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Abstract: Sodium glucose cotransporter 2 inhibitors (SGLT2i) block the reabsorption of glucose
by inhibiting SGLT2, thus improving glucose control by promoting the renal excretion of glucose,
without requiring insulin secretion. This pharmacological property of SGLT2i reduces body weight
and improves insulin resistance in diabetic patients. Such beneficial metabolic changes caused by
SGLT?2i are expected to be useful not only for glucose metabolism, but also for the protection for
various organs. Recent randomized controlled trials (RCTs) on cardiovascular diseases (EMPA-REG
OUTCOME trial and CANVAS program) showed that SGLT2i prevented cardiovascular death and
the development of heart failure. RCTs on renal events (EMPA-REG OUTCOME trial, CANVAS
program, and CREDENCE trial) showed that SGLT2i suppressed the progression of kidney disease.
Furthermore, SGLT2i effectively lowered the liver fat content, and our study demonstrated that
SGLT?2i reduced the degree of hepatic fibrosis in patients at high-risk of hepatic fibrosis. Such
promising properties of SGLT2i for cardiovascular, renal, and hepatic protection provide us the
chance to think about the underlying mechanisms for SGLT2i-induced improvement of multiple
organs. SGLT2i have various mechanisms for organ protection beyond glucose-lowering effects,
such as an increase in fatty acids utilization for hepatic protection, osmotic diuresis for cardiac
protection, an improvement of insulin resistance for anti-atherogenesis, and an improvement of
tubuloglomerular feedback for renal protection.

Keywords: cardiovascular diseases; diabetes; hepatic fibrosis; nephropathy; sodium glucose
cotransporter 2

1. Introduction

Sodium glucose cotransporter 2 (SGLT2) is expressed in the proximal tubule of kidney
and mediates the reabsorption of sodium and glucose [1]; therefore, SGLT2 inhibitors
(SGLT2i) block the reabsorption of glucose by inhibiting SGLT2, thus improving glucose
control by promoting the renal excretion of glucose, without requiring insulin secretion [2].
This pharmacological property of SGLT2i reduces body weight and improves insulin
resistance in diabetic patients. Furthermore, these metabolic changes caused by SGLT2i
are expected to be useful not only for glucose metabolism, but also for the protection of
various organs.

In fact, recent randomized controlled trials (RCTs) present promising properties of
SGLT2i for cardiovascular, renal, and hepatic protection. Here, we show accumulated stud-
ies indicating multi-organ protection by SGLT2i, and propose the underlying mechanisms
for SGLT2i-induced improvement of multiple organs.

2. Anti-Atherogenic Properties of SGLT2i

We previously proposed possible anti-atherosclerotic effects beyond the glucose low-
ering of SGLT2i [3]. Briefly, caloric loss by SGLT2 inhibition may decrease plasma glucose
without increasing insulin secretion, which may reduce body weight and result in an
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improvement of insulin resistance. An improvement of insulin resistance may decrease
the blood triglyceride, inflammatory cytokines, and blood pressure (BP), and may increase
high-density lipoprotein-cholesterol (HDL-C) and adiponectin [3]. Increased sodium excre-
tion into urine and osmotic diuresis by SGLT2 inhibition may also decrease BP [3]. Various
metabolic changes induced by SGLT2i may contribute to anti-atherosclerosis.

We previously studied patients with type 2 diabetes who had been continuously
prescribed SGLT2i for 3 months or more, and compared the metabolic parameters before
SGLT2i treatment with the data from 3 and 6 months after the SGLT2i treatment had
started [4,5]. The SGLT2i treatment significantly reduced the body weight [4,5], systolic and
diastolic BP [5], plasma glucose [5], hemoglobin Alc [4,5], and non-HDL-C [5], suggesting
that SGLT2i improves atherosclerotic risk factors in patients with type 2 diabetes.

A systematic review and meta-analysis on the efficacy and safety of SGLT2i in patients
with type 2 diabetes also showed that SGLT2i had a favorable effect on the hemoglobin
Alc level (mean difference —0.66%; 95%CI (confidence interval) —0.73% to —0.58%) [6].
In this study, SGLT2i reduced the body weight (—1.80 kg; 95%CI —3.50 to —0.11 kg) and
systolic BP (—4.45 mm Hg; 95%CI —5.73 to —3.18 mm Hg) [6].

Another systematic review and meta-analysis of 43 RCTs showed a significant reduc-
tion in systolic BP (—2.46 mm Hg; 95%CI —2.86 to —2.06), diastolic BP (—1.46 mm Hg;
95%CI —1.82 to —1.09), serum triglyceride (—2.08 mg/dL; 95%CI —2.51 to —1.64), and
body weight (—1.88 kg; 95%CI —2.11 to —1.66) following treatment with SGLT2i [7].

A systematic review and meta-analysis of RCTs on the effect of SGLT2i on the blood
adiponectin level in patients with type 2 diabetes showed that treatment with SGLT2i con-
tributed to increased circulating adiponectin levels (+0.30; 95%CI 0.22 to 0.38) [8]. The effect
of SGLT2i on inflammatory cytokines has not been reported at present. Adiponectin reduces
inflammatory cytokines and oxidative stress [9]; therefore, an increase of adiponectin by
SGLT2i may ameliorate a chronic inflammatory state in type 2 diabetes. The link between
adipokines plasma levels and ischemic heart disease (IHD) in normal glucose tolerance
(NGT) patients undergoing percutaneous coronary intervention (PCI) was assessed [10].
The adiponectin levels were independently associated to restenosis, de novo IHD, and
overall new PCI, suggesting a protective role of adiponectin in coronary heart disease [10].

The EMPA-REG OUTCOME trial showed that empagliflozin reduced worsening
nephropathy and progression to macroalbuminuria when compared with the placebo [11].
Canagliflozin also reduced the progression of albuminuria and suppressed the decline of
the glomerular filtration rate (eGFR) when compared with the placebo in the CANVAS
program [12]. Both the EMPA-REG OUTCOME trial and CANVAS program showed that
SGLT2i significantly reduced death from cardiovascular causes and hospitalization for
heart failure [12,13]. The presence of moderate proteinuria and diabetes is associated with
a higher risk of mortality and cardiovascular events [14]. Albuminuria and chronic kidney
disease can be the cause for secondary dyslipidemia [15]. Therefore, a reduction in the
progression of albuminuria and a suppression of the decline of eGFR by SGLT2i may play
a cardiovascular protective role.

