
Current understanding of imeglimin action on
pancreatic b-cells: Involvement of mitochondria
and endoplasmic reticulum homeostasis

Imeglimin is a novel, first-in-class small
molecule tetrahydrotriazine that amelio-
rates hyperglycemia in preclinical studies
and clinical trials in patients with type 2
diabetes mellitus. It received its first
approval for clinical use as an oral anti-
diabetic agent in Japan in 2021. Although
it has a chemical structure similar to
metformin, imeglimin acts on the pan-
creas as well as the liver and muscle1.
Previous studies on human and animal
models show that imeglimin enhances
glucose-induced insulin secretion (GIIS),
reduces hepatic glucose production, and
improves glucose uptake by muscle1,2.
Despite its promising properties to
improve glycemic control in type 2 dia-
betes mellitus, little is known regarding
the mechanisms by which imeglimin
exerts its favorable effects on pancreatic
b-cells. Recently, several preclinical
reports have shed light on the underlying
mechanism of imeglimin action on pan-
creatic b-cells (Figure 1): while the drug
optimizes glucose-induced insulin secre-
tion and insulin production, it also atten-
uates the loss of b-cell mass (BCM) by
improving their mitochondrial structure
and function in a type 2 diabetes mouse
models3,4. The preservation of b-cell
mass may be mainly due to inhibition of
b-cell apoptosis by modulation of endo-
plasmic reticulum (ER) stress-related and
mitochondria-mediated pathways4,5.
Enhancement of glucose-induced insu-

lin secretion by imeglimin has been

found in studies using both rodent and
human islets6,7. Batch-incubation studies
demonstrated that imeglimin amplified
glucose-induced insulin secretion in iso-
lated islets of Goto-Kakizaki rats, C57BL/
6J mice, and db/db mice3,6,7 by enhanc-
ing a salvage pathway and increasing
glucose-induced production of intracellu-
lar nicotinamide adenine dinucleotide
(NAD+) via nicotinamide phosphoribo-
syltransferase (NAMPT)6,7. NAD+ meta-
bolism via adenosine diphosphate (ADP)
ribosyl cyclase/cyclic ADP ribose
(cADPR) hydrolase (CD38) generates
second messengers such as cADPR and/
or NAADP6,7, which are involved in
Ca2+ release from the ER and insulin
granule exocytosis. This pathway is dis-
tinct from that of earlier anti-diabetic
agents such as G protein-coupled recep-
tor 40 agonist, which activate a phospho-
lipase C pathway to enhance glucose-
induced insulin secretion. In addition,
Funazaki et al.7 reported that imeglimin
might well activate the transient receptor
melastatin 2 (TRPM2) channel, a non-
selective cation channel (NSCC), to
increase the NSCC current and thus
enhance glucose-induced insulin secretion
in pancreatic b-cells. Imeglimin increased
NSCC currents in isolated islets of
C57BL/6J mice, but the currents were
abolished, and enhanced glucose-induced
insulin secretion by imeglimin did not
occur in islets from TRPM2-KO mice.
As cADPR is a potent opener and/or
promoter of TRPM2, and cADPR can
bind and activate TRPM2 channels, the
cADPR-TRPM2 pathway may well be
partly responsible in the amplification of
glucose-induced insulin secretion by ime-
glimin. Consistent with preclinical indica-
tions of imeglimin-induced enhancement

of glucose-induced insulin secretion, 7
day administration of imeglimin was
found to increase glucose-induced insulin
secretion in patients with type 2 diabetes
mellitus2. It was reported that treatment
with imeglimin reduced the ratio of
proinsulin/insulin and improved the
amelioration of b-cell dysfunction in a
clinical setting2.
Evidence of the action and effects of

imeglimin on the mitochondria of pan-
creatic b-cells has accumulated recently;
for example, several studies have demon-
strated imeglimin preservation of mito-
chondrial function and morphology in
pancreatic b-cells of type 2 diabetes mel-
litus model mice3,4. In db/db mice, a 1
week in vivo administration of imeglimin
restored the mitochondrial membrane
potential (MMP) level in islets while
vehicle administration did not4. Interest-
ingly, in vivo imeglimin administration
resulted in a higher MMP level in islets
than that by insulin glargine; db/db mice
receiving insulin glargine showed a com-
parable blood glucose level to those
receiving imeglimin, while insulin glar-
gine also restored islet MMP level com-
pared with that by vehicle
administration. This is consistent with
ex vivo observations; a significant
decrease of MMP in islets incubated in
33.0 mM glucose compared with those
incubated in 11.1 mM glucose was
found. Even so, addition of imeglimin to
33.0 mM glucose was found to partly
restore MMP in islets4. These findings
suggest that imeglimin may restore the
mitochondrial functions of islets against
the progression of diabetes in db/db mice
and that imeglimin’s effect on islet
mitochondria may be, at least partially,
independent of the glucose level4.
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Maintenance of b-cell mitochondrial
membrane structure has been noted
using transmission electron microscopy
(TEM)3,4. In db/db3,4 and KK-Ay3 mice,
swollen mitochondria with disarrayed
cristae were seen less frequently in pan-
creatic b-cells under imeglimin adminis-
tration compared with control. The ratio
of abnormal mitochondria to total mito-
chondria per b-cell was restored in 5
week imeglimin-treated db/db mice to
the ratio in prediabetic mice4. These find-
ings indicate that imeglimin may con-
tribute to functional and structural
integrity of b-cell mitochondria4.
Imeglimin-induced improvement of

