molecular processes involved in insulin secretion. We
then categorize drugs in terms of their primary mode of
therapeutic use or class, discussing how their pharma-
cological action can modify insulin secretion from the

B-cell.

II. Insulin Synthesis and Secretion

A. Stimulus Secretion Coupling/the Metabolism of
Glucose

1. The Basic Mechanism of Glucose-Induced Insulin
Secretion. Blood glucose levels are very tightly con-
trolled by rapid pulsatile release of insulin from B-cells
(Fig. 1). Glucose equilibrates through the GLUT2 trans-
porter across the plasma membrane of the B-cell. It is
rapidly phosphorylated to glucose 6-phosphate by glu-
cokinase, which thereafter determines the rate of glyco-
lysis, i.e., acts as the glucose sensor and pyruvate gen-
eration for entry into the tricarboxylic acid (TCA) cycle
in mitochondria. Subsequent oxidative metabolism pro-
vides the link between the products of glucose metabo-
lism and insulin secretion. The resultant increase in the
ATP/ADP ratio in the cytosol causes depolarization of
the plasma membrane by closure of the ATP-sensitive
K* channels. This permits opening of voltage-dependent
Ca?* channels and an increase in cytosolic Ca®", which
then triggers fusion of insulin-containing secretory ves-
icles to the plasma membrane, and exocytosis of insulin
follows rapidly. Besides activating K" channels, ATP
appears to be a major permissive factor for movement of
insulin vesicles toward the plasma membrane and for
priming of exocytosis (Eliasson et al., 1997) and, as will
be discussed under Section II.B.2.a.i., it provides the
phosphate for protein kinase A (PKA)-mediated phos-
phorylation of proteins important in exocytosis.

Insulinotropic agents may act either by direct stimu-
lation of insulin secretion or by amplifying insulin secre-
tion induced by other means. Initiators of insulin secre-
tion include glucose and the plethora of sulfonylurea
drugs that bind to and effect closure of the K p chan-
nels. Glucose stimulation of the B-cell is permissive of
further stimulation with a variety of insulinotropic
agents. This makes perfect teleological sense, as hypo-
glycemia would result from insulin secretion unless
blood glucose was also rising. This is particularly true of
potentiators such as the gut hormones that stimulate
intracellular cAMP production and agents that activate
phospholipase C-B (PLC-B), and so their ability to in-
crease insulin secretion is referred to as glucose-depen-
dent (see Section I1.B.2.b.). The resultant activation of
PKA and protein kinase C (PKC), in turn, can phosphor-
ylate and activate the K,rp channels and mobilize the
secretory vesicles. Therefore, we discuss both the ion
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Secretin/GLP-1/GIP Receptor Family
[i2 Adrenergic Receptor

Ca®' release

Ca’t release

Ca?'/ Calmodulin
activated serine /
threonine kinases
and phosphatases

(K]

Glucose Glycolysis

Insulin
Secretory
Granules

Glucose

Somatostatin Receptors
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i Adrenergic ‘ﬁoﬂptbr

Ca*

Fic 1. A schematic showing some of the main molecular events occurring during glucose-induced insulin secretion in the B-cell. Glucose
equilibrates across the plasma membrane via the glucose transporters. It is phosphorylated to glucose 6-phosphate by glucokinase, and this
determines the rate of glycolysis and the rate of pyruvate generation for entry into the mitochondria. Therefore, when blood glucose is high, the rate
of glycolysis will increase. In the mitochondria, pyruvate is the substrate for both pyruvate carboxylase and dehydrogenase. Ultimately, ATP is
generated from substrate oxidation in the TCA cycle and activation of the electron transport chain, and it is then exported to the cytoplasm. The
increase in the cytoplasmic ATP/ADP ratio closes the K, rp channels and depolarizes the plasma membrane, allowing opening of voltage-dependent
calcium channels and a rapid influx of Ca®*. This is a key step by which glucose regulates insulin exocytosis from primed secretory vesicles, as the
increase in cytosolic Ca®" is the main trigger in glucose-dependent insulin secretion. Intracellular calcium ([Ca®*],) levels can also increase because
of release from organelles. Activation of G, (by «; or muscarinic receptor ligands, for example) leads to hydrolysis of phosphatidyl inositol bisphosphate
to produce diacylglycerol and IP,. IP,, in turn, can also increase [Ca®*]; by mobilizing endoplasmic reticulum calcium stores. DAG activates protein
kinase C, at least partly by sensitizing it to Ca®*. Activation of the Ca®"/calmodulin kinases also occurs with the rise of [Ca®*]; Many drugs may
interact with the ion channels or with the G-protein-coupled family of receptors on the B-cell. The G, protein is coupled to the subfamily B
G-protein-coupled receptors and B, adrenergic receptors and leads to activation of adenylyl cyclase and subsequently of PKA, whereas the
somatostatin, purinergic (P1), and «, adrenergic receptors are coupled to G;, leading to inhibition of adenylyl cyclase. Activated Ca®"/calmodulin
kinases, PKC, and PKA can lead to phosphorylation of a myriad of proteins throughout the B-cell associated with the insulin secretory vesicles, the
ion channels, and the cytoskeletal structure, and not all of the reactions have been fully characterized. Phosphorylation and dephosphorylation

reactions initiated through these G-coupled pathways also ultimately regulate transcription of genes involved in the regulation of insulin secretion..

channels and the second messenger pathways involved
in these processes.

2. Mitochondria—Calcium Effects and Metabo-
lism. The mitochondria, specifically the TCA cycle and
electron transport that occur within them, are extremely
important in the regulation of insulin secretion. Electron
microscopy of the rat B-cell reveals that the mitochon-
dria are in close proximity to the insulin secretory ves-
icles. They essentially act as fuel sensors coupling the
nutrient metabolism to the process of exocytosis (see
Section II1.C.2.). They are the primary source of energy
within the B-cell-regulating recovery from membrane
depolarization, protein synthesis, and vesicle transport.
In the 1970s it was demonstrated that mitochondrial
poisons inhibit glucose-induced insulin secretion (Hell-
man, 1970). In 1992 a form of type 2 DM, maternally
inherited diabetes and deafness, was linked to muta-
tions in the mitochondrial genome (Ballinger et al.,

1992). Both of these facts point to the importance of the
mitochondria in the process of insulin secretion. The
TCA cycle metabolizes the products of glycolysis and
provides the reducing equivalents that activate the elec-
tron transport chain, resulting in hyperpolarization of
the mitochondrial membrane and generation of ATP,
which is exported to the cytosol, thus increasing the
ATP/ADP ratio.

Calcium signaling is associated with a significant mi-
tochondrial uptake of Ca®". Intracellular calcium con-
trols the key rate-limiting steps in the TCA cycle
through activation of pyruvate dehydrogenase and at
least two TCA cycle enzymes: isocitrate dehydrogenase
and «a-ketoglutarate dehydrogenase (reviewed by
Duchen, 1999). As the initial mitochondrial response
precedes the elevation in cystolic calcium it is likely that
calcium is involved in the maintenance rather than in
the initiation of glucose metabolism-secretion coupling,
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and calcium signaling alone is not sufficient to maintain
secretion. There has been much speculation as to the
mitochondrial factor that couples glucose metabolism
with insulin secretion (other than ATP). Malonyl-CoA
has been proposed in this role (Prentki et al., 1992) but
the disruption of malonyl-CoA accumulation during glu-
cose metabolism did not reduce insulin secretion (An-
tinozzi et al., 1998). Therefore, the function of long-chain
acyl-CoA derivatives as coupling factors remains in dis-
pute. Glutamate is produced from the TCA cycle inter-
mediate a-ketoglutarate by glutamate dehydrogenase
(Fisher, 1985) and has been shown to be involved in
priming secretory vesicles for exocytosis with positive
correlations between intracellular g-cell glutamate con-
centration and insulin secretion (Maechler and Woll-
heim, 1999).

The mitochondrial permeability transition pore facil-
itates the passage of calcium across the mitochondrial
membrane in the absence of external adenine nucleo-
tides (reviewed in Duchen, 2000 and Crompton, 1999).
The main circumstances in which the channel appears
to be active are when the intramitochondrial calcium
concentrations are high, the ATP/ADP ratio is low, and
there is a rise in inorganic phosphate (P;) or when the
cell is in a state of oxidative stress (Szewczyk and Wojtc-
zak, 2002). This pore has various points of contact on the
inner and outer membranes of the mitochondrion and
consists of the outer membrane voltage-dependent anion
channel (VDAC), the inner membrane adenine nucleo-
tide translocase (ANT), and cyclophilin D.

B. Components of the Insulin Secretory Pathway

1. Ion Channels.

a. The Potassium Channels. The K,rp channel on
the B-cell consists of a hetero-octomeric complex of four
pore subunits, which are known as K, 5, and four reg-
ulatory, or SUR1, subunits (Aguilar-Bryan and Bryan,
1999). The K, does not form functional channels in
the absence of the SUR protein. Thus, the SUR protein
may serve as a chaperon protein for K, ¢ 5 (Zerangue et
al., 1999) and there is evidence that the reverse may also
be true (Clement et al., 1997). Both subunits contain
binding sites for ligands that initiate conformational
changes in the channel and can effect the channel’s
sensitivity to other ligands and/or open or close the
channel.

The Ko subunit forms the pore of the channel
through which the potassium ions permeate, and the
“gate” consists of four M2 helices that are thought to
form an inverted tepee shape that converges on the
cytoplasmic face (Doyle et al., 1998). Both adenosine
nucleotides ATP and ADP bind effectively to the K,
subunit. The ATP binding site on K, 5 is not defined,
although an -F353GNTIK355- motif found in ATPases
present in the intracellular region of K 4 5 is a candidate
site (Drain et al., 1998). ATP binds K, in an Mg?*-
independent manner and changes the conformation of
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the tepee orientation to close the gate. This effect of ATP
on K, ¢ 5 is modulated by the configuration of the SUR1
subunit. There is also evidence that ADP inhibits the
Krp channel by binding in an Mg?*-independent man-
ner to this subunit (Gribble et al., 1997a). In the same
manuscript, Gribble and colleagues also show evidence
for a low-affinity sulfonylurea site on this subunit.

The SUR1 subunit contains the high-affinity sulfonyl-
urea binding site and two well-defined nucleotide bind-
ing domains 1 and 2 (NBD1 and NBD2). Ueda and
colleagues have suggested a model for the interaction
between the binding of nucleotides to these sites and
their effect on channel activity (Ueda et al., 1999). When
the ATP/ADP ratio is low, ATP is bound to NBD1 and
ADP is bound to NBD2. The relationship between SUR1
and K, 5 in this configuration is such that the channel
is open and ATP is not bound to the K, 4 5 subunit. When
the ATP/ADP ratio is increased, the decrease in MgADP
leads to the release of bound MgADP from NBD2 and a
consequential release of ATP from NBD1. The change in
conformation increases the affinity of K, 4 5 for ATP, and
the K rp channel closes.

Although it is known that the nucleotide binding site
is located on the cytoplasmic side, the exact position of
the sulfonylurea binding site on the SUR1 is not known.
There is much indirect experimental evidence to suggest
that it is located on the inner surface of the membrane
(reviewed in Ashcroft and Gribble, 1999).

Other cytosolic agents that can affect the ATP sensi-
tivity of the K rp channel are the membrane phospha-
tidylinositol phosphates (PIPs), which increase open
probability and reduce ATP sensitivity. The effect prob-
ably involves an electrostatic component, as the nega-
tively charged phosphate groups at the inositol ring are
critical. The highly negatively charged phosphatidylino-
sitol-3,4,5-triphosphate and phosphatidylinositol 4,5-
bisphosphate (PIP,) are more effective than phosphati-
dylinositol-4-phosphate (PIP), and phosphatidylinositol
(PI) has no effect (Baukrowitz et al., 1998; Shyng and
Nichols, 1998). The relative contributions of these effects
remain to be determined but are important when con-
sidering K, rp sensitivity in excised patches. These be-
come more sensitive with the washing out of the mem-
brane phospholipids (Ashcroft and Gribble, 1999). A
recent report indicates that the PIPs act by displacing
ATP from its nucleotide binding site (Krauter et al.,
2001).

Other potassium channels found on the B-cell include
the delayed rectifier channels, the Ca®*-activated K*
channels, a-adrenoreceptor-activated K™ channels and
G-protein-gated K* channels. For a comprehensive re-
view of these we refer the reader to a review by Dukes
and Philipson (Dukes and Philipson, 1996).

b. The Voltage-Dependent Ca®" Channels. With the
exception of mouse B-cells, two types of voltage-depen-
dent calcium channels have been identified on the B-cell.
These can be distinguished from each other by their
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kinetics and pharmacology (Ashcroft et al., 1990). The
larger conductance channel or L-type channel is dihy-
dropyridine-sensitive, and at a threshold of —30 mV it
activates and conducts a transient Ca®" current. The
smaller conductance channel has a less positive activa-
tion potential near —50 mV, which is not dihydropyri-
dine-sensitive. Exocytosis of insulin vesicles is a calci-
um-dependent process and it is no coincidence that the
L-type channels are located near to exocytotically active
regions of the plasmalemma (Bokvist et al., 1995). The
activity of the L-type Ca®* channel is potentiated by the
protein kinases A and C (Ammala et al., 1994). It is
important to note that when comparing results from
experiments across species that mouse islets contain
only the L-type channel (Rorsman et al., 1988).

2. Second Messengers.

a. G-Protein-Coupled Receptor Systems. In terms of
insulin secretion the most important transducer of li-
gand activation is the guanyl-nucleotide-binding (GTP)
protein system or G-protein-coupled system. This con-
sists of a seven-transmembrane receptor that is coupled
to a heterotrimeric G-protein; i.e., it consists of three
subunits: the a-subunit, which contains the guanine
nucleotide binding site, and the tightly associated 8- and
v-subunits. The activated receptor induces a conforma-
tional change in the G-protein a-subunit-releasing
guanosine diphosphate (GDP) followed by binding of
GTP. The GTP-bound form of the a-subunit dissociates
from the receptor and from the stable By-dimer. Both the
GTP-bound a-subunit and the released By-dimer can
either stimulate or inhibit an effector enzyme on the
inner surface of the membrane that converts precursor
molecules into second messengers. In the case of the
B-cell there are two membrane-bound enzyme systems:
adenylyl cyclase (AC), which converts adenosine triphos-
phate (ATP) into cyclic AMP (cAMP); and phospholipase
C (PLC), which cleaves phosphoinositides into two sec-
ond messengers, inositol 1,4,5-trisphosphate (IP;) and
diacylglycerol (DAG), which are involved in Ca®" release
and the activation of PKC (serine/threonine kinases),
respectively.

Three G-protein subfamilies are found in B-cells: G,
which stimulates AC and so increases cAMP production;
G;/G,, which inhibits adenylyl cyclase; and the G, sub-
family, which is associated with the phosphatidylinosi-
tol system alone. The difference between the different
G-protein-coupled receptors is determined by the struc-
ture of the a-subunit that is unique to each subfamily.
Table 1 outlines the types of G-protein-coupled receptors
present on the B-cell and indicates the second messenger
pathways to which they are coupled. (For a comprehen-
sive review of G-protein-coupled receptors see Haga et
al., 1999.)

i. Adenylyl Cyclase System. The amount of intracel-
lular cAMP is regulated by the balance between the
activity of two enzyme systems, AC, activation of which
generates cAMP and PPi from ATP, and the cyclic nu-
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TABLE 1
Outline of the G-protein-coupled receptors present on the B-cell

Receptor Type G-Protein Effector Enzyme
Secretin, GLP-1, GIP G, Adenylyl cyclase
Purinergic P;

A, G /G; Adenylyl cyclase
Purinergic P,y G,/G; Adenylyl cyclase
Muscarinic/cholinergic a Phospholipase C
Adrenergic

Bs G, Adenylyl cyclase

ay G; Adenylyl cyclase

cleotide phosphodiesterases (PDEs), which metabolize
cAMP. Activation of AC and the consequent rise in
cAMP results in a significant up-regulation of the activ-
ity of the cAMP-dependent protein kinase PKA family,
comprising ubiquitous serine/threonine phosphorylating
enzymes. This leads to a cascade in which phosphoryla-
tion of vesicular and plasma membrane proteins, volt-
age-dependent calcium channels, and potentially other
ion channels (possibly even the GLUTZ2 transporter) re-
sults in augmentation of glucose-induced exocytosis of
insulin, as well as phosphorylation of transcription fac-
tors, which increases insulin gene promoter activity and
therefore will influence insulin secretion long-term (re-
viewed in Jones and Persaud, 1998). Within the B-cell,
stimulation of AC through Ga under normal physiolog-
ical circumstances occurs mainly via the gut hormone
receptors for glucose-dependent insulinotropic factor
(GIP) and glucagon-like peptide 1 (GLP-1), whose levels
increase dramatically after eating (see Section
II1.B.1.b.i.). Somatostatin (SST), released from the en-
tero-endocrine cells and from d-cells of the islets, inhib-
its AC by activating Go; (see Section I1.B.1.b.i.). cAMP
synthesis plays a major role in augmenting glucose-
induced insulin release. The importance of this system is
clearly demonstrated in type 2 DM, where B-cells of the
pancreas have become resistant to the insulinotropic
effects of GIP (Elahi et al., 1994), probably because of a
maladaption within the AC/PKA system because of the
high glucose (Livak and Egan, 2002).

Under experimental conditions cAMP analogs, activa-
tors of AC and PDE inhibitors, most notably isobutyl
methylxanthine (IBMX), all increase glucose-mediated
insulin secretion from islets (Prentki and Matschinsky,
1987). Basal levels of cAMP (most likely by controlling
basal, or tonic, PKA activity, as we will see below) must
be required for full expression of glucose-induced insulin
secretion because the addition of IBMX not only to islets
but to insulinoma cell lines (where no hormones, etc.,
which might activate AC are present) greatly potenti-
ates glucose-induced insulin secretion (Montrose-Rafiza-
deh et al., 1994).

At least 11 families of PDE inhibitors have been iden-
tified (for a review see Conti, 2000). PDEs present in
B-cells have been determined as total PDE activities
from crude islet preparations and the presence of PDEs
3 and 4, and calcium-sensitive PDEs, in B-cells have
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been inferred (Sugden and Ashcroft 1981; Parker et al.,
1995; Shafiee-Nick et al., 1995). One, in particular, PDE
3B, has been shown to be activated by IGF-1 (Zhao et al.,
1997) and leptin (Zhao et al., 1998). Leptin, by activating
PDE 3B (activation of which is PI3 kinase-dependent),
inhibits GLP-1-mediated increases in glucose-induced
insulin secretion. The direct involvement of PDE 3B in
this inhibition was confirmed by the ability of N°®-
monobutyryl-cAMP, a form of cAMP resistant to hydro-
lysis by this isozyme, to increase insulin secretion in the
presence of glucose (Zhao et al., 1998). In a similar paper
from the same laboratory Zhao and colleagues demon-
strated the same PDE 3B-dependent inhibition of insu-
lin secretion (Zhao et al., 1997). Han and colleagues
(Han et al., 1999) have shown in isolated islets that PDE
1C and PDE 4 inhibit glucose-mediated insulin secre-
tion. Inhibition of PDE 1C activation stimulated glucose-
induced insulin secretion in a dose-dependent manner.
The combined inhibition of PDE 1C, 3, and 4 had as
potent an effect on augmentation of insulin secretion by
glucose as nonspecific inhibition by IBMX. Interestingly,
PDE 1C activity was elevated upon stimulation of -cells
with glucose, pointing to a feedback control of glucose-
induced insulin secretion via degradation of cAMP. The
authors speculate that it is the increased intracellular
calcium from glucose treatment of the islets that is caus-
ing activation of the calcium/calmodulin-dependent PDE
1C.

Clearly, therefore, an agent that could be used in vivo
to inhibit PDE 1C in B-cells would be a powerful tool to
increase intracellular cAMP (and therefore insulin se-
cretion), especially if it was used in conjunction with
cAMP elevating agents such as GLP-1 or PACAP (pitu-
itary adenylyl cyclase activating peptide), and could
have potential in the treatment of type 2 diabetes. No
such therapeutic agent is yet available. The methylxan-
thines used in the treatment of asthma stimulate insulin
secretion and are known to antagonize phosphodiester-
ases, but at pharmacological concentrations this is not
the primary mode by which they induce insulin secretion
(see Section IV.E.).

PKA is a key component in the regulation of insulin
secretion by cAMP. It mediates many of the phosphory-
lation reactions required for secretion by B-cells. Inhibi-
tion of PKA in isolated islets and most insulinoma cell
lines abolishes GLP-1-mediated insulin secretion and
diminishes glucose-mediated insulin secretion (Wang et
al., 2001). Thus basal (nonstimulated) levels of PKA
activity are required for optimal glucose-mediated insu-
lin secretion. PKA enzymes are composed of a regulatory
and catalytic subunit. There are at least four different
types of regulatory unit (RIa, RIS, Rlla, RIIB) and three
catalytic subunits (Ca, CB, Cvy). It is not clear which
isoforms of PKA are present in the B-cell, as very little
work has been done to examine this. RIa, RIle, and Ca
have been found in all tissues examined so far, so it is
probable that they are expressed in the B-cell (Jones and
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Persaud, 1998). When cAMP binds to the R subunit in
the B-cell, a shift in confirmation causes the release of
the monomeric C from the holoenzyme. The catalytic
subunit is inactivated when it again rearranges with the
R subunit. Spacial regulation is through compartmen-
talization via A-kinase anchor proteins (AKAPs). These
AKAPs tether the R subunits to various subcellular
structures, therefore placing PKA in proximity to up-
stream effector molecules (AC, for example) and down-
stream targets (secretory vesicles and L-type calcium
channels, for example). To choreograph insulin secretion
PKA must be associated with the plasma membrane,
and this localization is mediated through AKAPs. When
an inhibitor of RII-AKAP (Ht31 peptide) association was
introduced into cultured islets, GLP-1-mediated insulin
secretion was blocked (Lester et al., 1997), demonstrat-
ing that PKA must be tethered for cAMP generation by
GLP-1 to modulate insulin secretion. AKAP18, in
RINm5f cells (an insulinoma cell line), couples PKA to
L-type calcium channels (Lester et al., 2001).

