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Background: Solid organ transplant recipients with diabetes mellitus face unique challenges in glycemic control, compounded by
the metabolic effects of immunosuppressants. Although sodium-glucose cotransporter 2 (SGLT2) inhibitors are effective in
diabetes, evidence for their use in transplant recipients remains limited. We aimed to systematically review the efficacy and
safety of SGLT2 inhibitors in transplant recipients with diabetes.

Methods: A systematic review and meta-analysis was conducted by searching the MEDLINE, Embase, and Cochrane CENTRAL
databases for studies published before July 2025. Seventeen comparative studies involving 12,892 transplant recipients with
diabetes were included. Efficacy and safety data of SGLT2 inhibitors were extracted and analyzed. A random-effects model was
used to pool the results.

Results: SGLT2 inhibitors led to a significantly greater reduction in HbAlc (mean difference [MD]: —0.59% and 95% confidence
interval [CI]: —0.91 to —0.26) and body mass index (MD: —0.82 kg/m2 and 95% CI: —1.54 to —0.10) compared to controls. The
risks of dialysis (odds ratio [OR]: 0.50 and 95% CI: 0.31-0.79), major adverse cardiovascular events (OR: 0.29 and 95% CI: 0.22—-
0.38), heart failure (OR: 0.66 and 95% CI: 0.52-0.83), urinary tract infection (OR: 0.45 and 95% CI: 0.22-0.92), graft rejection
(OR: 0.73, 95% and CI: 0.64-0.83), and all-cause mortality (OR: 0.40 and 95% CI: 0.27-0.59) were significantly lower in the
SGLT2 inhibitor group.

Conclusions: SGLT2 inhibitors were associated with improved glycemic control, weight reduction, and favorable trends in
cardiovascular outcomes among solid organ transplant recipients. Most safety outcomes, including urinary tract infection and
graft rejection, were comparable between groups or more favorable in the SGLT2 inhibitor group, particularly among kidney
transplant recipients. These findings support the use of SGLT2 inhibitors in this population. However, further large-scale
studies are warranted to validate these results and assess the long-term effects across different transplant types.

1. Introduction

Solid organ transplantation has been steadily increasing and
is accompanied by significant improvements in clinical out-
comes. The number of transplants performed increased by
approximately 70% from 2001 to 2021 [1]. Additionally,
the median survival rates for most solid organ transplants
have improved [2]. With overall survival increasing, long-
term complication management in solid organ recipients
has become a critical aspect of patient care.

Diabetes mellitus is a complication of the use of immu-
nosuppressive agents in solid organ transplant recipients
[3]. A Danish cohort study reported that the incidence of
posttransplantation diabetes mellitus (PTDM) between Days
46 and 365 after transplantation was 3.80 per 100 person-
years of follow-up [4]. Considering that end-stage renal dis-
ease caused by diabetic complications is a leading indication
for kidney transplantation and that diabetes is highly preva-
lent among patients with liver cirrhosis [5, 6], the overall
prevalence of diabetes is expected to be higher in solid organ
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transplant recipients than in the general population. Glyce-
mic control in solid organ transplant recipients is often chal-
lenging because of the adverse metabolic effects of
immunosuppressive agents [3]. These factors underscore
the significant impact of diabetes and its management in this
population.

Sodium-glucose cotransporter 2 (SGLT2) inhibitors
have emerged as essential agents for diabetes treatment since
2012 [7]. Clinical guidelines primarily recommend them as
first-line antidiabetic agents for patients with cardiovascular
disease, heart failure (HF), and/or chronic kidney disease
(CKD) [8]. Nonetheless, evidence on the efficacy of SGLT2
inhibitors in transplant recipients is limited. PTDM often
arises as a consequence of immunosuppressive therapy, such
as corticosteroids and calcineurin inhibitors, which impair
insulin secretion and increase insulin resistance. This dis-
tinct pathophysiology differentiates PTDM from Type 2 dia-
betes in the general population, highlighting the need for
dedicated studies evaluating the efficacy and safety of SGLT2
inhibitors in transplant recipients. Additionally, the use of
SGLT?2 inhibitors has been associated with an increased uro-
genital infection risk; genital infections occurred in 2.24% of
users compared with 0.4% in the placebo group [9], high-
lighting the need for caution. Because infections are a major
complication in transplant recipients due to their immuno-
suppressed state, ensuring the safety of SGLT2 inhibitors
in this population is of particular importance. In this con-
text, the Kidney Disease: Improving Global Outcomes
(KDIGO) guidelines previously did not recommend SGLT2
inhibitors for kidney transplant recipients owing to insuffi-
cient evidence [10]; although recent updates have broadened
the recommendations to adults with CKD [11], robust clin-
ical data in transplant populations remain limited.

Several studies have evaluated the efficacy and safety of
SGLT?2 inhibitors in transplant recipients using real-world
data. Nevertheless, most previous systematic reviews or
meta-analyses have focused on kidney transplantation and
on single-arm before-and-after changes, as the available
studies were primarily case series or lacked control groups
[12-15]. To appropriately evaluate the efficacy and safety
of SGLT2 inhibitors in solid organ transplant recipients,
comparative analyses with control groups are necessary;
however, to date, no meta-analysis has incorporated such
comparisons.

Therefore, we aimed to systematically review the efficacy
and safety of SGLT2 inhibitors in transplant recipients with
diabetes, incorporate recent literature, and quantitatively
analyze their efficacy and safety based on comparative stud-
ies. Moreover, given the heterogeneity of immunosuppres-
sive regimens and metabolic profiles among transplant
populations, we aimed to assess the efficacy and safety of
SGLT2 inhibitors across various types of solid organ
transplantation.

2. Materials and Methods

This study followed the Preferred Reporting Items for
Systematic Reviews and Meta-Analyses (PRISMA) 2020
guidelines (Table S1) [16]. The study protocol is available
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on the PROSPERO database (CRD42024627940). Two
investigators (M.J.G. and K.S.0.) independently performed
a literature search, study selection, data extraction, and
quality assessment. Any discrepancies were resolved
through discussions with Y-M.A.

2.1. Search Strategy. The MEDLINE, Embase, and Cochrane
CENTRAL electronic databases were systematically searched
for relevant studies published before July 2025 using a com-
bination of medical subject headings and the keywords
“transplant” and “SGLT2 inhibitors.” The complete search
strategy is presented in Table S2.

2.2. Study Selection. Studies were considered eligible for
inclusion if they met the following criteria: (i) involved solid
organ transplant recipients with preexisting diabetes melli-
tus or PTDM; (ii) evaluated the efficacy and/or safety of
SGLT?2 inhibitors, either as a primary research objective or
as part of broader comparative analyses with other antidia-
betic agents, using clinical outcomes; and (iii) were compar-
ative studies. The following studies were excluded: (i)
nonhuman studies; (ii) reviews, meta-analyses, and ongoing
studies; (iii) case series or case reports; (iv) studies available
only in the form of abstracts or posters; (v) studies evaluat-
ing combinations of SGLT?2 inhibitors and other antidiabetic
medications; and (vi) studies published in languages other
than English.

2.3. Data Extraction and Outcomes. Eligible studies were
reviewed, and the following data were extracted using a stan-
dardized extraction form: first author, publication year,
country, study design, number of patients, sex, age, body
mass index (BMI), estimated glomerular filtration rate
(eGFR), hemoglobin Alc (HbAlc), type of SGLT2 inhibi-
tors, comparators, transplantation history, diabetes mellitus
history, comorbidities, immunosuppressive therapy includ-
ing drug concentration level, other concomitant medication
used, and follow-up duration. The efficacy outcomes
included HbA1c, BMI, body weight, eGFR, serum creatinine
(SCr), dialysis, proteinuria, systolic blood pressure (SBP),
diastolic blood pressure (DBP), and cardiovascular events,
including major adverse cardiovascular events (MACEs),
HF, and myocardial infarction (MI). Safety outcomes
included the incidence of urinary tract infection (UTI), gen-
ital mycotic infection, acute kidney injury (AKI), diabetic (or
euglycemic) ketoacidosis, graft rejection, hospitalization,
mortality, and discontinuation of SGLT2 inhibitors.