The hypoglycemic effect of SGLT2i without increasing insulin secretion may result
in body weight loss, which improves inflammatory state and insulin resistance, and in-
duces an amelioration of oxidative stress, glucose and lipid metabolism, and BP (Figure 1).
Furthermore, increased sodium excretion into urine and osmotic diuresis by SGLT2 inhi-
bition may reduce BP and albuminuria and suppress eGFR decline. SGLT2i may play an
anti-arteriosclerotic role through a such series of metabolic improvements.
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Figure 1. Possible anti-atherosclerotic mechanisms of sodium glucose cotransporter 2 inhibitors (SGLT2i) inhibitors. The

bold down arrows indicate a decrease.

3. Characteristic Glucose-Lowering Properties of SGLT2i

As the hypoglycemic effects of most oral anti-diabetic drugs depend on patients’
intrinsic insulin secretion and insulin resistance, the glucose-lowering effects of such drugs
varies among patients. The most crucial determinant of the glucose-lowering effect of
SGLT2i may be renal function. SGLT2i causes a decrease in the renal threshold for glucose
excretion (RTG), an increase in urinary glucose excretion, and a reduction in plasma glucose
levels in diabetic patients [16]. Therefore, if the plasma glucose levels were above RTG,
SGLT2i was effective at decreasing the plasma glucose. However, if the plasma glucose
levels were below RTG, SGLT2i did not work to decrease the plasma glucose. In type 1
diabetic patients treated with insulin and SGLT?2i, glycemic control may be determined
by an administered insulin dose and RTG reduced because of SGLT2i [17]. In type 2
diabetic patients treated with insulin and SGLT2i, glycemic control may be determined
by an improvement of insulin resistance due to body weight loss, an improvement of
glucotoxicity by insulin and/or SGLT2i, administered insulin dose, and RTG reduced
because of SGLT2i [17].

To understand the influence of the estimated glomerular filtration rate (eGFR) on the
improvement in metabolic parameters by SGLT2i, we analyzed our previous study [5]. We
divided the patients into a high eGFR group (mean =+ standard deviation (SD) of eGFR,
117 + 36 mL/min/1.73 m?; n = 22) and the low eGFR group (72 & 14 mL/min/1.73 m?;
n = 26) by the mean value [18]. Hemoglobin Alc was significantly decreased in the
high eGFR group when compared with the low eGFR group at 1, 2, 3, and 6 months
after SGLT2i treatment started. The changes in hemoglobin Alc at 2 months (r = —0.361,
p = 0.059, by the Pearson’s correlation) and 3 months (r = —0.349, p = 0.063) after the start
of SGLT?2i treatment tended to be negatively correlated with the baseline eGFR value. This
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result supports the significant contribution of renal function to the glucose-lowering effect
of SGLT2i.

Furthermore, we studied the correlation of the pharmacokinetic properties of SGLT2i
with the improvement in hemoglobin Alc [19]. We studied the correlation between the
improvement in hemoglobin Alc by six kinds of SGLT2i (canagliflozin, ipragliflozin, to-
fogliflozin, empagliflozin, dapagliflozin, and luseogliflozin) with various pharmacological
parameters, including daily standard dose, maximum plasma concentration (MC), SGLT2
inhibitory concentration 50% value (IC50), and SGLT2 selectivity, as well as the area under
the blood concentration time curve (AUC) of each SGLT2i. A high IC50 means a low po-
tency; therefore, we expressed “potency” by dividing the highest IC50 (ipragliflozin; 7.4) by
the IC50 of each SGLT2i. MC x potency was the most crucial determinant of hemoglobin
Alc reduction by SGLT2i after 12 weeks (r = —0.931, p = 0.007), suggesting that the potency
to inhibit SGLT2 and patients’ renal SGLT2 integrity was the most crucial determinant of
hemoglobin Alc reduction by SGLT2i.

4. Cardiovascular Protective Effects of SGLT?2i

In EMPA-REG OUTCOME, empagliflozin reduced the primary outcome (death from
cardiovascular causes, nonfatal myocardial infarction, or nonfatal stroke) by 14% when
compared with the placebo [13]. In the empagliflozin group, there were significantly lower
rates of death from cardiovascular causes (38% relative risk reduction) and hospitalization
because of heart failure (35% relative risk reduction) than in the placebo. In the CANVAS
program, the rate of the primary outcome (death from cardiovascular causes, nonfatal
myocardial infarction, or nonfatal stroke) was lower by 14% with canagliflozin when
compared with the placebo [12]. In the canagliflozin group there was a significantly
lower rate of hospitalization for heart failure (33% relative risk reduction) than for the
placebo. Both the EMPA-REG OUTCOME trial and CANVAS program showed that SGLT2i
significantly reduced hospitalization for heart failure. However, almost all participants
in the EMPA-REG OUTCOME trial had established cardiovascular diseases (CVD), and
66% of participants in the CANVAS program had a history of CVD. It remained unknown
whether SGLT2i may reduce hospitalization for heart failure in type 2 diabetic patients
without established CVD. The Comparative Effectiveness of Cardiovascular Outcomes
in New Users of Sodium Glucose Cotransporter-2 Inhibitors (CVD-REAL) study, the first
large real-world study of 309,056 type 2 diabetic patients, included patients with (13%) and
without established CVD (87%), and included patients treated with canagliflozin (53%),
dapagliflozin (42%), and empagliflozin (5%) [20]. In the CVD-REAL study, the SGLT2i
treatment was significantly associated with a risk reduction (39%) in hospitalization for
heart failure. In DECLARE-TIMI 58, 17,160 patients, including 10,186 without CVD, were
followed for a median of 4.2 years [21]. Dapagliflozin did not result in a lower rate of major
adverse cardiovascular events (MACE), but did result in a lower rate of cardiovascular
death or hospitalization for heart failure (hazard ratio 0.83; 95%CI 0.73 to 0.95; p = 0.005),
which reflected a lower rate of hospitalization due to heart failure (hazard ratio 0.73; 95%CI
0.61 to 0.88). Three RCTs and the large real-world study showed a significant contribution
of SGLT2i to the prevention of heart failure [12,13,20,21].

In the EMPA-REG OUTCOME trial, there was a difference in hospitalization for heart
failure between empagliflozin and placebo immediately after the start of the trial [13],
leading us to consider the acute and chronic cardioprotective effects of SGLT2i [22]. Fur-
thermore, the acute and chronic cardioprotective effects of SGLT2i may depend on hemo-
dynamic and metabolic effects, respectively. A non-significant decrease in eGFR from
the start of SGLT2i to 1 month after treatment, as well as a subsequent gradual increase
in eGFR, were also observed in the EMPA-REG OUTCOME trial and in our previous
study [11,23]. The phase showing a decline of eGFR may indicate acute effects of SGLT2i.
Osmotic diuresis and increased urinary sodium excretion may induce body fluid depletion,
which may result in reducing blood pressure and preventing the development of heart
failure by acting like diuretics [22].