To add to this complexity there is now evidence that
PDEs are also tethered in the AKAP/PKA complex
(Dodge et al., 2001). This has been shown for heart
muscle, where PDE4, mAKAP, and PKA form part of a
complex. Under basal conditions it appears that teth-
ered PDE4 metabolizes cAMP diffusing into the local
environment. Upon hormone stimulation, the increased
flow of cAMP overrides the PDE activity and active C
subunits are released. Two important regulatory factors
built into the complex favor signal termination. The
anchored PDE is active and PKA, in turn, phosphory-
lates PDE, which increases its V. (Oki et al., 2000). As
PDEA4 is also expressed in B-cells, such a system is likely
to be operative in the regulation of insulin secretion
(Han et al., 1999).

Recently, very elegant work by Takahashi and col-
leagues (Takahashi et al., 1999) also emphasized the
importance of PKA for ATP-mediated insulin secretion
by demonstrating that PKA is important for the action of
ATP on exocytosis. Using mouse islets, they showed that
ATP, after controlled and uniform elevations in intracel-
lular calcium, hastened and augmented exocytosis of
insulin granules. This agrees with previous data that
showed ATP increased insulin secretion even when the
K,rp channel was open and intracellular calcium was
clamped at a high level (Eliasson et al., 1997). Taka-
hashi and colleagues then proceeded to demonstrate
that ATP was not inducing exocytosis by simply being
hydrolyzed, and thus serving as a source of energy for
motor protein to transport vesicles, because ATP hydro-
lysis did not appear to be required for ATP-induced
insulin secretion, as the introduction of a hydrolysis-
resistant ATP analog (ATP[yS]) worked even better at
inducing insulin secretion than ATP itself. They further
dissected the adenylyl cyclase/cAMP/PKA pathway to
determine whether it was involved. The action of ATP on
insulin secretion was abolished by 1) an antagonist of
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cAMP (Rp-cAMP), 2) an irreversible inhibitor of adeny-
Iyl cyclase (MDL-12,330A), and 3) inhibitors of PKA
(H89 and H7). AMP-PNP, another hydrolysis-resistant
analog, could not substitute for ATP. These data suggest
that the action of ATP is mediated by phosphorylation
because ATP[yS], but not AMP-PNP, can serve as a
phosphate donor for kinase reactions. Both analogs can
be converted to cAMP by adenylyl cyclase. These find-
ings are significant for a number of reasons. They again
show that even without exogenous stimulation of PKA
by activators of cAMP (ATP-induced insulin secretion
without addition of cAMP-generating compounds, for
example), PKA is still needed for full expression of in-
sulin secretion. Indeed, the addition of forskolin did not
further induce insulin secretion in the presence of high
levels of ATP, but did so at low levels, indicating that
basal activities of AC (and presumably PKA activation)
are sufficient to mediate the maximal effects of ATP,
which under usual physiologic situations would be gen-
erated from glucose metabolism in the TCA cycle. Al-
most certainly there are cyclical phosphorylation/dephos-
phorylation reactions ongoing at any one time within the
B-cell that maintain the B-cell in a state of readiness for
minute-to-minute requirement of insulin release or inhibi-
tion. Takahashi et al. also unify the thinking behind the
actions of ATP and PKA in B-cells. Besides ATP simply
enhancing Ca®" entry into the cells, it serves as the source
for cAMP and donates the phosphate for PKA-mediated
phosphorylations (Takahashi et al., 1999).

To reiterate, it should be noted that no therapeutic
agent has yet been demonstrated to directly stimulate or
inhibit PKA activity. If PKA down-regulation were a
feature of type 2 DM, in which the B-cell no longer
releases insulin in response to a glucose load, then an
agent that could restore PKA activity would be useful.
However, it has not been shown that such is the case. It
also important to note that cAMP also regulates insulin
secretion via mechanisms that do not require activation
of PKA (Renstrom et al., 1997).

It is evident from the above review of the literature
that much is left to be explored in the phosphorylation
and dephosphorylation steps involved in insulin secre-
tion in normal physiological conditions. The possibility
of the existence of more than one of the isomeric forms
for the G-proteins (Emami et al., 1998), AC (Fimia and
Sassone-Corsi, 2001), AKAPs, and PKA subunits in the
B-cell, together with the compartmentalization of PKA
with phosphatases (Coghlan et al., 1995) allows for mul-
tiple and differential levels of control of insulin secretion
by glucose, hormones, and various drugs.

ii. Calcium/Phosphatidylinositol System. Of the
four main phosphoinositide-specific PL.Cs (PLC-8, -v, -8,
and -¢) only the PLC-8 isozymes are known to be acti-
vated by G-protein-coupled receptors (Williams, 1999).
The collective evidence weighs in favor of the presence of
all four PLC-B isozymes in the pancreas (PLC-B8 1, 2, 3,
and 4), based on data from rat pancreas (Kim et al.,
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2001; Wang et al., 2000). However, it is not yet known
which of these isozymes are coupled to the muscarinic
receptor in the B-cell. As with the AC second messenger
system, the presence of the various isozymes raises the
possibility that neurohumoral agonists such as acetyl-
choline activate different PLC isozymes from nutrients
such as glucose or fatty acids, thus allowing for differ-
ential regulation. There is evidence that PKC, which is
activated by DAG, is instrumental in second-phase in-
sulin secretion, as the general PKC inhibitors stauros-
porin and G6 6976 are known to inhibit this phase
(Zawalich and Zawalich, 2001).

b. G-Protein-Coupled Receptors on the B-Cell

i. Gut Hormone Receptors. The G-protein-coupled re-
ceptors present on the plasma membrane of the g-cell in
this category belong to the class B family of G-protein-
coupled receptors. Included in this family are GLP-1,
glucagon, GIP, secretin, pituitary adenylyl cyclase acti-
vating peptide, calcitonin, latrophilin, and parathyroid
hormone and calcitonin gene-related peptide receptors.
These peptide hormones are ligands for hormone-spe-
cific seven-transmembrane receptors that are coupled to
the G, protein and stimulate cAMP production in the
B-cell. In general, there is very little cross-reactivity
among these receptors, e.g., glucagon binds with 100-
1000-fold less affinity to the GLP-1 receptor than does
GLP-1 itself (Fehmann et al., 1994). Of these peptide
hormones only GLP-1 has so far been used clinically to
stimulate insulin secretion (see Section II1.D.1.) and glu-
cagon is used to treat hypoglycemia secondary to exog-
enous insulin and as a test of B-cell reserve.

Five types of SST receptor genes have been cloned and
have been shown to produce six somatostatin receptor
types (sstr) of protein, five of which (sstry, sstry,, sstrs,
sstr,, and sstrs) have been found on human cells (re-
viewed in Viollet et al., 1995). All of the ss receptors are
of the seven-transmembrane G-coupled type and are
coupled to the G;/G, proteins (Viollet et al., 1995). In
mammals there are two biologically active forms of ss
that are 14 and 28 amino acids long (ss 14 and ss 28,
respectively). While all subtypes of the ss receptor have
been detected by immunohistochemistry in B-cells (Por-
tela-Gomes et al., 2000; Kumar et al., 1999), rodent
experiments indicate that inhibition of insulin release is
mediated through sstrs only (Strowski et al., 2000; Zam-
bre et al., 1999); sstr; displays a higher specificity for ss
28 (Thermos et al., 1990). Ss receptor ligands are used in
the treatment of diseases of hyperinsulinemia and tu-
mors (reviewed in Lamberts et al., 1996; see Section
1v.C.).

1i. Muscarinic Receptors. Acetylcholine (ACh), the
major parasympathetic neurotransmitter, is released
from intrapancreatic nerve endings. The arrival of an
action potential at the nerve terminal triggers ACh re-
lease due to the influx of calcium. The effects of ACh at
the effector cell are mediated by muscarinic cholinergic
receptors, of which five subtypes are known to exist
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(M;-Mjy). The M, and M, subtypes are known to be
coupled to G; and are pertussis toxin-sensitive, while the
remaining subtypes (M;, M3, and M;) are coupled to G,
Activation of the muscarinic receptors on the B-cell of
the pancreas are not pertussis toxin-sensitive, and thus
their activation is mediated by the G,-coupled M;/M3/M;
category and not the My/M, adenylyl cyclase-linked per-
tussis toxin-sensitive pathway (reviewed in Gilon and
Henquin, 2001). Reverse transcriptase-polymerase
chain analysis of extracts of rat islets indicates the pres-
ence of all three G -coupled subtypes with a predomi-
nance of M; and M3, which are expressed approximately
to the same extent (Iismaa et al., 2000). Presently we do
not know of any muscarinic receptor ligands that are
used specifically to modulate insulin secretion; neither
have we encountered any reports of the use of agonists
the muscarinic receptors as potential agents to enhance
insulin secretion and hence treat diabetes. It is known
that the drug tacrine, an acetylcholinesterase inhibitor,
affects insulin secretion (see Section IV.H.).

iii. Adrenergic Receptors. There is physiologic and
pharmacologic evidence for the presence of inhibitory
and stimulatory adrenoreceptors on the B-cell. The in-
hibitory a-adrenoreceptor has been characterized as be-
ing of the ay-subtype (Cherksey et al., 1983) and the
stimulatory B-adrenoreceptor as the By-subtype (Fyles
et al., 1986). The a,-subtype is coupled to G;/G,, and the
B is coupled to the G, protein. Stimulation of the a,-
adrenoreceptors in the B-cell is believed to directly acti-
vate a G-protein-gated K* channel, thereby inhibiting
exocytosis (Rorsman et al., 1991). Epinephrine, which
activates both types of adrenoreceptors, inhibits glucose-
induced insulin secretion (Cawthorn and Chan, 1991)
indicating that a5, is the predominant adrenergic recep-
tor in B-cells. Such an inhibitory action is suppressed
when islets are exposed to pertussis toxin (which causes
irreversible ADP-ribosylation of the G,-subunit and pre-
vents it interaction with the receptor). Interestingly,
however, selective ay blockade with deriglidole, while
preventing epinephrine-induced inhibition of insulin se-
cretion, did not potentiate basal or intravenous or oral
glucose tolerance-induced insulin release in nondiabetic
humans (Natali et al., 1998). This leads to the assump-
tion that in healthy people neither basal nor postabsorp-
tive insulin secretion is under tonic adrenergic tone.
This may not be the case in type 2 diabetes, as it was
shown that acute a-adrenergic blockade improved glu-
cose-potentiated insulin secretion in that specific group
of people (Broadstone et al., 1987). While plasma nor-
epinephrine levels were increased by the blockade in
both control and diabetic subjects, it was increased
much more in the diabetic condition, so it is conceivable
that synaptic cleft levels of norepinephrine are higher in
diabetic than nondiabetic subjects. There are a number
of ay-adrenoreceptor agonists and antagonists that are
used in the treatment of diseases of the circulatory sys-
tem (see Section IV.D.).
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iv. Purinergic Receptors. There are two main classes
of purinergic receptors: those stimulated by adenosine
are classified as P, receptors and those that respond to
ATP are known as P, receptors. There are four subtypes
within the P; class: A;, Ay, Ay, and A;. The A, sub-
types are coupled to G, and stimulate adenylyl cyclase,
whereas A; and A; are coupled to G./G; and inhibit
adenylyl cyclase. Stimulation of the A; receptor on the
B-cell inhibits insulin secretion (Bertrand et al., 1989).
Using two stable P, receptor agonists, «,3-methylene
ATP and ADPBS, which are more specific for the Pox and
the P,y receptor agonists, respectively, Petit and col-
leagues have shown that both of these receptors exist on
the B-cell (Petit et al., 1998). Their action is to potentiate
glucose-stimulated insulin secretion. Of the purinergic
receptors only the A; has been shown to be important in
pharmacological action in the B-cell, as it is antagonized
by the group of compounds known as the methylxan-
thines (see Section IV.E.). There are as yet no known
pharmacological agents that stimulate ATP production,
nor are there any pharmacological agents in use that are
known to be effective at the P, receptors on the B-cell.
However, the P2 receptors are the targets of research for
future treatments for diabetes (see Section II1.D.3.).

C. Insulin Synthesis

1. Transcriptional and translational regulation. The
B-cell is the only cell in the adult body that can make
proinsulin mRNA. Other cells have been programmed to
transcribe proinsulin (Laub and Rutter, 1983) and other
neuroendocrine cells are able to process proinsulin to
mature insulin secretory vesicles and secrete insulin in
a regulated manner (Moore et al., 1983), but the initia-
tion of transcription of the preproinsulin gene is unique
to the B-cell of the pancreas. PDX-1 is perhaps the most
extensively studied insulin transcription factor because
it is essential for the maintenance of the B-cell pheno-
type and pancreatic invagination and development (Jon-
sson et al., 1996). It binds to the A-box motifs of the
insulin promoter and is involved in glucose- and GLP-1-
mediated up-regulation of the insulin gene (Macfarlane
et al., 1999). Glucose induces translocation of PDX-1 to
the nucleus within 15 to 30 min (Wang et al., 1999). This
mechanism is PKA-independent (Wang et al., 2000) but
is known to be sensitive to wortmannin-LY 294002 (PI
3-kinase inhibitors) and has been shown to require PI
3-kinase activation (Rafiq et al., 2000). Previously it was
believed that the restriction of insulin transcription to
this single cell type was dependent on the expression of
a unique compliment of transcription factors (including
PDX-1) within the B-cell. However, PDX-1 —/— mice do
not have a pancreas, but insulin-positive cells are ob-
served in the rudimentary bud of the organ (Offield et
al., 1996). Consequently, PDX-1 is not necessary for
transcription because there are other transcription fac-
tors that can bind to the A-box element of the insulin
promoter and cooperate with the coactivator f2/NeuroD
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to activate transcription of insulin and thus act in place
of PDX-1 when it is not expressed. In this case the
Lim-homeodomain proteins Lmx1.1 and Lmx1.2 are ca-
pable of forming a more effective transcription factor
complex with 82/NeuroD than is PDX-1 (Ohneda et al.,
2000). Thus, factors that may be influential in reserving
insulin transcription to the B-cell alone could include the
presence, in other cell types, of inhibitory proteins that
bind to and inactivate key factors and/or the absence of
certain transcription factors upstream of those directly
involved in insulin transcription. For a comprehensive
review of the transcription factors that bind to the insu-
lin promoter we refer the reader to the following re-
views: Melloul et al. (2002); Ohneda et al. (2000); and
Sander and German (1997).

Elevation of the second messengers cAMP and Ca®*
can enhance insulin transcription by the activation of
two separate types of sites on the insulin gene promoter.
The human insulin promoter contains two cAMP re-
sponse elements (CRE, TGACGTCA), both of which are
responsible for cAMP inducibility (Inagaki et al., 1992).
Activation at this site is through a PKA-dependent phos-
phorylation of the basic region leucine zipper transcrip-
tion factor, CREB (CRE binding protein), which then
binds the coactivator CREB binding protein (CBP), re-
sulting in the activation of transcription of the insulin
gene. The calcium, calcineurin/NFAT (nuclear factor of
activated T-cells) pathway is important in the regulation
of insulin gene transcription and is triggered by the rise
in intracellular calcium. Calcineurin is a serine/threo-
nine phosphatase (protein phosphatase 2B; Rusnak and
Mertz, 2000) and is unique among other phosphatases of
its family (PPI and PP2) in that Ca®*-calmodulin is
required for its activation. Calcineurin dephosphory-
lates (on multiples serines) the transcription complex,
NFAT, exposing its nuclear localization signal
(Crabtree, 2001; Rao et al., 1997). The dephosphorylated
NFAT complex is maintained in the nucleus as long as
Ca®" concentrations are elevated, thus keeping cal-
cineurin in the activated state (Timmerman et al., 1996).
NFAT has been shown to bind to and activate at least
one of the three putative NFAT binding sites on the rat
I insulin promoter, and calcineurin inhibitors are known
to prevent the glucose induced transcription of insulin
(Lawrence et al., 2001).

Within the nucleus of the B-cell the preproinsulin
mRNA is modified by the addition of a 5'-methylguanine
cap, the RNA is cleaved to signal the addition of a poly-A
tail, and the noncoding introns are excised. The now
mature mRNA is translocated to the cytoplasm where
translation to preproinsulin begins on membrane-bound
ribosomes. The cytoplasm of the B-cell contains large
amounts of preproinsulin mRNA (10-15% of the total
mRNA) that are dormant in glucose concentrations of
>3.3 mM. It is the initiation of translation ultimately
leading to insulin biosynthesis that is acutely regulated
by glucose. Translocation to the ribosomes and transla-
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tion increase within minutes with glucose concentra-
tions of >3.3 mM (Welsh et al., 1986). The rates of
transcription and translation are not acutely coupled,
demonstrated by the delay of several hours between
inhibition of transcription and a dampening of transla-
tion (Jahr et al., 1980). Upon the translation of about 50
residues the nascent chain emerging from the ribosomal
complex binds to the signal recognition sequence of an
11S ribonucleoprotein complex and the elongation is
halted as the translation complex binds to the endoplas-
mic reticulum. The rate of elongation is also thought to
be regulated by glucose at concentrations up to 5 mM, in
which it is seen to increase insulin synthesis without
any changes in the distribution of preproinsulin mRNA
(Welsh et al., 1986). It is in the endoplasmic reticulum
that the translation of proinsulin mRNA is completed
and the conversion to proinsulin occurs.

2. Endoplasmic Reticulum, Insulin Secretory Vesicles
and Transportation, and Exocytosis. Preproinsulin,
once synthesized in the endoplasmic reticulum, exists
for about 30 to 60 s before the pre-portion is removed
enzymatically, and proinsulin is then transported along
the microtubule network in transport vesicles to the cis
part of the Golgi apparatus. This latter transportation
step is GTP- and calcium-dependent (Beckers and Balch,
1989). It is in the trans network of the Golgi apparatus
that proinsulin is converted by the prohormone-convert-
ing endopeptidases PC3 (also known as PC1) and PC2,
and the exoprotease, carboxypeptidase H into insulin
and the inactive byproduct C-peptide. Once in the cis-
ternae of the Golgi apparatus insulin is packaged into
secretory vesicles ready for export to the plasma mem-
brane. The grains of insulin accumulate in the cisternae
of the Golgi apparatus, where they initially form imma-
ture clathrin-coated vesicles. Most of the insulin mole-
cules are channeled into vesicles and hence are secreted
in the regulated pathway with only about 1% being
secreted through the constitutive pathway (Rhodes and
Halban, 1987). From the trans-Golgi network the secre-
tory vesicles are carried via the microtubules that form
part of the cytoskeleton of the B-cell. The cytoskeleton of
the B-cell is an important component of insulin secre-
tion, and disruption of this network hinders the post-
translation processing and mobilization of insulin to the
plasma membrane. This network consists of polymer-
ized structures of actin filaments and microtubules and
they form an important bridge between the endoplasmic
reticulum and the Golgi apparatus and the plasma
membrane. The microtubules consist of polymerized tu-
bulin, and the application of glucose to the cells is known
to increase the amount of polymerized tubulin in the
B-cell (Montague et al., 1976). The polymerization of
tubulin and mobilization of vesicles through the cy-
toskeletal network is regulated by proteins that bind to
tubulin, known as microtubule-associated proteins. The
microtubule-associated protein or proteins that promote
polymerization of tubulin are believed to be phosphory-
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lated by cAMP-responsive protein kinases (reviewed in
Howell and Tyhurst, 1986 and more recently in Easom,
2000). Likewise, the amount of polymerized actin in islet
cells increases from roughly 40% to about 70% upon
glucose-stimulated insulin secretion (Howell and Ty-
hurst, 1986; Swanston-Flatt et al., 1980). The force gen-
erating microtubule-associated adenosine triphos-
phatase (ATPase), kinesin, has been identified as
important in the mobilization of insulin secretory vesi-
cles. It has been found on both the microtubulin network
(Balczon et al., 1992; Meng et al.,, 1997) and on the
vesicles themselves (Donelan et al., 2002), and consists
of an ATPase portion, a tubulin binding site and a ves-
icle binding site (Hirokawa, 1998). In the resting B-cell
kinesin is phosphorylated by casein kinase 2, but with
increasing calcium levels (as with glucose-induced insu-
lin secretion) it is rapidly dephosphorylated by cal-
cineurin (Donelan et al., 2002).

The insulin vesicles must be recruited from the cyto-
solic pool, translocated to the plasma membrane, and
form a physical association with the membrane; i.e.,
they are docked and fuse with the membrane and the
contents spilled into the extracellular space in the pro-
cess known as exocytosis. Phosphorylation of the micro-
tubulins and filaments facilitates the navigation of the
vesicles toward the cell membrane. A small fraction of
the insulin vesicles in the B-cell are primed by an ATP-
dependent mechanism and form a fusion-competent
ready releasable pool (RRP) of insulin vesicles (Eliasson
et al., 1997). It is the fusion of these vesicles with the
plasmalemma that allows insulin release (Eliasson et
al., 1997). Glucose-induced insulin secretion is biphasic,
with the first phase representing the release of the ves-
icles in the RRP, and occurs in humans within 3 to 5 min
of nutrient or glucose ingestion or intravenous glucose
administration (reviewed in Nesher and Cerasi, 2002).
The second phase of insulin secretion is dependent on
the priming of the reserve pool of insulin secretory ves-
icles and the further processing of newly synthesized
insulin, and is referred to as the plateau phase, with
blood glucose levels returning to poststimulation levels
about 120 min after an oral glucose tolerance test
(OGTT). It is important to note that the first phase of
insulin secretion is virtually nonexistent and the second
phase is severely blunted in the diabetic state (Nesher
and Cerasi, 2002).