2.4. Analyses. We conducted meta-analyses of the outcomes
by including all studies initially identified. For continuous
outcomes, we reported mean differences (MDs) with 95%
confidence intervals (Cls) calculated using the inverse vari-
ance method. The MDs were obtained as the difference in
the mean changes from baseline to follow-up between the
intervention and control groups. For studies with follow-
up of 12 months or longer that reported multiple time
points, 12-month outcomes were used; otherwise, outcomes
were used according to the follow-up period. When the
mean changes were not reported, they were derived from
the available data. If only the median and interquartile range
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were reported, means and SDs were estimated using the
method proposed by Wan et al. [17, 18]. Graphically
reported values were extracted using WebPlotDigitizer Ver-
sion 5.2 [19]. The missing SDs were imputed using the
method described in the Cochrane Handbook for Systematic
Reviews of Interventions, Version 6.5 [18]. For binary out-
comes, pooled odds ratios (ORs) with 95% Cls were calcu-
lated using the Mantel-Haenszel methods, whereas pooled
adjusted hazard ratios (HRs) were estimated using the
inverse variance method. Studies with zero events in both
groups were excluded from the meta-analysis. In addition,
outcomes were not included in the meta-analysis if they
were reported in noncombinable units (e.g., proteinuria) or
were available from only a single study. Heterogeneity was
assessed using the I? statistic, with the desired threshold
set at I >50% [20]. A random-effects model was used
because of the expected clinical heterogeneity in the included
populations [18]. Subgroup analyses were conducted sepa-
rately in kidney and heart transplant recipients. Sensitivity
analysis was performed by removing one study per analysis
(leave-one-out), and additional analyses were conducted by
including only randomized controlled trials and observa-
tional studies with moderate or higher methodological qual-
ity, as determined by our risk of bias assessment. In addition
to a meta-analysis comparing the efficacy and safety of
SGLT?2 inhibitors with those of a control group, an analysis
was performed to evaluate the efficacy and safety of SGLT2
inhibitors before and after drug administration. In the
single-arm analysis, all studies were included regardless of
the risk of bias.

The quality of each included study was assessed using
the Risk of Bias in Nonrandomized Studies of Interventions
tool for nonrandomized comparative studies [21] and the
Risk of Bias 2 tool for a randomized controlled trial (RCT)
[22]. For outcomes with at least 10 included studies, publica-
tion bias was assessed using Egger's regression test and visual
inspection of funnel plots for asymmetry [23]. When asym-
metry was detected, the trim-and-fill method was applied to
explore the potential impact of missing studies. Statistical
significance was set at p < 0.05. All statistical analyses were
performed using R (Version 4.2.1).

3. Results

3.1. Study Selection. Figure S1 presents the study selection
process according to the PRISMA 2020 guidelines. After
removing duplicates, 722 articles were screened by title and
abstract, and 621 articles were excluded. The remaining
101 articles underwent full-text assessment, resulting in 17
comparative studies involving 12,892 patients.

3.2. Study Characteristics. Table 1 summarizes the character-
istics of the 17 studies. One was a double-blind placebo-
controlled RCT, whereas the others were retrospective
cohort studies [24]. There were ten studies on kidney, six
on heart, and one on liver transplant recipients (Table 1).
The number of participants ranged from 37 to 3,940 per
study. The mean or median age of the participants ranged
from 52.1 to 65.0 years. Most studies had a 12-month

follow-up period, whereas others ranged from 3 months to
over 6.9 years.

Four studies evaluated a single SGLT?2 inhibitor: empa-
gliflozin in three [24, 34, 35] and canagliflozin in one [28].
Other studies investigated two or more SGLT2 inhibitors,
whereas six studies did not specify the type of drug used
[29, 31, 33, 38, 39]. Comparators across all studies were
non-SGLT2 inhibitors; one used nonglucagon-like peptide-
1 receptor agonists [28], and another used dipeptidyl
peptidase-4 (DPP-4) inhibitors [33, 40]. All studies allowed
the concomitant use of other hypoglycemic agents, with
insulin and metformin being the most commonly used.

Table S3 summarizes the disease characteristics and
immunosuppressant use. Immunosuppressive regimens
primarily included tacrolimus, mycophenolate, and
corticosteroids, with no significant differences in
corticosteroid usage rates between the intervention and
control group (33.3%-100%). Details of the study design
and outcomes are summarized in Table S4.

3.3. Risk of Bias Assessments. The RCT was assessed as hav-
ing some concerns (Table S5). Four of the 16
nonrandomized studies exhibited a serious risk of bias due
to missing descriptions of the confounding control
methods. The other 12 studies had a moderate risk of bias
due to selection bias and other issues (Figure S2).

3.4. Efficacy and Safety of SGLT2 Inhibitors in
Comparison With the Control Groups

3.4.1. Main Analysis. HbAlc levels were reported in 11 stud-
ies. HbAlc levels significantly decreased more in the SGLT2
inhibitor group compared with the control group (MD:
—-0.59% and 95% CI: —0.91 to —0.26) (Figure la). Further-
more, the SGLT2 inhibitor group exhibited a significantly
greater reduction in BMI and body weight compared to the
control group (MD: —0.82kg/m® and 95% CI: -1.54 to
—0.10 (Figure 1b) MD: —3.0kg and 95% CI: —4.08 to —1.92
(Table S6), respectively). Kidney function was primarily
assessed using eGFR, and the meta-analysis revealed no
significant difference in eGFR changes between the SGLT2
inhibitor and control groups (MD: 2.67 mL/min/
1.73 m?and 95% CIL: —0.29 to 5.64) (Figure 1c). Despite the
inclusion of only two studies, the risk of dialysis was
significantly lower in the SGLT2 inhibitor group than in
the control group (OR: 0.50 and 95% CI: 0.31-0.79)
(Figure 1d). Additionally, the change in SCr level did not
differ between the two groups (Table S6).

Blood pressure was evaluated in five studies, and there
were no significant differences in blood pressure change
between the two groups (SBP: MD, —1.02mmHg and 95%
CI, -8.06 to 6.01 and DBP: MD, -1.68 mmHg and 95% CI,
-3.69 to 0.33) (Figure lef). Cardiovascular events were
reported in four studies. MACE (OR: 0.29 and 95% CI:
0.22-0.38) and HF (OR: 0.66 and 95% CI: 0.52-0.83) risks
were lower in the SGLT?2 inhibitor group than in the control
group, whereas no significant difference was observed
between the two groups regarding MI risk (OR: 0.32 and
95% CI: 0.02-5.49) (Figures 1g, 1h, and 1i).
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Among infection-related safety outcomes, UTI incidence
was reported in 10 studies, with a significantly lower inci-
dence in the SGLT2 inhibitor group compared with the con-
trol group (OR: 0.45 and 95% CI: 0.22-0.92) (Figure 2a),
whereas the incidence of genital mycotic infection did not
differ significantly between groups (Figure 2b).

For other safety outcomes, the risks of graft rejection
(OR: 0.73 and 95% CI: 0.64-0.83) (Figure 2e) and all-cause
mortality (OR: 0.40 and 95% CI: 0.27-0.59) (Figure 2g) were
significantly lower in the SGLT2 inhibitor group, whereas
the risk of AKI showed no significant difference between
the two groups.

In the meta-analysis based on aHRs, the evaluated out-
comes showed trends consistent with those observed in the
main analysis, indicating comparable efficacy and safety of
SGLT?2 inhibitors relative to those of control groups. Signif-
icant benefits of SGLT2 inhibitor use were observed for
dialysis, MACE, all-cause hospitalization, and all-cause
mortality (Figure S3).

3.4.2. Subgroup and Sensitivity Analyses. In the subgroup
analysis limited to kidney transplantation, most efficacy
and safety outcomes were assessed, excluding dialysis. Over-
all, the trends observed in this subgroup were consistent
with those in the main analysis, and the SGLT2 inhibitor
group showed significant reductions in HbAlc, BMI, body
weight, MACE, UTI, graft rejection, and all-cause mortality
compared with the control group (Table 2). Due to the lim-
ited number of included studies, the subgroup analysis lim-
ited to heart transplantation included only selected efficacy
outcomes (excluding dialysis and cardiovascular outcomes)
and safety outcomes (UTI and all-cause hospitalization).
Among these, only eGFR exhibited a significantly greater
increase in the SGLT2 inhibitor group compared with the
control group (MD: 5.24 and 95% CI: 0.51-9.97), whereas
the other outcomes were not statistically significant
(Table 3).