Int. . Mol. Sci. 2021, 22, 4416

50f12

To understand which factor plays a crucial role in the prevention of heart failure in the
early phase after the start of treatment with SGLT2i, we studied changes in plasma B-type
natriuretic peptide (BNP), which is the marker for heart failure and other parameters in
patients with type 2 diabetes [24]. According to the analysis of changes 3 months after
the start of SGLT24i, the increase in the hematocrit levels in the BNP-increased group was
significantly smaller than the BNP-decreased group. The change in plasma BNP levels was
negatively and significantly correlated with the change in hematocrit levels. The larger
increase in the hematocrit levels for the BNP-decreased group and a negative correlation
between the changes in the plasma BNP and hematocrit levels 3 months after the start of
SGLT2i indicate that osmotic diuresis may play an important role in the prevention of heart
failure in the early phase after the start of SGLT2i [24]. A further analysis showed that
eGFR decreased in the BNP-decreased group, and eGFR increased in the BNP-increased
group. The change in plasma BNP levels was positively and significantly correlated with
the change in eGFR. The serum blood urea nitrogen (BUN) increased in the BNP-decreased
group, and BUN decreased in the BNP-increased group. The change in plasma BNP levels
tended to be negatively correlated with the change in plasma BUN levels. These data also
indicate a significant contribution of SGLT2i-induced body fluid depletion for prevention
of heart failure in the early phase.

Chronic effects of SGLT2i for the prevention of heart failure include an improvement
in myocardial energetics, reduction of albuminuria, suppression of eGFR decline, reduced
sympathetic overactivity, and anti-atherosclerotic effects [22,25,26]. SGLT2i may induce
relative glucose deficiency, and may then trigger increased lipolysis and fatty acids (FA)
oxidation, which increase hepatic ketone bodies” production [27]. Under conditions of
persistent mild hyperketonemia during treatment with SGLT2i, 3-hydroxybutyrate is freely
taken up by the heart and is preferentially oxidized over FA and glucose [28]. SGLT2i
may improve the efficiency of myocardial energetics by offering 3-hydroxybutyrate as an
attractive fuel for oxidation [29]. The cardiorenal benefits of SGLT2i may be due to a shift
in myocardial and renal fuel metabolism away from fat and glucose oxidation, which are
energy inefficient in the diabetic heart and kidney, toward an energy-efficient super fuel
like ketone bodies [30]; however, this finding is controversial and has not been consistently
replicated in all studies. We also need to consider the adverse events of increased ketone
body production due to SGLT2i. We should pay an attention to the development of diabetic
ketoacidosis when we use SGLT2i for patients who were diagnosed with type 2 diabetes
and who were subsequently found to have latent autoimmune diabetes of adulthood,
patients who had recently undergone major surgery, or patients who had decreased or
discontinued insulin [31]. Both the EMPA-REG OUTCOME trial and CANVAS program
showed that SGLT2i reduced albuminuria and suppressed eGFR decline when compared
with the placebo [11,12]. A reduction in the progression of albuminuria and the suppression
of a decline of eGFR by SGLT2i may contribute to prevention of heart failure. Chronic
activation of the sympathetic nervous system has been identified in heart failure [32],
and sympathetic overactivity is associated with a poor prognosis in patients with heart
failure [33]. SGLT2i has been reported to reduce sympathetic overactivity [26], contributing
to the prevention of heart failure.

Cowie, MR. et al. listed early natriuresis with a reduction in plasma volume, improved
vascular function, a reduction in BP and changes in tissue sodium handling, a reduction
in adipose tissue-mediated inflammation and pro-inflammatory cytokine production, a
shift towards ketone bodies as the metabolic substrate for the heart and kidneys, reduced
oxidative stress, lowered serum uric acid level, reduced glomerular hyperfiltration and
albuminuria, and suppressed advanced glycation end-product signaling as the beneficial
mechanisms of SGLT2i for cardiovascular and renal outcomes [34].

Furthermore, Joshi, SS. et al. suggested improved glycaemic control, diuresis, weight
reduction and a reduction in blood pressure, improved cardiomyocyte calcium handling,
enhanced myocardial energetics, induced autophagy, and reduced epicardial fat as the
proposed mechanisms of SGLT2i action in cardiovascular health and disease [35].
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5. Renal Protective Effects of SGLT2i

In the EMPA-REG OUTCOME trial, the incident or worsening nephropathy, doubling
of the serum creatinine level, initiation of renal-replacement therapy, and progression to
macroalbuminuria reduced by 39%, 44%, 55%, and 38% in the empagliflozin group when
compared with the placebo group, respectively [11]. A possible benefit of canagliflozin
with respect to the progression of albuminuria (hazard ratio 0.73; 95%CI 0.67 to 0.79) and
the composite outcome of a sustained 40% reduction in the eGFR, the need for renal-
replacement therapy, or death from renal causes (hazard ratio 0.60; 95%CI 0.47 to 0.77) were
observed in the CANVAS program [12]. The CREDENCE trial included patients with type 2
diabetes and albuminuric chronic kidney disease who received either canagliflozin or a
placebo (n =4401) [36]. After a follow-up of 2.62 years, the relative risk for the renal-specific
composite of end-stage kidney disease, a doubling of the creatinine level, or death from
renal causes was lower by 34%, and the relative risk of end-stage kidney disease was lower
by 32% in the canagliflozin group than in the placebo group.

Possible renal protective mechanisms by SGLT2i are shown in Figure 2 [23,37,38]. An
improvement in metabolic factors, such as reduced body weight, insulin resistance, and
serum uric acid, may also contribute to renal protection by SGLT2i. An increase in the
utilization of ketone bodies by diabetic failing renal cells and an improvement in cardiac
function may be beneficially associated with renal protection.

Suppression of
Effects on rea%Zorption of Effects on
metabolic glucose/sodium via renal
factors proximal tubule by function
1 SGLT2i 1
. f \
s g || mun serton 3] ||| G| ||
interstitial glomerular
l function feedback
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failing renal cells Uric acid l’ Decline of eGFR ¢

1 1 I

Renal protection

Figure 2. Possible renal protective mechanisms of SGLT2 inhibitors. The up and down arrows in white boxes indicate an
increase and a decrease, respectively.