A group of proteins known as SNAp REceptors
(SNARES) [for soluble N-ethylmaleimide-sensitive fac-
tor attachment protein (SNAP) receptors] are important
in directing the specificity of the vesicles to the mem-
brane (reviewed in Easom, 2000). The vesicle-SNARE
(v-SNARE) is recognized by the target-SNARE (¢-
SNARE) on the plasma membrane. Docking of the ves-
icle with the plasma membrane involves the formation
of a core complex linking the syntaxin and synaptosom-
al-associated protein 25 (SNAP-25), the :-SNARE, with
vesicle-associated protein 2 (VAMP-2)/synaptobrevin-2,
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Fic 2. Core chemical structure of the sulfonylurea drugs. R, are sub-
stituents in the para position of the benzene ring and R, represents
substituents on the nitrogen of the urea group.

the v-SNARE (Wheeler et al., 1996; Daniel et al., 1999).
Studies in an insulinoma cell line (RIN 1046-38) have
shown that glucose phosphorylates SNAP-25 (Zhou and
Egan, 1997).

III. Pharmaceutical Agents Active in the
Treatment of Disorders of Glucose Homeostasis

A. Insulinotropic Agents

Of all compounds known to directly positively modulate
insulin release, the sulfonylureas are the most studied.
Their insulinotropic properties have been much exploited
by the drug industry in the treatment of type 2 DM. As
sulfonylureas require intact B-cells, they have no value in
treating type 1 DM. They are named for their common core
configuration, which consists of a sulfonylurea group at-
tached via the sulfur to a benzene ring (Fig. 2). They are
derivatized by varying the substituents on the nitrogen of
the urea group (R,) and on the para position of the benzene
ring (R,). In the case of first-generation sulfonylureas
(chlorpropamide, tolbutamide, tolazamide, and acetohex-
amide) the R, substituents are small and polar, and there-
fore render the aryl-sulfonylurea more water-soluble. In
the second-generation sulfonylureas (glyburide, glipizide,
gliclazide, and glimepiride) the substituents are large, non-
polar, lipophilic groups that more readily penetrate cell
membranes and are thus more potent.

Sulfonylureas release insulin by binding to the SUR
subunit of the K,rp channel and reducing its probability
of opening (see Section II.B.1.i.). They are exogenous
ligands of the SUR subunit, closing the channel and
eliciting insulin release regardless of plasma glucose
concentrations. In the presence of sulfonylureas Krp
channel activity is disconnected from glucose sensing, so
hypoglycemia resulting from hyperinsulinemia may oc-
cur in the fasting state (Ferner and Neil, 1988; Seltzer,
1989). The longer the half-life of a particular analog the
greater will be its probability of inducing hypoglycemia.
There is evidence that some sulfonylureas actually en-
hance the usual inhibitory action that MgADP has on
the nucleotide binding site of the K4 5 subunit and so
this may increase insulin release even more under hy-
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poglycemic conditions. MgADP effects on the K,rp chan-
nel are 2-fold: it inhibits the K5, subunit and stimu-
lates the SUR1 activity. There is therefore usually a
balance between these effects. In the presence of some
sulfonylureas (notably tolbutamide and glyburide), how-
ever, the interaction of MgADP with SURI1 is dimin-
ished, resulting in its unopposed inhibitory effect on
K62 (Gribble et al., 1997).

In 1996 it was first reported that the action of sulfo-
nylureas may not be entirely limited to closure of the
K,rp channels, but that they may have a direct effect on
the exocytotic machinery of the B-cell (Eliasson et al.,
1996). In individual mouse B-cells that were voltage-
clamped with the membrane potential held at —70 mV,
tolbutamide, glibenclamide, and glipizide all caused a 2-
to 3-fold increase in exocytosis (Eliasson et al., 1996).
This observation has been made in at least one other
laboratory (Tian et al., 1998), but the details of the
mechanism remain controversial. The effect is PKC-de-
pendent (Eliasson et al., 1996) but may not involve ac-
tivation of PKC (Tian et al., 1998). Renstrom and col-
leagues have proposed that it is associated with the
maintenance in the insulin vesicles of a pH and ion
balance conducive to exocytosis (Renstrom et al., 2002).
Acidification of the internal milieu of the insulin vesicle
occurs via uptake of H" and is a necessary priming step
for release of insulin. This increase in positive charge
within the vesicle must be balanced by an influx of C1™
to prevent an excessive build-up of positive charge and
thus permit vesicle acidification. Sulfonylureas are
known to bind to a 65-kDa protein found on the vesicle
fraction of the B-cell (Kramer et al., 1994) and are
thought to modulate the activity of the granular CIC-
3C1™ channel, which is instrumental in the acidification
of the insulin vesicle (Renstrom et al., 2002).

Much has been written on the pharmacology and
treatment regimens of the various generations of sulfo-
nylureas used in the maintenance of euglycemia in the
diabetic state and the combination of these drugs with
other oral agents and insulin in the treatment of diabe-
tes and its complications (DeFronzo, 1999; Inzucchi,
2002; Holmboe, 2002). In particular, many of the publi-
cations continuing to emanate from the United Kingdom
Prospective Study on Diabetes (UKPDS) provide recent
information on the efficacy of intensive combination
therapy; these publications are listed on the homepage
of the UKPDS website (http://www.dtu.ox. ac. uk/index.
html).

A new class of drugs that also close the K,rp channels
has been discovered, and arose from the observation
that the second-generation sulfonylurea, glibenclamide,
binds to a low-affinity binding site on the SUR1 subunit.
These benzoic acid derivatives (also referred to as the
meglitinides) are structurally distinct from the sulfonyl-
ureas but show some chemical resemblance to the non-
sulfonylurea part of glibenclamide. Two benzoic acid
derivatives are currently in use to treat type 2 DM. They
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are repaglinide and nateglinide with a third, mitiglinide,
still in clinical trials (at the time of writing). Many
studies have been performed comparing these drugs
with each other and with glibenclamide both in vitro and
in vivo. Both repaglinide and nateglinide are potent
K,rp channel blockers, with repaglinide being 10-fold
more potent than glibenclamide (Fuhlendorff et al.,
1998) and the rank order of potency being
repaglinide>glibenclimide>nateglinide (Hu et al,
2000). Binding studies on repaglinide and glibenclamide
in an insulinoma cell line (BTC-3 cells) indicate that
there are probably three distinct binding sites for these
two compounds: a high-affinity repaglinide site and two
lower-affinity sites for glibenclamide (Fuhlendorff et al.,
1998). Repaglinide, in contrast to glibenclamide, did not
stimulate insulin secretion in islets in the absence of
glucose and is more effective than glibenclamide at
higher glucose concentrations (16.7 mM; Fuhlendorff et
al., 1998). However, nateglinide (30 uM) shows a glu-
cose-induced insulin secretion profile similar to that of
glibenclamide (0.3 uM) (Ikenoue et al., 1997). Nateglin-
ide has the advantage in that it rapidly dissociates from
the SUR1 and displays a more rapid onset of channel
inhibition and faster reversal of same than rapaglinide
(Hu et al., 2000).

Because the effects of both drugs are rapid and
short-lived they are used to curtail postprandial ex-
cursions in glucose (de Souza et al., 2001; Kalbag et
al., 2001). The plasma half-life of both compounds in
healthy human volunteers is between 1 and 1.5 h,
with nateglinide producing a much more rapid rise in
insulin postprandially than does rapaglinide, when
the agents are administered 30 min before eating
(Kalbag et al., 2001). Thus the risk of hypoglycemia
when treating with these drugs is lower than with
traditional sulfonylureas. When nateglinide (120 mg)
was administered to fasted type 2 DM patients 15 min
before receiving an i.v. bolus of glucose (300 mg/kg
body weight), it produced an incremental response in
the first 10 min of 788 pM/min versus 303 pM/min for
glyburide (10 mg; Kahn et al., 2001). For nateglinide
the incremental response was greatest at 60—120 min,
whereas for glyburide it was greatest at 120-300 min
after the intravenous glucose tolerance test (IVGTT).
At the end of the 300-min observation period plasma
insulin levels in the patients who received nateglinide
had returned to prevailing basal levels, whereas those
for glyburide were still 2-fold basal values. Thus, due
its rapid action on the B-cell, administration of nateg-
linide to diabetic individuals preprandially produces a
more physiologically normal insulin response than is
seen with the sulfonylureas. There is a rapid 5-fold
increase of insulin above basal values within 30 min of
eating, which represents the prompt release of the
insulin in the vesicles of the RRP followed by a decline
within 120 min to values 2-fold above basal. It must be
noted, however, that this does not necessarily reflect a
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restoration of normal insulin secretory kinetics, as the
early rise in insulin secretion was seen with nateglin-
ide in the presence or absence of glucose, and it slowly
decreased, most likely representing an exhaustion of
the primed insulin secretory vesicles in the B-cell.

B. Thiazolidinediones

Drugs in the class of insulin sensitizers known as
thiazolidinediones (Berger and Moller, 2002) act pri-
marily on the proxisome proliferator activated recep-
tor-y. They are used to treat insulin resistance, there-
fore we will not address them here but refer only to
two reports where there is an indication of improve-
ment of B-cell function and consequently insulin se-
cretion following treatment with this class of drugs.
Two groups have measured the ratio of proinsulin/
insulin, sometimes used as an indication of B-cell in-
sulin secretory dysfunction (Roder et al., 2000), with
an elevation in the ratio associated with type 2 DM. In
one study it was found that after 52 weeks of rosigli-
tazone therapy the proinsulin/insulin ratio was signif-
icantly decreased (Porter et al., 2000). The second
study showed that a decrease in the ratio was associ-
ated with troglitazone therapy (Prigeon et al., 1998).

C. Agents Used in the Treatment of Hyperinsulinemia

Glucagon is a polypeptide hormone that consists of
29 amino acids. In its endogenous form it is naturally
secreted by the a-cells of the islets and stimulates
glycogenolysis in the liver resulting in increased blood
glucose levels. At physiological concentrations it aug-
ments glucose-induced insulin secretion by stimulat-
ing the glucagon G-protein-coupled receptor on the
B-cell (Huypens et al., 2000) resulting in increased
intracellular cAMP levels (Henquin, 1985). When
used as an emergency treatment of hypoglycemia due
to hyperinsulinemia it is administered as a 1-mg dose
usually intramuscularly or subcutaneously, but may
also be given intravenously (Hall-Boyer et al., 1984).
At these concentrations it counteracts the anabolic
effect of insulin on the hepatocytes and stimulates
glycogenolysis. This latter effect counteracts the in-
creased endogenous insulin induced by glucagon in
non-type 1 DM states. In routine clinical practice glu-
cagon is used to test B-cell reserve. A fasting C-peptide
level is obtained followed by a second level 6 min after
i.v. glucagon (1 mg) administration. For normal B-cell
reserve function the C-peptide levels should be at
least double the fasting value.

Diazoxide is an antihypertensive, antidiuretic, benzo-
thiadiazine derivative that is also used to treat hyper-
insulinemia as a consequence of inoperable insulinoma
or persistent hypoglycemic hyperinsulinemia of infancy.
The most potent B-cell K rp channel opener known,
diazoxide, hyperpolarizes the B-cell, thereby inhibiting
insulin secretion (Panten et al., 1989). It is only effective
in opening the K pp channel in the presence of Mg?*
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and ATP (reviewed in Ashcroft and Rorsman, 1989).
Diazoxide does not competitively displace glibenclamide
at the K,rp channel, suggesting that it has a different
binding site on the channel than the sulfonylureas
(Panten et al., 1989).

D. The Potential Agents and Targets for Future
Treatment of Diabetes

1. Agonists at the Glucagon-Like Peptide-1 Recep-
tor. The risk of hypoglycemia is a major and recur-
ring drawback of the sulfonylureas (see Section II1.A.).
Research has intensified over the last 10 years on an
endogenous mammalian peptide or incretin that is
insulinotropic only in the presence of glucose (3 mM
glucose threshold; Fehmann et al., 1992). GLP-1 is a
30-amino acid peptide synthesized in the intestine
and secreted upon nutrient ingestion (Mojsov et al.,
1986). It is effective in augmenting glucose-mediated
insulin secretion in the diabetic state and in surpress-
ing glucagon secretion. GLP-1 acts to potentiate glu-
cose-induced insulin secretion and has pleiotropic ef-
fects on the B-cell (reviewed in Doyle and Egan, 2001)
as well as inhibiting glucagon secretion. Due to its
clinical potential the mechanisms of these effects have
been explored extensively (Drucker, 2002). It acts
through a specific G-protein-coupled receptor on the
B-cell and ultimately increases both the number of
cells secreting insulin and the amount secreted per
cell by increasing insulin biosynthesis and recruiting
more vesicles into the RRP (Drucker, 2002). It syner-
gizes with the glucose-induced insulin secretion path-
way at a molecular level and increases intracellular
cAMP (Drucker et al., 1987); regulates insulin gene
promoter activity by CREB (Skoglund et al., 2000) and
NFAT (Lawrence et al., 2002) sites on the insulin
promoter; stimulates PDX-1 translocation, transcrip-
tion, and translation (Wang et al., 1999, 2001); and
phosphorylates SNAP-25 (Zhou and Egan, 1997).

GLP-1 has a very short half-life in vivo, and thus to
be effective in maintaining euglycemia it must be
given as a continuous subcutaneous infusion or injec-
tions at frequent intervals (Parkes et al., 2001). Many
modifications have been made to the GLP-1 molecule
to rectify this deficiency, and thus exploit the activa-
tion of the GLP-1 receptor (GLP-1R) so that it can be
applied to treat diabetes in a clinical setting. Most of
these modifications have been made to the N-terminal
end (HisAlaGlu), which is subject to cleavage by the
enzyme dipeptidyl-peptidase IV (DPP IV). These mod-
ifications include substitution of the alanine with
threonine, serine, y-aminoisobutyric acid (Deacon et
al., 1998) or glycine (GLP-1 Gly®; Deacon et al.,1998;
Burcelin et al., 1999), as well as glycation of the ala-
nine (O’Harte et al., 2000) and insertion of an ali-
phatic six-carbon chain between the histidine and the
alanine (Doyle et al., 2001). In general, these modifi-
cations only marginally increase the half-life of the
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compound. However, Novo Nordisk A/S (Bagsvaerd,
Denmark) currently has a long-acting analog of GLP-1
in clinical trials (Agerso et al., 2002). This is an acety-
lated albumin-bound analog that has a considerably
longer half-life of 12.6 = 1.1 h in humans.

A natural agonist of the GLP-1R was found by Eng
and coworkers in the saliva of the Gila monster lizard
and is known as exendin-4 (Eng et al., 1992). This
peptide has a 52% amino acid homology with GLP-1
and binds with greater avidity to the GLP-1R than
does GLP-1 (Goke et al., 1993). It is also resistant to
many of the circulating enzymes that degrade GLP-1
(Hupe-Sodmann et al., 1995) and thus has a longer
half-life (Parkes et al., 2001). A long-term study com-
pleted in our laboratory has shown that it decreases
the deposition of subcutaneous and visceral fat in
diabetic Zucker rats (Szayna et al., 2000). When ad-
ministered acutely it reduced food intake, inhibited
gastric emptying, and stimulated insulin secretion in
healthy volunteers (Egan et al., 2002).

Interestingly, there are many observations of in-
creased B-cell mass after acute and chronic treatment
with GLP-1 receptor agonists (Perfetti et al., 2000;
Stoffers et al., 2000); thus activation of the GLP-1R
produces endocrinotrophic effects and stimulates neo-
genesis of B-cells in rodent pancreata. One must cau-
tion that there is as yet no evidence for this increase in
B-cell mass in humans treated with GLP-1R agonists.
Treatment with these drugs does, however, lead to a
restoration of first-phase insulin response (Meneilly
et al., 2001) and an increase in pulse amplitude of
insulin secretion (Porksen et al., 1998) in type 2 DM.

2. Agonists at the Purinergic 2 Receptor. One group
in Israel has done some work on producing insulino-
tropic agonists to the purinergic P2Y receptor on the
B-cell (Fischer et al., 1999, 2000). These are a series of
2-thioether 5'-O-(1-thiotriphosphate)-adenine nucleo-
tides that are stable to degradation by porcine ATP-
Dase. In perfusions of whole rat pancreata the com-
pounds were found to be 100-fold more potent at
stimulating insulin secretion than ATP. However, the
effects of these derivatives are not specific to the pu-
rinergic receptors on the B-cell and they also induce
vascular effects, thus limiting their potential for clin-
ical applications as they stand.

3. Imidazolines. Imidazolines such as phentol-
amine, yohimbine, and efaroxan, which are known to
be ay-adrenoreceptor blockers, can enhance insulin
release (Chan et al., 1991). This effect occurs via the
inhibition of the K,rp channel of the B-cell (Plant and
Henquin, 1990; Proks and Ashcroft, 1997) and not
through the ay-adrenoreceptors or the conventional
imidazole binding sites. Imidazolines also exert a di-
rect effect on exocytosis, an action that is distal to
closure of the K, p channel (Zaitsev et al., 1996). This
K,rp-independent effect of imidazolines on insulin se-
cretion differs from the K,rp channel-independent
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sulfonylurea effect, as the latter is not sensitive to
PKA inhibition but is PKC-dependent (Eliasson et al.,
1996), but that of the imidazolines is dependent on
both kinases (Zaitsev et al., 1996). There have been
successful efforts to exploit this K p channel-inde-
pendent action of the imidazolines to synthesize a
glucose-dependent insulinotrope. At least two labora-
tories have synthesized derivatives that do not inter-
act with the K rp channel and only stimulate insulin
secretion in a glucose-dependent manner (Mest et al.,
2001; Efanov et al., 2001).

IV. Drugs Administered in the Treatment of
Disorders Other Than Diabetes That Have
Effects on Pancreatic Insulin Secretion and
B-Cell Function

A. Drugs Implicated in Post-Transplant Diabetes
Mellitus

1. Calcineurin Inhibitors. Impaired glucose toler-
ance and post-transplant diabetes mellitus (PTDM) are
common complications following solid organ transplan-
tation (Dubernard and Frei, 2001). The immunosuppres-
sive regimens that include corticosteroids, cyclosporin,
and tacrolimus (fungal macrolides that are calcineurin
inhibitors) have been directly implicated (Weir, 2001).
Prednisolone causes significant insulin resistance in
skeletal muscle by impairing activation of glycogen syn-
thase (Ekstrand et al., 1996). This in turn puts increased
demand on the pancreas to increase insulin secretion. If
the pancreas cannot do so, DM occurs. In contrast, cy-
closporin and tacrolimus probably induce PTDM by di-
rectly compromising -cell function, with tacrolimus be-
ing the most commonly implicated (reviewed in Weir
and Fink, 1999). Studies have quoted incidences of
PTDM due to use of tacrolimus as anywhere from 15 to
29% (Weir and Fink, 1999). A higher incidence of PTDM
is reported in tacrolimus-treated (36.6%) African Amer-
icans than in cyclosporin-treated (12.2%) (Neylan,
1998). In the European FK506 study 15.1% of tacroli-
mus-treated patients developed DM compared with
8.7% of those treated with cyclosporin (European FK506
Multicentre Liver Study Group, 1994). In follow-up
studies on kidney transplant patients it was found that
41.2% of tacrolimus-treated patients who developed
PTDM over the first year ceased with insulin treatment
and successfully remained on tacrolimus treatment
(Vincenti et al., 2002). The incidence of tacrolimus-re-
lated PTDM is considered to be dose-dependent, and
First and colleagues suggest that a lowering of the ta-
crolimus dose and/or combination with maintenance
doses of prednisone and mycophenolate mofeil is the
preferred option to transferring to cyclosporin treatment
(First et al., 2002). This is because the risk of graft
rejection is lower with tacrolimus treatment.

Insulin secretion in pediatric patients treated long-
term with either tacrolimus (15 patients) or cyclosporin
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(14 patients) post renal transplantation was examined
using an IVGTT with frequent plasma sampling (Filler
et al., 2000). The 1- to 3-min insulin secretion response
to the IVGTT in tacrolimus-treated children was se-
verely blunted, and insulin secretion followed to 60 min
was significantly less than that of children treated with
cyclosporin. There was a dose relationship between the
trough tacrolimus levels and the inhibition of insulin
secretion. Thirteen percent of the tacrolimus-treated pa-
tients and none of the cyclosporin-treated patients de-
veloped PTDM. Some patients had their tacrolimus dose
decreased and subsequently showed improvement in in-
sulin secretion during a repeat IVGTT. This would indi-
cate that the effects of tacrolimus are reversible and the
drug, at concentrations used in clinical practice, is not
causing permanent B-cell damage.

A recent study of adults (Duijnhoven et al., 2001)
confirmed and expanded on the findings in pediatric
patients. An IVGTT, again with frequent plasma sam-
pling for 60 min, was performed on 18 patients (mean
age 49 years; 10M, 8F: mean BMI 23.3 kg/m?) before
renal transplantation and 5 days after starting tacroli-
mus (0.15 mg/kg b.wt. b.i.d., p.o.) post-transplantation.
Insulin secretion decreased significantly (p < 0.0001)
from 864.5 to 600 mU/l - min. Insulin sensitivity was not
altered using the homeostasis model assessment of glu-
cose (HOMA: fasting glucose [mmol/l] X fasting insulin
[mU/1/22.5]; Matthews et al., 1985). Fourteen of the pa-
tients were followed for a median of 34 months. All three
patients on monotherapy with tacrolimus acquired dia-
betes: two were treated with sulfonylurea, and one con-
trolled with diet alone. The other 11 patients remained
normoglycemic after transplantation. Boots and cowork-
ers attempted to separate the individual effects of glu-
cocorticoids and tacrolimus on glucose tolerance (Boots
et al.,, 2002). Glucose metabolism was evaluated by
IVGTT before and after reduction in tacrolimus trough
levels. After prednisone (10 mg) withdrawal insulin re-
sistance decreased, as demonstrated by an improved
insulin/glucose ratio. In the second part of the study
tacrolimus trough levels were reduced. There were ap-
proximately 10 months between the first and second
IVGTT after reduction of trough levels. C-peptide secre-
tion increased significantly, by 36% (from 49 to 67 nM -
min). Of clinical significance, HgbA, . decreased from 5.9
to 5.3% between the two IVGTTs. This study produced
similar results to that of Filler and colleagues in that the
effects of tacrolimus on insulin secretion are reversible.