the mitochondria may well contribute to
the preservation of b-cell mass (BCM) as
well as to glucose-induced insulin secre-
tion in type 2 diabetes mellitus. The
preservation of functional b-cell mass is
a key strategy for promising diabetes
treatment. In the recent preclinical stud-
ies, imeglimin was found to preserve b-
cell mass or, at least, attenuate b-cell
mass loss in Zucker diabetic fatty (ZDF)
rats8, db/db mice4, and Akita5 mice. The
preservation of b-cell mass by imeglimin
could be due to inhibition of apoptosis
of pancreatic b-cells4. In imeglimin-
treated ZDF rats, a significantly lower
proportion of caspase-3/insulin co-
positive cells within islets was found

compared with controls8. Consistently,
imeglimin-treated db/db mice had a
drastically reduced ratio of TUNEL/in-
sulin/DAPI co-positive cells to total
insulin-positive cells compared with that
of vehicle-treated db/db mice4. Further-
more, a reduced the apoptosis rate of
pancreatic b-cells in imeglimin-treated
mice might be inferred from the inhibi-
tion of pro-apoptotic cytochrome c
release from the mitochondria4; the
release of cytochrome c into cytosol trig-
gers apoptosome formation and activates
pro-apoptotic enzymes in the
mitochondrial-mediated apoptosis cas-
cade. Interestingly, in imeglimin-treated
db/db mice, the released cytosolic cyto-
chrome c level in islets was significantly
lower compared with that of vehicle- and
insulin glargine-treated db/db mice,
although blood glucose levels were com-
parable between imeglimin- and insulin
glargine-treated groups4. Thus, imeglimin
might suppress mitochondria-mediated
apoptosis in b-cells in both a glucose-
dependent and -independent manner to
contribute to the preservation of b-cell
mass4. Furthermore, Li et al.5 has pro-
vided insight into the mechanism of inhi-
bition of b-cell apoptosis by noting an
unfolded protein response against ER
stress. Gene expression microarray analy-
sis in C57BL/6J mouse islets under a

high-glucose condition revealed an
increase of ER stress-related genes such
as C/EBP homologous protein (Chop),
growth arrest deoxyribonucleic acid, and
damage protein 34 (Gadd34) and activat-
ing transcription factor 3 under imegli-
min treatment. Mouse and human islets
incubated with thapsigargin, an ER stress
inducer, showed a further increase of
Chop and Gadd34 messenger ribonucleic
acid expressions under imeglimin treat-
ment compared with thapsigargin alone,
by which phosphorylation of eukaryotic
initiation factor 2a (eIF2a), a modulator
of integrated stress response, in mouse
islets was decreased under imeglimin
treatment. In addition, imeglimin
restored global protein synthesis in
thapsigargin-treated MIN6 cells5. This
might partly explain the increased num-
ber of insulin granules in the pancreatic
b-cells of db/db mice under chronic
administration of imeglimin3. Since
GADD34 and eIF2a are downstream
molecules of CHOP, and GADD34 regu-
lates protein phosphatase 1 (PP1) to
dephosphorylate eIF2a, imeglimin could
facilitate CHOP/GADD34/PP1 signaling
to promote dephosphorylation of eIF2a
and thus avoid b-cell apoptosis.
In summary, recent preclinical studies

have provided insight on imeglimin’s
action on pancreatic b-cells and the
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Figure 1 | Multifaceted actions of imeglimin on pancreatic b-cells. Imeglimin improves the mitochondrial function and structural integrity and
restores homeostasis of the endoplasmic reticulum (ER). These actions might lead to preservation of b-cell mass as well as enhancement of
glucose-induced insulin secretion (GIIS).
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mechanisms underlying its clinical bene-
fits. Imeglimin may enhance glucose-
induced insulin secretion and inhibit
apoptosis of pancreatic b-cells leading to
a preserved b-cell mass by maintaining
or restoring the functional and structural
integrity of the mitochondria and the ER
homeostasis in pancreatic b-cells (Fig-
ure 1). Further investigations to elaborate
the comprehensive mechanisms of ime-
glimin actions in type 2 diabetes mellitus
are anticipated.