Osmotic diuresis by SGLT2i decreases blood pressure, which is beneficial for renal pro-
tection. Sano et al. mentioned that SGLT2i reduces the overload of the proximal tubules and
improves tubulointerstitial hypoxia, inducing the recovery of erythropoietin production by
fibroblasts [39]. They concluded that increased hematocrit during SGLT2i therapy indicates
the recovery of tubulointerstitial function in diabetic kidneys [39]. We think that elevated
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erythropoietin, which increases hematocrit, may be also a possible mechanism for the
renal protective effect of SGLT2i [23]. Chronic treatment with recombinant human erythro-
poietin exerted renal protective effects beyond hematopoiesis in streptozotocin-induced
diabetic rats [40]. Erythropoietin protected mouse podocytes from damage by advanced
glycation end-products [41]. Erythropoietin ameliorated podocyte injury in advanced
diabetic nephropathy in db/db mice [42]. In humans, serum erythropoietin transiently
increased from baseline in the dapagliflozin group, up until week 4 [43]. These animal and
human studies support our hypothesis. Heerspink H.J.L. described the sodium-related
physiological effects of SGLT2i and the impact on kidney protection [44]. An increased
SGLT2 mRNA expression increased the renal NaCl reabsorption in the proximal tubule,
leading to a marked reduction in distal NaCl delivery to the macula densa [45]. According
to the tubular hypothesis for glomerular hyperfiltration, the decline in macula densa NaCl
delivery was sensed as a reduction in the circulating plasma volume by the juxtaglomerular
apparatus, which is called tubuloglomerular feedback, and led to maladaptive glomerular
afferent arterial vasodilatation and increased intraglomerular pressure [46]. SGLT2 inhi-
bition increased distal renal NaCl delivery, causing an increased afferent tone, thereby
reducing the intraglomerular pressure and glomerular hyperfiltration [47], which may
reduce albuminuria and suppress the decline of eGFR.

6. Hepatic Protective Effects of SGLT2i

We previously reported that SGLT2i improved liver function, in addition to lowering
plasma glucose [4,5]. When we consider the mechanisms for hepatic protection by SGLT2i,
we should think about the effects of SGLT2i on FA metabolism in the adipose tissue, skeletal
muscle, and liver [48].

Empagliflozin effectively lowered the liver fat content in type 2 diabetic patients [49].
In this study, empagliflozin raised adiponectin levels [49], which has beneficial effects
on glucose and lipid metabolism through the activation of adenosine 5’-monophosphate
(AMP)-activated protein kinase (AMPK) [9]. Furthermore, AMPK activation was induced
by canagliflozin, which was caused by the inhibition of Complex I of the respiratory
chain [50]. Acetyl-CoA carboxylase (ACC) can be regulated at the level of gene expression,
allosteric regulation of the enzyme, and reversible phosphorylation by AMPK [51]. Its inac-
tivation in the heart and skeletal muscle through phosphorylation by AMPK is becoming
well-established. ACC is an important target of certain hypolipidemic drugs, such as the
fibrates. This is not simply because ACC alpha inhibition decreases the synthesis of FA in
liver; it is also because ACC beta inhibition leads to a decrease in malonyl-CoA levels and
to a disinhibition of FA oxidation [51]. Canagliflozin inhibited lipid synthesis, an effect that
was absent in AMPK knockout cells and that required the phosphorylation of ACC at the
AMPK sites [50]. SGLT2i ameliorated fat deposition and increased AMPK phosphoryla-
tion, resulting in phosphorylation of its major downstream target, ACC, which led to the
downregulation of downstream FA synthesis-related molecules and to the upregulation
of downstream {3 oxidation-associated molecules [52]. Tofogliflozin reduced the body
weight gain, mainly because of fat mass reduction associated with a diminished adipocyte
size [53]. Serum free FA and ketone bodies were increased in the tofogliflozin-treated mice,
suggesting the acceleration of lipolysis in adipose tissues and hepatic 3-oxidation [53].
Tofogliflozin ameliorated insulin resistance by increasing the glucose uptake in the skeletal
muscle. Empagliflozin shifted energy metabolism towards FA utilization, elevated AMPK,
and ACC phosphorylation in the skeletal muscle in diet-induced obese mice [54]. SGLT2i
induced a negative energy balance state by excreting glucose in the urine, which may
induce alterations in the glucose-FA cycle [55]. The fundamental concept of the glucose-FA
cycle is reciprocal substrate competition between glucose and FA in oxidative tissues such
as the skeletal muscle. We speculate that SGLT2i-mediated the alteration of the glucose—FA
cycle may induce changes in glucose and FA metabolism in the skeletal muscle, adipose
tissue, and liver, which may be associated with the amelioration of liver function.
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We previously attempted to elucidate the effects of SGLT2i on hepatic fibrosis in
patients with type 2 diabetes [56]. Hepatic fibrosis was evaluated using the noninvasive
fibrosis-4 (FIB4) index, which was already reported as a useful index in nonalcoholic fatty
liver diseases [57,58]. We enrolled 315 patients in this study. In the analysis of all of the
cases, a significant change in the FIB4 index was not observed. We divided the studied
patients into three groups according to the baseline FIB4 index. Only in the group with
a high value for the baseline FIB4 index, the FIB4 index was significantly decreased after
12 months. The correlations between the change of FIB4 index during the 12-month SGLT2i
treatment was inversely correlated with the baseline FIB4 index. Our study demonstrated
that SGLT2i ameliorated fibrosis in the liver in patients at high risk of hepatic fibrosis.

The summary of possible hepatic protective mechanisms by SGLT2i is shown in
Figure 3. Suppression of the renal glucose reabsorption reduce body weight and insulin
resistance, and increased adiponectin, which induced AMPK activation. AMPK activation
increased glucose uptake by the skeletal muscle and inactivated ACC, which decreased
FA synthesis and increased FA oxidation in the liver. Increased renal excretion of glucose
may alter the glucose-FA cycle and may result in an increase in FA use/oxidation in
the skeletal muscle and liver. Insulin resistance increases the activity and expression of
hormone-sensitive lipase in adipose tissue, which catalyzes the breakdown of triglyceride
(lipolysis), releasing FA [59], and an improvement of insulin resistance reduces FA release.
As SGLT2i improves insulin resistance, enhanced lipolysis by SGLT2i cannot be explained
by insulin resistance. Enhanced lipolysis may be induced by the promotion of the use of FA,
instead of glucose lost by SGLT2i as an energy source. Such altered FA metabolism in the
adipose tissue, skeletal muscle, and liver by SGLT2i may reduce hepatic FA accumulation,
resulting in a reduction of inflammation and oxidative stress, which may contribute to an
improvement of liver function.