Both tacrolimus and cyclosporin act by blocking the
antigen-activated transcription of early T-cell activation
genes such as interleukin 2 (I1-2) and by inhibiting the
phosphatase calcineurin (Fruman et al., 1992). Tacroli-
mus and cyclosporin require their respective cognate
intracellular immunophilins (for a comprehensive re-
view of immunophilins see Marks, 1996), FKBP12
(FK506 binding protein 12), and cyclophilin A, to which
they bind before complexing with the calcineurin B bind-
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ing site, thus preventing the formation of the NFAT
transcription factor complex (Crabtree, 2001; Crabtree
and Olson, 2002). This inhibits transcription of genes
such as insulin that contain NFAT binding sites in their
promoter regions (Lawrence et al., 2001). Treatment of
the insulinoma cell line HIT-T'15 and isolated islets with
these immunosuppressants resulted in a decrease in
both insulin mRNA and protein content (Redmon et al.,
1996; Paty et al., 2002). A similar observation was made
in islets isolated from rats treated with tacrolimus (10
mg/kg/day) for 14 days (Tamura et al., 1995). There was
a decrease in insulin mRNA and insulin content of the
islets of the treated rats compared with vehicle-treated
animals. What is important to note about this experi-
ment is that similar to the effects observed in the
IVGTTs, the insult on the insulin synthesis machinery
in islets was reversible upon withdrawal of tacrolimus.

A chronic sustained decline in insulin synthesis, with
continuation of calcineurin inhibitor medication, would
ultimately lead to a decline in the insulin available for
ready release. This would be expected to have long-term
consequences for glucose homeostasis. Patients, if
placed under stress where increased insulin demand due
to insulin resistance is needed, as in infections, use of
other medications, or addition of corticosteroids to the
immunosuppressant regimen, for example, would have a
reduced capacity to respond to the increased demand
and glucose intolerance could and does arise. Age would
also be expected to have an impact on the incidence of
PTDM as mRNA and insulin production in islets de-
clines longitudinally with age (Perfetti et al., 1995). In-
deed, the age of the graft recipient is a factor in the
etiology of PTDM (Rao et al., 1992). It is possible to make
a correlation between the decline in B-cell function with
age and an increased risk of developing PTDM, as in one
study a comparison has been made of pre- and post-renal
transplant levels of B-cell function. Nam and colleagues
compared the fasting and 2-h plasma glucose levels and
proinsulin/insulin ratios of patients who carry the diag-
nosis of PTDM with those defined as having impaired
glucose tolerance (as determined by World Health Orga-
nization criteria) and normal glucose tolerance (Nam et
al., 2001). The plasma glucose levels and proinsulin/
insulin values were found to be significantly higher in
the impaired glucose tolerance and PTDM groups that in
the normal subjects. They concluded that patients who
had a low insulin secretory capacity before receiving a
graft were predisposed to PTDM. As insulin sensitivity
did not vary significantly between the groups they also
proposed that reduced B-cell capacity weighed more
than insulin resistance as a factor in the development of
PDTM.

Calcineurin inhibitors have also been demonstrated to
reduce insulin secretion by disrupting the dephosphor-
ylation by calcineurin of kinesin on insulin secretory
vesicles (Donelan et al., 2002). This prevents the kine-
sin-dependent forward movement of the vesicles and
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lowers the pool of vesicles docked at the plasma mem-
brane. This also explains the reversibility of the effect of
tacrolimus on insulin secretion observed upon cessation
of treatment with calcineurin inhibitors. Cyclosporin
(2-5 uM) was found to diminish insulin release from
mouse islets by inhibiting glucose-stimulated oscilla-
tions of the cytoplasmic free calcium and disrupting the
oscillations in the cell and mitochondrial potential
(Difer et al., 2001). Cyclosporin binds readily to cyclo-
philin D in the mitochondrial permeability transition
pore and blocks the opening of this channel on the mi-
tochondrion (see Section II.A.1.). Tacrolimus was found
to have no effect on the glucose-induced oscillations,
thus this effect of cyclosporin was not mediated through
calcineurin inhibition.

2. Antiproliferative Agents. While the calcineurin in-
hibitors block the action of T-cells, azathioprine acts as
an antiproliferative agent (MICROMEDEX Healthcare
Series, 2002). Nucleophiles such as glutathione cleave
the prodrug azathioprine to mercaptopurine, and this
purine analog is subsequently converted into mercapto-
purine-containing nucleotides. Azathioprine is used as a
monotherapy for Crohn’s disease and rheumatoid arthri-
tis, and it is occasionally used in the treatment of bul-
lous pemphigoid and pemphigus vulgarus, where it is
more usually used as a steroid-sparing agent. There are
no reports in which the direct effects of azathioprine on
islets have been examined but the drug is toxic to the
pancreas, and the incidence of pancreatitis in graft re-
cipients treated with azathioprine is estimated to be
between 2 and 12% (reviewed in MICROMEDEX
Healthcare Series, 2002). However, the studies are com-
plicated by the fact that the patients were treated with
other drugs, so it is difficult to implicate azathioprine
alone.

B. Quinolines

Quinine belongs to the class of drugs known as quino-
lines, which are used as anti-malarial agents and in
nonmalarial countries in the treatment of nocturnal leg
cramps. Other drugs in this class are quinidine, chloro-
quine, mefloquine, and halofantrine. Originally ex-
tracted from the bark of the Cinchona officinalis, qui-
nine has been used for over 300 years in the treatment of
malaria but its hypoglycemic effect was only observed
early in the 20th century (Hughes, 1925). All drugs in
this class have been known to lower blood glucose. The
degree of reduction in blood glucose associated with each
compound is dependent on the lipophilicity, free serum
levels, and rate constant of elimination of the compound
(Sheiner et al., 1979). In vitro studies performed mainly
with quinine have established that quinolines close the
K, rp (Bokvist et al., 1990b; Gribble et al., 2000) and Ky,
channels (Bokvist et al., 1990a) of B-cells. Using patch-
clamp techniques on Xenopus oocytes injected with a
truncated form of Kirg, (a form that expresses func-
tional channels in the absence of SUR1) Gribble and
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colleagues (2000) have shown that quinine and the re-
lated drug mefloquine act on the Kir component of the
K,rp channel.

Hypoglycemia is a risk factor in malarial patients
treated with parenteral quinine (White et al., 1983).
This has been seen with hyperinsulinemia but the mat-
ter is complicated by the fact that the common infecting
organism Plasmodium falciparum consumes glucose
(Singh et al., 1998). Hypoglycemia commonly occurs
when the drug is administered over an hour or less,
probably because of the high free serum levels of the
compound during this short period of administration
(Molyneux et al., 1989). There is at least one reported
case of insulin-mediated hypoglycemia in a nondiabetic
individual who was being treated with oral quinine sul-
fate (325 mg, q.i.d.) for leg cramps (Limburg et al., 1993).
The standard oral dose used for leg cramps (primarily in
the elderly patient) is 300 to 600 mg quinine sulfate
taken at night before retiring. An Australian group stud-
ied the effects of 600 mg administered at night on serum
glucose and insulin levels (Dyer et al., 1994). Twelve
type 2 DM and 10 non-DM subjects (51-79 years of age)
were studied on two separate occasions, with or without
oral quinine sulfate, which was given at 10 PM, while
the last meal before dosing was at 6 PM. Venous blood
samples for glucose, insulin, and quinine levels were
drawn periodically for the next 38 h. In the non-DM
group there was a significant fall in serum glucose of 1.2
mM, 2 h after quinine was administered. It took 10 h for
glucose levels to return to nontreated values.

Insulin levels remained the same on both occasions. In
the type 2 DM subjects there was also a significant
lowering in serum glucose (by 1 mM) 2 h after dosing,
which took 8 h to return to nonquinine-treated values.
Again, insulin levels were not altered. The nadir in
serum glucose corresponded with peak serum quinine
levels. This study can be interpreted to show that qui-
nine increased tissue utilization of glucose while main-
taining insulin secretion. One would have expected, es-
pecially in the non-DM subjects, that serum insulin
would fall as serum glucose levels fell. As this did not
occur, quinine probably has dual effects on glucose ho-
meostasis.

Although the glucose-lowering effects are similar to
those of sulfonylureas, quinine cannot be considered as
being of any practical use to treat hyperglycemia clini-
cally, given the number of toxic effects associated with
the drug (Bateman and Dyson, 1986) such as chincho-
ism, cardiac conduction abnormalities, and neuropsychi-
atric disturbances.

C. Somatostatin Receptor Agonists

Octreotide acetate is the first somatostatin (SST) an-
alog used clinically to treat acromegaly, Cushing’s syn-
drome, carcinoid tumors, vipomas, pancreatic pseudo-
cysts, and gut fistulas. Octreotide is one of the many
octapeptide and hexapeptide SST analogs that, unlike
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somatostatin, show a high degree of affinity for ssrt, and
ssrt;, a moderate affinity to sstrg, and little or no binding
to sstr; (reviewed in Patel, 1999). SST and its analogs
can inhibit insulin secretion by activation of sstr;, which
is mediated by stimulation of the G;/G, protein (see
Section I1.B.2.b.i.). Octreotide is known to suppress the
secretion of numerous hormones, including pituitary
and gut hormones, and activation of SST receptors has
pleiotropic effects on hormone-secreting cells. Subcuta-
neous or intravenous octreotide suppresses first-phase
insulin secretion and attenuates insulin responses to
activated Gg-protein-coupled receptors (such as the
GLP-1R). Most importantly, as a consequence of these
effects, blood glucose levels are significantly increased
after eating or after an oral glucose tolerance test. In
B-cells, activation of sstry inhibits calcium mobilization
and AC activity and decreases insulin gene promoter
activity, resulting in reduced insulin biosynthesis (re-
viewed in Benali et al., 2000). SST also exhibits an effect
on insulin secretion distal from the inhibition of Ca®*
mobilization and adenylyl cyclase inhibition (Renstrom
et al., 1996). By using pancreatic islets under controlled
conditions, these authors evoked an increase in intracel-
lular Ca®" concentrations ([Ca®*];) to 1.5 uM in mouse
B-cells (usual resting [Ca®"]; is 0.2 uM) and they then
added SST. Insulin secretion was almost completely
abolished. Therefore, SST still inhibits insulin secretion,
even in the presence of high cystolic Ca®*. In the same
manuscript the authors demonstrated that inhibition of
calcineurin using calcineurin autoinhibitory peptide and
deltamethrin prevented the action of SST on insulin
secretion. Thus, the working hypothesis is that sstrs
activation ultimately results in dephosphorylation of
specific proteins, which in turn impedes the movement
and/or docking of vesicles. This effect is abolished by the
inhibition of calcineurin, presumably by permitting the
specific rephosphorylations to occur, because it is the
sstry activation at the plasma membrane by SST that
leads distally to the activation of calcineurin (Patel,
1999). It is also important to note that although sstry is
coupled to G;/G,, the consequent inhibition of AC is not
responsible for inhibition of insulin secretion. When
Renstrom and colleagues clamped the cytoplasmic
cAMP concentration at 100 uM by inclusion of the nu-
cleotide in the solution that was dialyzed into the cell,
SST still inhibited insulin secretion (Renstrom et al.,
1996).

It has been suggested that the B-cell sstr is coupled to
the K rp channel (Ribalet and Eddlestone, 1995; Smith
et al., 2001) but the effect of this is not considered to be
relevant physiologically, as SST is still capable of reduc-
ing insulin secretion in the presence of sulfonylureas
(Abel et al., 1996). There is some evidence from trans-
fection studies in Xenopus oocytes (Kreienkamp et al.,
1997) and electrophysiological experiments (Ribalet and
Eddlestone, 1995) in an insulinoma cell line of coupling
of the sstr to an inwardly rectifying K* channel, but
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again the significance of this in intact islets or in an in
vivo model has not been established. In antiproliferative
studies performed on Chinese hamster ovary cells ex-
pressing sstry it was shown that the human sstr; acti-
vates tyrosine phosphatase, while the rodent sstr; does
not (Sharma et al., 1999). It has also been reported that
sstr; modulates mitogen-activated protein MAP kinase
activity and PLC activity (reviewed in Patel, 1999).
Whether any of these second messengers are involved in
the mechanism by which SST inhibits insulin secretion
is not yet known. There are some reports in the litera-
ture of the use of octreotide to treat sulfonylurea-in-
duced hypoglycemia, and it appears to be more effective
in this instance than diazoxide (reviewed in Harrigan et
al., 2001).

D. Drugs Used Mainly to Treat Hypertension

Cardiovascular disease and hypertension are common
in type 2 DM patients. In the period from 1988 to 1994,
71% of the population diagnosed with diabetes was rec-
ognized as having high blood pressure (Geiss et al.,
2002), and about 50% of type 2 DM patients die from
complications associated with cardiovascular disease
(Geiss et al., 1998). Therefore, many type 2 DM patients
on treatment regimens to maintain euglycemia are also
being treated for secondary effects to the cardiovascular
system. Antihypertensives routinely used are B-block-
ers, calcium channel blockers, angiotensin-converting
enzyme (ACE) inhibitors, and diuretics.

B-Adrenergic blockers, although of more importance
for their ability to blunt counterregulatory responses to
hypoglycemia by preventing catecholamine-induced gly-
cogenolysis in the diabetic condition (especially when
under treatment with exogenous insulin or sulfonyl-
ureas), are potential inhibitors of insulin secretion. The
endocrine pancreas is clearly innervated by the auto-
nomic nervous system (Kirchgessner and Gershon,
1990) and B-blockade by propranolol, a ;- and B,-
blocker, definitely blocks insulin secretion in vitro from
isolated islets (Harms et al., 1978). Propranolol infusion
into humans has been shown to decrease both phases of
insulin secretion (Cerasi et al., 1972), and Robertson and
Porte (1973) showed that propranolol caused a signifi-
cant decrease in basal insulin levels after 1-h infusion (5
mg given rapidly initially followed by 0.08 mg/min).
When epinephrine was then added to the infusion regi-
men (6 pug/min) it caused a further decrease in insulin
secretion (60% below pre-epinephrine levels), and this
was accompanied by a rise in blood glucose from 100 to
approximately 175 mg/ml. These data show that a, stim-
ulation and 3, blockade have additive inhibitory effects
on insulin secretion. The rise in blood glucose was most
likely due to epinephrine-induced glycogenolysis in the
liver, unopposed by the inability of the 3-cells to increase
insulin secretion because of the double blockade.

A few clinical studies have suggested that hyperten-
sive type 2 diabetic subjects on B-blockers have ad-

2T0Z ‘ST aunr uo 1sanb Aq 610’sjeuinofiadse Aaiwieyd woly papeojumoq


http://pharmrev.aspetjournals.org/

79
2
-
>
e
-
<
S
0
O
-
0
g
é

aspet..

122

versely effected glucose tolerance. Twenty type 2 dia-
betic subjects treated with B-blockade for 4 weeks were
reported to have increased blood glucose levels of 25
mg/dl compared with placebo-controls (Wright et al.,
1979). Importantly, insulin levels were apparently un-
altered with treatment, suggesting that the observed
effect on blood glucose was not due to decreased insulin
secretion. In contrast, a 6-year study by Berglund and
Andersson (1981) of nondiabetic subjects treated with
propranolol appeared to show an actual improvement in
glucose tolerance. A more recent study by Savage and
coworkers (1998) also found no increase in hyperglyce-
mia or diabetes in patients on B-blockers (atenolol). Of
importance when considering the effect of diuretics on
insulin secretion (see below), when this B-blocker was
used with a diuretic (chlorthalidone) there was no in-
creased incidence of glucose intolerance or frank diabe-
tes (Savage et al., 1998). In conclusion, the reproducible
effect of propranolol infusion on insulin secretion does
not appear to be operative in hypertensive patients on
oral treatment. If B-blockade should become an issue in
glucose tolerance in the treatment of hypertension (or
hyperthyroidism, which may be accompanied by glucose
intolerance) in a specific type 2 diabetic subject, then
cardioselective (8;-blockade only) would have a theoret-
ical advantage.

Clonidine is an a,-agonist used to treat hypertension.
It reduces sympathetic outflow from the central nervous
system and decreases plasma norepinephrine levels. As
insulin release in nondiabetic individuals is probably not
under tonic sympathetic control, clonidine in practice
appears to have little effect on insulin secretion in that
group of patients with hypertension. Webster and Mec-
Connaughey (1982) reported on a case of clonidine in
type 2 DM in which glucose tolerance worsened and
clonidine withdrawal led to improvement again. A re-
cent study by Lattermann and colleagues (2001) showed
that low-dose intravenous clonidine premedication ac-
centuated the usual hyperglycemic (blood glucose levels,
clonidine: 6.8 versus control: 5.7 mM) response that is
normally seen during surgery (due to anesthesia, ele-
vated cortisol and epinephrine levels, etc.). This ap-
peared to be due to lower plasma insulin levels in the
clonidine-treated versus control subjects.

The first-generation calcium channel blockers, vera-
pamil, nifedipine, and ditiazem, are still the most com-
monly used calcium channel blockers used in clinical
practice. Presently, a slow-release form of verapamil
(120-, 180-, and 240-mg tablets of verapamil hydrochlo-
ride) is administered once daily to treat angina, arrhyth-
mias, and hypertension, and there are no reports of it
affecting insulin secretion at these doses. Rojdmark and
Andersson studied the effect of oral pretreatment for 1
week and i.v. infusion over 3 h of verapamil on glucose
tolerance and insulin secretion. They found no effects on
insulin release but did observe improved glucose toler-
ance, suggesting that at pharmacological doses vera-
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pamil has an impact on hepatic glucose output but not
on insulin secretion (Rojdmark and Andersson, 1986).
Verapamil is used extensively in vitro when examining
effects on L-type calcium channel electrophysiology in
the B-cell. In vitro verapamil is known to block the
L-type calcium channel on the B-cells and also inhibits
(in the presence of 11.1 mM glucose), in a concentration-
dependent manner, the K,p channels. This latter effect
was found to be unique to the phenylalkylamines, i.e.,
verapamil and its methoxy derivative gallopamil, as 1,4-
dihydropyridine, nifedipine, and diltiazem did not block
the K,rp channels (Lebrun et al., 1997). The second-
generation calcium channel blockers, e.g., amlodipine,
nicardipine, and felodipine, are not known to have any
effect on insulin secretion. Observation of the long-term
effects of amlodipine on insulin secretion and plasma
insulin in humans shows that this drug has no effect on
these parameters (de Courten et al., 1993; Harano et al.,
1995) and may even improve insulin sensitivity (Harano
et al., 1995). Similarly, insulin levels were essentially
unchanged when patients were treated with nicardipine
(60 or 120 mg/day dose) for an average of 7.8 weeks
(Kihara, 1991). There have been several studies on the
effect of nicardipine on glucose tolerance and/or insulin
sensitivity when given at doses in the range of 20 to 30
mg in normal patients (4 weeks, Collins et al., 1987; 12
weeks, Wang et al., 1993; Kageyama et al., 1994) with no
significant difference observed.

The incidence of hypoglycemia associated with pa-
tients treated with ACE inhibitors and sulfonylureas is
relatively high, and has been documented in several
cases (Herings et al., 1995; Shorr et al., 1997). This may
be because of improved glucose uptake (Kudoh and Mat-
suki, 2000) and thus reduce insulin resistance (Vuori-
nen-Markkola and Yki-Jarvinen, 1995), as there is no
documented evidence of these drugs having a direct ef-
fect on the B-cell. A new ACE inhibitor, ramipril, has
been shown to be effective in reducing the development
of diabetes, an effect attributable to its positive impact
on insulin resistance and not to any effect on the B-cell
(Yusuf et al., 2001).

Of the potassium channel openers, pinacidil and nic-
orandil, neither is known to affect insulin secretion.
These drugs are targeted to interact with the K 4o/
SUR2A channel on the smooth muscle cells, but not with
the K, o/SUR1 channel found on the B-cell. When both
channels were expressed in Xenopus oocytes, nicorandil
was found to stimulate only the K.z o/SUR2A channel
and not the K, 4 o/SUR1 channel (Reimann et al., 2001).
In a similar set of experiments using Xenopus oocytes,
Gribble and colleagues have demonstrated that pinacidil
does not activate the SUR1-containing channel found on
the B-cell (Gribble et al., 1997b). The only K, p channel
opener used to treat hypertension that has an effect on
the B-cell K, /SUR1 channel is diazoxide. The use of
diazoxide to treat hypertension is associated with hyper-
glycemia, which is predictable based on its known ability

2T0Z ‘ST aunr uo 1sanb Aq 610’sjeuinofiadse Aaiwieyd woly papeojumoq


http://pharmrev.aspetjournals.org/

79
2
-
>
e
-
<
S
0
O
-
0
g
é

aspet..

DRUGS AND INSULIN SECRETION

to hyperpolarize the B-cell plasma membrane and de-
crease insulin release (see Section II1.C. for use in treat-
ment of insulinomas and persistent hypoglycemic hyper-
insulinemia of infancy). The dose for treatment of acute
hypertension is a 1 to 3 mg/kg (maximum of 150 mg)
intravenous bolus over 10 to 15 min (Varon and Marik,
2000). However, the use of diazoxide has been phased
out because of its significant side effects, including fluid
retention, and that it does not allow for a controlled
reduction in blood pressure (Varon and Marik, 2000).

None of the other diuretic agents usually used to treat
hypertension, the benzothiadiazines (“thiazides”) and
loop diuretics, is known to have direct effects on insulin
secretion. The thiazides have a dose-dependent effect on
insulin resistance (Brass, 1984; Harper et al., 1995),
while the loop diuretic furosemide has no effect on glu-
cose homeostasis (Efendic et al., 1984). Thiazides do not
directly affect insulin secretion from islets (Malisse and
Malaisse-Lagae, 1968) but, because of their induction of
glucose intolerance due to insulin resistance, they may
induce diabetes in a compromised glucose homeostatic
state in which insulin secretion is already maximal.
Therefore, they should be used with caution in type 2
DM.