DISCLOSURE
D.Y. received clinically commissioned/
joint research grants from Novo Nordisk,
Ono Pharmaceutical, Taisho Pharmaceu-
tical, Terumo, and Arklay. D.Y. also
received consulting or speaker fees from
Sumitomo Dainippon Pharma, Boehrin-
ger Ingelheim, Astellas Pharma, MSD,
Novo Nordisk, Ono Pharmaceutical, Eli
Lilly, and Takeda Pharmaceutical. N.I.
received clinical commissioned/joint
research grants from Daiichi Sankyo,
Terumo, and Drawbridge Health, Inc.;
speaker honoraria from Kowa, MSD,
Astellas Pharma, Novo Nordisk Pharma,
Ono Pharmaceutical, Nippon Boehringer
Ingelheim, Takeda, Eli Lilly Japan, Sumit-
omo Dainippon Pharma, and Mitsubishi
Tanabe Pharma; scholarship grants from
Kissei Pharmaceutical, Sanofi, Daiichi
Sankyo, Mitsubishi Tanabe Pharma,
Takeda, Japan Tobacco, Kyowa Kirin,

Sumitomo Dainippon Pharma, Astellas
Pharma, MSD, Eli Lilly Japan, Ono Phar-
maceutical, Sanwa Kagaku Kenkyusho,
Nippon Boehringer Ingelheim, Novo
Nordisk Pharma, Novartis Pharma, Tei-
jin Pharma, and Life Scan Japan.

Muhammad Fauzi1, Takaaki
Murakami1 , Daisuke Yabe2, Nobuya

Inagaki1,3
1Department of Diabetes, Endocrinology

and Nutrition, Graduate School of
Medicine, Kyoto University, Kyoto, Japan,

2Department of Diabetes, Endocrinology
and Metabolism and Department of

Rheumatology and Clinical Immunology,
Graduate School of Medicine, Gifu

University, Gifu, Japan, 3Tazuke Kofukai
Medical Research Institute, Kitano

Hospital, Osaka, Japan

REFERENCES
1. Fouqueray P, Leverve X, Fontaine E,

et al. Imeglimin – a new oral anti-
diabetic that targets the three key
defects of type 2 diabetes. J Diabetes
Metab 2011; 2: 126.

2. Hallakou-Bozec S, Vial G, Kergoat MF,
et al. Mechanism of action of
imeglimin: a novel therapeutic agent
for type 2 diabetes. Diabetes Obes
Metab 2021; 23: 664–673.

3. Sanada J, Obata A, Fushimi Y, et al.
Imeglimin exerts favorable effects on
pancreatic b-cells by improving

morphology in mitochondria and
increasing the number of insulin
granules. Sci Rep 2022; 12: 13220.

4. Fauzi M, Murakami T, Fujimoto H, et al.
Preservation effect of imeglimin on
pancreatic b-cell mass: noninvasive
evaluation using 111In-exendin-4
SPECT/CT imaging and the perspective
of mitochondrial involvements. Front
Endocrinol 2022; 13: 1010825.

5. Li J, Inoue R, Togashi Y, et al.
Imeglimin ameliorates b-cell apoptosis
by modulating the endoplasmic
reticulum homeostasis pathway.
Diabetes 2022; 71: 424–439.

6. Hallakou-Bozec S, Kergoat M,
Fouqueray P, et al. Imeglimin amplifies
glucose-stimulated insulin release from
diabetic islets via a distinct mechanism
of action. PLoS One 2021; 16:
e0241651.

7. Funazaki S, Yoshida M, Yamada H,
et al. A novel mechanism of
imeglimin-mediated insulin secretion
via the cADPR-TRP channel pathway. J
Diabetes Investig 2022; 13: 34–41.

8. Hallakou-Bozec S, Kergoat M, Moller
DE, et al. Imeglimin preserves islet b-
cell mass in type 2 diabetic ZDF rats.
Endocrinol Diabetes Metab 2020; 4:
e00193.

Doi: 10.1111/jdi.13951

188 J Diabetes Investig Vol. 14 No. 2 February 2023 ª 2022 The Authors. Journal of Diabetes Investigation published by AASD and John Wiley & Sons Australia, Ltd

C OMMEN T A R Y

Fauzi et al. http://wileyonlinelibrary.com/journal/jdi

https://orcid.org/0000-0003-3844-1138
https://orcid.org/0000-0003-3844-1138
https://orcid.org/0000-0003-3844-1138
https://orcid.org/0000-0001-8261-2593
https://orcid.org/0000-0001-8261-2593
https://orcid.org/0000-0001-8261-2593

	Outline placeholder
	jdi13951-fig-0001

	 DISCLOSURE
	 REFERENCES
	jdi13951-bib-0001
	jdi13951-bib-0002
	jdi13951-bib-0003
	jdi13951-bib-0004
	jdi13951-bib-0005
	jdi13951-bib-0006
	jdi13951-bib-0007
	jdi13951-bib-0008