Altered glucose and FA metabolism by SGLT2i
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Figure 3. Possible hepatic protective mechanisms by SGLT2 inhibitors. ACC, acetyl-CoA carboxylase; AMPK, adenosine

monophosphate-activated protein kinase; FA, fatty acids. The up and down arrows in white boxes indicate an increase and

a decrease, respectively.
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7. Conclusions

Unique multi-organ protective effects beyond the hypoglycemic effect of SGLT2i are
shown in Figure 4. SGLT2i has various mechanisms for organ protection beyond glucose-
lowering effects, such as an increase in FA utilization for hepatic protection, osmotic
diuresis for cardiac protection, an improvement in insulin resistance for anti-atherogenesis,
and an improvement of tubuloglomerular feedback for renal protection.

Increase of Osmotic Improvement Improvement of
FA utilization diuresis of Insulin tubulo-glomerular
/ / resistance feedback\
o 4 ——————eas
Ao I [ :
J ‘H- -
_\: = »
| |
[E==——=—=—)
= = Artery
Heart Kidney

Figure 4. Unique multi-organ protective effects beyond the hypoglycemic effect of SGLT2 inhibitors.

Author Contributions: H.Y.,, M.H., H.A. and H.K. conceived the review; H.Y. wrote the paper; H.K.
edited the paper and provided critical guidance. All authors have read and agreed to the published
version of the manuscript.

Funding: This review research received no external funding.

Conflicts of Interest: The authors declare no conflict of interest in relation to the present review paper.
Abbreviations

ACC acetyl-CoA carboxylase

AMPK  adenosine monophosphate-activated protein kinase
AUC area under the blood concentration time curve
BUN blood urea nitrogen

BMI body mass index

BNP B-type natriuretic peptide

BP blood pressure

CI confidence intervals

CVD cardiovascular diseases

eGFR estimated glomerular filtration rate
FA fatty acids

HDL high-density lipoprotein

IC50 inhibitory concentration 50% value
MC maximum plasma concentration
MACE major adverse cardiovascular events
RCTs randomized controlled trials

RTG renal threshold for glucose excretion

SGLT2i sodium glucose cotransporter 2 inhibitors



Int. . Mol. Sci. 2021, 22, 4416 10 of 12

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Vallon, V,; Platt, K.A.; Cunard, R.; Schroth, J.; Whaley, J.; Thomson, S.C.; Koepsell, H.; Rieg, T. SGLT2 mediates glucose
reabsorption in the early proximal tubule. . Am. Soc. Nephrol. 2011, 22, 104-112. [CrossRef] [PubMed]

Jabbour, S.A.; Goldstein, B.]. Sodium glucose co-transporter 2 inhibitors: Blocking renal tubular reabsorption of glucose to
improve glycaemic control in patients with diabetes. Int. J. Clin. Pract. 2008, 62, 1279-1284. [CrossRef] [PubMed]

Yanai, H.; Katsuyama, H.; Hamasaki, H.; Adachi, H.; Moriyama, S.; Yoshikawa, R.; Sako, A. Sodium-glucose cotransporter 2
inhibitors: Possible anti-atherosclerotic effects beyond glucose lowering. J. Clin. Med. Res. 2016, 8, 10-14. [CrossRef]
Katsuyama, H.; Hamasaki, H.; Adachi, H.; Moriyama, S.; Kawaguchi, A.; Sako, A.; Mishima, S.; Yanai, H. Effects of Sodium-
Glucose Cotransporter 2 Inhibitors on Metabolic Parameters in Patients with Type 2 Diabetes: A Chart-Based Analysis. J. Clin.
Med. Res. 2016, 8, 237-243. [CrossRef] [PubMed]

Yanai, H.; Hakoshima, M.; Adachi, H.; Kawaguchi, A.; Waragai, Y.; Harigae, T.; Masui, Y.; Kakuta, K.; Hamasaki, H.;
Katsuyama, H.; et al. Effects of Six Kinds of Sodium-Glucose Cotransporter 2 Inhibitors on Metabolic Parameters, and Summa-
rized Effect and Its Correlations with Baseline Data. J. Clin. Med. Res. 2017, 9, 605-612. [CrossRef] [PubMed]

Vasilakou, D.; Karagiannis, T.; Athanasiadou, E.; Mainou, M.; Liakos, A.; Bekiari, E.; Sarigianni, M.; Matthews, D.R.; Tsapas, A.
Sodium-glucose cotransporter 2 inhibitors for type 2 diabetes: A systematic review and meta-analysis. Ann. Intern. Med. 2013,
159, 262-274. [CrossRef] [PubMed]

Mazidi, M.; Rezaie, P.; Gao, H.; Kengne, A.P. Effect of Sodium-Glucose Cotransport-2 Inhibitors on Blood Pressure in People with
Type 2 Diabetes Mellitus: A Systematic Review and Meta-Analysis of 43 Randomized Control Trials With 22 528 Patients. |. Am.
Heart Assoc. 2017, 6, €004007. [CrossRef] [PubMed]

Wu, P; Wen, W.; Li, ].; Xu, J.; Zhao, M.; Chen, H.; Sun, J. Systematic Review and Meta-Analysis of Randomized Controlled Trials
on the Effect of SGLT2 Inhibitor on Blood Leptin and Adiponectin Level in Patients with Type 2 Diabetes. Horm. Metab. Res. 2019,
51, 487-494. [CrossRef]

Yanai, H.; Yoshida, H. Beneficial Effects of Adiponectin on Glucose and Lipid Metabolism and Atherosclerotic Progression:
Mechanisms and Perspectives. Int. J. Mol. Sci. 2019, 20, 1190. [CrossRef]

Sasso, E.C.; Pafundi, P.C.; Marfella, R.; Calabro, P; Piscione, E; Furbatto, F.; Esposito, G.; Galiero, R.; Gragnano, F; Rinaldi, L.; et al.
Adiponectin and insulin resistance are related to restenosis and overall new PCI in subjects with normal glucose tolerance: The
prospective AIRE Study. Cardiovasc. Diabetol. 2019, 18, 24. [CrossRef]

Wanner, C.; Inzucchi, S.E.; Lachin, ].M.; Fitchett, D.; von Eynatten, M.; Mattheus, M.; Johansen, O.E.; Woerle, H.].; Broedl, U.C.;
Zinman, B. EMPA-REG OUTCOME Investigators. Empagliflozin and Progression of Kidney Disease in Type 2 Diabetes. N. Engl.
J. Med. 2016, 375, 323-334. [CrossRef]

Neal, B.; Perkovic, V.; Mahaffey, KW.; de Zeeuw, D.; Fulcher, G.; Erondu, N.; Shaw, W.; Law, G.; Desai, M.; Matthews, D.R.; et al.
Canagliflozin and Cardiovascular and Renal Events in Type 2 Diabetes. N. Engl. ]. Med. 2017, 377, 644—657. [CrossRef]