E. Methylxanthines

The two principal therapeutic agents in this class of
compounds are caffeine and aminophylline. Aminophyl-
line is administered as a mixture of theophylline and
ethylenediamine (2:1). Both caffeine and aminophylline
have been used in the treatment of asthma although, of
course, aminophylline is by far the more commonly used.
The action of methylxanthines is to relax the smooth
muscles of the bronchi and therefore produce a definite
increase in vital capacity of the lungs. There are three
known potential molecular mechanisms of action of this
class of drug: they are an ability to 1) translocate intra-
cellular calcium; 2) inhibit phosphodiesterase and
thereby increase intracellular concentrations of cAMP
and cGMP; and 3) bind to and antagonize the known P,
purinoceptors, and consequently raise intracellular
cAMP levels in B-cells, which contain A; receptors (Hil-
laire-Buys et al., 1994), and are negatively coupled to AC
and prevent the rise of cAMP in hepatocytes, which
contain A, receptors (Oetjen et al., 1990), and are posi-
tively coupled to AC. With aminophylline doses used
therapeutically (plasma theophylline levels of the drug
should be between 5 and 15 uM) it is only the latter of
the three that is considered to be operative. Thus, ami-
nophylline could potentially stimulate insulin secretion
by antagonizing the negative regulation of adenosine at
the A, receptor. There is much conflict in the literature
of the effect of methylxanthines in vivo on glucose me-
tabolism and insulin secretion, almost certainly reflect-
ing their duality of effects. Cerasi and Luft were the first
to study aminophylline and reported that during an
IVGTT it had no effect on basal insulin secretion, but did
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increase glucose-stimulated insulin secretion (Cerasi
and Luft, 1969). However, Arias and colleagues recently
reported that it increased insulin secretion and conse-
quently reduced plasma glucose (Arias et al., 2001).

Similarly, the reports on caffeine’s effects on insulin
secretion contain equally confusing and conflicting data.
During an OGTT Pizziol and coworkers reported an
increase in glucose concentration with no effect on insu-
lin levels (Pizziol et al., 1998), and Graham and col-
leagues observed a significant increase in insulin but no
difference in blood glucose during an OGTT (Graham et
al., 2001). However, these investigators used different
doses and different preparations of caffeine, which could
have had different effects on the liver versus the pan-
creas. More recently, Greer and coworkers demon-
strated, using the hyperinsulinemic-euglycemic clamp,
that caffeine decreased glucose disposal without affect-
ing insulin secretion in healthy volunteers (Greer et al.,
2001). This adds a new aspect to the effects of caffeine,
as it would appear that decreased glucose disposal by
skeletal muscles was responsible for the reduction in
total glucose disposal. Also in the class is the vasodilator
pentoxifylline, which is discussed in the following sec-
tion.

F. Phosphodiesterase Inhibitors

Realizing that PDE activity within any one cell is due,
on the whole, to the action of a subset of the known PDE
isozymes, many researchers and pharmaceutical compa-
nies have attempted to devise therapeutic interventions
based on modulation of individual PDE activities (re-
viewed in Beavo, 1995). In theory, one should be able
inhibit a specific family of PDEs. In practice, several of
the second-generation drugs do appear to perform much
better in terms of efficacy and have fewer side effects.
There are many PDE3 inhibitors now available (cilosta-
zol, enoximone, and milrinone). They are antihyperten-
sives (because of effects on vascular smooth muscle PDE
activity), antithrombotics (they affect cGMP-PDE activ-
ity in platelets), and they are positive inotropes in con-
gestive cardiac failure (CCF) (again, they affect cGMP-
PDE activity in cardiocytes and vascular smooth
muscle). Many trials of the use of this class of compounds
in CCF (i.e., with vesnarinone; Cohn et al., 1998) have been
carried out, but mortality data in long-term studies often
show negative data (possibly due to arrhythmias, altered
metabolism of the drug in CCF, and/or interactions with
the other concomitant drugs; van Veldhuisen and Poole-
Wilson, 2001). Cilostazol does not affect blood glucose lev-
els (Okuda et al., 1992; Uchikawa et al., 1992) and we did
not find any reports that vesnarinone, enoximone, or mil-
rinone have any effect on glucose metabolism (MICROME-
DEX Healthcare Series, 2002).

Dipyridamole (a PDES5 inhibitor) and pentoxifylline (a
nonspecific PDE inhibitor of the xanthine class; see Sec-
tion IV.E.) are two of the most commonly used inhibitors
in clinical practice. They are used as antithrombotics
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and vasodilators in peripheral vascular disease and
therefore are commonly used in patients with diabetes.
Intravenous infusion of pentoxifylline (200—-300 mg) did
not affect insulin secretion in nondiabetic volunteers
(Lenti et al., 1975; Heidrich and Schirop, 1980). In one
study a reduction in the amount of insulin required to
maintain euglycemia was observed in both type 1 and
type 2 DM patients requiring insulin to manage their
diabetes during a 2-week observation period (Raptis et
al., 1987). As this study showed effects in both types of
DM, the decreased insulin requirement must be due to
effects on glucose disposal or a decrease in gluconeogen-
esis. The blood glucose levels and insulin requirements
of the patients were measured before and after treat-
ment for a 24-h period and a reduction in blood glucose
levels after treatment was noted. Thus the authors con-
cluded that the use of pentoxifylline concurrently with
antidiabetic medication is beneficial. Other authors
have not observed an improvement (Heidrich and Schi-
rop, 1980).

G. Diamidines

The mesylate and isethionate derivatives of pentami-
dine are antiprotozoals effective in the treatment of
Pneumocystis carinii pneumonia, leishmaniasis, and
trypanosomiasis. Pentamidine isethionate is commonly
used in prophylaxis against P. carinii pneumonia and
administered in aerosolized form (300 mg) every four
weeks to patients diagnosed with HIV/AIDS. Aerosol-
ized treatment has a lower incidence of systemic side
effects relative to intravenous applications (Stevenson,
1989) and the isethionate form is less toxic than the
mesylate (Belehu and Naafs, 1982). Pentamidine, when
given intravenously or as an aerosol, has been reported
to induce hypoglycemia because of elevated endogenous
insulin levels (Fitzgerald and Young, 1984; Karboski
and Godley, 1988). There is a dose-response relation-
ship, as in one prospective study all patients with serum
pentamidine levels greater than 100 ng/ml developed
hypoglycemia (Comtois et al., 1992). In their case study
Fitzgerald and Young demonstrated a reversal of this
hypoglycemia by treating with oral diazoxide (Fitzgerald
and Young, 1984).

Some patients who initially exhibit hypoglycemia may
proceed to develop DM (Bouchard et al., 1982; Perronne
et al., 1990). This would suggest that pentamidine is
initially cytolytic, causing B-cells to release insulin in a
nonregulated fashion, and in the final stages of B-cell
injury it is cytotoxic. In the study by Bouchard and
coworkers the patients had high serum insulin levels in
the postabsorptive state and exhibited poor insulin re-
sponses to oral glucose, intravenous arginine, or intra-
venous glucagons, while the a-cell response to arginine
was higher than normal.

We have found one report (Hauser et al., 1991) in
which the pathology of the pancreas of a patient suffer-
ing from AIDS who developed hypoglycemia followed by
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DM was examined. There was a significant decrease in
the number and intensity of insulin-positive cells rela-
tive to an age-matched and sex-matched control. There
was an increase in the number of cells immunoreactive
for glucagon but no change in those positive for SST. The
islets displayed increased vascular spaces, but no islet
cell necrosis, fibrosis, or lymphatic infiltrate was ob-
served. The accumulative evidence would therefore sug-
gest that pentamidine selectively damages the B-cells of
the islets, causing them to release insulin from the se-
cretory vesicles into the cytoplasm and thus increase
circulating insulin levels, resulting in hypoglycemia.
Persistent toxic effects then cause selective B-cell de-
struction, which can result in the development of DM,
and in some cases this is insulin-requiring DM (Per-
ronne et al., 1990). There is at least one instance in
which the hypoglycemic effects of pentamidine were re-
versed, and clearly not everyone on pentamidine treat-
ment develops diabetes. There is a dose-dependent tox-
icity with a threshold total dose, which appears to be in
the range of 4 to 9 gm, at which irreversible damage to
the B-cells may occur (Perronne et al., 1990). This dam-
age is probably similar to that seen with streptozotocin
in that the cells having a high energy requirement and
highly active mitochondria are more susceptible to the
oxidative damage of these compounds (Boillot et al.,
1985).

H. Colchicine

Colchicine is an alkaloid derived from the corms and
seeds of the plant Colchicum autumnale (meadow saf-
fron, autumn crocus). The drug possesses both anti-
inflammatory and antimitotic characteristics. It is com-
monly used in clinical practice in the treatment of acute
gouty arthritis, Behcet’s syndrome, necrotizing vasculi-
tis, and for prophylaxis of familial Mediterranean fever
(FMF). Colchicine binds strongly and almost irreversibly
to tubulin subunits, inhibiting addition of these units to
existing microtubules and disrupting the dynamics of
microtubule polymerization (Boyd et al., 1982; Pipeleers
et al., 1976); thus the transport of newly synthesized
proinsulin from the endoplasmic reticulum to the Golgi
complex is retarded, and consequently the proinsulin-to-
insulin conversion is hindered (Malaisse-Lagae et al.,
1979).

Burstein and colleagues examined the effect of chronic
colchicine treatment on glucose-induced insulin secre-
tion on a group of 31 FMF patients treated with colchi-
cine (1-2 mg daily) continuously for between 2 and 13
years (Burstein et al., 1997). They performed an OGTT
on all the patients and an IVGTT on each of nine pa-
tients randomly chosen from the FMF cohort. These
nine IVGTTs were compared to five age-matched
IVGTTSs performed on subjects with no history of past or
present colchicine use. Essentially, the data from either
test did not show any alteration in glucose tolerance or
insulin secretory dynamics, which was also the conclu-
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sion of the authors, so despite the extensively docu-
mented in vitro use of colchicine to disrupt the microtu-
bule network of B-cells we have not found any reports of
adverse effects on insulin secretion after long-term
treatment with the drug. This is probably due to the
different concentrations and exposure times to the drug
in both cases. To attain the in vitro effects long pre-
exposure periods are required to allow colchicine to per-
meate the cell membrane (uptake about 30 min) and
attach to tubulin. Thus, at the doses commonly used in
vivo there is probably not sufficient bathing of the islets
in situ in the pancreas in colchicine to allow adequate
permeation and attachment of the drug to the microtu-
bulin units.

1. Acetylcholine and Cholinesterase Inhibitors

Acetylcholine is a naturally occurring human neuro-
transmitter that increases insulin secretion. Carbechol
(5 uM), a cholinergic agonist, for example, increases
glucose-induced insulin 2- to 3-fold (Zawalich and
Zawalich, 2002) from isolated islets. Agonists bind to the
M, receptor on the B-cell and most likely stimulate in-
sulin secretion by the subsequent generation of DAG
and IP; (reviewed in Gilon and Henquin, 2001). 1P,
mobilizes Ca2?" from the endoplasmic reticulum and
DAG is a potent activator of PKC, which increases the
efficiency of cystolic Ca®" in priming the secretory ves-
icles. ACh and carbamylcholine are used clinically to
treat glaucoma. They are applied topically to the ante-
rior chamber of the eye and the commonly used dose is 5
to 20 mg. Although there are some reports of adverse
reactions indicative of systemic absorption we have not
found any reports of an impact on insulin secretion
(MICROMEDEX Healthcare Series, 2002).

Cholinesterase inhibitors have been studied for their
ability to cause insulin secretion. Tacrine, used in Alz-
heimer’s disease, was found to stimulate insulin secre-
tion from rat islets (Karlsson and Ahren, 1992). At ta-
crine concentrations of 10 to 100 uM the drug increased
insulin secretion only in the presence of 8.3 mM glucose,
and not at 3.3 mM glucose or in calcium-deficient me-
dium at 8.3 mM glucose. This is consistent with what is
known about ACh stimulation of insulin secretion, i.e.,
that it potentiates glucose-induced insulin secretion via
a calcium-dependent mechanism. Other cholinesterase
inhibitors, such as pyridostigmine (Del Rio et al., 1997)
have been used to study cholinergic stimulation in the
pancreas. When pyridostigmine was given (160 mg
orally) with an OGTT, it increased total insulin output
in obese subjects compared to an OGTT alone. This
would seem to indicate that ACh is indeed stimulatory to
insulin release.

J. Miscellaneous

1. Anesthetics. Hyperglycemia commonly occurs in
the perisurgical period. Some of this is due to the inter-
current illness, but studies with the anesthetics isoflu-
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rane, halothane, and enflurane were shown to inhibit
insulin secretion in isolated islets (Ewart et al., 1981;
Desborough et al., 1993). It is generally agreed that the
inhibition observed in these experiments is not due to an
inhibition of glucose oxidation, but is associated with a
small (but significantly different from controls) inhibi-
tion of islet adenylyl cyclase activity (Ewart et al., 1985).
In a more recent study (Desborough et al., 1998) IVGTTs
(5 g) were performed on 21 patients before and during
anesthesia with isoflurane (1 and 2 minimum alveolar
concentration) in nitrous oxide or with just nitrous oxide
alone. First-phase insulin secretion was affected in that
plasma insulin concentration measured at 3 min and
area under the curve for plasma insulin levels at 15 min
were significantly decreased in all three treatment
groups in the tests carried out before, relative those
performed subsequent to, anesthesia.

2. Oral Contraceptives. Alterations in carbohydrate
metabolism have been reported upon long-term use of
oral contraceptives and are known to be due to the
progestogen component and not the estrogen content of
this treatment (Spellacy, 1969, 1976). Although there is
clear evidence for defects in glucose tolerance upon use
of oral contraceptives the etiology of it is not clear, as the
literature presents conflicting data on this point. For
example, 50 women treated with norgestrol (0.075 mg)
for 18 months were examined using a 3-h OGTT both
before and after the treatment period (Spellacy, 1981).
Although all of the glucose tolerance tests were normal
initially, after treatment there was a statistically signif-
icant increase in blood glucose and plasma insulin levels
overall. It is worth noting that the women had a mean
increase in body weight of eight pounds, and this would
have led to an increase in plasma insulin levels. The
glucose levels pre- and post-100 g of oral glucose before
and after norgestrel are difficult to interpret. The high-
est plasma glucose was only 124 mg/dl at 0.5 h after the
OGTT. One would have expected much higher levels
after this amount of oral glucose. The most recent study
that we have found on glucose metabolism in subjects on
oral contraceptives compared OGTTs for women on low-
and high-dose monophasic norgestrel containing oral
contraceptives with women who had never used oral
contraceptives or had discontinued use for at least 24
months before the observations (Watanabe et al., 1994).
Use of the minimal model to analyze data indicated that
the women on the low-dose oral contraceptives (Lo/
Ovral, n = 68) exhibited lower insulin sensitivity and
glucose tolerance and worse B-cell function relative to
the controls (n = 57) or those on the high dose (Ovral,
n = 62). This reduced tolerance in only Lo/Ovral users is
counterintuitive. It may be that the population in each
group was nonrepresentative (i.e., self-selected in some
manner), and 18 of the subjects in the Lo/Ovral group
were Hispanic versus only 7 in the Orval group. In an
earlier study by Luyckx and coworkers in which they
observed elevations in blood glucose levels after treat-
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ment with levonorgestrel and desogestrel there was no
elevation either in plasma insulin levels or in erythro-
cyte insulin receptor levels (a marker for insulin resis-
tance; Luyckx et al.,1986). Thus the authors concluded
that there was no evidence of insulin resistance.

3. Anti-Psychotic Drugs. There is an increased inci-
dence of hyperglycemia and type 2 DM in schizophrenic
patients relative to the general population. Older treat-
ments, such as phenothiazines, cause untoward weight
gain, and this could therefore lead to type 2 DM (Thon-
nard-Neumann, 1968). Recently, reports suggest that
the newer agents, clozapine, olanzapine, quetiapine, and
risperidone, may also cause hyperglycemia even more so
than the older agents (reviewed in Newcomer et al.,
2002; Haupt and Newcomer, 2001). Sernyak and col-
leagues, in a Virginia population of approximately
39,000 people on neuroleptics, showed that patients who
received atypical neuroleptics were 9% more likely to
have DM than those who received typical neuroleptics;
this was after controlling for age (Sernyak et al., 2002).
It is not known whether the increased insulin levels
reported with treatment of clozapine and olanzapine are
secondary to insulin resistance or the drugs have a di-
rect effect on the B-cell. In a study by Melkersson and
coworkers (Melkersson et al., 2001) the effects of seven
antipsychotic drugs on isolated rat islets over two sepa-
rate incubation periods of 1 and 4 h were studied. Of
those studied, four agents were shown to have an effect
on insulin secretion. Clozapine increased insulin secre-
tion during the 4-h incubation period only; haloperidol
inhibited glucose-stimulated insulin release, and chlor-
promazine inhibited basal insulin secretion (i.e., at 3.3
mM glucose). There have to our knowledge been no
investigations of the possible mechanisms by which
these drugs or their metabolites may effect insulin se-
cretion. Melkersson and coworkers speculate on the in-
volvement of the dopamine receptors, as these drugs are
dopamine receptor antagonists, but there is no clear
evidence for this.

4. Glucosamine. Glucose metabolism through the
hexosamine pathway has been implicated in the many
adverse effects of hyperglycemia. In the hexosamine
pathway fructose-6-phosphate is converted to N-acetyl-
glucosamine-6-phosphate, which is then converted to
N-acetylglucosamine-6-phosphate by glucosamine:fruc-
tose-6-phosphate aminotransferase (GFAT). N-acetyl-
glucosamine-6-phosphate is subsequently converted to
N-acetylglucosamine 1,6-phosphate and UDP-GLcNAc.
UDP-GLcNAc is a substrate for O-linked glycosylation,
by O-GlcNAc transferase. It is reported that proteins
and even transcription factors are modified and acti-
vated by O-GLcNAc (Comer and Hart, 2000; Wells et al.,
2001). Several studies have suggested that the hex-
osamine pathway is involved in insulin resistance. Over-
expressing GFAT in liver, fat, or muscle, for instance,
leads to insulin resistance (Hebert et al., 1996; Veer-
ababu et al., 2000). Glucosamine and chondroitin sulfate
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are often used as alternatives to nonsteroidal anti-in-
flammatory agents for degenerative joint disease and
osteoarthritis. They are reputed to serve as building
blocks for cartilage and they are exogenous sources of
matrix proteins. Of interest to glucose metabolism, glu-
cosamine itself is transported into cells through glucose
transporters and phosphorylated by hexosamine to glu-
cosamine-6-phosphate, thus bypassing GFAT and di-
rectly entering the hexosamine pathway. Incubation of
adipocytes and skeletal muscles with glucosamine has
been shown to reduce their insulin-mediated glucose
uptake (Traxinger and Marshall, 1991; Robinson et al.,
1993; Virkamaki et al., 1997). The importance of the
hexosamine pathway is that if it is involved in insulin
resistance, then elevations of plasma glucosamine levels
would require increased insulin secretion to overcome
insulin resistance. However, short-term infusion of glu-
cosamine (300 min, 4 umol/dl - min) in humans did not
have any effect on glucose uptake (Pouwels et al., 2002).

There is also evidence that the hexosamine pathway is
directly involved in the B-cells of the pancreas. In 1994,
Balkan and Dunning (Balkan and Dunning, 1994)
showed that glucosamine (5 mM) reduced glucokinase
activity and insulin secretion in response to glucose in
isolated islets. Recently, O-GlcNAc transferase has been
shown to be highly expressed in B-cells (Akimoto et al.,
1999) and incubating islets with glucosamine has been
shown to decrease mRNA levels of GLUT2 and glucoki-
nase (Yoshikawa et al., 2002). Kaneto and colleagues have
added to the complexity of the effects of glucosamine on
B-cells (Kaneto et al., 2001). They demonstrated that islets
incubated with glucosamine show a decreased glucose-
mediated insulin secretion and increased H,0, levels in a
dose-dependent manner. Insulin secretion was restored to
near-normal by the addition of N-acetyl-L-cysteine, and
mRNA levels of glucokinase and GLUT2 were also re-
stored. Enhancing O-linked glycosylation in B-cells did not
mimic the effects of adding glucosamine alone. The conclu-
sion is that glucosamine does lead to deterioration of B-cell
function in isolated islets, but this is because of oxidative
stress and is not due to O-linked glycosylation. It should be
remembered that the effects seen in isolated islets might
not occur in the whole animal, as reactive oxygen species
are cleared by defense mechanisms not necessarily present
in the isolated islet. So far, we have not seen any reports of
deterioration of diabetes control in subjects already dia-
betic and who are being treated with glucosamine (MI-
CROMEDEX Healthcare Series, 2002). A recent report on
glucosamine metabolism in beagles might explain why we
are not likely to see any such reports. It appears that the
bioavailability of glucosamine is very low, in that only
about 12% of the dose is absorbed even after 2 weeks of
treatment, and it is very rapidly metabolized, so very little
of an oral glucosamine dose is likely to be available for
uptake by islets (Adebowale et al., 2002).

2T0Z ‘ST aunr uo 1sanb Aq 610’sjeuinofiadse Aaiwieyd woly papeojumoq


http://pharmrev.aspetjournals.org/

PHARM
REV

PHARMACOLOGICAL REVIEWS

aspet’

DRUGS AND INSULIN SECRETION

Acknowledgments. We thank Drs. Steve Sollott, Cheryl Fahlman,
and Michael Theodorakis for helpful comments on the manuscript
and Thomas Wynne for constructing Fig. 1.

References

Abel KB, Lehr S, and Ullrich S (1996) Adrenaline-, not somatostatin-induced hyper-
polarization is accompanied by a sustained inhibition of insulin secretion in INS-1
cells. Activation of sulphonylurea K+ATP channels is not involved. Pfluegers Arch
432:89-96.

Adebowale A, Du J, Liang Z, Leslie JL, and Eddington ND (2002) The bioavailability
and pharmacokinetics of glucosamine hydrochloride and low molecular weight
chondroitin sulfate after single and multiple doses to beagle dogs. Biopharm Drug
Dispos 23:217-225.

Agerso H, Jensen LB, Elbrond B, Rolan P, and Zdravkovic M (2002) The pharma-
cokinetics, pharmacodynamics, safety and tolerability of NN2211, a new long-
acting GLP-1 derivative, in healthy men. Diabetologia 45:195-202.

Aguilar-Bryan L and Bryan J (1999) Molecular biology of adenosine triphosphate-
sensitive potassium channels. Endocr Rev 20:101-135.