In the sensitivity analysis, which included only observa-
tional studies of moderate or high quality based on the risk
of bias assessment, along with one RCT, the results showed
a trend similar to that of the main analysis (Table 4). Signif-
icant benefits of SGLT2 inhibitor use were also observed for
BMI, body weight, dialysis, MACE, HF, graft rejection, and
all-cause mortality. Leave-one-out sensitivity analyses
revealed no influential study affecting the overall findings
(Figure S4).

3.4.3. Publication Bias Assessments. HbAlc and UTI were
the outcomes of interest, which included at least 10 studies
and allowed for publication bias assessments. For the HbAlc
outcome, Egger's test suggested potential publication bias
(p =0.04), supported by funnel plot asymmetry. Trim-and-
fill analysis imputed five missing studies, and the effect size
was no longer statistically significant after adjustment
(MD: -0.10; 95% CI: —0.44 to 0.25; and p = 0.58), compared
with the original estimate (MD: -0.59; 95% CI: —-0.91 to
—0.26; and p < 0.01). Notably, the imputed studies included
effect sizes exceeding +2%, which, given the known
glucose-lowering effects of SGLT2 inhibitors, would be
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unlikely to occur as they imply a 2% increase in HbAlc com-
pared with the control group. This suggests that the
observed asymmetry may not represent a true publication
bias. No publication bias was observed for the UTI outcome
(Figure S5).

3.5. Efficacy and Safety Outcomes Within the SGLT2
Inhibitor Group. The use of SGLT2 inhibitors in solid organ
transplant recipients led to significant reductions from base-
line in HbA1c, BMI, and body weight, with MD and 95% CI
as follows: —0.47% (—0.71 to —0.22) for HbAlc, —0.73 kg/m2
(-1.13 to —0.33) for BMI, and-2.12kg (-3.36 to —0.87) for
body weight (Table S7). However, eGFR, SCr, and blood
pressure showed no significant changes from baseline.
Among SGLT?2 inhibitor users, the proportions of patients
experiencing dialysis, MACE, HF, and MI were 5% (95%
CL 3-7%), 4% (3-5%), 5% (0-13%), and 1% (0-2%),
respectively. Among the safety outcomes, the most
frequently reported was all-cause hospitalization (32%, 10—
54%), followed by graft rejection (15%, 1-28%), UTI (11%,
7-14%), and AKI (16%, 3-28%) (Table S7).

4. Discussion

To the best of our knowledge, this is the first meta-analysis
to evaluate the efficacy and safety of SGLT2 inhibitors in
patients who underwent solid organ transplant compared
with a control group. The use of SGLT2 inhibitors was asso-
ciated with reductions in HbAlc, body weight, and BMI.
Although the number of studies was limited, SGLT2 inhibi-
tors also appeared to reduce the risk of MACE and HF. Most
safety outcomes were comparable between the groups; nota-
bly, the risks of UTI, graft rejection, and mortality were
lower in the SGLT2 inhibitor group. These trends were gen-
erally maintained in subgroup analyses stratified by study
quality and transplant type, although statistical significance
varied in some cases. Collectively, these findings support
the efficacy and safety of SGLT2 inhibitors in solid organ
transplant recipients.

In this study, the magnitude of the HbAlc reduction
observed in SGLT2 users (pre-post change in single-arm
analysis, HbAlc: —0.47%) was smaller than that reported
in a previous systematic review, in which combination ther-
apy with metformin was associated with reductions of
approximately 0.74%-0.8%, depending on baseline HbAlc
levels [41]. This reduced effect of SGLT?2 inhibitors on blood
glucose levels could be explained by hyperglycemic factors,
including the use of immunosuppressants such as corticoste-
roids and calcineurin inhibitors, in transplant recipients.
However, the potential impact of immunosuppressive ther-
apy, particularly tacrolimus and corticosteroids, on glucose
metabolism could not be quantitatively evaluated because
these data were inconsistently reported across the included
studies. Notably, considering the comparative analysis with
control groups (other antidiabetic agents), the effect of
SGLT2 inhibitors on HbAlc in transplant recipients appears
to be comparable to, or potentially greater than, that in con-
trols. However, given the possibility of publication bias for
this outcome, caution is warranted in interpreting the
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Figure 1: Continued.
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SGLT2I Non-SGLT2I
Study Total  Mean SD Total  Mean SD Mean difference MD 95%-CI Weight
Muir 2017 16 -12.00 12.39 74 0.00 15.91 — -12.00 [-19.07; -4.93] 21.9%
Cehic 2019 20 0.00 17.09 77 -1.00 18.19 —I'— 1.00 [-7.52;9.52] 19.9%
Halden 2019 22 1.00 872 22 0.33  10.30 — 067  [-497;6.31]  23.9%
Hidasome 2021 28 7.00  20.00 57 -3.00 24.00 — 10.00 [0.32; 19.68] 18.4%
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(f) Diastolic blood pressure
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Sheu 2024 72 1623 229 1561 - 0.29 [0.22;0.38]  93.5%
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Heterogeneity: I* = 0%, 72 = 0, p = 0.91 ! ! J ' !
0.2 0.5 1 2 5
(g) Major adverse cardiovascular events
SGLT2I Non-SGLT2I
Study Events Total  Events Total 0Odds ratio OR 95%-CI Weight
Mahmoud 2023 1 98 1 70 0.71 [0.04; 11.57] 0.7%
Lim 2024 1 127 3 127 * 0.33 [0.03; 3.20] 1.1%
Yen 2025b 140 1062 198 1062 |- 0.66 [0.52;0.84] 98.2%
Random effects model 1287 1259 * 0.66 [0.52;0.83]  100.0%
H ity: 12 — 09, 5 2 _ R =0. r T T 1
eterogeneity 0%, 7°=0, p=0.83 o1 05 1 2 10
(h) Heart failure
SGLT2I Non-SGLT2I
Study Events Total  Events Total QOdds ratio OR 95%-CI Weight
Mahmoud 2023 2 98 1 70 : L E— 1.44 [0.13; 16.17] 47.5%
Lim 2024 1 127 11 127 —'—— 0.08 [0.01; 0.66] 52.5%
Random effects model 225 197 ‘—— 0.32 [0.02; 5.49] 100.0%
| I B B E—

Heterogeneity: I? = 69%, 7° = 2.8725, p = 0.07

(i) Myocardial infarction

FIGURE 1: Forest plot of efficacy outcomes. HbAlc, hemoglobin Alc; SGLT2I, sodium-glucose cotransporter-2 inhibitor; SD, standard
deviation; MD, mean difference; CI, confidence interval; eGFR, estimated glomerular filtration rate; and OR, odds ratio.

results. As obesity is a common condition among transplant
recipients, the weight-reducing effect of SGLT2 inhibitors is
particularly beneficial for this population [42] and was dem-
onstrated to be significant in our study. However, the extent
of BMI reduction observed in SGLT2 users was comparable
to that reported in a previous meta-analysis of SGLT2 inhib-

itors, which showed a mean reduction of —0.82 kg/m* (95%
CL: —-1.54 to —0.10) compared with that of the control
group [43].

SGLT?2 inhibitors are known to have cardioprotective
effects in patients with diabetes, which can be attributed to
their hemodynamic effects, improvements in vascular
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FiGure 2: Continued.
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SGLT2I Non-SGLT2I
Study Events  Total Events  Total
Demir 2023 3 36 5 21
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Random effects model 2531 2574

Heterogeneity: I? = 80%, 7% = 0.0908, p < 0.01
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(f) All-cause hospitalization

SGLT2I Non-SGLT2I
Study Events  Total Events  Total
Lim 2022 16 226 173 1857
Lim 2024 1 127 13 127
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(g) All-cause mortality

FIGURE 2: Forest plot of safety outcomes. OR, odds ratio; CI, confidence interval.

function, and positive effects on cardiac remodeling [44, 45].
Considering that PTDM is associated with increased mortal-
ity and cardiovascular events [46], evidence on the cardio-
vascular outcomes of SGLT2 inhibitors in transplant
recipients with diabetes is clinically important. In this
meta-analysis, the risk of MACE or HF was found to be
lower in the SGLT?2 inhibitor group compared with the con-
trol group. Given the limited number of included studies
and the fact that only Lim et al. specifically evaluated cardio-
vascular outcomes as the primary endpoint, the results
should be interpreted with caution. However, the low het-
erogeneity across studies supports the validity of the pooled
estimate. Furthermore, the use of propensity score matching
in the included studies and the consistently observed trend
toward risk reduction further strengthen the clinical rele-
vance of this finding [28, 30, 39].