Zinman, B.; Wanner, C.; Lachin, J.M.; Fitchett, D.; Bluhmki, E.; Hantel, S.; Mattheus, M.; Devins, T.; Johansen, O.E.;
Woerle, HJ.; et al. Empagliflozin, Cardiovascular Outcomes, and Mortality in Type 2 Diabetes. N. Engl. ]. Med. 2015, 373,
2117-2128. [CrossRef]

Minutolo, R.; Gabbai, EB.; Provenzano, M.; Chiodini, P.; Borrelli, S.; Garofalo, C.; Sasso, F.C.; Santoro, D.; Bellizzi, V;
Conte, G.; et al. Cardiorenal prognosis by residual proteinuria level in diabetic chronic kidney disease: Pooled analysis of
four cohort studies. Nephrol. Dial. Transpl. 2018, 33, 1942-1949. [CrossRef]

Yanai, H.; Yoshida, H. Secondary dyslipidemia: Its treatments and association with atherosclerosis. Glob. Health Med. 2021, 3,
15-23. [CrossRef]

Devineni, D.; Morrow, L.; Hompesch, M.; Skee, D.; Vandebosch, A.; Murphy, J.; Ways, K.; Schwartz, S. Canagliflozin improves
glycaemic control over 28 days in subjects with type 2 diabetes not optimally controlled on insulin. Diabetes Obes. Metab. 2012, 14,
539-545. [CrossRef]

Yanai, H.; Adachi, H.; Hakoshima, M.; Katsuyama, H. An Effective Insulin Therapy in Combination with Sodium-Glucose
Cotransporter 2 Inhibitors. J. Clin. Med. Res. 2019, 11, 76-79. [CrossRef]

Katsuyama, H.; Yanai, H. An Influence of the Estimated Glomerular Filtration Rate on Improvement in Metabolic Parameters by
Sodium-Glucose Cotransporter 2 Inhibitors. |. Clin. Med. Res. 2016, 8, 486-488. [CrossRef] [PubMed]

Yanai, H.; Hakoshima, M.; Adachi, H. What Properties of Sodium-Glucose Cotransporter 2 Inhibitors Determine the Improvement
in Hemoglobin Alc and Body Weight? J. Clin. Med. Res. 2017, 9, 446—448. [CrossRef]

Kosiborod, M.; Cavender, M.A.; Fu, A.Z.; Wilding, ].P.; Khunti, K.; Holl, R.W.; Norhammar, A.; Birkeland, K.L; Jorgensen, M.E.;
Thuresson, M.; et al. Lower risk of heart failure and death in patients initiated on sodium-glucose cotransporter-2 inhibitors
versus other glucose-lowering drugs: The CVD-REAL study (Comparative Effectiveness of Cardiovascular Outcomes in New
Users of Sodium-Glucose Cotransporter-2 Inhibitors). Circulation 2017, 136, 249-259.

Wiviott, S.D.; Raz, I.; Bonaca, M.P.; Mosenzon, O.; Kato, E.T.; Cahn, A.; Silverman, M.G.; Zelniker, T.A.; Kuder, J.F;
Murphy, S.A.; et al. DECLARE-TIMI 58 Investigators. Dapagliflozin and Cardiovascular Outcomes in Type 2 Diabetes. N. Engl. |.
Med. 2019, 380, 347-357. [CrossRef] [PubMed]

Yanai, H. Sodium-glucose cotransporter 2 inhibitors and death and heart failure in type 2 diabetes. Ann. Transl. Med. 2017, 5, 470.
[CrossRef] [PubMed]


http://doi.org/10.1681/ASN.2010030246
http://www.ncbi.nlm.nih.gov/pubmed/20616166
http://doi.org/10.1111/j.1742-1241.2008.01829.x
http://www.ncbi.nlm.nih.gov/pubmed/18705823
http://doi.org/10.14740/jocmr2385w
http://doi.org/10.14740/jocmr2467w
http://www.ncbi.nlm.nih.gov/pubmed/26858798
http://doi.org/10.14740/jocmr3046w
http://www.ncbi.nlm.nih.gov/pubmed/28611861
http://doi.org/10.7326/0003-4819-159-4-201308200-00007
http://www.ncbi.nlm.nih.gov/pubmed/24026259
http://doi.org/10.1161/JAHA.116.004007
http://www.ncbi.nlm.nih.gov/pubmed/28546454
http://doi.org/10.1055/a-0958-2441
http://doi.org/10.3390/ijms20051190
http://doi.org/10.1186/s12933-019-0826-0
http://doi.org/10.1056/NEJMoa1515920
http://doi.org/10.1056/NEJMoa1611925
http://doi.org/10.1056/NEJMoa1504720
http://doi.org/10.1093/ndt/gfy032
http://doi.org/10.35772/ghm.2020.01078
http://doi.org/10.1111/j.1463-1326.2012.01558.x
http://doi.org/10.14740/jocmr3676
http://doi.org/10.14740/jocmr2547w
http://www.ncbi.nlm.nih.gov/pubmed/27222679
http://doi.org/10.14740/jocmr3004w
http://doi.org/10.1056/NEJMoa1812389
http://www.ncbi.nlm.nih.gov/pubmed/30415602
http://doi.org/10.21037/atm.2017.09.22
http://www.ncbi.nlm.nih.gov/pubmed/29285503

Int. . Mol. Sci. 2021, 22, 4416 11 of 12

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

Yanai, H.; Katsuyama, H. A Possible Mechanism for Renoprotective Effect of Sodium-Glucose Cotransporter 2 Inhibitor: Elevation
of Erythropoietin Production. J. Clin. Med. Res. 2017, 9, 178-179. [CrossRef]

Yanai, H.; Adachi, H.; Hakoshima, M. Understanding of hypertension and heart failure in patients with type 2 diabetes by
studying effects of sodium-glucose cotransporter 2 inhibitors on plasma B-type natriuretic peptide levels. J. Clin. Hypertens. 2018,
20, 411-412. [CrossRef] [PubMed]

Yanai, H. Sodium-Glucose Cotransporter 2 Inhibitors for Heart Failure. J. Endocrinol. Metab. 2017, 7, 75-76. [CrossRef]

Sano, M. A new class of drugs for heart failure: SGLT2 inhibitors reduce sympathetic overactivity. J. Cardiol. 2018, 71, 471-476.
[CrossRef]

