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Following publication of the original article [1], the

authors regret the errors of the original data display

in the forest plots, which has been corrected with this

erratum.

For the analysis of amputation, in DAPA-CKD study,
there should be 35 amputation events out of 2149 total
events in SGLT2i treatment arm, and 39 amputation
events out of 2149 total events in control treatment arm.
And in DELIGHT study, there should be 1 amputation
event out of 145 total events in SGLT2i treatment arm.

For the analysis of PAD and DEF, there should be 573
total events in SGLT2i treatment arm in DEPICT-1 study,
and there should be 419 total events in SGLT2i treatment
arm in EMPA Barnett 2014, according to the data from
Clinicaltrial.gov.

The data has been updated with in the new Fig. la
and Fig. 1b. Some results from the sensitivity analyses
were slightly changed and have been also updated in the
new Table 1. The results of meta-regression remained
unchanged in current reserved decimal digits. Such mild
changes did not cause any substantial influence to the
conclusion and clinical significance of our study.

The original article can be found online at https://doi.org/10.1186/512933-
021-01276-9.
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The contents in the abstract and main text have also
been updated. All revisions are highlighted in bold fonts
as follows.

In the result section of the abstract, the revision is
shown as “The numbers of SGLT2i users versus non-
SGLT?2i users in the analyses of amputation, PAD and DF
were 40,765/33,406, 36,701/28,676 and 32,043/25,558
respectively”

In the Included studies section of the main text, the
revision is shown as “The numbers of SGLT2i users ver-
sus non-SGLT2i users in the analyses of amputation,
PAD and DF were 40,765/33,406, 36,701/28,676 and
32,043/25,558 respectively”

In the Risk of amputation, PAD and DF in patients with
SGLT2i treatment section of the main text, the revisions
are shown as: (1) “Compared with non-SGLT2i users,
the risk of amputation (OR=1.21, 95% CI 1.06 to 1.37,
P =0.004) (Fig. 1a) ...... ”; (2) “As for study population, the
incidence of amputation (OR=1.24, 95% CI 1.08 to 1.42,
P=0.002) and PAD (OR=1.22, 95% CI 1.03 to 1.45,
P=0.02) were significantly increased in SGLT2i users
versus non-SGLT?2i users......"; (3) “Moreover, the risk of
amputation (OR=1.20, 95% CI 1.05 to 1.36, P =0.006)
and the risk of PAD (OR=1.22, 95% CI 1.03 to 1.44,
P=0.02) were significantly higher in RCTs with study

”

duration longer than 52 weeks......
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SGLT2i Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M.H, Fixed. 95% CI
CANA Neal 201 7(CANVAS) 95 2886 22 1441 65%  2.20[1.37,3.51] —
CANA Neal 201 7(CANVAS-R) 45 2904 25 2903  56%  1.81[1.11,2.96] —
CANA Perkovic 2013(CREDENCE) 70 2200 63 2197 14.0%  1.11[0.79,1.57) T
DAPA Herspink 2020({DAPA-CKD) 35 2149 39 2143  88%  0.90([0.57,1.42) T
DAPA McMurray 201 9(DAPA-HF) 13 2368 12 2368  27%  1.08([0.49,2.38) —
DAPA Pollock 201 9(DELIGHT) 1 145 0 148 041% 3.08[0.12,76.30]
DAPA Wiviott 201 3(DECLARE-TIMI 58) 123 8574 113 8569 255%  1.09(0.84,1.41] -
EMPA Lewin & Defronzo 2015 1 551 0 267 0.2% 1.46(0.06,35.90)
EMPA Packer 2020(EMPEROR) 13 1863 10 1863 23%  1.30([0.57,2.99] 1T
EMPA Zinman 2015(EMPA-REG) 88 4687 43 2333 129%  1.02[0.71,1.47) -+
ERTU Cannon 2020(vERTIS CV) 111 5493 45 2745 135%  1.24[0.87,1.76) ™
SOTA Bhatt 2020(SCORED) 32 5291 33 5286 75%  0.97([0.59,1.58) —_
SOTA Bhatt 2020(SOLOIST-WHF) 4 605 1 611 0.2% 4.06(0.45 36.43) —
SOTA Buse 2018 1 525 0 268 0.2% 1.54[0.06, 37.83
SOTA Danne 2018 1 524 0 258 0.2% 1.48[0.06,36.49)
Total (95% Cl) 40765 33406 100.0%  1.21[1.06, 1.37] *
Total events 633 406
Heterogeneity: Chi*= 14.60, df = 14 (P = 0.41); F= 4% u o1 U=1 1=0 100’