CKD, a common condition in solid organ transplant
recipients, is often associated with the use of calcineurin
inhibitors [47, 48]. Considering these aspects, the positive
effects of SGLT2 inhibitors in patients with CKD can repre-
sent a highly attractive advantage for solid organ transplant
recipients. Although no benefits in SCr levels or eGFR were
observed in this study, it is important to note that the follow-
up duration in most of the included studies was less than one
year, limiting the ability to evaluate the long-term renal
effects of SGLT2 inhibitors. In a subgroup analysis of heart
transplant recipients, however, SGLT2 inhibitor use was
associated with more favorable changes in eGFR compared
with the control group. Furthermore, the risk of dialysis
was significantly lower with SGLT2 inhibitor use. Although
meta-analysis of proteinuria was not feasible due to the lim-
ited number of studies and inconsistencies in measurement
units, these studies demonstrated a significant reduction in

proteinuria or albuminuria in the SGLT2 inhibitor group
[27, 28]. Because proteinuria is a sensitive and early marker
of kidney damage, these findings may have important clini-
cal implications—even in the absence of clear improvements
in eGFR. Therefore, additional well-designed studies with
longer follow-up periods are warranted to evaluate the full
spectrum of the renal effects associated with SGLT2 inhibi-
tors in this population.

The KDIGO clinical guidelines do not recommend the
use of SGLT2 inhibitors in kidney transplant recipients
because of the potential risk of infection associated with
SGLT?2 inhibitor use. This recommendation was maintained
in the revised guideline published in 2024 [10, 11]. Addition-
ally, a systematic review conducted by Lin et al. suggested
that SGLT2 inhibitor use in transplant patients might be
inappropriate, considering their association with UTIs [14].
Whereas their review was limited to case series, case reports,
or single-arm studies (12 of 15), our study exclusively
included comparative studies. Interestingly, the use of
SGLT?2 inhibitors in our study was associated with a reduced
risk of UTIs compared to the control group, and this finding
remained consistent in the subgroup analysis limited to kid-
ney transplant recipients. This is notable given that UTI is a
common infectious complication, particularly in kidney
transplant recipients. Furthermore, UTI incidence in the
SGLT?2 inhibitor group (11% in kidney transplant recipients)
was lower than that reported in the general diabetic popula-
tion treated with SGLT2 inhibitors (approximately 34%)
[49]. Moreover, the risk of genital mycotic infection did
not differ significantly between the SGLT2 inhibitor and
the control groups. Several clinical factors may help explain
this finding. As noted in diabetes management guidelines,
SGLT?2 inhibitors are generally avoided or used with caution
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TABLE 2: Subgroup analysis in kidney transplantation.

Variabl No. of No. of particilp\)Iants Eutimat 050 1 Heterogeneity
ariables studies SGLT2I SGE¥21 stimates o D p-value

Efficacy
HbAlc (%) 7 2,392 2,397 MD  -045 (=077, -0.13)  90% <0.01
Body mass index (kg/mz) 3 327 254 MD -1.15 (-1.58, —0.72) 0% 0.77
Body weight (kg) 3 67 128 MD 304  (-422,-185) 0% 0.59
eGFR (mL/min/l.73m2) 4 102 145 MD 1.71 (-2.75, 6.18) 70% 0.02
Serum creatinine (mg/dL) 2 52 66 MD 0.00 (-0.14, 0.13) 15% 0.28
Systolic blood pressure (mmHg) 3 62 126 MD 2.38 (—4.48, 9.25) 47% 0.15
Diastolic blood pressure (mmHg) 3 62 127 MD -1.52 (-4.07, 1.03) 0% 0.96
Major adverse cardiovascular events 2 1,750 1,778 OR 0.29 (0.22, 0.38) 0% 0.91
Heart failure 2 225 197 OR 0.45 (0.08, 2.61) 0% 0.67
Myocardial infarction 2 225 197 OR 0.32 (0.02, 5.49) 69% 0.07

Safety
Urinary tract infection 8 823 2,467 OR 0.42 (0.20, 0.85) 81% <0.01
Genital mycotic infection 2 166 165 OR 2.17 (0.37, 12.73) 0% 0.95
Acute kidney injury 2 284 310 OR 0.91 (0.62, 1.32) 0% 0.35
Diabetic ketoacidosis 2 284 310 OR 0.46 (0.07, 3.08) 0% 0.48
Discontinuation of SGLT2I 2 153 152 OR 13.19 (0.92, 188.40) 35% 0.21
Graft rejection 5 1,744 3,415 OR 0.72 (0.54, 0.96) 14% 0.33
All-cause hospitalization 2 1,446 1,431 OR 0.66 (0.29, 1.51) 41% 0.19
All-cause mortality 5 3,973 5,604 OR 0.40 (0.22, 0.73) 86% <0.01

Abbreviations: CI, confidence interval; eGFR, estimated glomerular filtration rate; HbAlc, hemoglobin Alc; MD, mean difference; OR, odds ratio; and

SGLT?2I, sodium-glucose cotransporter 2 inhibitors.

TABLE 3: Subgroup analysis in heart transplantation.

e
Efficacy
HbA1lc (%) 3 53 171 MD -0.70 (-1.83, 0.42) 95% <0.01
Body mass index (kg/m?) 3 53 171 MD 047 (-2.11, 1.16) 69% 0.04
Body weight (kg) 2 36 151 MD  -296  (-7.44,1.52) 0% 0.95
eGFR (mL/min/1.73m>) 4 91 264 MD 524 (0.51, 9.97) 21% 0.28
Serum creatinine (mg/dL) 3 53 171 MD -0.06 (-0.18, 0.06) 0% 0.93
Systolic blood pressure (mmHg) 2 36 151 MD -5.73 (—18.46, 7.01) 81% 0.02
Diastolic blood pressure (mmHg) 2 36 151 MD -1.86 (-8.07, 4.34) 72% 0.06
Safety
Urinary tract infection 2 45 160 OR 1.26 (0.02, 82.80) 73% 0.05
All-cause hospitalization 2 1,085 1,143 OR 0.81 (0.30, 2.20) 77% 0.04

Abbreviations: CI, confidence interval; eGFR, estimated glomerular filtration rate; HbAlc, hemoglobin Alc; MD, mean difference; OR, odds ratio; and

SGLT?2I, sodium-glucose cotransporter 2 inhibitors.

in high-risk patients (e.g., those with recurrent UTIs or
underlying urologic disorders) [50]; therefore, they tend to
be prescribed to transplant recipients with relatively low
baseline infection risk. In clinical practice, standardized
patient education and monitoring protocols for genitouri-
nary infections are also commonly implemented when initi-
ating SGLT2 inhibitors, which may contribute to a lower
observed infection rate. However, given the limited number

of included studies [24, 28, 29], further research is warranted
to clarify these safety outcomes in transplant populations,
especially considering recent findings in patients with diabe-
tes, which emphasize genital fungal infections over
UTIs [51].

Lastly, this study found that the use of SGLT2 inhibitors
was associated with a reduced risk of graft rejection and
mortality compared with that of the control group. The
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TABLE 4: Sensitivity analysis including one RCT and observational studies with moderate or higher quality.