Kashiwagi, A.; Maegawa, H. Metabolic and hemodynamic effects of sodium-dependent glucose cotransporter 2 inhibitors on
cardio-renal protection in the treatment of patients with type 2 diabetes mellitus. ]. Diabetes Investig. 2017, 8, 416-427. [CrossRef]
Ferrannini, E.; Mark, M.; Mayoux, E. Cv Protection in the Empa-Reg Outcome Trial: A “Thrifty Substrate” Hypothesis. Diabetes
Care 2016, 39, 1108-1114. [CrossRef]

Martens, P; Mathieu, C.; Verbrugge, FH. Promise of Sglt2 Inhibitors in Heart Failure: Diabetes and Beyond. Curr. Treat. Options
Cardiovasc. Med. 2017, 19, 23. [CrossRef]

Mudaliar, S.; Alloju, S.; Henry, RR. Can a Shift in Fuel Energetics Explain the Beneficial Cardiorenal Outcomes in the Empa-Reg
Outcome Study? A Unifying Hypothesis. Diabetes Care 2016, 39, 1115-1122. [CrossRef]

Burke, K.B.; Schumacher, C.A.; Harpe, S.E. 1SGLT2 Inhibitors: A Systematic Review of Diabetic Ketoacidosis and Related Risk
Factors in the Primary Literature. Pharmacotherapy 2017, 37, 187-194. [CrossRef]

Leimbach, W.N., Jr.; Wallin, B.G,; Victor, R.G.; Aylward, P.E.; Sundléf, G.; Mark, A L. Direct evidence from intraneural recordings
for increased central sympathetic outflow in patients with heart failure. Circulation 1986, 73, 913-919. [CrossRef] [PubMed]
Barretto, A.C.P,; Santos, A.C.; Munhoz, R.; Rondon, M.U.P.B,; Franco, F.G.; Trombetta, 1.C.; Roveda, F.; de Matos, L.N.].; Braga,
AM.W.; Middlekauff, H.R,; et al. Increased muscle sympathetic nerve activity predicts mortality in heart failure patients. Int. .
Cardiol. 2009, 135, 302-307. [CrossRef]

Cowie, M.R,; Fisher, M. SGLT2 inhibitors: Mechanisms of cardiovascular benefit beyond glycaemic control. Nat. Rev. Cardiol.
2020, 17, 761-772. [CrossRef]

Joshi, S.S.; Singh, T.; Newby, D.E.; Singh, J. Sodium-glucose co-transporter 2 inhibitor therapy: Mechanisms of action in heart
failure. Heart 2021. [CrossRef]

Perkovic, V,; Jardine, M.].; Neal, B.; Bompoint, S.; Heerspink, H.J.L.; Charytan, D.M.; Edwards, R.; Agarwal, R.; Bakris, G.;
Bull, S.; et al. CREDENCE Trial Investigators. Canagliflozin and Renal Outcomes in Type 2 Diabetes and Nephropathy. N. Engl. |.
Med. 2019, 380, 2295-2306. [CrossRef]

Koguchi, A.; Adachi, H.; Yanai, H. The Application of Sodium-Glucose Cotransporter 2 Inhibitors to Chronic Kidney Disease
Stage 4. J. Clin. Med. Res. 2017, 9, 1029-1031. [CrossRef]

Yanai, H. Dipeptidyl Peptidase-4 Inhibitor versus Sodium-Glucose Cotransporter-2 Inhibitor in the Management of Type 2
Diabetes. J. Endocrinol. Metab. 2019, 9, 117-119. [CrossRef]

Sano, M.; Takei, M.; Shiraishi, Y.; Suzuki, Y. Increased Hematocrit during Sodium-Glucose Cotransporter 2 Inhibitor Therapy
Indicates Recovery of Tubulointerstitial Function in Diabetic Kidneys. . Clin. Med. Res. 2016, 8, 844-847. [CrossRef]

Toba, H.; Sawai, N.; Morishita, M.; Murata, S.; Yoshida, M.; Nakashima, K.; Morita, Y.; Kobara, M.; Nakata, T. Chronic treatment
with recombinant human erythropoietin exerts renoprotective effects beyond hematopoiesis in streptozotocin-induced diabetic
rat. Eur. J. Pharmacol. 2009, 612, 106-114. [CrossRef] [PubMed]

Ruester, C.; Franke, S.; Bondeva, T.; Wolf, G. Erythropoietin protects podocytes from damage by advanced glycation end-products.
Nephron Exp. Nephrol. 2011, 117, €21-30. [CrossRef] [PubMed]

Loeffler, I.; Ruster, C.; Franke, S.; Liebisch, M.; Wolf, G. Erythropoietin ameliorates podocyte injury in advanced diabetic
nephropathy in the db/db mouse. Am. J. Physiol. Renal Physiol. 2013, 305, F911-918. [CrossRef] [PubMed]

Lambers Heerspink, H.].; de Zeeuw, D.; Wie, L.; Leslie, B.; List, ]. Dapagliflozin a glucose-regulating drug with diuretic properties
in subjects with type 2 diabetes. Diabetes Obes. Metab. 2013, 15, 853-862. [CrossRef] [PubMed]

Heerspink, H.J.; Perkins, B.A.; Fitchett, D.H.; Husain, M.; Cherney, D.Z.I. Sodium Glucose Cotransporter 2 Inhibitors in the
Treatment of Diabetes Mellitus: Cardiovascular and Kidney Effects, Potential Mechanisms, and Clinical Applications. Circulation
2016, 134, 752-772. [CrossRef] [PubMed]

Vallon, V.; Miihlbauer, B.; Osswald, H. Adenosine and kidney function. Physiol. Rev. 2006, 86, 901-940. [CrossRef]

Vallon, V.; Richter, K.; Blantz, R.C.; Thomson, S.; Osswald, H. Glomerular hyperfiltration in experimental diabetes mellitus:
Potential role of tubular reabsorption. J. Am. Soc. Nephrol. 1999, 10, 2569-2576.