Testfor overall effect: Z= 2.87 (P = 0.004) Favours SGLT2i Favours Control

(a) The risk of amputation in patients with SGLT2i treatment

SGLT2i Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
CANA Bode 2015 1 477 0 237 0.2% 1.50[0.06, 36.84]
CANA Leiter 2015 1 968 I 482 0.2% 1.50(0.06, 36.79]
CANA Neal 201 7{CANVAS) 74 2886 19 1441 9.0% 1.971.18,3.27] -
CANA Neal 201 7{CANVAS-R) 36 2904 23 2903  8.3% 1.57 [0.93, 2.66] I
CANA Perkovic 2019{CREDENCE) 25 2200 23 2197 8.3% 1.09[0.61,1.92] -
CANA Rosenstock 2016 0 474 1 237 0.7% 017 [0.01,4.09] ¢
CANA Schernthaner 2013 1 377 0 378 0.2% 3.02[012,74.27]
CANA Yale 2014 1 179 I 90 02% 1.52[0.086,37.71]
DAPA Dandona 2017{DEPICT-1) 1 573 I 260 0.2% 1.37[0.06,33.62]
DAPA Ferrannini 2010 1 410 0 75  0.3% 055([002,13.71)]
DAPA Handelsman 2018 1 232 a 229 0.2% 297[012,73.39
DAPA Herspink 2020(DAPA-CKD) 20 2149 18 2149  65% 1.11[0.59, 2.11] .
DAPA Leiter 2014 2 482 3 483 1.1% 0.67[0.11, 4.01] I E—
DAPA Matthaei 2015 i] 108 1 108  0.5% 0.33[0.01,8.20]
DAPA Mchurray 201 9({DAPA-HF) 14 2368 13 2368  47% 1.08[0.51, 2.30] -
DAPA Miller-Wieland 2018 1 625 1 312 05% 0.50[0.03, 7.99]
DAPA Schumm-Draeger 2014 1 299 0 101 0.3% 1.02[0.04,25.24]
DAPA Wiviott 201 9(DECLARE-TIMI 58) 102 8574 100 8569 359% 1.02[0.77,1.35] -
EMPA Barnett 2014 1 419 I 319 0.2% 2.29(0.09,56.41]
EMPA Hadjadj 2016 1 339 0 171 0.2% 1.52[0.06, 37.51)]
EMPA Haring 2013 1 441 a 225  0.2% 1.54[0.06, 37.85]
EMPA Haring 2014 1 431 0 206 0.2% 1.44[0.06,35.48]
EMPA Kovas 2014 0 330 1 168  0.7% 017 [0.01,4.17] ¢
EMPA Ridderstrale 2014 0 765 2 780  0.9% 0.20 [0.01,4.24] ¢
EMPA Rosenstock 2014 2 375 0 188 0.2% 252[0.12,52.83]
EMPA Rosenstock 2015 1 324 a 170 0.2% 1.58(0.06,39.02]
EMPA Zinman 2015{(EMPA-REG) 99 4687 38 2333 181% 1.30[0.89, 1.90] ™
ERTU Grunberger 2017 2 313 1 154  0.5% 0.98(0.09,10.94]
ERTU Hollander 2019 1 880 I 430 0.2% 1.47[0.06,36.12]
ERTU Rosenstock 2018 2 412 0 209 0.2% 2.55[0.12, 53.39]
SOTA Grag 2017 0 699 1 703 0.5% 0.33[0.01,8.23]
Total (95% CI) 36701 28676 100.0%  1.21[1.03, 1.42]
Total events 393 245 ) )

Heterogeneity: Chi*=14.34, df= 30 (P = 0.99), = 0%
Testfor overall effect: Z= 2.31 (P = 0.02)

(b) The risk of PAD in patients with SGLT2i treatment

Fig. 1 The risk of amputation and PAD in patients with SGLT2i treatment. a The risk of amputation in patients with SGLT2i treatment. b The risk of
PAD in patients with SGLT2i treatment. PAD peripheral arterial disease, SGLT2i sodium glucose co-transporter 2 inhibitor
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Table 1 Risk of amputation, PAD and DF events in patients with SGLT2i treatment