‘ No. of No. of participants ‘ . Heterogeneity
Variables Studies SGLT2I 522'111_21 Estimates 95% CI P p-value
Efficacy

HbA1lc (%) 7 2,443 2,593 MD -0.21 (-0.42, 0.00) 73% <0.01
Body mass index (kg/mz) 4 414 471 MD -1.13 (-1.53, -0.73) 0% 0.90
Body weight (kg) 4 154 345 MD  -300 (-4.11,-189) 0% 0.78
eGFR (mL/min/1.73m?) 6 208 454 MD 1.83 (-1.62, 5.28) 62% 0.02
Serum creatinine (mg/dL) 5 105 237 MD -0.03 (-0.12, 0.05) 0% 0.79
Dialysis 2 2,472 2,472 OR 0.50 (0.31, 0.79) 74% 0.05
Systolic blood pressure (mmHg) 3 62 126 MD 2.38 (-4.48, 9.25) 47% 0.15
Diastolic blood pressure (mmHg) 3 62 127 MD -1.52 (-4.07, 1.03) 0% 0.96
Major adverse cardiovascular events 2 1,750 1,778 OR 0.29 (0.22, 0.38) 0% 0.91
Heart failure 3 1,287 1,259 OR 0.66 (0.52, 0.83) 0% 0.83
Myocardial infarction 2 225 197 OR 0.32 (0.02, 5.49) 69% 0.07
Safety
Urinary tract infection 8 810 2527 OR 0.48 (0.22, 1.08) 83% <0.01
Genital mycotic infection 2 166 165 OR 2.17 (0.37, 12.73) 0% 0.95
Acute kidney injury 2 284 310 OR 091 (0.62, 1.32) 0% 0.35
Diabetic ketoacidosis 2 284 310 OR 0.46 (0.07, 3.08) 0% 0.48
Discontinuation of SGLT2I 2 153 152 OR 13.19 (0.92, 188.40) 35% 0.21
Graft rejection 6 2,857 4,673 OR 0.74 (0.65, 0.84) 0% 0.58
All-cause hospitalization 3 2,495 2,553 OR 0.74 (0.49, 1.11) 85% <0.01
All-cause mortality 7 5,122 6,883 OR 0.40 (0.27, 0.59) 80% <0.01

Abbreviations: CI, confidence interval; eGFR, estimated glomerular filtration rate; HbAlc, hemoglobin Alc; MD, mean difference; OR, odds ratio; and

SGLT?2I, sodium-glucose cotransporter 2 inhibitors.

reduction in rejection may be attributed to the potential
immunomodulatory effects of SGLT2 inhibitors [52], which
could represent a clinically meaningful benefit for transplant
recipients. In addition, an in vitro study reported that empa-
gliflozin alleviated not only tacrolimus-induced hyperglyce-
mia but also renal artery injury, further supporting the
potential protective effects observed in clinical settings
[53]. However, it should be noted that rejection was not
evaluated as a primary outcome, limiting the strength of this
conclusion [25, 26, 29, 40]. The observed reduction in mor-
tality may be related to the decreased risk of graft rejection,
along with the previously identified benefits of SGLT2 inhib-
itors on MACE, HF, and glycemic control in this study.
Notably, a consistent trend toward lower mortality was
observed across all included studies, and five out of the seven
studies explicitly reported mortality as an outcome of inter-
est, adding weight to the clinical relevance of this finding
[26, 30-33, 39, 40]. This finding is consistent with previous
evidence demonstrating a reduction in mortality risk associ-
ated with SGLT2 inhibitor use [54]. However, considering
that most of the included studies were retrospective observa-
tional in nature and that current clinical guidelines do not
recommend the use of SGLT2 inhibitors in solid organ
transplant recipients [11], there may have been differences
in the baseline clinical status between patients who received
SGLT?2 inhibitors and those who did not. Therefore, the pos-

sibility that such differences contributed to the observed
mortality outcomes cannot be excluded, and these findings
should be interpreted with caution.

This study has some limitations. First, the number of
study participants in most studies was relatively small, which
may have led to uncertainty in the effect estimates and lim-
ited the generalizability of the results. However, this limita-
tion is inevitable given the characteristics of solid organ
transplantation. Therefore, it may be necessary to confirm
the findings of this study through larger-scale studies, if fea-
sible. Second, most of the studies included in this analysis
were observational, which are prone to bias owing to the
nature of the study design. To address this issue, we assessed
the risk of bias and conducted subgroup analyses that
included only studies of acceptable quality, and a consistent
trend was observed. Moreover, most included studies
allowed concomitant use of other hypoglycemic agents,
which may have influenced glycemic outcomes. Third, most
of the included studies focused on kidney or heart transplant
recipients, limiting their ability to estimate the effects of
SGLT2 inhibitors in liver transplant recipients. Conse-
quently, further studies are necessary to evaluate the efficacy
of SGLT2 inhibitors in liver transplant recipients. Finally,
considering the patient characteristics of the included stud-
ies, these findings may not apply to transplant recipients
with impaired renal function.
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5. Conclusion

This is the first meta-analysis to systematically evaluate the
efficacy and safety of SGLT2 inhibitors with control groups
in solid organ transplant recipients. SGLT2 inhibitors were
associated with improvements in glycemic control and
reductions in body weight, as well as favorable trends in car-
diovascular outcomes. Most safety outcomes, including UTI
and graft rejection, were comparable to or even more favor-
able in the SGLT2 inhibitor group, particularly in kidney
transplant recipients. Considering the clinical significance
of infections and graft rejection in transplant recipients,
these findings may provide a compelling rationale for the
use of SGLT2 inhibitors in this patient group. However,
given the limited number of studies available for certain out-
comes such as cardiovascular events, further large-scale
comparative studies are required to confirm these findings
and to evaluate the long-term effects of SGLT2 inhibitors
in diverse transplant populations.

Data Availability Statement

All data generated or analyzed during this study are included
in this published article and its supporting information.

Disclosure

All authors participated in the final approval of the
manuscript.

Conflicts of Interest

The authors declare no conflicts of interest.

Author Contributions

All authors participated in the conception and design of the
study, the data acquisition and analysis, the interpretation of
data, and the writing of the manuscript.

Funding

This work was supported by the 2024 Yeungnam University
Research Grant (224A061021).

Supporting Information

Additional supporting information can be found online in
the  Supporting Information  section.  (Supporting
Information) Table S1: Checklist for preferred reporting
items for systematic reviews and meta-analyses. Table S2:
Search strategy. Table S3: The detailed characteristics of
the included patients. Table S4: The detailed study design
and outcomes of the included studies. Table S5: Detailed
information regarding the risk of bias assessment according
to the Risk of Bias 2 criteria. Table S6: Summary of the meta-
analysis results for other efficacy outcomes of SGLT2 inhib-
itors with the control groups. Table S7: Summary of the
meta-analysis results for efficacy and safety outcomes within
the SGLT?2 group. Figure S1: Flowchart of the study selection

13

process. Figure S2: Quality assessment of the risk of bias
according to the ROBINS-I criteria. Figure S3: Forest plots
of hazard ratios. Figure S4: Sensitivity analysis with the
leave-one-out method. Figure S5: Funnel plots.

References

[1] J. Spardy, J. Concepcion, M. Yeager, R. Andrade, H. Braun,
and A. Elkbuli, “National Analysis of Recent Trends in Organ
Donation and Transplantation in the United States: Toward
Optimizing Care Delivery and Patient Outcomes,” The Amer-
ican Surgeon 89, no. 12 (2023): 5201-5209, https://doi.org/
10.1177/00031348221135776.

[2] L. D. Ferreira, C. Goff, S. Kamepalli, et al., “Survival Benefit of
Solid-Organ Transplantation: 10-Year Update,” Digestive Dis-
eases and Sciences 68, no. 9 (2023): 3810-3817, https://doi.org/
10.1007/s10620-023-08012-1.

[3] A. Karolin, V. Genitsch, and D. Sidler, “Calcineurin Inhibitor
Toxicity in Solid Organ Transplantation,” Pharmacology 106,
no. 7-8 (2021): 347-355, https://doi.org/10.1159/000515933.

[4] Q.Dos Santos, M. Hornum, C. Terrones-Campos, et al., “Post-
transplantation Diabetes Mellitus Among Solid Organ Recipi-
ents in a Danish Cohort,” Transplant International 35 (2022):
10352, https://doi.org/10.3389/t1.2022.10352.

[5] M. P. Martinez Cantarin, “Diabetes in Kidney Transplanta-
tion,” Advances in Chronic Kidney Disease 28, no. 6 (2021):
596-605, https://doi.org/10.1053/j.ackd.2021.10.004.

[6] W. G. Lee, C. I. Wells, J. L. McCall, R. Murphy, and L. D.
Plank, “Prevalence of Diabetes in Liver Cirrhosis: A Systematic
Review and Meta-Analysis,” Diabetes Metabolism Research
and Reviews 35, no. 6 (2019): e3157, https://doi.org/10.1002/
dmrr.3157.

