Sposito et al. Cardiovasc Diabetol (2019) 18:23
https://doi.org/10.1186/512933-019-0825-1

Cardiovascular Diabetology

CORRECTION Open Access

Correction to: GLP-1RAs in type 2 diabetes:

=

Check for
updates

mechanisms that underlie cardiovascular effects
and overview of cardiovascular outcome data

Andrei C. Sposito' ®, Otavio Berwanger?, Luiz Sérgio F. de Carvalho' and José Francisco Kerr Saraiva®

Correction to: Cardiovascular Diabetology (2018) 17:157
https://doi.org/10.1186/s12933-018-0800-2
Following publication of the original article [1], based on
the authors review, the GLP1 receptor agonists in type
2 diabetes published in Cardiovascular Diabetology, a
meta-analysis of GLP-1 and non-GLP-1 based therapies
was performed on cardiovascular outcomes. Unfortu-
nately, as the authors later realized, there was an error in
the equation used to calculate the relative risks. Instead
of subtracting the number of events from the total num-
ber of patients in the sample, these values were added
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which generated a similar increase in all studies. They
reframed the analyzes and found small differences, which
were relatively proportional to each study. There was no
change in the significance of the analyzes; i.e. all data
that were initially statistically significant remained sig-
nificant and vice versa. The changes have been corrected
in the new figures (Figs. 1, 2, Additional file 1) presented
below. There was no compromise of any of the conclu-
sions of the text and, therefore, no change was made in
the manuscript.
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a Effect of GLP1 and non-GLP1-based therapies on MACE
Events, Events, %
Trial RR (95% Cl) Treatment Control Weight

i
Exendin-4 based trials .
'

ELIXA 1 1.02 (0.89, 1.16) 406/3034 399/3034 10.51
EXSCEL — 0.93 (0.85, 1.02) 839/7356 905/7396 23.78

1

Subtotal (I-squared = 17.6%, p = 0.271) <:> 0.96 (0.89, 1.03) 1245/10390 1304/10430 34.29
'
'
GLP-1 analog trials '
'

LEADER —— 0.88 (0.79, 0.97) 608/4668 694/4672 18.28
SUSTAIN 6 — 0.74 (0.58, 0.94) 108/1648 146/1649 3.85

HARMONY —_— 0.79 (0.69, 0.91) 338/4731 428/4732 11.28
Subtotal (I-squared = 20.3%, p = 0.285) O 0.83(0.77, 0.90) 1054/11047 1268/11053 33.40

Non-GLP-1 based therapies

ACCORD —— 0.95 (0.82, 1.09) 352/5128 371/5123 9.78
Advance —la-1- 0.94 (0.85, 1.05) 557/5571 590/5569 15.55
VADT — 0.88 (0.76, 1.03) 235/899 264/892 6.98
Subtotal (I-squared = 0.0%, p = 0.740) <> 0.93 (0.86, 1.00) 1144/11598 1225/11584 32.31
‘
Overall (I-squared = 39.5%, p = 0.116) 0.91 (0.87, 0.95) 3443/33035 3797/33067 100.00
Y
i
T | —
6 8 1 12 14
Favors GLP-1aFavors placebo
b Effect of GLP1 and non-GLP1-based therapies on Non-fatal Ml
Events, Events, %
Trial RR (95% Cl) Treatment Control Weight
Exendin-4 based trials .
ELIXA —p— 1.03 (0.88, 1.22) 2703034 261/3034 13.99
EXSCEL -8 0.98 (0.86, 1.10) 466/7356 480/7396 25.67
Subtotal (I-squared = 0.0%, p = 0.577) <> 1.00 (0.90, 1.10) 736/10390 741110430 39.66
'
GLP-1 analog trials :
LEADER —— 0.86 (0.74, 1.00) 292/4668 339/4672 18.17
SUSTAIN 6 —— 0.73 (0.51, 1.06) 47/1648 64/1649 3.43
HARMONY e 0.75 (0.62, 0.91) 181/4731 240/4732 12.87
Subtotal (I-squared = 0.0%, p = 0.480) <> 0.81(0.72, 0.91) 52011047 643/11053 34.47
Non-GLP-1 based therapies '
'
ACCORD ——— 0.83 (0.69, 0.99) 205/5128 24815123 13.30
Advance —_—— 0.98 (0.79, 1.22) 153/5571 156/5569 8.37
VADT [ 0.81(0.59, 1.12) 64/899 78/892 4.20
Subtotal (I-squared = 0.0%, p = 0.445) <> 0.87 (0.77, 0.99) 422/11598 482/11584 25.87
Overall (I-squared = 37.2%, p = 0.132) <> 0.90 (0.84, 0.96) 1678533085  1866/33067  100.00
T T I
6 8 112 14

Favors GLP-1a Favors placebo
Fig. 1 Forest plots showing the effects of GLP-1- and non-GLP-1-based therapies on a therapies on a MACE, b non-fatal Ml
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Effect of GLP1 and non-GLP1-based therapies on CV Deaths

Events, Events, %

Trial RR (85% Cl) Treatment Control Weight
Exendin-4 based trials E ’
ELIXA —g— 0.99 (0.80, 1.22) 156/3034 158/3034 11.24
EXSCEL —t 0.89 (0.77, 1.03) 340/7356 383/7396 27.17
Subtotal (I-squared = 0.0%, p = 0.444) <">> 0.92 (0.82, 1.04) 496/10390 541/10430 38.40
GLP-1 analog trials '
LEADER — '—5 0.79 (0.66, 0.94) 219/4668 278/4672 19.76
SUSTAIN 6 ) 0.96 (0.64, 1.44) 44/1648 46/1649 3.27
HARMONY —_— 0.94 (0.74, 1.20) 122/4731 130/4732 9.24
Subtotal (l-squared = 0.0%, p = 0.429) Q 0.85 (0.74, 0.97) 385/11047 454/11053 32.28
. '
Non-GLP-1 based therapies :
ACCORD E — 1.43(1.11, 1.86) 135/5128 94/5123 6.69
Advance —--t 0.88 (0.74, 1.03) 253/5571 289/5569 20.56
VADT —— ) 1.30 (0.81, 2.09) 38/899 29/892 2.07
Subtotal (I-squared = 81.7%, p = 0.004) :<:> 1.03 (0.90, 1.18) 426/11598 412/11584 29.32

'
. 1
Overall (I-squared = 53.4%, p = 0.016) <:> 0.93 (0.86, 1.00) 1307/33035 1407/33067 100.00

'
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Favors GLP-1aFavors placebo
Fig. 2 Forest plots showing the effects of GLP-1- and non-GLP-1-based therapies on cardiovascular death

Additional files

Additional file 1: Table S1. Risk of Bias of Individual Randomized
Controlled Trials. Table S2. Egger Bias Analysis. Table S3. Differences in
p-values for all trials combined according to the choice of fixed or random
methods. Figure S1. Funnel plots for myocardial infarction. Figure S2.
Funnel plots for MACE. Figure S3. Funnel plots for Death due to heart
failure. Figure S4. Funnel plots for CV death. Figure S5. Funnel plots for
All-cause death.
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