Thomson, S.C.; Rieg, T.; Miracle, C.; Mansoury, H.; Whaley, J.; Vallon, V.; Singh, P. Acute and chronic effects of SGLT2 blockade
on glomerular and tubular function in the early diabetic rat. Am. |. Physiol. Regul. Integr. Comp. Physiol. 2012, 302, R75-R83.
[CrossRef]

Yanai, H.; Hakoshima, M.; Katsuyama, H. The Possible Mechanisms for Improvement of Liver Function due to Sodium-Glucose
Cotransporter-2 Inhibitors. J. Clin. Med. Res. 2019, 11, 769-772. [CrossRef]

Kahl, S.; Gancheva, S.; Strassburger, K.; Herder, C.; Machann, J.; Katsuyama, H.; Kabisch, S.; Kabisch, S.; Henkel, E.; Kopf, S.; et al.
Empagliflozin effectively lowers liver fat content in well-controlled type 2 diabetes: A randomized, double-blind, phase 4,
placebo-controlled trial. Diabetes Care 2020, 43, 298-305. [CrossRef]


http://doi.org/10.14740/jocmr2857w
http://doi.org/10.1111/jch.13174
http://www.ncbi.nlm.nih.gov/pubmed/29194943
http://doi.org/10.14740/jem426w
http://doi.org/10.1016/j.jjcc.2017.12.004
http://doi.org/10.1111/jdi.12644
http://doi.org/10.2337/dc16-0330
http://doi.org/10.1007/s11936-017-0522-x
http://doi.org/10.2337/dc16-0542
http://doi.org/10.1002/phar.1881
http://doi.org/10.1161/01.CIR.73.5.913
http://www.ncbi.nlm.nih.gov/pubmed/3698236
http://doi.org/10.1016/j.ijcard.2008.03.056
http://doi.org/10.1038/s41569-020-0406-8
http://doi.org/10.1136/heartjnl-2020-318060
http://doi.org/10.1056/NEJMoa1811744
http://doi.org/10.14740/jocmr3220w
http://doi.org/10.14740/jem609
http://doi.org/10.14740/jocmr2760w
http://doi.org/10.1016/j.ejphar.2009.03.065
http://www.ncbi.nlm.nih.gov/pubmed/19356735
http://doi.org/10.1159/000319653
http://www.ncbi.nlm.nih.gov/pubmed/20689331
http://doi.org/10.1152/ajprenal.00643.2012
http://www.ncbi.nlm.nih.gov/pubmed/23825071
http://doi.org/10.1111/dom.12127
http://www.ncbi.nlm.nih.gov/pubmed/23668478
http://doi.org/10.1161/CIRCULATIONAHA.116.021887
http://www.ncbi.nlm.nih.gov/pubmed/27470878
http://doi.org/10.1152/physrev.00031.2005
http://doi.org/10.1152/ajpregu.00357.2011
http://doi.org/10.14740/jocmr4019
http://doi.org/10.2337/dc19-0641

Int. . Mol. Sci. 2021, 22, 4416 12 of 12

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

Hawley, S.A.; Ford, R.J.; Smith, B.K.; Gowans, G.J.; Mancini, S.J.; Pitt, R.D.; Day, E.A.; Salt, I.P; Steinberg, G.R.; Hardie, D. The
Na+/Glucose cotransporter inhibitor canagliflozin activates AMPK by inhibiting mitochondrial function and increasing cellular
AMP levels. Diabetes 2016, 65, 2784-2794. [CrossRef]

Munday, M.R.; Hemingway, C.J. The regulation of acetyl-CoA carboxylase—a potential target for the action of hypolipidemic
agents. Adv. Enzyme Regul. 1999, 39, 205-234. [CrossRef]

Chiang, H.; Lee, ].C.; Huang, H.C.; Huang, H.; Liu, HK,; Huang, C. Delayed intervention with a novel SGLT2 inhibitor NGI001
suppresses diet-induced metabolic dysfunction and nonalcoholic fatty liver disease in mice. Br. J. Pharmacol. 2020, 177, 239-253.
[CrossRef]

Obata, A.; Kubota, N.; Kubota, T.; Iwamoto, M.; Sato, H.; Sakurai, Y.; Takamoto, I.; Katsuyama, H.; Suzuki, Y.; Fukazawa, M.; et al.
Tofogliflozin improves insulin resistance in skeletal muscle and accelerates lipolysis in adipose tissue in male mice. Endocrinology
2016, 157, 1029-1042. [CrossRef]

Xu, L.; Nagata, N.; Nagashimada, M.; Zhuge, F.; Ni, Y.; Chen, G.; Mayoux, E.; Kaneko, S.; Ota, T. SGLT2 inhibition by empagliflozin
promotes fat utilization and browning and attenuates inflammation and insulin resistance by polarizing M2 macrophages in
diet-induced obese mice. EBioMedicine 2017, 20, 137-149. [CrossRef]

Randle, PJ.; Garland, P.B.; Hales, C.N.; Newsholme, E.A. The glucose fatty-acid cycle. Its role in insulin sensitivity and the
metabolic disturbances of diabetes mellitus. Lancet 1963, 1, 785-789. [CrossRef]

Katsuyama, H.; Hakoshima, M.; lijima, T.; Adachi, H.; Yanai, H. Effects of Sodium-Glucose Cotransporter 2 Inhibitors on Hepatic
Fibrosis in Patients with Type 2 Diabetes: A Chart-Based Analysis. . Endocrinol. Metab. 2020, 10, 1-7. [CrossRef]

Shah, A.G.; Lydecker, A.; Murray, K.; Tetri, B.N.; Contos, M.].; Sanyal, A.]J.; Nash Clinical Research Network. Comparison of
noninvasive markers of fibrosis in patients with nonalcoholic fatty liver disease. Clin. Gastroenterol. Hepatol. 2009, 7, 1104-1112.
[CrossRef]

Sumida, Y.; Yoneda, M.; Hyogo, H.; Itoh, Y.; Ono, M.; Fujii, H.; Eguchi, Y.; Suzuki, Y.; Aoki, N.; Kanemasa, K.; et al. Validation of
the FIB4 index in a Japanese nonalcoholic fatty liver disease population. BMC Gastroenterol. 2012, 12, 2. [CrossRef]

Sztalryd, C.; Kraemer, F.B. Regulation of hormone-sensitive lipase in streptozotocin-induced diabetic rats. Metabolism 1995, 44,
1391-1396. [CrossRef]


http://doi.org/10.2337/db16-0058
http://doi.org/10.1016/S0065-2571(98)00016-8
http://doi.org/10.1111/bph.14859
http://doi.org/10.1210/en.2015-1588
http://doi.org/10.1016/j.ebiom.2017.05.028
http://doi.org/10.1016/S0140-6736(63)91500-9
http://doi.org/10.14740/jem632
http://doi.org/10.1016/j.cgh.2009.05.033
http://doi.org/10.1186/1471-230X-12-2
http://doi.org/10.1016/0026-0495(95)90135-3

	Introduction 
	Anti-Atherogenic Properties of SGLT2i 
	Characteristic Glucose-Lowering Properties of SGLT2i 
	Cardiovascular Protective Effects of SGLT2i 
	Renal Protective Effects of SGLT2i 
	Hepatic Protective Effects of SGLT2i 
	Conclusions 
	References