[7] J. Lin, S. A. Pearson, J. R. Greenfield, et al., “Trends in Use of

Sodium-Glucose Co-Transporter 2 Inhibitors (SGLT2i) and

Glucagon-Like Peptide-1 Receptor Agonists (GLP-1RA) in

Australia in the Era of Increased Evidence of their Cardiovas-

cular Benefits (2014-2022),” European Journal of Clinical

Pharmacology 79, no. 9 (2023): 1239-1248, https://doi.org/

10.1007/500228-023-03539-8.

American Diabetes Association Professional Practice Com-

mittee, “9. Pharmacologic Approaches to Glycemic Treat-

ment:Standards of Care in Diabetes-2024,” Supplement 1,

Diabetes Care 47, S158-S178, https://doi.org/10.2337/dc24-

S009.

[9] M. Arshad, F. Hoda, N. A. Siddiqui, A. K. Najmi, and
M. Ahmad, “Genito Urinary Infection and Urinary Tract
Infection in Patients With Type 2 Diabetes Mellitus Receiving
SGLT2 Inhibitors: Evidence From a Systematic Literature
Review of Landmark Randomized Clinical Trial,” Drug
Research 74, no. 7 (2024): 307-313, https://doi.org/10.1055/
a-2347-9824.

[10] K. Disease, “KDIGO 2022 Clinical Practice Guideline for Dia-
betes Management in Chronic Kidney Disease,” Kidney Inter-
national 102, no. 5 (2022): S1-S127, https://doi.org/10.1016/
j-kint.2022.06.008.

[11] K. Disease, “KDIGO 2024 Clinical Practice Guideline for the
Evaluation and Management of Chronic Kidney Disease,” Kid-
ney International 105, no. 4 (2024): S117-S314, https://
doi.org/10.1016/j.kint.2023.10.018.

[12] D. Oikonomaki, E. Dounousi, A. Duni, S. Roumeliotis, and
V. Liakopoulos, “Incretin Based Therapies and SGLT-2 Inhib-
itors in Kidney Transplant Recipients With Diabetes: A

=
&

3SUS017 SUOLLILLOD dA1IER1D) 3|qedt dde au) AQ pauLBAOD a2 S0 1 YO 138N JO S9N 10J ARIq1T BUIIUO AB|IA UO (SUOTIPUOD-PUR-SWBH D" A8 | 1M AReuq1]BU1UO//SANY) SUOIPLOD PUe SWLB | 8U3 383 *[9202/€0/9T ] Uo Ariqiautiuo A(1m ‘Ariqr] poIN AIsIBAIUN BSUO A Ad £GE0S8/PI/SSTT OT/I0p/wod A8 | Im ARl Ul |uo//SdRY WO papeoiumoq ‘T ‘920¢ 'S8T


https://doi.org/10.1155/jdr/8540354
https://doi.org/10.1155/jdr/8540354
https://doi.org/10.1177/00031348221135776
https://doi.org/10.1177/00031348221135776
https://doi.org/10.1007/s10620-023-08012-1
https://doi.org/10.1007/s10620-023-08012-1
https://doi.org/10.1159/000515933
https://doi.org/10.3389/ti.2022.10352
https://doi.org/10.1053/j.ackd.2021.10.004
https://doi.org/10.1002/dmrr.3157
https://doi.org/10.1002/dmrr.3157
https://doi.org/10.1007/s00228-023-03539-8
https://doi.org/10.1007/s00228-023-03539-8
https://doi.org/10.2337/dc24-S009
https://doi.org/10.2337/dc24-S009
https://doi.org/10.1055/a-2347-9824
https://doi.org/10.1055/a-2347-9824
https://doi.org/10.1016/j.kint.2022.06.008
https://doi.org/10.1016/j.kint.2022.06.008
https://doi.org/10.1016/j.kint.2023.10.018
https://doi.org/10.1016/j.kint.2023.10.018

14

(13]

(14]

(15]

(16]

(17]

(20]

[21]

(22]

(23]

(24]

[25]

[26]

Systematic Review and Meta-Analysis,” Diabetes Research and
Clinical Practice 172 (2021): 108604, https://doi.org/10.1016/
j.diabres.2020.108604.

C. Lo, T. Toyama, M. Oshima, et al., “Glucose-lowering Agents
for Treating Pre-Existing and New-Onset Diabetes in Kidney
Transplant recipients,” Cochrane Database of Systematic
Reviews 2020, no. 8 (2020): CD009966, https://doi.org/
10.1002/14651858.CD009966.pub3.

Y. Lin, M. Mok, J. Harrison, et al., “Use of Sodium-Glucose
Co-Transporter 2 Inhibitors in Solid Organ Transplant Recip-
ients With Pre-Existing Type 2 or Post-Transplantation Dia-
betes Mellitus: A Systematic Review,” Transplantation
Reviews 37, no. 1 (2023): 100729, https://doi.org/10.1016/
j.trre.2022.100729.

A. Chewcharat, N. Prasitlumkum, C. Thongprayoon, et al.,
“Efficacy and Safety of SGLT-2 Inhibitors for Treatment of
Diabetes Mellitus Among Kidney Transplant Patients: A Sys-
tematic Review and Meta-Analysis,” Medical Science 8, no. 4
(2020): 47, https://doi.org/10.3390/medsci8040047.

M. J. Page, J. E. McKenzie, P. M. Bossuyt, et al., “The PRISMA
2020 Statement: An Updated Guideline for Reporting System-
atic Reviews,” Journal of Clinical Epidemiology 134, no. 2021
(2021): 178-189, https://doi.org/10.1016/j.jclinepi.2021.03.001.

X. Wan, W. Wang, J. Liu, and T. Tong, “Estimating the Sample
Mean and Standard Deviation From the Sample Size, Median,
Range and/or Interquartile Range,” BMC Medical Research
Methodology 14, no. 1 (2014): 135, https://doi.org/10.1186/
1471-2288-14-135.

J. P. T. Higgins, J. Thomas, J. Chandler, et al., “Cochrane
Handbook for Systematic Reviews of Interventions Version
6.5 (Updated August 2024)” Cochrane. 2024. Available from:
http://www.training.cochrane.org/handbook/.

A. Rohatgi, “WebPlotDigitizer. Version 5.2 2025” Available
from: https://automeris.io/.

J. P. Higgins and S. G. Thompson, “Quantifying Heterogeneity
in a Meta-Analysis,” Statistics in Medicine 21, no. 11 (2002):
15391558, https://doi.org/10.1002/sim.1186.

J. A. Sterne, M. A. Hernan, B. C. Reeves, et al., “ROBINS-I: A
Tool for Assessing Risk of Bias in Non-randomised Studies
of Interventions,” BMJ 355 (2016): i4919, https://doi.org/
10.1136/bm;.i4919.

J. A. C. Sterne, J. Savovic, M. J. Page, et al., “RoB 2: A Revised
Tool for Assessing Risk of Bias in Randomised Trials,” BMJ
366 (2019): 14898, https://doi.org/10.1136/bm;.14898.

M. Egger, G. Davey Smith, M. Schneider, and C. Minder, “Bias
in Meta-Analysis Detected by a Simple, Graphical Test,” BMJ
315, no. 7109 (1997): 629-634, https://doi.org/10.1136/
bmj.315.7109.629.

T. A. S. Halden, K. E. Kvitne, K. Midtvedt, et al., “Efficacy and
Safety of Empagliflozin in Renal Transplant Recipients With
Posttransplant Diabetes Mellitus,” Diabetes Care 42, no. 6
(2019): 1067-1074, https://doi.org/10.2337/dc19-0093.

Y. Hisadome, T. Mei, H. Noguchi, et al., “Safety and Efficacy of
Sodium-Glucose Cotransporter 2 Inhibitors in Kidney Trans-
plant Recipients With Pretransplant Type 2 Diabetes Mellitus:
A Retrospective, Single-Center, Inverse Probability of Treat-
ment Weighting Analysis of 85 Transplant Patients,” Trans-
plantation Direct 7, no. 11 (2021): €772, https://doi.org/
10.1097/txd.0000000000001228.