Subgroup No. of |I3)articipants (SGLT2i/ OR 95% ClI P value 12 (%)
contro

Risk of amputation by SGLT2i subtypes

In total* 40,765/33,406 1.21 1.06,1.37 0.004 4
Canagliflozin* 7990/6541 1.60 1.04,2.46 0.03 67
Dapagliflozin 13,236/13,234 1.05 0.85,1.30 0.66
Empadliflozin 7101/4463 1.07 0.76, 149 0.71
Ertugliflozin 5493/2745 1.24 0.87,1.76 023 NA
Sotagliflozin 6945/6423 1.08 0.68,1.70 0.75 0
Risk of amputation by study types
CVOT and ROT* 39,020/32,465 1.20 1.06,1.37 0.005 30
Efficacy and safety evaluation 1745/941 1.80 036,895 047 0
Risk of amputation by population
DM only* 34,715/27,194 1.24 1.08,1.42 0.002 15
Including patients without DM 6380/6380 1.00 0.70,1.43 1.00 0
Risk of amputation by control types
Active agent 551/267 146 0.06, 35.90 0.82 NA
Placebo* 40,214/33,139 1.21 1.06,1.37 0.004 1
Risk of amputation by study duration (weeks)
<26 145/148 3.08 0.12,76.30 0.49 NA
26-52 2205/1404 2.34 0.58,9.52 023 0
>52% 38,415/31,854 1.20 1.05,1.36 0.006 31
Risk of PAD by SGLT2i subtypes
In total* 36,701/28,676 1.21 1.03,1.42 0.02 0
Canagliflozin* 10,465/7965 1.53 1.14,2.05 0.005 0
Dapagliflozin 15,821/14,655 1.02 0.81,1.29 0.85 0
Empadliflozin 8111/4560 1.25 0.88,1.78 0.21 0
Ertugliflozin 1605/793 149 0.30,7.42 0.62 0
Sotagliflozin 699/703 033 0.01,823 0.50 NA
Risk of PAD by study types
CVOT and ROT* 25,768/21,960 1.24 1.05,1.46 0.01
Efficacy and safety evaluation 10,933/6716 094 0.54,1.63 0.82
Risk of PAD by population
DM only* 32,184/24,159 122 1.03,1.45 0.02
Including patients without DM 4517/4517 1.10 0.67,1.79 0.71
Risk of PAD by control types
Active agent 3847/2611 1.00 0.33,3.06 1.00
Placebo* 32,854/26065 1.21 1.03,1.43 0.02
Risk of PAD by study duration (weeks)
<26 5114/3162 0.90 0.43,1.89 0.78 0
26-52 2855/1717 1.62 048,552 0.44 0
>52% 28,632/23,797 1.22 1.03,144 0.02 0
Risk of DF by SGLT2i subtypes
In total 32,043/25558 1.23 093,163 0.15 0
Canagliflozin 9137/7113 1.55 0.94,2.54 0.09 0
Dapagliflozin 14,586/13,806 1.20 0.79,1.82 0.40 0
Empadliflozin 7127/4055 0.89 048, 1.65 0.71 0
Ertugliflozin 1193/584 148 0.15,14.23 0.74 0
Risk of DF by study types
CVOT and ROT 25,768/21,960 1.23 091, 1.66 0.17 0
Efficacy and safety evaluation 6275/3598 1.23 0.53,2.84 0.63 0
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Table 1 (continued)
Subgroup No. of participants (SGLT2i/ OR 95% ClI P value 12 (%)
control)
Risk of DF by population
DM only 27,526/21,041 1.27 0.95,1.71 011
Including patients without DM 4517/4517 0.89 0.34,2.31 0.81
Risk of DF by control types
Active agent 4164/2459 1.53 044,533 0.50
Placebo 27,879/23,099 1.22 091,1.63 0.18 0
Risk of DF by study duration (weeks)
<26 1183/562 145 0.23,9.22 0.69 0
26-52 3029/1606 145 042,493 0.56 0
>52 27,831/23,390 1.22 091,163 0.19 0

PAD peripheral arterial disease, SGLT2i sodium glucose co-transporter 2 inhibitor, DF diabetic foot, DM diabetes mellitus, CVOT cardiovascular outcome trial, ROT renal

outcome trial, OR odd ratio, Cl confidence interval, NA not applicable
*P<0.05
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