Akimoto Y, Kreppel LK, Hirano H, and Hart GW (1999) Localization of the O-linked
N-acetylglucosamine transferase in rat pancreas. Diabetes 48:2407—2413.

American Diabetes Association (2002a) Screening for diabetes. Diabetes Care 25:
S21-S24.

American Diabetes Association (2002b) Smoking and diabetes. Diabetes Care 25:
S80-S81.

Ammaila C, Eliasson L, Bokvist K, Berggren PO, Honkanen RE, Sjoholm A, and
Rorsman P (1994) Activation of protein kinases and inhibition of protein phospha-
tases play a central role in the regulation of exocytosis in mouse pancreatic beta
cells. Proc Natl Acad Sci USA 91:4343—-4347.

Antinozzi PA, Segall L, Prentki M, McGarry JD, and Newgard CB (1998) Molecular
or pharmacologic perturbation of the link between glucose and lipid metabolism is
without effect on glucose-stimulated insulin secretion: a re-evaluation of the long-
chain acyl-CoA hypothesis. J Biol Chem 273:16146-16154.

Ashcroft FM and Gribble FM (1999) ATP-sensitive K+ channels an insulin secretion:
their role in health and disease. Diabetologia 42:903-919.

Ashcroft FM, Kelly RP, and Smith PA (1990) Two types of Ca channel in the rat
pancreatic B-cells. Pfluegers Arch 415:504-506.

Ashcroft FM and Rorsman P (1989) Electrophysiology of the pancreatic beta-cell.
Prog Biophys Mol Biol 54:87-143.

Arias AM, Bisschop PH, Ackermans MT, Nijpels G, Endert E, Romijn JA, and
Sauerwein HP (2001) Aminophylline stimulates insulin secretion in patients with
type 2 diabetes mellitus. Metabolism 50:1030-1035.

Balczon R, Overstreet KA, Zinkowski RP, Haynes A, and Appel M (1992) The
identification, purification and characterization of a pancreatic beta-cell form of
the microtubule adenosine triphosphatase kinesin. Endocrinology 131:331-336.

Balkan B and Dunning BE (1994) Glucosamine inhibits glucokinase in vitro and
produces a glucose-specific impairment of in vivo insulin secretion in rats. Diabetes
43:1173-1179.

Ballinger SW, Shoffner JM, Hedaya EV, Trounce I, Polak MA, Koontz DA, and
Wallace DC (1992) Maternally transmitted diabetes and deafness associated with
a 10.4kb mitochondrial DNA deletion. Nat Genet 1:11-15.

Bateman DN and Dyson EH (1986) Quinine toxicity. Adverse Drug React Acute
Poisoning Rev 5:215-233.

Baukrowitz T, Schulte U, Oliver D, Herlitze S, Krauter T, Tucker SJ, Ruppersberg
JP, and Fakler B (1998) PIP2 and PIP as determinants for ATP inhibition of KATP
channels. Science (Wash DC) 282:1141-1144.

Beavo JA (1995) Cyclic nucleotide phosphodiesterases: functional implications of
multiple isoforms. Physiol Rev 75:725-748.

Beckers CJM and Balch WE (1989) Ca®>" &GTP: Essential components in vesicular
trafficking between the ER and Golgi apparatus. o/ Cell Biol 108:1245-1256.

Belehu A and Naafs B (1982) Diabetes mellitus associated with pentamidine mesy-
late. Lancet 1:1463-1464.

Benali N, Ferjoux G, Puente E, Buscail L, and Susini C (2000) Somatostatin recep-
tors. Digestion 62:5S27-S32.

Berger J and Moller DE (2002) The mechanisms of action of PPARs. Annu Rev Med
53:409-435.

Berglund G and Andersson O (1981) Beta-blockers or diuretics in hypertension? A
six year follow-up of blood pressure and metabolic side effects. Lancet 8223:744—
747.

Bertrand G, Petit P, Bozem M, and Henquin JC (1989) Membrane and intracellular
effects of adenosine in mouse pancreatic beta-cells. Am J Physiol 257:E473-E478.

Boillot D, in’t Veld P, Sai P, Feutren G, Gepts W, and Assan R (1985) Functional and
morphological modifications induced in rat islets by pentamidine and other dia-
midines in vitro. Diabetologia 28:359-364.

Bokvist K, Eliasson L, Ammala C, Renstrom E, and Rorsman P (1995) Co-
localization of L-type Ca2+ channels and insulin-containing secretory granules
and its significance for the initiation of exocytosis in mouse pancreatic B-cells.
EMBO J 14:50-57.

Bokvist K, Rorsman P, and Smith PA (1990a) Block of ATP-regulated and Ca2(+)-
activated K+ channels in mouse pancreatic beta-cells by external tetraethylam-
monium and quinine. J Physiol (Lond) 423:327-342.

Bokvist K, Rorsman P, and Smith PA (1990b) Effects of external tetraethylammo-
nium ions and quinine on delayed rectifying K+ channels in mouse pancreatic
beta-cells. J Physiol (Lond) 423:311-325.

Boots JM, van Duijnhoven EM, Christiaans MH, Wolffenbuttel BH, and van Hooff
JP (2002) Glucose metabolism in renal transplant recipients on tacrolimus: the
effect of steroid withdrawal and tacrolimus trough level reduction. J Am Soc
Nephrol 13:221-227.

Bouchard P, Sai P, Reach G, Caubarrere I, Ganeval D, and Assan R (1982) Diabetes

127

mellitus following pentamidine-induced hypoglycemia in humans. Diabetes 31:40—
45.

Boyd AE, Bolton WE, and Brinkley BR (1982) Microtubules and beta cell function;
effects of colchicine on microtubules and insulin secretion by mouse B cells. JJ Cell
Biol 92:425-434.

Brass EP (1984) Effects of antihypertensive drugs on endocrine function. Drugs
27:447-458.

Broadstone VL, Pfeifer MA, Bajaj V, Stagner JI, and Samols E (1987) Alpha-
adrenergic blockade improves glucose-potentiated insulin secretion in non-insulin-
dependent diabetes mellitus. Diabetes 36:932-937.

Burcelin R, Dolci W, and Thorens B (1999) Long-lasting antidiabetic effect of a
dipeptidyl peptidase IV-resistant analog of glucagon-like peptide-1. Metabolism
48:252-258.

Burstein R, Seidman DS, Zemer D, Shpilberg O, Arnon R, Epstein Y, and Pras M
(1997) Chronic colchicine treatment does not impair glucose tolerance in familial
Mediterranean fever patients. Eur J Pharmacol 52:27-30.

Cawthorn EG and Chan CB (1991) Effect of pertussis toxin on islet insulin secretion
in obese (fa/fa) Zucker rats. Mol Cell Endocrinol 75:197-204.

Cerasi E and Luft R (1969) The effect of an adenosine-3'5'-monophosphate diester-
ase inhibitor (aminophylline) on the insulin response to glucose infusion in predi-
abetic and diabetic subjects. Horm Metab Res 1:162-168.

Cerasi E, Luft R, and Efendic S (1972) Effect of adrenergic blocking agents on insulin
response to glucose infusion in man. Acta Endocrinol (Copenh) 69:335-346.

Chan SL, Dunne MJ, Stillings MR, and Morgan NG (1991) The alpha 2-adrenoceptor
antagonist efaroxan modulates K+ATP channels in insulin-secreting cells. Eur
J Pharmacol 204:41—-48.

Cherksey B, Mendelsohn S, Zadunaisky J, and Altszuler N (1983) Displacement of
alpha- and beta-radioligands by specific adrenergic agonists in rat pancreatic
islets. Pharmacology 27:95-102.

Clement JP 4th, Kunjilwar K, Gonzalez G, Schwanstecher M, Panten U, Aguilar-
Bryan L, and Bryan J (1997) Association and stoichiometry of K(ATP) channel
subunits. Neuron 18:827-838.

Coghlan VM, Perrino BA, Howard M, Langeberg LK, Hicks JB, Gallatin WM, and
Scott JD (1995) Association of protein kinase A and protein phosphatase 2B with
a common anchoring protein. Science (Wash DC) 267:108—111.

Cohn JN, Goldstein SO, Greenberg BH, Lorell BH, Bourge RC, Jaski BE, Gottlieb
SO, McGrew F 3rd, DeMets DL, and White BG (1998) A dose-dependent increase
in mortality with vesnarinone among patients with severe heart failure. Vesnari-
none Trial Investigators. N Engl J Med 339:1810-1816.

Collins WC, Cullen MJ, and Feely J (1987) Calcium channel blocker drugs and
diabetic control. Clin Pharmacol Ther 42:420—423.

Comer FI and Hart GW (2000) O-Glycosylation of nuclear and cytosolic proteins.
Dynamic interplay between O-GlcNAc and O-phosphate. J Biol Chem 275:29179—
29182.

Comtois R, Pouliot J, Vinet B, Gervais A, and Lemieux C (1992) Higher pentamidine
levels in AIDS patients with hypoglycemia and azotemia during treatment of
Pneumocystis carinii pneumonia. Am Rev Respir Dis 146:740-744.

Conti M (2000) Phosphodiesterases and cyclic nucleotide signalling in endocrine
cells. Mol Endocrinol 14:1317-1727.

Crabtree GR (2001) Calcium, calcineurin and the control of transcription. JJ Biol
Chem 276:2313-2316.

Crabtree GR and Olson EN (2002) NFAT signaling. Choreographing the social lives
of cells. Cell 109:S67-S79.

Crompton M (1999) The mitochondrial permeability transition pore and its role in
cell death. Biochem J 341:233-249.

Daniel S, Noda M, Straub SG, and Sharp GW (1999) Identification of the docked
granule pool responsible for the first phase of glucose-stimulated insulin secretion.
Diabetes 48:1686-1690.

Deacon CF, Knudsen LB, Madsen K, Wiberg FC, Jacobsen O, and Holst JJ (1998)
Dipeptidyl peptidase IV resistant analogues of glucagon-like peptide-1 which have
extended metabolic stability and improved biological activity. Diabetologia 41:
271-278.

de Courten M, Ferrari P, Schneider M, Bohlen L, Shaw S, Riesen W, Heynen G, and
Weidmann P (1993) Lack of effect of long-term amlodipine on insulin sensitivity
and plasma insulin in obese patients with essential hypertension. Eur J Clin
Pharmacol 44:457—462.

DeFronzo RA (1999) Pharmacologic therapy for type 2 diabetes mellitus. Ann Intern
Med 131:281-303.

Del Rio G, Procopio M, Bondi M, Marrama P, Menozzi R, Oleandri SE, Grottoli S,
Maccario M, Velardo A, and Ghigo E (1997) Cholinergic enhancement by pyri-
dostigmine increases the insulin response to glucose load in obese patients but not
in normal subjects. Int J Obes Relat Metab Disord 21:1111-1114.

Desborough JP, Jones PM, Persaud SJ, Landon MJ, and Howell SL (1993) Isoflurane
inhibits insulin secretion from isolated rat pancreatic islets of Langerhans. Br J
Anaesth 71:873-876.

Desborough JP, Knowles MG, and Hall GM (1998) Effects of isoflurane-nitrous oxide
anaesthesia on insulin secretion in female patients. Br J Anaesth 80:250-252.
de Souza CJ, Russo P, Lozito R, and Dunning BE (2001) Differential effects of short
and long duration insulinotropic agents on meal-related glucose excursions. Dia-

betes Obes Metab 3:73—83.

Dodge KL, Khouangsathiene S, Kapiloff MS, Mouton MD, Langeberg LK, and Scott
JD (2001) mAKAP assembles a protein kinase A/PDE4 phosphodiesterase cAMP
signaling module. EMBO J 20:1921-1930.

Donelan MJ, Morfini G, Julyan R, Sommers S, Hays L, Briaud I, Kajio H, Easom RA,
Molkentin JD, Brady ST, et al. (2002) Ca2+-dependent dephosphorylation of
kinesin heavy chain on {beta}-granules in pancreatic {beta}-cells: Implications for
regulated {beta}-granule transport and insulin exocytosis. o/ Biol Chem 277:24232—
24242.

Doyle DA, Morais Cabral J, Pfuetzner RA, Kuo A, Gulbis JM, Cohen SL, Chait BT,
and MacKinnon R (1998) The structure of the potassium channel: molecular basis
of K+ conduction and selectivity. Science (Wash DC) 280:69-77.

2T0Z ‘ST aunr uo 1sanb Aq 610’sjeuinofiadse Aaiwieyd woly papeojumoq


http://pharmrev.aspetjournals.org/

PHARM
REV

PHARMACOLOGICAL REVIEWS

aspet’

128

Doyle ME and Egan JM (2001) Glucagon-like peptide-1. Recent Prog Horm Res
56:377-399.

Doyle ME, Greig NH, Holloway HW, Betkey JA, Bernier M, and Egan JM (2001)
Insertion of an N-terminal 6-aminohexanoic acid after the 7 amino acid position of
glucagon-like peptide-1 produces a long-acting hypoglycemic agent. Endocrinology
142:4462-4468.

Drain P, Li L, and Wang J (1998) KATP channel inhibition by ATP requires distinct
functional domains of the cytoplasmic C terminus of the pore-forming subunit.
Proc Natl Acad Sci USA 95:13953-13958.

Drucker DJ (2002) Biological actions and therapeutic potential of the glucagon-like
peptides. Gastroenterology 122:531-544.

Drucker DJ, Philippe J, Mojsov S, Chick WL, and Habener JF (1987) Glucagon-like
peptide I stimulates insulin gene expression and increases cyclic AMP levels in a
rat islet cell line. Proc Natl Acad Sci USA 84:3434-3438.

Dubernard JM and Frei U (2001) Diabetes mellitus in transplantation. Introduction.
Transplant Proc (Suppl 5A):1S-2S.

Duchen MR (1999) Contributions of mitochondria to animal physiology: from homeo-
static sensor to calcium signalling and cell death. J Physiol (Lond) 516:1-17.

Duchen MR (2000) Mitochondria and Ca(2+)in cell physiology and pathophysiology.
Cell Calcium 28:339-348.

Diifer M, Krippeit-Drews, Lembert N, Idahl LA, and Drews G (2001) Diabetogenic
effect of cyclosporin A is mediated by interference with mitochondrial function of
pancreatic B-cells. Mol Pharmacol 60:873—879.

Duijnhoven EM, Boots JM, Christiaans MH, Wolffenbuttel BH, and Van Hooff JP
(2001) Influence of tacrolimus on glucose metabolism before and after renal trans-
plantation: a prospective study. J Am Soc Nephrol 12:583-588.

Dukes ID and Philipson LH (1996) K" channels: generating excitement in pancreatic
B-cells. Diabetes 45:845—853.

Dyer JR, Davis TM, Giele C, Annus T, Garcia-Webb P, and Robson J. The pharma-
cokinetics and pharmacodynamics of quinine in the diabetic and non-diabetic
elderly. (1994) Br J Clin Pharmacol 38:205-212.

Easom RA (2000) p-granule transport and exocytosis. Cell Dev Biol 11:253-266.

Efanov AM, Zaitsev SV, Mest HJ, Raap A, Appelskog IB, Larsson O, Berggren PO,
and Efendic S (2001) The novel imidazoline compound BL11282 potentiates glu-
cose-induced insulin secretion in pancreatic beta-cells in the absence of modulation
of K(ATP) channel activity. Diabetes 50:797—-802.

Efendic S, Luft R, Wajngot A, and Walldius G (1984) Intravenous glucose tolerance,
insulin response to glucose, peripheral sensitivity to insulin and serum lipopro-
teins in post-myocardial infarct patients with normal fasting blood glucose. Horm
Metab Res 16:406—410.

Egan JM, Clocquet AR, and Elahi D (2002) The insulinotropic effect of acute ex-
endin-4 administered to humans: comparison of nondiabetic state to type 2 diabe-
tes. J Clin Endocrinol Metab 87:1282-1290.

Ekstrand A, Schalin-Jantti C, Lofman M, Parkkonen M, Widen E, Franssila-
Kallunki A, Saloranta C, Koivisto V, and Groop L (1996) The effect of (steroid)
immunosuppression on skeletal muscle glycogen metabolism in patients after
kidney transplantation. Transplantation 61:889—893.

Elahi D, McAloon-Dyke M, Fukagawa NK, Meneilly GS, Sclater AL, Minaker KL,
Habener JF, and Andersen DK (1994) The insulinotropic actions of glucose-
dependent insulinotropic polypeptide (GIP) and glucagon-like peptide-1 (7-37) in
normal and diabetic subjects. Regul Pept 51:63-74.

Elahi D, Muller DC, Egan JM, Andres R, Veldhuist J, and Meneilly GS (2002)
Glucose tolerance, glucose utilization and insulin secretion in aging, in Endocrine
Facets of Ageing, Novartis Found Symp 242:222-242; discussion 242-246, Wiley,
Chichester, UK.

Eliasson L, Renstrom E, Ammala C, Berggren PO, Bertorello AM, Bokvist K, Chiba-
lin A, Deeney JT, Flatt PR, Gabel J, et al. (1996) PKC-dependent stimulation of
exocytosis by sulfonylureas in pancreatic beta cells. Science (Wash DC) 271:813—
815.

Eliasson L, Renstrom E, Ding WG, Proks P, and Rorsman P (1997) Rapid ATP-
dependent priming of secretory granules precedes Ca 2% -induced exocytosis in
mouse pancreatic B-cells. o Physiol (Lond) 503:399—-412.

Emami S, Regnauld K, Ferrand N, Astesano A, Pessah M, Phan H, Boissard C, Garel
JM, and Rosselin G (1998) Stimulatory transducing systems in pancreatic islet
cells. Ann NY Acad Sci 865:118-131.

Eng J, Kleinman WA, Singh L, Singh G, and Raufman JP (1992) Isolation and
characterization of exendin-4, an exendin-3 analogue, from Heloderma suspectum
venom. Further evidence for an exendin receptor on dispersed acini from guinea
pig pancreas. J Biol Chem 267:7402-7405.

European FK506 Multicentre Liver Study Group (1994) Randomised trial comparing
tacrolimus (FK506) and cyclosporin in prevention of liver allograft rejection. Lan-
cet 344:423-428.

Ewart RB, Rusy BF, and Bradford MW (1981) Effects of enflurane on release of
insulin by pancreatic islets in vitro. Anesth Analg 60:878—-884.

Ewart RB, Rusy BF, and Bradford MW (1985) Enflurane and adenosine 3’, 5'-cyclic
monophosphate metabolism in pancreatic islets. Anesth Analg 64:18-22.

Fehmann HC, Goke R, and Goke B (1992) Glucagon-like peptide-1(7-37)/(7—
36)amide is a new incretin. Mol Cell Endocrinol 85:C39-C44.

Fehmann HC, Jiang J, Schweinfurth J, Dorsch K, Wheeler MB, Boyd AE 3rd, and
Goke B (1994) Ligand-specificity of the rat GLP-I receptor recombinantly ex-
pressed in Chinese hamster ovary (CHO-) cells. Z Gastroenterol 32:203—-207.

Ferner RE and Neil HA (1988) Sulphonylureas and hypoglycaemia. Br Med J Clin
Res 296:949-950.

Filler G, Neuschulz I, Vollmer I, Amendt P, and Hocher B (2000) Tacrolimus
reversibly reduces insulin secretion in paediatric renal transplant recipients.
Nephrol Dial Transplant 15:867—871.

Fimia GM and Sassone-Corsi P (2001) Cyclic AMP signalling. J Cell Sci 114:1971—
1972.

First MR, Gerber DA, Hariharan S, Kaufman DB, and Shapiro R (2002) Posttrans-
plant diabetes mellitus in kidney allograft recipients: incidence, risk factors and
management. Transplantation 73:379-386.

DOYLE AND EGAN

Fischer B, Chulkin A, Boyer JL, Harden KT, Gendron FP, Beaudoin AR, Chapal J,
Hillaire-Buys D, and Petit P (1999) 2-thioether 5'-O-(1-thiotriphosphate)ade-
nosine derivatives as new insulin secretagogues acting through P2Y-Receptors.
o Med Chem 42:3636—3646.

Fischer B, Shahar L, Chulkin A, Boyer JL, Harden KT, Gendron FP, Beaudoin AR,
Chapal J, Hillaire-Buys D, and Petit P (2000) 2-Thioether-5'-O-(1-thiotriphos-
phate)-adenosine derivatives: new insulin secretagogues acting through P2Y-
receptors. Isr Med Assoc J 2:5S92-S98.

Fisher HF (1985) L-glutamate dehydrogenase from bovine liver. Methods Enzymol
113:16-27.

Fitzgerald DB and Young IS (1984) Reversal of pentamidine-induced hypoglycaemia
with oral diazoxide. J Trop Med Hyg 87:15-19.

Fruman DA, Klee CB, Bierer BE, and Burakoff SJ (1992) Calcineurin phosphatase
activity in T lymphocytes is inhibited by FK 506 and cyclosporin A. Proc Natl Acad
Sci USA 89:3686-3690.

Fuhlendorff J, Rorsman P, Kofod H, Brand CL, Rolin B, MacKay P, Shymko R, and
Carr RD (1998) Stimulation of insulin release by repaglinide and glibenclamide
involves both common and distinct processes. Diabetes 47:345-351.

Fyles JM, Cawthorne MA, and Howell SL (1986) The characteristics of beta-
adrenergic binding sites on pancreatic islets of Langerhans. J Endocrinol 111:
263-270.

Geiss LS, Herman WH, and Smith PJ (1998) Mortality in non-insulin dependent
diabetes, in Diabetes in America (National Diabetes Data Group eds), 2nd ed, pp
233-258, National Institutes of Health, Bethesda, MD.

Geiss LS, Rolka DB, and Engelgau MM (2002) Elevated blood pressure among U. S.
adults with diabetes, 1988-1994. Am J Prev Med 22:42—48.

Gilon P and Henquin JC (2001) Mechanisms and physiological significance of the
cholinergic control of pancreatic beta-cell function. Endocr Rev 22:565—-604.