J. H. Lim, S. Kwon, Y. Jeon, et al., “The Efficacy and Safety of
SGLT2 Inhibitor in Diabetic Kidney Transplant Recipients,”

(27]

(28]

[29]

(30]

(31]

(32]

(33]

(34]

(35]

(36]

(37]

(38]

Journal of Diabetes Research

Transplantation 106, no. 9 (2022): e404-e412, https://
doi.org/10.1097/tp.0000000000004228.

M. E. Demir, T. E. Ozler, O. Merhametsiz, et al., “The Results
of SGLT-2 Inhibitors Use in Kidney Transplantation: 1-Year
Experiences From Two Centers,” International Urology and
Nephrology 55, no. 11 (2023): 2989-2999, https://doi.org/
10.1007/s11255-023-03645-7.

T. Mahmoud, J. Yagan, A. Hasan, et al., “Sodium-Glucose Co-
Transporter 2 Inhibitors & Glucagon-Like Peptide-1 Receptor
Agonists, Efficacy & Safety in Diabetic Kidney Transplant
Recipients,” Clinical Transplantation 37, no. 12 (2023):
el5144, https://doi.org/lO.l 111/ctr.15144.

A. Yeggalam, J. A. Liebich, K. Yu, et al., “Safety and Efficacy of
Sodium-Glucose Co-Transporter-2 Inhibitors in Patients
With Kidney Transplantation and Diabetes Mellitus,” Diabe-
tes, Obesity ¢ Metabolism 25, no. 6 (2023): 1777-1780,
https://doi.org/10.1111/dom.15035.

J. H. Lim, S. Kwon, Y. J. Seo, et al., “Cardioprotective Effect of
SGLT2 Inhibitor in Diabetic Kidney Transplant Recipients: A
Multicenter Propensity Score Matched Study,” Kidney Inter-
national Reports 9, no. 8 (2024): 2474-2483, https://doi.org/
10.1016/j.ekir.2024.05.022.

J. Y. Sheu, L. Y. Chang, J. Y. Chen, et al., “The Outcomes of
SGLT-2 Inhibitor Utilization in Diabetic Kidney Transplant
Recipients,” Nature Communications 15, no. 1 (2024): 10043,
https://doi.org/10.1038/s41467-024-54171-8.

T. Diker Cohen, A. Polansky, I. Bergman, et al., “Safety of
Sodium-Glucose Cotransporter 2 Inhibitors in Kidney Trans-
plant Recipients With Diabetes Mellitus,” Diabetes ¢ Metabo-
lism 51, no. 3 (2025): 101627, https://doi.org/10.1016/
j.diabet.2025.101627.

E.S. Yen, C. C. Hsu, Y. K. Yeh, et al,, “The Impact of Sodium-
Glucose Cotransporter-2 Inhibitors on Dialysis Risk and Mor-
tality in Kidney Transplant Patients With Diabetes,” American
Journal of Transplantation 25, no. 9 (2025): 1954-1964,
https://doi.org/10.1016/j.ajt.2025.03.019.

C. A. Muir, J. R. Greenfield, and P. S. MacDonald, “Empagli-
flozin in the Management of Diabetes Mellitus After Cardiac
Transplantation,” The Journal of Heart and Lung Transplanta-
tion 36, no. 8 (2017): 914-916, https://doi.org/10.1016/
j.healun.2017.05.005.

M. G. Cehic, C. A. Muir, J. R. Greenfield, et al,, “Efficacy
and Safety of Empagliflozin in the Management of Diabetes
Mellitus in Heart Transplant Recipients,” Transplantation
Direct 5, no. 5 (2019): e450, https://doi.org/10.1097/
txd.0000000000000885.

R. Marfella, N. D'Onofrio, M. C. Trotta, et al., “Sodium/Glu-
cose Cotransporter 2 (SGLT2) Inhibitors Improve Cardiac
Function by Reducing JunD Expression in Human Diabetic
Hearts,” Metabolism 127 (2022): 154936, https://doi.org/
10.1016/j.metabol.2021.154936.

Y. M. Ly, C. Y. Chang, M. F. Chen, et al,, “Are There Any
Renoprotective Effects of SGLT2 Inhibitors in Heart Trans-
plant Recipients With Diabetes?,” Acta Cardiologica Sinica
41, no. 2 (2025): 242-250, https://doi.org/10.6515/
ACS.202503_41(2).20241111C.

L. M. Raven, J. R. Greenfield, A. Jabbour, P. S. Macdonald, and
C. A. Muir, “Sodium Glucose Cotransporter 2 Inhibitors Are
Associated With Renal Stabilization in Heart Transplanta-
tion,” JHLT Open 8 (2025): 100255, https://doi.org/10.1016/
j.jh1t0.2025.100255.

3SUS017 SUOLLILLOD dA1IER1D) 3|qedt dde au) AQ pauLBAOD a2 S0 1 YO 138N JO S9N 10J ARIq1T BUIIUO AB|IA UO (SUOTIPUOD-PUR-SWBH D" A8 | 1M AReuq1]BU1UO//SANY) SUOIPLOD PUe SWLB | 8U3 383 *[9202/€0/9T ] Uo Ariqiautiuo A(1m ‘Ariqr] poIN AIsIBAIUN BSUO A Ad £GE0S8/PI/SSTT OT/I0p/wod A8 | Im ARl Ul |uo//SdRY WO papeoiumoq ‘T ‘920¢ 'S8T


https://doi.org/10.1016/j.diabres.2020.108604
https://doi.org/10.1016/j.diabres.2020.108604
https://doi.org/10.1002/14651858.CD009966.pub3
https://doi.org/10.1002/14651858.CD009966.pub3
https://doi.org/10.1016/j.trre.2022.100729
https://doi.org/10.1016/j.trre.2022.100729
https://doi.org/10.3390/medsci8040047
https://doi.org/10.1016/j.jclinepi.2021.03.001
https://doi.org/10.1186/1471-2288-14-135
https://doi.org/10.1186/1471-2288-14-135
http://www.training.cochrane.org/handbook/
https://automeris.io/
https://doi.org/10.1002/sim.1186
https://doi.org/10.1136/bmj.i4919
https://doi.org/10.1136/bmj.i4919
https://doi.org/10.1136/bmj.l4898
https://doi.org/10.1136/bmj.315.7109.629
https://doi.org/10.1136/bmj.315.7109.629
https://doi.org/10.2337/dc19-0093
https://doi.org/10.1097/txd.0000000000001228
https://doi.org/10.1097/txd.0000000000001228
https://doi.org/10.1097/tp.0000000000004228
https://doi.org/10.1097/tp.0000000000004228
https://doi.org/10.1007/s11255-023-03645-7
https://doi.org/10.1007/s11255-023-03645-7
https://doi.org/10.1111/ctr.15144
https://doi.org/10.1111/dom.15035
https://doi.org/10.1016/j.ekir.2024.05.022
https://doi.org/10.1016/j.ekir.2024.05.022
https://doi.org/10.1038/s41467-024-54171-8
https://doi.org/10.1016/j.diabet.2025.101627
https://doi.org/10.1016/j.diabet.2025.101627
https://doi.org/10.1016/j.ajt.2025.03.019
https://doi.org/10.1016/j.healun.2017.05.005
https://doi.org/10.1016/j.healun.2017.05.005
https://doi.org/10.1097/txd.0000000000000885
https://doi.org/10.1097/txd.0000000000000885
https://doi.org/10.1016/j.metabol.2021.154936
https://doi.org/10.1016/j.metabol.2021.154936
https://doi.org/10.6515/ACS.202503_41(2).20241111C
https://doi.org/10.6515/ACS.202503_41(2).20241111C
https://doi.org/10.1016/j.jhlto.2025.100255
https://doi.org/10.1016/j.jhlto.2025.100255

Journal of Diabetes Research

(39]

(40]

(41]

[42]

(43]

(44]

(45]

[46]

(47]

(48]

(49]

(50]

(51]

F. S. Yen, Y. M. Hung, J. Y. Huang, et al.,, “Effects of SGLT2
Inhibitors on Transplant Survival and Key Clinical Outcomes
in Heart Transplant Recipients With Diabetes,” Journal of
Internal Medicine 297, no. 5 (2025): 532-542, https://doi.org/
10.1111/joim.20077.

