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[Abstract] Objective To perform an updated assessment of Fournier gangrene (FG)
associated with sodium-glucose cotransporter-2 (SGLT2) inhibitors based on the U.S. Food and
Drug Administration Adverse Event Reporting System (FAERS) database, and to provide a
reference for safe clinical medication. Methods FG reports related to empagliflozin, dapagliflozin,

canagliflozin, ertugliflozin, and their fixed-dose combinations from the first quarter of 2013 to the
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first quarter of 2026 were retrieved from the FAERS database. Adverse drug event signals were mined using the
reporting odds ratio (ROR), proportional reporting ratio (PRR), Bayesian confidence propagation neural
network (BCPNN), and multi-item gamma Poisson shrinker (MGPS) methods. Descriptive analyses were
performed for demographic characteristics, clinical outcomes, and time to onset. Results A total of 1,814
SGLT?2 inhibitor-related FG reports were identified, with empagliflozin having the largest number of reports
(n = 1,142). Cases were predominantly male (60.00% to 73.26%). Hospitalization was the most common serious
outcome (46.06% to 68.66%), and death reports accounted for 6.22% to 9.77% of cases. Positive signals were
detected for all four SGLT2 inhibitors. Cases of FG were most prevalent among patients with a treatment
duration > 360 days, which constituted the largest proportion ( > 40%), followed by those with 181 to 360 days;
approximately 8%-14% of cases occurred within 30 days of treatment initiation. Conclusion Significant
disproportionality signals were observed between all four SGLT2 inhibitors and FG at the reporting level. Given
the acute onset of FG, the relatively high proportion of fatal reports, and the persistence of risk throughout the

treatment course, clinicians should enhance monitoring for symptoms of this adverse event throughout the

entire treatment course.

[Keywords] Sodium-glucose co-transporter 2 inhibitor; Fournier gangrene; Adverse drug reaction;

Data mining; FDA Adverse Event Reporting System database
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Table 2. Basic characteristics and reporting information of SGLT2 inhibitor—associated FG cases [n(%)]

FHIE BggE (n=1142) KHKEFE (n=389) R FNE (n=268) YFEHEIE (n=15)
PE5
ok 242 (21.19) 83 (21.34) 61 (22.76) 6 (40.00)
Pl 776 (67.95) 285 (73.26) 193 (72.01) 9 (60.00)
KA 124 (10.86) 21 (5.40) 14 (5.22) —
AT (kg)
<50 2 (0.18) 2 (0.51) — —
50~100 197 (17.25) 83 (21.34) 24 (8.96) 2 (13.33)
>100 210 (18.39) 136 (34.96) 36 (13.43) 7 (46.67)
R 733 (64.19) 168 (43.19) 208 (77.61) 6 (40.00)
AEl (%)
<18 — 1 (0.26) — —
18~<65 501 (43.87) 217 (55.78) 184 (68.66) 13 (86.67)
65~85 282 (24.69) 85 (21.85) 52 (19.40) —
> 85 16 (1.40) 5 (1.29) 2 (0.75) —
R 343 (30.04) 81 (20.82) 30 (11.19) 2 (13.33)
WA ER MK (A5 5107)
1 [ 500 (43.78) FE[H 213 (54.76) FEE 191 (71.27) FE 13 (86.67)
2 #1118 (10.33) HE[E 42 (10.80) e 31 (11.57) KFIT 1 (6.67)
3 HE[E 108 (9.46) Rici 23 (5.91) gk 11 (4.10) R 1 (6.67)
4 Brv =58 (5.08) 22 (5.66) FEHEA 9 (3.36) —
5 Wi 44 (3.85) 2 14 (3.60) HAS (2.99) —
2t )R
FERFH 1 (0.09) — — —
AN 71 (6.22) 38 (9.77) 17 (6.34) —
Bk 4 (0.35) — — —
fEBE 526 (46.06) 185 (47.56) 184 (68.66) 10 (66.67)
f& A 263 (23.03) 99 (25.45) 50 (18.66) 4 (26.67)
oAt 277 (24.26) 67 (17.22) 17 (6.34) 1 (6.67)
it H AT
HoeE 157 (13.75) 32 (8.23) 149 (55.60) 2 (13.33)
HoAh = 55 A b3 123 (10.77) 25 (6.43) 31 (11.57) 3 (20.00)
20l 191 (16.73) 46 (11.83) 31 (11.57) 7 (46.67)
Bl 604 (52.89) 158 (40.62) 33 (12.31) 3 (20.00)
AH 67 (5.87) 128 (32.90) 24 (8.96) —
et aE
20184 15 (1.31) 13 (3.34) 3 (1.12) —
20194F 140 (12.26) 50 (12.85) 131 (48.88) 5 (33.33)
20204F 139 (12.17) 56 (14.40) 64 (23.88) 2 (13.33)
2021 4 189 (16.55) 33 (8.48) 15 (5.60) 1 (6.67)
2022 4F 141 (12.35) 71 (18.25) 18 (6.72) 2 (13.33)
20234 148 (12.96) 75 (19.28) 10 (3.73) 3 (20.00)
20244 186 (16.29) 19 (4.88) 16 (5.97) —
2025 4F 138 (12.08) 63 (16.20) 10 (3.73) 2 (13.33)
2026 45— 46 (4.03) 9 (2.31) 1 (0.37) —
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Table 3. Signal detection for the association between SGLT2 inhibitors and FG

EE et i ROR (95% CI) PRR () IC (ICy,s) EBGM (EBGM,s)
BAEF G 1142 605.62 (558.11, 657.18) 597.12 (344 959.35) 8.25 (7.80) 303.56 (279.74)
AR G 389 120.65 (108.18, 134.56) 120.10 (38 237.80) 6.65 (6.16) 100.12 (89.77)
RTINS 268 112.53 (99.06, 127.85) 112.02 (26 081.51) 6.63 (6.00) 99.19 (87.31)
SCAEAR S 15 173.72 (104.35, 289.21) 172.35 (2538.91) 7.42 (3.15) 171.24 (102.86)
F4 SGLT2HIHEIFIHEXFGHITTO [0 (%) ]

Table 4. TTO of SGLT2 inhibitor—associated FG [n(%)]
KRR (d) R HE (n=304) kSN (n=161) RFHgFE (n=50) ARSI (n=8)
0~30 28 (9.21) 23 (14.29) 4 (8.00) —
31~60 32 (10.53) 13 (8.07) 2 (4.00) —
61~90 11 (3.62) 7 (4.35) 3 (6.00) 2 (25.00)
91~120 18 (5.92) 7 (4.35) 1 (2.00) —
121~150 13 (4.28) 4 (2.48) — 1 (12.50)
151~180 14 (4.61) 10 (6.21) 2 (4.00) —
181~360 56 (18.42) 31 (19.25) 14 (28.00) 5 (62.50)
> 360 132 (43.42) 66 (40.99) 24 (48.00) —
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