Goke R, Fehmann HC, Linn T, Schmidt H, Krause M, Eng J, and Goke B (1993)
Exendin-4 is a high potency agonist and truncated exendin-(9-39)-amide an an-
tagonist at the glucagon-like peptide 1-(7-36)-amide receptor of insulin-secreting
beta-cells. JJ Biol Chem 268:19650-19655.

Graham TE, Sathasivam P, Rowland M, Marko N, Greer F, and Battram D (2001)
Caffeine ingestion elevates plasma insulin response in humans during an oral
glucose tolerance test. Can JJ Physiol Pharmacol 79:559-565.

Greer F, Hudson R, Ross R, and Graham T (2001) Caffeine ingestion decreases
glucose disposal during a hyperinsulinemic-euglycemic clamp in sedentary hu-
mans. Diabetes 50:2349-2354.

Gribble FM, Ashfield R, Ammala C, and Ashcroft FM (1997b) Properties of cloned
ATP-sensitive K+ currents expressed in Xenopus oocytes. J Physiol (Lond) 498:
87-98.

Gribble FM, Davis TME, Higham CE, Clark A, and Ashcroft FM (2000) The anti-
malarial agent mefloquine inhibits ATP-sensitive K-channels. B  Pharmacol
131:756-760.

Gribble FM, Tucker SJ, and Ashcroft FM (1997a) The interaction of nucleotides with
the tolbutamide block of cloned ATP-sensitive K+ channel currents expressed in
Xenopus oocytes: a reinterpretation. J Physiol (Lond) 504:35—45.

Haga T, Berstein G, and Bernstein G (1999) G Protein-Coupled Receptors, CRC Press
LLC, Boca Raton, FL.

Hall-Boyer K, Zaloga GP, and Chernow B (1984) Glucagon: hormone or therapeutic
agent? Crit Care Med 12:584-589.

Han P, Werber J, Surana M, Fleischer N, and Michaeli T (1999) The calcium/
calmodulin-dependent phosphodiesterase PDE1C down-regulates glucose-induced
insulin secretion. J Biol Chem 274:22337-22344.

Harano Y, Kageyama A, Hirose J, Asakura Y, Yokota T, Ikebuchi M, Suzuki M, and
Omae T (1995) Improvement of insulin sensitivity for glucose metabolism with the
long-acting Ca-channel blocker amlodipine in essential hypertensive subjects.
Metabolism 44:315-319.

Harms HH, Gooren L, Spoelstra AJ, Hesse C, and Verschoor L (1978) Blockade of
isoprenaline-induced changes in plasma free fatty acids, immunoreactive insulin
levels and plasma renin activity in healthy human subjects, by propranolol, pin-
dolol, practolol, atenolol, metoprolol and acebutolol. Br J Clin Pharmacol 5:19-26.

Harper R, Ennis CN, Heaney AP, Sheridan B, Gormley M, Atkinson AB, Johnston
GD, and Bell PM (1995) A comparison of the effects of low- and conventional-dose
thiazide diuretic on insulin action in hypertensive patients with NIDDM. Diabe-
tologia 38:853—859.

Harrigan RA, Nathan MS, and Beattie P (2001) Oral agents for the treatment of type
2 diabetes mellitus: pharmacology, toxicity and treatment. Ann Emerg Med 38:
68-78.

Haupt DW and Newcomer JW (2001) Hyperglycemia and antipsychotic medications.
JJ Clin Psychiatry 62 (Suppl 27):15-26; discussion 40—41.

Hauser L, Sheehan P, and Simpkins H (1991) Pancreatic pathology in pentamidine-
induced diabetes in acquired immunodeficiency syndrome patients. Hum Pathol
22:926-929.

Hebert LF Jr, Daniels MC, Zhou J, Crook ED, Turner RL, Simmons ST, Neidigh JL,
Zhu JS, Baron AD, and McClain DA (1996) Overexpression of glutamine:fructose-
6-phosphate amidotransferase in transgenic mice leads to insulin resistance.
J Clin Investig 98:930-936.

Heidrich H and Schirop T (1980) Blood glucose and serum insulin levels following
acute and chronic pentoxifylline administration. Acta Diabetol Lat 17:15-21.

Hellman B (1970) Methodological approaches to studies on the pancreatic islets.
Diabetologia 6:110-120.

Henquin JC (1985) The interplay between cyclic AMP and ions in the stimulus-
secretion coupling in pancreatic B-cells. Arch Int Physiol Biochim 93:37—48.

Herings RM, de Boer A, Stricker BH, Leufkens HG, and Porsius A (1995) Hypogly-
caemia associated with use of inhibitors of angiotensin converting enzyme. Lancet
345:1195-1198.

Hillaire-Buys D, Chapal J, Bertrand G, Petit P, and Loubatieres-Mariani MM (1994)
Purinergic receptors on insulin-secreting cells. Fundam Clin Pharmacol 8:117—
127.

2T0Z ‘ST aunr uo 1sanb Aq 610’sjeuinofiadse Aaiwieyd woly papeojumoq


http://pharmrev.aspetjournals.org/

PHARM
REV

PHARMACOLOGICAL REVIEWS

aspet’

DRUGS AND INSULIN SECRETION

Hirokawa N (1998) Kinesin and dynein superfamily proteins and the mechanism of
organelle transport. Science (Wash DC) 279:519-526.

Holmboe ES (2002) Oral antihyperglycemic therapy for type 2 diabetes: clinical
applications. J Am Med Assoc 287:373-376.

Howell SL and Tyhurst M (1986) The cytoskeleton and insulin secretion. Diabetes
Metab Rev 2:107-123.

Hu S, Wang S, Fanelli B, Bell PA, Dunning BE, Geisse S, Schmitz R, and Boettcher
BR (2000) Pancreatic beta-cell K(ATP) channel activity and membrane-binding
studies with nateglinide: A comparison with sulfonylureas and repaglinide.
J Pharmacol Exp Ther 293:444—452.

Hughes TA (1925) Effects of quinine on the sugar of blood. Indian J Med Res
13:321-336.

Hupe-Sodmann K, McGregor GP, Bridenbaugh R, Goke R, Goke B, Thole H, Zim-
mermann B, and Voigt K (1995) Characterisation of the processing by human
neutral endopeptidase 24.11 of GLP-1(7-36) amide and comparison of the sub-
strate specificity of the enzyme for other glucagon-like peptides. Regul Pept 58:
149-156.

Huypens P, Ling Z, Pipeleers D, and Schuit F (2000) Glucagon receptors on human
islet cells contribute to glucose competence of insulin release. Diabetologia 43:
1012-1019.

Iismaa TP, Kerr EA, Wilson JR, Carpenter L, Sims N, and Biden TJ (2000) Quan-
titative and functional characterization of muscarinic receptor subtypes in insulin-
secreting cell lines and rat pancreatic islets. Diabetes 49:392-398.

Ikenoue T, Akiyoshi M, Fujitani S, Okazaki K, Kondo N, and Maki T (1997) Hypo-
glycaemic and insulinotropic effects of a novel oral antidiabetic agent, (-)-N-(trans-
4-isopropylcyclohexanecarbonyl)-D-phenylalanine (A-4166). Br J Pharmacol 120:
137-145.

Inagaki N, Maekawa T, Sudo T, Ishii S, Seino Y, and Imura H (1992) c-Jun represses
the human insulin promoter activity that depends on multiple cAMP response
elements. Proc Natl Acad Sci USA 89:1045-1049.

Inzucchi SE (2002) Oral antihyperglycemic therapy for type 2 diabetes: scientific
review. J Am Med Assoc 287:360-372.

Jahr H, Schroder D, Ziegler B, Ziegler M, and Zuhlke H (1980) Transcriptional and
translational control of glucose stimulated (pro)insulin biosynthesis. Eur J Bio-
chem 110:499-505.

Jones PM and Persaud SJ (1998) Protein kinases, protein phosphorylation and the
regulation of insulin secretion from pancreatic beta-cells. Endocr Rev 19:429—-461.

Jonsson J, Carlsson L, Edlund T, and Edlund H (1996) Insulin promoter-factor 1 is
required for pancreas development in mice. Nature (Lond) 371:606—609.

Kageyama S, Yamamoto J, Mimura A, Ishibashi K, Sakurai T, Yokota K, Isogai Y,
and Fujita T (1994) Comparison of effects of nicardipine and trichlormethiazide on
insulin sensitivity in hypertensive patients. Am J Hypertension 7:474—4717.

Kahn SE, Montgomery B, Howell W, Ligueros-Saylan M, Hsu CH, Devineni D,
McLeod JF, Horowitz A, and Foley JE (2001) Importance of early phase insulin
secretion to intravenous glucose tolerance in subjects with type 2 diabetes melli-
tus. J Clin Endocrinol Metab 86:5824-5829.

Kalbag JB, Walter YH, Nedelman JR, and McLeod JF (2001) Mealtime glucose
regulation with nateglinide in healthy volunteers: comparison with repaglinide
and placebo. Diabetes Care 24:73-71.

Kaneto H, Xu G, Song KH, Suzuma K, Bonner-Weir S, Sharma A, and Weir GC
(2001) Activation of the hexosamine pathway leads to deterioration of pancreatic
beta-cell function through the induction of oxidative stress. J Biol Chem 276:
31099-31104.

Karboski JA and Godley PJ (1988) Inhaled pentamidine and hypoglycemia. Ann
Intern Med 108:490.

Karlsson S and Ahren B (1992) Effects of tacrine on insulin secretion and 86Rb+ and
45Ca++ efflux from rat pancreatic islets.  Pharmacol Exp Ther 263:494—498.
Kihara A (1991) Effect of the calcium antagonist nicardipine hydrochloride on

glucose tolerance and insulin secretion. Am Heart J 122:363-369.

Kim MJ, Lee KH, Min DS, Yoon SH, Hahn SJ, Kim MS, and Jo YH (2001) Distri-
butional patterns of phospholipase C isozymes in rat pancreas. Pancreas 22:47-52.

Kirchgessner AL and Gershon MD (1990) Innervation of the pancreas by neurons in
the gut. J Neurosci 10:1626-1642.

Knowler WC, Barrett-Connor E, Fowler SE, Hamman RF, Lachin JM, Walker EA,
Nathan DM, and Diabetes Prevention Program Research Group (2002) Reduction
in the incidence of type 2 diabetes with lifestyle intervention or metformin. N Engl
JJ Med 346:393-403.

Kramer W, Muller G, Girbig F, Gutjahr U, Kowalewski S, Hartz D, and Summ HD
(1994) Differential interaction of glimepiride and glibenclamide with the beta-cell
sulfonylurea receptor. II. Photoaffinity labeling of a 65 kDa protein by
[3H]glimepiride. Biochim Biophys Acta 1191:278-290.

Krauter T, Ruppersberg JP, and Baukrowitz T (2001) Phospholipids as modulators
of K(ATP) channels: distinct mechanisms for control of sensitivity to sulphonylu-
reas, K(+) channel openers and ATP. Mol Pharmacol 59:1086-1093.

Kreienkamp HdJ, Honck HH, and Richter D (1997) Coupling of rat somatostatin
receptor subtypes to a G-protein gated inwardly rectifying potassium channel
(GIRK1). FEBS Lett 419:92-94.

Kudoh A and Matsuki A (2000) Effects of angiotensin-converting enzyme inhibitors
on glucose uptake. Hypertension 36:239-244.

Kumar U, Sasi R, Suresh S, Patel A, Thangaraju M, Metrakos P, Patel SC, and Patel
YC (1999) Subtype-selective expression of the five somatostatin receptors
(hSSTR1-5) in human pancreatic islet cells: a quantitative double-label immuno-
histochemical analysis. Diabetes 48:77—85.

Lamberts SW, van der Lely AJ, de Herder WW, and Hofland LdJ (1996) Octreotide.
N Engl J Med 334:246-254.

Lattermann R, Schricker T, Georgieff M, and Schreiber M (2001) Low dose clonidine
premedication accentuates the hyperglycemic response to surgery. Can J Anaesth
48:755-759.

Laub O and Rutter WJ (1983) Expression of the human insulin gene and cDNA in a
heterologous mammalian system. J Biol Chem 258:6043—6050.

Lawrence MC, Bhatt HS, and Easom RA (2002) NFAT regulates insulin gene

129

promoter activity in response to synergistic pathways induced by glucose and
glucagon-like peptide-1. Diabetes 51:691—698.

Lawrence MC, Bhatt HS, Watterson JM, and Easom RA (2001) Regulation of insulin
gene transcription by a Ca(2+)-responsive pathway involving calcineurin and
nuclear factor of activated T cells. Mol Endocrinol 10:1758-1767.

Lebrun P, Antoine MH, Ouedraogo R, Pirotte B, Herchuelz A, Cosgrove KE, Kane C,
and Dunne MJ (1997) Verapamil, a phenylalkylamine Ca2+ channel blocker,
inhibits ATP-sensitive K+ channels in insulin-secreting cells from rats. Diabeto-
logia 40:1403-1410.

Lenti G, Pagano G, Angotzi G, Sani AB, and Diana A (1975) Effects of a xanthine
derivative (BL 191) on insulin secretion in normal man. Eur J Clin Pharmacol
9:189-192.

Lester LB, Faux MC, Nauert JB, and Scott JD (2001) Targeted protein kinase A and
PP-2B regulate insulin secretion through reversible phosphorylation. Endocrinol-
ogy 142:1218-1227.

Lester LB, Langeberg LK, and Scott JD (1997) Anchoring of protein kinase A
facilitates hormone-mediated insulin secretion. Proc Natl Acad Sci USA 94:14942—
14947.

Limburg PJ, Katz H, Grant CS, and Service FJ (1993) Quinine-induced hypoglyce-
mia. Ann Intern Med 119:218-219.

Livak MF and Egan JM (2002) Glucose causes desensitization of isolated rat islets to
glucose-dependent insulinotropic peptide. Diabetes (Suppl):A341.

Luyckx AS, Gaspard UJ, Romus MA, Grigorescu F, De Meyts P, and Lefebvre PJ
(1986) Carbohydrate metabolism in women who used oral contraceptives contain-
ing levonorgestrel or desogestrel: a 6-month prospective study. Fertil Steril 45:
635-642.

Macfarlane WM, McKinnon CM, Felton-Edkins ZA, Cragg H, James RF, and Do-
cherty K (1999) Glucose stimulates translocation of the homeodomain transcrip-
tion factor PDX1 from the cytoplasm to the nucleus in pancreatic beta-cells. J Biol
Chem 274:1011-1016.

Maechler P and Wollheim CB (1999) Mitochondrial glutamate acts as a messenger in
glucose-induced insulin exocytosis. Nature (Lond) 402:685—689.

Malaisse-Lagae F, Amherdt M, Ravazzola M, Sener A, Hutton JC, Orci L, and
Malaisse WJ (1979) Role of microtubules in the synthesis, conversion and release
of (pro)insulin. A biochemical and radioautographic study in rat islets. J Clin
Investig 63:1284-1296.

Malisse W and Malaisse-Lagae F (1968) Effect of thiazides upon insulin secretion in
vitro. Arch Int Pharmacodyn 171:235-239.

Marks AR (1996) Cellular functions of immunophilins. Physiol Rev 76:631-649.

Matthews DR, Hosker JP, Rudenski AS, Naylor BA, Treacher DF, and Turner RC
(1985) Homeostasis model assessment: insulin resistance and beta-cell function
from fasting plasma glucose and insulin concentrations in man. Diabetologia
28:412-419.

Melkersson K, Khan A, Hilding A, and Hulting AL (2001) Different effects of
antipsychotic drugs on insulin release in vitro. Eur Neuropsychopharmacol 11:
327-332.

Melloul D, Marshak S, and Cerasi E (2002) Regulation of insulin gene transcription.
Diabetologia 45:309-326.

Meneilly GS, McIntosh CH, Pederson RA, Habener JF, Gingerich R, Egan JM, and
Elahi D (2001) Glucagon-like peptide-1 (7-37) augments insulin-mediated glucose
uptake in elderly patients with diabetes. o/ Gerontol A Biol Sci Med Sci 56:M681—
M685.

Meng YX, Wilson GW, Avery MC, Varden CH, and Balczon R (1997) Suppression of
the expression of a pancreatic beta-cell form of the kinesin heavy chain by anti-
sense oligonucleotides inhibits insulin secretion from primary cultures of mouse
beta-cells. Endocrinology 138:1979-1987.

Mest HJ, Raap A, Schloos J, Treinies I, Paal M, Giese U, and Koivisto V (2001)
Glucose-induced insulin secretion is potentiated by a new imidazoline compound.
Naunyn-Schmiedeberg’s Arch Pharmacol 364:47-52.

MICROMEDEX Healthcare Series: MICROMEDEX, Greenwood Village, Colorado
(Edition 112, expires 6/2002).

Mojsov S, Heinrich G, Wilson IB, Ravazzola M, Orci L, and Habener JF (1986)
Preproglucagon gene expression in pancreas and intestine diversifies at the level
of posttranslational processing. J Biol Chem 261:11880-11889.

Molyneux ME, Taylor TE, Wirima JJ, and Harper G (1989) Effect of rate of infusion
of quinine on insulin and glucose responses in Malawian children with falciparum
malaria. Br Med J 299:602—603.

Montague W, Howell SL, and Green IC (1976) Insulin release and the microtubular
system of the islets of Langerhans: effects of insulin secretagogues on microtubule
subunit pool size. Horm Metab Res 8:166-169.

Montrose-Rafizadeh C, Egan J, and Roth J (1994) Incretin Hormones regulate
glucose-dependent insulin secretion in RIN 1046—-38 cells: Mechanisms of action.
Endocrinology 135:589-594.

Moore HP, Walker MD, Lee F, and Kelly RB (1983) Expressing a human proinsulin
cDNA in a mouse ACTH-secreting cell. Intracellular storage, proteolytic process-
ing and secretion on stimulation. Cell 35:531-538.

Nam JH, Mun JI, Kim SI, Kang SW, Choi KH, Park K, Ahn CW, Cha BS, Song YD,
Lim SK, et al. (2001) beta-Cell dysfunction rather than insulin resistance is the
main contributing factor for the development of postrenal transplantation diabetes
mellitus. Transplantation 71:1417-1423.

Natali A, Gastaldelli A, Galvan AQ, Sironi AM, Ciociaro D, Sanna G, Rosenzweig P,
and Ferrannini E (1998) Effects of acute alpha 2-blockade on insulin action and
secretion in humans. Am JJ Physiol 274:E57-E64.

Nesher R and Cerasi E (2002) Modeling phasic insulin release: immediate and
time-dependent effects of glucose. Diabetes 51:553-S59.

Newcomer JW, Haupt DW, Fucetola R, Melson AK, Schweiger JA, Cooper BP, and
Selke G (2002) Abnormalities in glucose regulation during antipsychotic treatment
of schizophrenia. Arch Gen Psychiatry 59:337-345.

Neylan JF (1998) Racial differences in renal transplantation after immunosuppres-
sion with tacrolimus versus cyclosporine. FK506 Kidney Transplant Study Group.
Transplantation 65:515-523.

2T0Z ‘ST aunr uo 1sanb Aq 610’sjeuinofiadse Aaiwieyd woly papeojumoq


http://pharmrev.aspetjournals.org/

PHARM
REV

PHARMACOLOGICAL REVIEWS

aspet’

130

Nicollerat JA (2000) Implications of the United Kingdom Prospective Diabetes Study
(UKPDS) results on patient management. Diabetes Educ 26:58-S10.

Oetjen E, Schweickhardt C, Unthan-Fechner K, and Probst I (1990) Stimulation of
glucose production from glycogen by glucagon, noradrenaline and non-degradable
adenosine analogues is counteracted by adenosine and ATP in cultured rat hepa-
tocytes. Biochem J 271:337-344.

Offield MF, Jetton TL, Labosky PA, Ray M, Stein RW, Magnuson MA, Hogan BL,
and Wright CV (1996) PDX-1 is required for pancreatic outgrowth and differenti-
ation of the rostral duodenum. Development 122:983-995.

O’Harte FP, Mooney MH, Lawlor A, and Flatt PR (2000) N-terminally modified
glucagon-like peptide-1(7-36) amide exhibits resistance to enzymatic degradation
while maintaining its antihyperglycaemic activity in vivo. Biochim Biophys Acta
1474:13-22.

Ohneda K, Ee H, and German M (2000) Regulation of insulin gene transcription. Cell
Dev Biol 11:227-233.

Oki N, Takahashi SI, Hidaka H, and Conti M (2000) Short-term feedback regulation
of cAMP in FRTL-5 thyroid cells. Role of PDE4D3 phosphodiesterase activation.
J Biol Chem 275:10831-10837.

Okuda Y, Mizutani M, Ikegami T, Ueno E, and Yamashita K (1992) Hemodynamic
effects of cilostazol on peripheral artery in patients with diabetic neuropathy.
Arzneim-Forsch 42:540-542.

Panten U, Burgfeld J, Goerke F, Rennicke M, Schwanstecher M, Wallasch A,
Zunkler BJ, and Lenzen S (1989) Control of insulin secretion by sulfonylureas,
meglitinide and diazoxide in relation to their binding to the sulfonylurea receptor
in pancreatic islets. Biochem Pharmacol 38:1217-1229.

Parker JC, VanVolkenburg MA, Ketchum RJ, Brayman KL, and Andrews KM (1995)
Cyclic AMP phosphodiesterases of human and rat islets of Langerhans: contribu-
tions of types III and IV to the modulation of insulin secretion. Biochem Biophys
Res Commun 217:916-923.

Parkes D, Jodka C, Smith P, Nayak S, Rinehart L, Gingerich R, Chen K, and Young
A (2001) Pharmacokinetic actions of exendin-4 in the rat: Comparison with glu-
cagon-like peptide-1. Drug Dev Res 53:260-267.

Patel YC (1999) Somatostatin and its receptor family. Front Neuroendocrinol 20:
157-198.

Paty BW, Harmon JS, Marsh CL, and Robertson RP (2002) Inhibitory effects of
immunosuppressive drugs on insulin secretion from HIT-T15 cells and Wistar rat
islets. Transplantation 73:353-357.

Perfetti R, Rafizadeh CM, Liotta AS, and Egan JM (1995) Age-dependent reduction
in insulin secretion and insulin mRNA in isolated islets from rats. Am J Physiol
269:E983-E990.