K. Zheng, A. Azhie, X. You, et al., “Glucagon-Like Peptide-1
Receptor Agonists Andsodium-Glucose Cotransporter-2
Inhibitors for the Treatment of Diabetes Mellitus in Liver
Transplant Recipients,” Diabetes, Obesity ¢ Metabolism 26,
no. 10 (2024): 4261-4272, https://doi.org/10.1111/dom.15769.

A.J. Scheen, “Reduction in HbAlc With SGLT2 Inhibitors vs.
DPP-4 Inhibitors as Add-Ons to Metformin Monotherapy
According To Baseline HbAlc: A Systematic Review of Ran-
domized Controlled Trials,” Diabetes ¢ Metabolism 46, no. 3
(2020): 186-196, https://doi.org/10.1016/j.diabet.2020.01.002.

M. Nohre, E. Schieffer, A. Hanke, et al., “Obesity After Kidney
Transplantation-Results of a KTx360°Substudy,” Frontiers in
Psychiatry 11~ (2020): 399, https://doi.org/10.3389/
fpsyt.2020.00399.

A.J. Y. Cheong, Y. N. Teo, Y. H. Teo, et al., “SGLT Inhibitors
on Weight and Body Mass: A Meta-Analysis of 116
Randomized-Controlled Trials,” Obesity 30, no. 1 (2022):
117-128, https://doi.org/10.1002/0by.23331.

P. Sarafidis, C. J. Ferro, E. Morales, et al., “SGLT-2 Inhibitors
and GLP-1 Receptor Agonists for Nephroprotection and Car-
dioprotection in Patients With Diabetes Mellitus and Chronic
Kidney Disease. A Consensus Statement by the EURECA-M
and the DIABESITY Working Groups of the ERA-EDTA,”
Nephrology, Dialysis, Transplantation 34, no. 2 (2019): 208-
230, https://doi.org/10.1093/ndt/gfy407.

M. Nashawi, O. Sheikh, A. Battisha, A. Ghali, and R. Chilton,
“Neural Tone and Cardio-Renal Outcomes in Patients With
Type 2 Diabetes Mellitus: A Review of the Literature With
a Focus on SGLT2 Inhibitors,” Heart Failure Reviews 26,
no. 3 (2021): 643-652, https://doi.org/10.1007/s10741-020-
10046-w.

I. A. Eide, T. A. Halden, A. Hartmann, et al., “Mortality Risk in
Post-Transplantation Diabetes Mellitus Based on Glucose and
HbA1c Diagnostic Criteria,” Transplant International 29, no. 5
(2016): 568-578, https://doi.org/10.1111/tri.12757.

A. C. Wiseman, “CKD in Recipients of Nonkidney Solid
Organ Transplants: A Review,” American Journal of Kidney
Diseases 80, no. 1 (2022): 108-118, https://doi.org/10.1053/
j.ajkd.2021.10.014.

M. Naesens, D. R. Kuypers, and M. Sarwal, “Calcineurin
Inhibitor Nephrotoxicity,” Clinical Journal of the American
Society of Nephrology 4, no. 2 (2009): 481-508, https://
doi.org/10.2215/CJN.04800908.

S. Uitrakul, K. Aksonnam, P. Srivichai, S. Wicheannarat, and
S. Incomenoy, “The Incidence and Risk Factors of Urinary
Tract Infection in Patients With Type 2 Diabetes Mellitus
Using SGLT2 Inhibitors: A Real-World Observational Study,”
Medicine 9, no. 12 (2022): https://doi.org/10.3390/
medicines9120059.

American Diabetes Association Professional Practice Com-
mittee, “9. Pharmacologic Approaches to Glycemic Treatment:
Standards of Care in Diabetes-2025,” Supplement_1, Diabetes
Care 48, S181-5206, https://doi.org/10.2337/dc25-S009.

V. Kittipibul, Z. L. Cox, S. Chesdachai, M. Fiuzat, ]. Lindenfeld,
and R. J. Mentz, “Genitourinary Tract Infections in Patients
Taking SGLT2 Inhibitors: JACC Review Topic of the Week,”

(52]

(53]

(54]

15

Journal of the American College of Cardiology 83, no. 16
(2024): 1568-1578, https://doi.org/10.1016/j.jacc.2024.01.040.

S. A. Lee and L. V. Riella, “Narrative Review of Immunomod-
ulatory and Anti-Inflammatory Effects of Sodium-Glucose
Cotransporter 2 Inhibitors: Unveiling Novel Therapeutic
Frontiers,” Kidney International Reports 9, no. 6 (2024):
1601-1613, https://doi.org/10.1016/j.ekir.2024.02.1435.

J. Jin, L. Jin, K. Luo, S. W. Lim, B. H. Chung, and C. W. Yang,
“Effect of Empagliflozin on Tacrolimus-Induced Pancreas Islet
Dysfunction and Renal Injury,” American Journal of Trans-
plantation 17, no. 10 (2017): 2601-2616, https://doi.org/
10.1111/ajt.14316.

B. F. Spiazzi, G. F. Piccoli, L. F. Wayerbacher, et al., “SGLT2
Inhibitors, Cardiovascular Outcomes, and Mortality Across
the Spectrum of Kidney Disease: A Systematic Review and
Meta-Analysis,” Diabetes Research and Clinical Practice 218
(2024): 111933, https://doi.org/10.1016/j.diabres.2024.111933.

3SUS017 SUOLLILLOD dA1IER1D) 3|qedt dde au) AQ pauLBAOD a2 S0 1 YO 138N JO S9N 10J ARIq1T BUIIUO AB|IA UO (SUOTIPUOD-PUR-SWBH D" A8 | 1M AReuq1]BU1UO//SANY) SUOIPLOD PUe SWLB | 8U3 383 *[9202/€0/9T ] Uo Ariqiautiuo A(1m ‘Ariqr] poIN AIsIBAIUN BSUO A Ad £GE0S8/PI/SSTT OT/I0p/wod A8 | Im ARl Ul |uo//SdRY WO papeoiumoq ‘T ‘920¢ 'S8T


https://doi.org/10.1111/joim.20077
https://doi.org/10.1111/joim.20077
https://doi.org/10.1111/dom.15769
https://doi.org/10.1016/j.diabet.2020.01.002
https://doi.org/10.3389/fpsyt.2020.00399
https://doi.org/10.3389/fpsyt.2020.00399
https://doi.org/10.1002/oby.23331
https://doi.org/10.1093/ndt/gfy407
https://doi.org/10.1007/s10741-020-10046-w
https://doi.org/10.1007/s10741-020-10046-w
https://doi.org/10.1111/tri.12757
https://doi.org/10.1053/j.ajkd.2021.10.014
https://doi.org/10.1053/j.ajkd.2021.10.014
https://doi.org/10.2215/CJN.04800908
https://doi.org/10.2215/CJN.04800908
https://doi.org/10.3390/medicines9120059
https://doi.org/10.3390/medicines9120059
https://doi.org/10.2337/dc25-S009
https://doi.org/10.1016/j.jacc.2024.01.040
https://doi.org/10.1016/j.ekir.2024.02.1435
https://doi.org/10.1111/ajt.14316
https://doi.org/10.1111/ajt.14316
https://doi.org/10.1016/j.diabres.2024.111933

	Sodium–Glucose Cotransporter 2 Inhibitors in Diabetic Solid Organ Transplant Recipients: A Systematic Review and Meta-Analysis of Comparative Studies
	1. Introduction
	2. Materials and Methods
	2.1. Search Strategy
	2.2. Study Selection
	2.3. Data Extraction and Outcomes
	2.4. Analyses

	3. Results
	3.1. Study Selection
	3.2. Study Characteristics
	3.3. Risk of Bias Assessments
	3.4. Efficacy and Safety of SGLT2 Inhibitors in Comparison With the Control Groups
	3.4.1. Main Analysis
	3.4.2. Subgroup and Sensitivity Analyses
	3.4.3. Publication Bias Assessments

	3.5. Efficacy and Safety Outcomes Within the SGLT2 Inhibitor Group

	4. Discussion
	5. Conclusion
	Data Availability Statement
	Disclosure
	Conflicts of Interest
	Author Contributions
	Funding
	Supporting Information
	References