Perfetti R, Zhou J, Doyle ME, and Egan JM (2000) Glucagon-like peptide-1 induces
cell proliferation and pancreatic-duodenum homeobox-1 expression and increases
endocrine cell mass in the pancreas of old, glucose-intolerant rats. Endocrinology
141:4600-4605.

Perronne C, Bricaire F, Leport C, Assan D, Vilde JL, and Assan R (1990) Hypogly-
caemia and diabetes mellitus following parenteral pentamidine mesylate treat-
ment in AIDS patients. Diabet Med 7:585-589.

Petit P, Hillaire-Buys D, Manteghetti M, Debrus S, Chapal J, and Loubatieres-
Mariani MM (1998) Evidence for two different types of P2 receptors stimulating
insulin secretion from pancreatic B cell. Br J Pharmacol 125:1368-1374.

Pipeleers DG, Pipeleers-Mariachal M, and Kipnis DM (1976) Microtubule assembly
and the intracellular transport of secretory granules in pancreatic islets. Science
(Wash DC) 191:89-90.

Pizziol A, Tikhonoff V, Paleari CD, Russo E, Mazza A, Ginocchio G, Onesto C, Pavan
L, Casiglia E, and Pessina AC (1998) Effects of caffeine on glucose tolerance: a
placebo-controlled study. Eur J Clin Nutr 52:846—849.

Plant TD and Henquin JC (1990) Phentolamine and yohimbine inhibit ATP-sensitive
K+ channels in mouse pancreatic beta-cells. Br J Pharmacol 101:115-120.

Porksen N, Grofte B, Nyholm B, Holst JJ, Pincus SM, Veldhuis JD, Schmitz O, and
Butler PC (1998) Glucagon-like peptide 1 increases mass but not frequency or
orderliness of pulsatile insulin secretion. Diabetes 47:45—49.

Portela-Gomes GM, Stridsberg M, Grimelius L, Oberg K, and Janson ET (2000)
Expression of the five different somatostatin receptor subtypes in endocrine cells
of the pancreas. Appl Immunohistochem Mol Morphol 8:126-132.

Porter LE, Freed MI, Jones NP, and Biswas N (2000) Diabetes 48:495P.

Pouwels MJ, Span PN, Tack CJ, Olthaar AJ, Sweep CG, van Engelen BG, de Jong
JG, Lutterman JA, and Hermus AR (2002) Muscle uridine diphosphate-
hexosamines do not decrease despite correction of hyperglycemia-induced insulin
resistance in type 2 diabetes. J Clin Endocrinol Metab 87:5179-5184.

Prentki M and Matschinsky FM (1987) Ca2", cAMP and phospholipid-derived mes-
sengers in coupling mechanisms of insulin secretion. Physiol Rev 67:1185-1248.

Prentki M, Vischer S, Glennon MC, Regazzi R, Deeney JT, and Corkey BE (1992)
Malonyl-CoA and long chain acyl-CoA esters as metabolic coupling factors in
nutrient-induced insulin secretion. JJ Biol Chem 267:5802-5810.

Prigeon RL, Kahn SE, and Porte D Jr (1998) Effect of troglitazone on B cell function,
insulin sensitivity and glycemic control in subjects with type 2 diabetes mellitus.
J Clin Endocrinol Metab 83:819—-818.

Proks P and Ashcroft FM (1997) Phentolamine block of KATP channels is mediated
by Kir6.2. Proc Natl Acad Sci USA 94:11716-11720.

Rafiq I, da Silva Xavier G, Hooper S, and Rutter GA (2000) Glucose-stimulated
preproinsulin gene expression and nuclear trans-location of pancreatic duodenum
homeobox-1 require activation of phosphatidylinositol 3-kinase but not p38 MAPK/
SAPK2. J Biol Chem 275:15977-15984.

Rao M, Jacob CK, and Shastry JC (1992) Post-renal transplant diabetes mellitus—a
retrospective study. Nephrol Dial Transplant 7:1039-1042.

Rao A, Luo C, and Hogan PG (1997) Transcription factors of the NFAT family:
regulation and function. Annu Rev Immunol 15:707-7417.

Raptis S, Mitrakou A, Hadjidakis D, Diamantopoulos E, Anastasiou C, Fountas A,
and Muller R (1987) 24-h blood glucose pattern in type I and type II diabetics after
oral treatment with pentoxifylline as assessed by artificial endocrine pancreas.
Acta Diabetol Lat 24:181-192.

DOYLE AND EGAN

Redmon JB, Olson LK, Armstrong MB, Greene MJ, and Robertson RP (1996) Effects
of tacrolimus (FK506) on human insulin gene expression, insulin mRNA levels and
insulin secretion in HIT-T15 cells. J Clin Investig 98:2786—-2793.

Reimann F, Ashcroft FM, and Gribble FM (2001) Structural basis for the interfer-
ence between nicorandil and sulfonylurea action. Diabetes 50:2253—-2259.

Renstrom E, Barg S, Thevenod F, and Rorsman P (2002) Sulfonylurea-mediated
stimulation of insulin exocytosis via an ATP-sensitive K(+) channel-independent
action. Diabetes 51:S33—-S36.

Renstrom E, Ding WG, Bokvist K, and Rorsman P (1996) Neurotransmitter-induced
inhibition of exocytosis in insulin-secreting beta cells by activation of calcineurin.
Neuron 17:513-522.

Renstrom E, Eliasson L, and Rorsman P (1997) Protein kinase A-dependent and
-independent stimulation of exocytosis by cAMP in mouse pancreatic B-cells.
o Physiol (Lond) 502:105-118.

Rhodes CJ and Halban PA (1987) Newly synthesized proinsulin/insulin and stored
insulin are released from pancreatic B cells predominantly via a regulated, rather
than a constitutive, pathway. J Cell Biol 105:145-153.

Ribalet B and Eddlestone GT (1995) Characterization of the G protein coupling of a
somatostatin receptor to the K+ATP channel in insulin-secreting mammalian HIT
and RIN cell lines. J Physiol (Lond) 485:73—86.

Robertson RP and Porte D Jr (1973) Adrenergic modulation of basal insulin secretion
in man. Diabetes 22:1-8.

Robinson KA, Sens DA, and Buse MG (1993) Pre-exposure to glucosamine induces
insulin resistance of glucose transport and glycogen synthesis in isolated rat
skeletal muscles. Study of mechanisms in muscle and in rat-1 fibroblasts overex-
pressing the human insulin receptor. Diabetes 42:1333—1346.

Roder ME, Schwartz RS, Prigeon RL, and Kahn SE (2000) Reduced pancreatic B cell
compensation to the insulin resistance of aging: impact on proinsulin and insulin
levels. J Clin Endocrinol Metab 85:2275-2280.

Rojdmark S and Andersson DE (1986) Influence of verapamil on human glucose
tolerance. Am J Cardiol 57:39D—43D.

Rorsman P, Ashcroft FM, and Trube G (1988) Single Ca channel currents in mouse
pancreatic B-cells. Pflueg Arch 412:597—-603.

Rorsman P, Bokvist K, Ammala C, Arkhammar P, Berggren PO, Larsson O, and
Wahlander K (1991) Activation by adrenaline of a low-conductance G protein-
dependent K+ channel in mouse pancreatic B cells. Nature (Lond) 349:77-79.

Rusnak F and Mertz P (2000) Calcineurin: form and function. Physiol Rev 80:1483—
1521.

Sander M and German MS (1997) The b cell transcription factors and development
of the pancreas. J Mol Med 75:327-340.

Savage PdJ, Pressel SL, Curb JD, Schron EB, Applegate WB, Black HR, Cohen J,
Davis BR, Frost P, Smith W, et al. (1998) Influence of long-term, low- dose,
diuretic-based, antihypertensive therapy on glucose, lipid, uric acid and potassium
levels in older men and women with isolated systolic hypertension. Arch Intern
Med 158:741-751.

Seltzer HS (1989) Drug-induced hypoglycemia. A review of 1418 cases. Endocrinol
Metab Clin North Am 18:163—183.

Sernyak MJ, Leslie DL, Alarcon RD, Losonczy MF, and Rosenheck R (2002) Associ-
ation of diabetes mellitus with use of atypical neuroleptics in the treatment of
schizophrenia. Am oJ Psychiatry 159:561-566.

Shafiee-Nick R, Pyne NJ, and Furman BL (1995) Effects of type-selective phospho-
diesterase inhibitors on glucose-induced insulin secretion and islet phosphodies-
terase activity. Br J Pharmacol 115:1486-1492.

Sharma K, Patel YC, and Srikant CB (1999) C-terminal region of human somatosta-
tin receptor 5 is required for induction of Rb and G1 cell cycle arrest. Mol
Endocrinol 13:82-90.

Sheiner LB, Stanski DR, Vozeh S, Miller RD, and Ham J (1979) Simultaneous
modeling of pharmacokinetics and pharmacodynamics: application to d-
tubocurarine. Clin Pharmacol Ther 25:358—371.

Shorr RI, Ray WA, Daugherty JR, and Griffin MR (1997) Antihypertensives and the
risk of serious hypoglycemia in older persons using insulin or sulfonylureas. JAMA
(J Am Med Assoc) 278:40—43.

Shyng SL and Nichols CG (1998) Membrane phospholipid control of nucleotide
sensitivity of KATP channels. Science (Wash DC) 282:1138-1141.

Singh B, Choo KE, Ibrahim J, Johnston W, and Davis TM (1998) Non-radioisotopic
glucose turnover in children with falciparum malaria and enteric fever. Trans R
Soc Trop Med Hyg 92:532-5317.

Skoglund G, Hussain MA, and Holz GG (2000) Glucagon-like peptide 1 stimulates
insulin gene promoter activity by protein kinase A-independent activation of the
rat insulin I gene cAMP response element. Diabetes 49:1156-1164.

Smith PA, Sellers LA, and Humphrey PP (2001) Somatostatin activates two types of
inwardly rectifying K+ channels in MIN-6 cells. J Physiol (Lond) 532:127-142.
Spellacy WN (1969) A review of carbohydrate metabolism and the oral contracep-

tives. Am JJ Obstet Gynecol 104:448—460.

Spellacy WN (1976) Carbohydrate metabolism in male infertility and female fertil-
ity-control patients. Fertil Steril 27:1132-1141.

Spellacy WN (1981) Prospective studies of carbohydrate metabolism in “normal”
women using norgestrel for eighteen months. Fertil Steril 35:167-171.

Stevenson S (1989) Side-effects of drugs. Administering pentamidine. Nurs Times
85:30-32.

Stoffers DA, Kieffer TJ, Hussain MA, Drucker DJ, Bonner-Weir S, Habener JF, and
Egan JM (2000) Insulinotropic glucagon-like peptide 1 agonists stimulate expres-
sion of homeodomain protein IDX-1 and increase islet size in mouse pancreas.
Diabetes 49:741-748.

Strowski MZ, Parmar RM, Blake AD, and Schaeffer JM (2000) Somatostatin inhibits
insulin and glucagon secretion via two receptors subtypes: an in vitro study of
pancreatic islets from somatostatin receptor 2 knockout mice. Endocrinology 41:
111-117.

Sugden MC and Ashcroft SJ (1981) Cyclic nucleotide phosphodiesterase of rat
pancreatic islets. Effects of Ca2+, calmodulin and trifluoperazine. Biochem J
197:459—-464.

2T0Z ‘ST aunr uo 1sanb Aq 610’sjeuinofiadse Aaiwieyd woly papeojumoq


http://pharmrev.aspetjournals.org/

PHARM
REV

PHARMACOLOGICAL REVIEWS

aspet’

DRUGS AND INSULIN SECRETION

Swanston-Flatt SK, Carlsson L, and Gylfe E (1980) Actin filament formation in
pancreatic beta-cells during glucose stimulation of insulin secretion. FEBS Lett
117:299-302.

Szayna M, Doyle ME, Betkey JA, Holloway HW, Spencer RG, Greig NH, and Egan
JM (2000) Exendin-4 decelerates food intake, weight gain and fat deposition in
Zucker rats. Endocrinology 141:1936-1941.

Szewczyk and Wojtczak (2002) Mitochondria as a pharmacological target. Pharmacol
Rev 54:101-127.

Takahashi N, Kadowaki T, Yazaki Y, Ellis-Davies GCR, Miyashita Y, and Kasai H
(1999) Post-priming actions of ATP on Ca?" -dependent exocytosis in pancreatic
beta cells. Proc Natl Acad Sci USA 96:760-765.

Tamura K, Fujimura T, Tsutsumi T, Nakamura K, Ogawa T, Atumaru C, Hirano Y,
Ohara K, Ohtsuka K, Shimomura K, et al. (1995) Transcriptional inhibition of
insulin by FK506 and possible involvement of FK506 binding protein-12 in pan-
creatic beta-cell. Transplantation 59:1606-1613.

The Expert Committee on the Diagnosis and Classification of Diabetes Mellitus
(2002) Report of the Expert Committee on the Diagnosis and Classification of
Diabetes Mellitus. Diabetes Care 25:5S5-S20.

Thermos K, Meglasson MD, Nelson J, Lounsbury KM, and Reisine T (1990) Pancre-
atic beta-cell somatostatin receptors. Am JJ Physiol 259:E216-E224.

Thonnard-Neumann E (1968) Phenothiazines and diabetes in hospitalized women.
Am J Psychiatry 124:978-982.

Tian YA, Johnson G, and Ashcroft SJ (1998) Sulfonylureas enhance exocytosis from
pancreatic beta-cells by a mechanism that does not involve direct activation of
protein kinase C. Diabetes 47:1722-1726.

Timmerman LA, Clipstone NA, Ho SN, Northrop JP, and Crabtree GR (1996) Rapid
shuttling of NF-AT in discrimination of Ca2+ signals and immunosuppression.
Nature (Lond) 36603:837—840.

Traxinger RR and Marshall S (1991) Coordinated regulation of glutamine:fructose-
6-phosphate amidotransferase activity by insulin, glucose and glutamine. Role of
hexosamine biosynthesis in enzyme regulation. / Biol Chem 266:10148-101454.

Uchikawa T, Murakami T, and Furukawa H (1992) Effects of the anti-platelet agent
cilostazol on peripheral vascular disease in patients with diabetes mellitus. Arz-
neim-Forsch 42:322-324.

Ueda K, Matsuo M, Tanabe K, Morita K, Kioka N, and Amachi T (1999) Comparative
aspects of the function and mechanism of SUR1 and MDRI1 proteins. Biochim
Biophys Acta 1461:305-313.

Vajo Z and Duckworth WC (2000) Genetically engineered insulin analogs: diabetes in
the new millennium. Pharmacol Rev 52:1-9.

van Veldhuisen DJ and Poole-Wilson PA (2001) The underreporting of results and
possible mechanisms of 'negative’ drug trials in patients with chronic heart failure.
Int J Cardiol 80:1927.

Varon J and Marik PE (2000) The diagnosis and management of hypertensive crises.
Chest 118:214-2217.

Veerababu G, Tang J, Hoffman RT, Daniels MC, Hebert LF Jr, Crook ED, Cooksey
RC, McClain DA (2000) Overexpression of glutamine: fructose-6-phosphate amido-
transferase in the liver of transgenic mice results in enhanced glycogen storage,
hyperlipidemia, obesity and impaired glucose tolerance. Diabetes 49:2070-2078.

Vincenti F, Jensik SC, Filo RS, Miller J, and Pirsch J (2002) A long-term comparison
of tacrolimus (FK506) and cyclosporine in kidney transplantation: evidence for
improved allograft survival at five years. Transplantation 73:775-782.

Viollet C, Prevost G, Maubert E, Faivre-Bauman A, Gardette R, Kordon C, Loudes C,
Slama A, and Epelbaum J (1995) Molecular pharmacology of somatostatin recep-
tors. Fundam Clin Pharmacol 9:107-113.

Virkamaki A, Daniels MC, Hamalainen S, Utriainen T, McClain D, and Yki-
Jarvinen H (1997) Activation of the hexosamine pathway by glucosamine in vivo
induces insulin resistance in multiple insulin sensitive tissues. Endocrinology
138:2501-2507.

Vuorinen-Markkola H and Yki-Jarvinen H (1995) Antihypertensive therapy with
enalapril improves glucose storage and insulin sensitivity in hypertensive patients
with non-insulin-dependent diabetes mellitus. Metabolism 44:85—89.

Wang DJ, Shen DC, Sheu WH, Chu NF, Fuh MM, and Chen LM (1993) Effect of
nicardipine treatment on carbohydrate and lipoprotein metabolism in patients
with hypertension. Clin Exp Hypertens 15:557-573.

Wang S, Lukinius A, Zhou Y, Stalberg P, Gobl A, Oberg K, and Skogseid B (2000)
Subcellular distribution of phospholipase C isoforms in rodent pancreas and gas-
tric mucosa. Endocrinology 141:2589-2593.

131

Wang X, Cahill CM, Pineyro M, Zhou J, Doyle ME, and Egan JM (1999) Glucagon-
like peptide-1 regulates the beta cell transcription factor, PDX-1, in insulinoma
cells. Endocrinology 140:4904—-4907.

Wang X, Zhou J, Doyle ME, and Egan JM (2001) Glucagon-like peptide-1 causes
pancreatic duodenal homeobox-1 protein translocation from the cytoplasm to the
nucleus of pancreatic beta cells by a cyclic adenosine monophosphate/protein
kinase A-dependent mechanism. Endocrinology 142:1820-1826.

Wannamethee SG, Shaper AG, Perry 1IJ, and British Regional Heart Study (2001)
Smoking as a modifiable risk factor for type 2 diabetes in middle-aged men.
Diabetes Care 24:1590-1595.

Watanabe RM, Azen CG, Roy S, Perlman JA, and Bergman RN (1994) Defects in
carbohydrate metabolism in oral contraceptive users without apparent metabolic
risk factors. o Clin Endocrinol Metab 79:1277-1283.

Webster WB and McConnaughey MM (1982) Clonidine and glucose intolerance.
Drug Intell Clin Pharm 16:325-328.

Weir M (2001) Impact of immunosuppressive regimes on posttransplant diabetes
mellitus. Transplant Proc (Suppl 5A):235-26S.

Weir MR and Fink JC (1999) Risk for posttransplant Diabetes mellitus with current
immunosuppressive medications. Am J Kidney Dis 34:1-13.

Wells L, Vosseller K, and Hart GW (2001) Glycosylation of nucleocytoplasmic pro-
teins: signal transduction and O-GlcNAc. Science (Wash DC) 291:2376-2378.

Welsh M, Scherberg N, Gilmore R, and Steiner DF (1986) Translational control of
insulin biosynthesis. Evidence for regulation of elongation, initiation and signal-
recognition-particle-mediated translational arrest by glucose. Biochem J 235:459—
467.

Wheeler MB, Sheu L, Ghai M, Bouquillon A, Grondin G, Weller U, Beaudoin AR,
Bennett MK, Trimble WS, and Gaisano HY (1996) Characterization of SNARE
protein expression in beta cell lines and pancreatic islets. Endocrinology 137:
1340-1348.

White NJ, Warrell DA, Chanthavanich P, Looareesuwan S, Warrell MJ, Krishna S,
Williamson DH, and Turner RC (1983) Severe hypoglycemia and hyperinsulin-
emia in falciparum malaria. N Engl J Med 309:61-66.

Williams RL (1999) Mammalian phosphoinositide-specific phospholipase C. Biochim
Biophys Acta 1441:255-267.

Wright AD, Barber SG, Kendall MJ, and Poole PH (1979) Beta-adrenoceptor-
blocking drugs and blood sugar control in diabetes mellitus. Br Med J 6157:159—
161.

Yoshikawa H, Tajiri Y, Sako Y, Hashimato T, Umeda F, and Nawata H (2002)
Glucosamine-induced beta-cell dysfunction: a possible involvement of glucokinase
or glucose-transporter type 2. Pancreas 24:228-234.

Yusuf S, Gerstein H, Hoogwerf B, Pogue J, Bosch J, Wolffenbuttel BH, Zinman B,
and HOPE Study Investigators (2001) Ramipril and the development of diabetes.
J Am Med Assoc 286:1882-1885.

Zaitsev SV, Efanov AM, Efanova IB, Larsson O, Ostenson CG, Gold G, Berggren PO,
and Efendic S (1996) Imidazoline compounds stimulate insulin release by inhibi-
tion of K(ATP) channels and interaction with the exocytotic machinery. Diabetes
45:1610-1618.

Zambre Y, Ling Z, Chen MC, Hou X, Woon CW, Culler M, Taylor JE, Coy DH, Van
Schravendijk C, Schuit F, et al. (1999) Inhibition of human pancreatic islet insulin
release by receptor-selective somatostatin analogs directed to somatostatin recep-
tor subtype 5. Biochem Pharmacol 57:1159-1164.

Zawalich WS and Zawalich KC (2001) Effects of protein kinase C inhibitors on
insulin secretory responses from rodent pancreatic islets. Mol Cell Endocrinology
177:95-105.

Zawalich WS and Zawalich KC (2002) Effects of glucose, exogenous insulin and
carbachol on C-peptide and insulin secretion from isolated perfused rat islets.
o Biol Chem 277:26233-26237.

Zerangue N, Schwappach B, Jan YN, and Jan LY (1999) A new ER trafficking signal
regulates the subunit stoichiometry of plasma membrane K(ATP) channels. Neu-
ron 22:537-548.

Zhao AZ, Bornfeldt KE, and Beavo JA (1998) Leptin inhibits insulin secretion by
activation of phosphodiesterase 3B. J Clin Investig 102:869—873.

Zhao AZ, Zhao H, Teague J, Fujimoto W, and Beavo JA (1997) Attenuation of insulin
secretion by insulin-like growth factor 1 is mediated through activation of phos-
phodiesterase 3B. Proc Natl Acad Sci USA 94:3223-3228.

Zhou J and Egan JM (1997) SNAP-25 is phosphorylated by glucose and GLP-1 in
RIN 104638 cells. Biochem Biophys Res Commun 238:297-300.

2T0Z ‘ST aunr uo 1sanb Aq 610’sjeuinofiadse Aaiwieyd woly papeojumoq


http://pharmrev.aspetjournals.org/

