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Supplementary data

Hospitalization due to heart failure

T-EER GDMT Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% ClI
COAPT 92 302 151 312 31.8% 0.63[0.51,0.77] -
MITRA-FR 85 152 94 152 33.1% 0.90 [0.75, 1.09]
RESHAPE-HF2 110 250 178 255 35.1% 0.63 [0.54, 0.74] -
Total (HKSJ23) 704 719 100.0% 0.71[0.42,1.19]
Total events: 287 423
Test for overall effect: T = 2.85, df = 2 (P = 0.10) 0102 05 1 2 5 10

Favours TEER Favours GDMT
Heterogeneity: Tau? (DLP) = 0.03; Chi? = 9.72, df = 2 (P = 0.008); 1> = 79%

Footnotes
aCl calculated by Hartung-Knapp-Sidik-Jonkman method.
bTau? calculated by DerSimonian and Laird method.

Figure S1. Forest plot of sensitivity analysis showing the RR for hospitalization due to heart failure
using the Hartung—Knapp—Sidik—Jonkman method.

TEER GDMT Risk ratio Risk ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI

COAPT 92 302 151 312 38.2% 0.63 [0.51,0.77] -

RESHAPE-HF2 110 250 178 255 61.8% 0.63 [0.54 , 0.74] =

Total (HKSJ2) 552 567 100.0% 0.63 [0.62, 0.64] |

Total events: 202 329

Test for overall effect: T = 672.23, df = 1 (P = 0.0009) 01 02 05 1 2 5 10
Favours TEER Favours GDMT

Heterogeneity: Tau? (DLP) = 0.00; Chi? = 0.00, df = 1 (P = 0.99); I = 0%

Footnotes
aCl calculated by Hartung-Knapp-Sidik-Jonkman method.
bTau? calculated by DerSimonian and Laird method.

Figure S2. Exploratory sensitivity analysis of RR for heart failure hospitalization excluding one trial
(Hartung—Knapp—Sidik—Jonkman method).
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Hazard ratio Hazard ratio

Study or Subgroup log[HR] SE Weight 1V, Random, 95% CI IV, Random, 95% CI
COAPT -0.653926 0.131587 34.5% 0.52[0.40, 0.67] B
MITRA-FR -0.030459 0.150734 32.9% 0.97 [0.72, 1.30] ——
RESHAPE-HF2 -0.562119 0.154629 32.6% 0.57 [0.42,0.77) -
Total (Walda) 100.0% 0.66 [0.45 , 0.96] <
Test for overall effect: Z = 2.16 (P = 0.03) 01 02 05 1 32 % 10

Favours TEER Favours GDMT

Heterogeneity: Tau? (DLP) = 0.09; Chi? = 10.65, df = 2 (P = 0.005); I = 81%
Footnotes

aCl| calculated by Wald-type method.

bTau? calculated by DerSimonian and Laird method.

Figure S3. Forest plot of HR for hospitalization due heart failure.

Hazard ratio Hazard ratio
Study or Subgroup log[HR] SE Weight 1V, Random, 95% CI IV, Random, 95% CI
COAPT -0.653926 0.131587 34.5% 0.52[0.40, 0.67] ——
MITRA-FR -0.030459 0.150734 32.9% 0.97 [0.72, 1.30]
RESHAPE-HF2 -0.562119 0.154629 32.6% 0.57 [0.42,0.77] -
Total (HKSJa) 100.0% 0.66 [0.29 , 1.52]
Test for overall effect: T = 2.16, df = 2 (P = 0.16) 01 02 05 1 32 & 10
Favours TEER Favours GDMT

Heterogeneity: Tau? (DLP) = 0.09; Chi? = 10.65, df = 2 (P = 0.005); I = 81%
Footnotes

aCl calculated by Hartung-Knapp-Sidik-Jonkman method.
bTau? calculated by DerSimonian and Laird method.

Figure S4. Forest plot of sensitivity analysis showing the HR for hospitalization due to heart failure
using the Hartung—Knapp—Sidik—Jonkman method.

Death from any cause

TEER GDMT Risk ratio Risk ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI

COAPT 80 302 121 312 39.7% 0.68 [0.54 , 0.86] -

MITRA-FR 53 152 52 152 30.7% 1.02[0.75, 1.39]

RESHAPE-HF2 51 250 67 255 29.6% 0.78 [0.56 , 1.07]

Total (HKSJ2) 704 719 100.0% 0.80 [0.48, 1.34]

Total events: 184 240

Test for overall effect: T = 1.86, df = 2 (P = 0.20) 01 02 05 1 2 5 10
Favours TEER Favours GDMT

Heterogeneity: Tau? (DLP) = 0.02; Chi?=4.10,df=2 (P =0.13); P =51%

Footnotes
aCl calculated by Hartung-Knapp-Sidik-Jonkman method.
bTau? calculated by DerSimonian and Laird method.

Figure S5. Forest plot of sensitivity analysis showing the RR for death from any cause using the
Hartung—Knapp—Sidik—Jonkman method.
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TEER GDMT Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
COAPT 80 302 121 312 65.1% 0.68 [0.54 , 0.86] : 3
RESHAPE-HF2 51 250 67 255 34.9% 0.78 [0.56 , 1.07]
Total (HKSJ2) 552 567 100.0% 0.71[0.33, 1.55]
Total events: 131 188
Test for overall effect: T = 5.51, df = 1 (P = 0.11) 01 02 05 1 2 5 10

Favours TEER Favours GDMT
Heterogeneity: Tau? (DLP) = 0.00; Chi? = 0.40, df = 1 (P = 0.53); I?= 0%

Footnotes
aCl calculated by Hartung-Knapp-Sidik-Jonkman method.
bTau? calculated by DerSimonian and Laird method.

Figure S6. Exploratory sensitivity analysis of RR for death from any cause excluding one trial
(Hartung—Knapp—Sidik—Jonkman method).

Hazard ratio Hazard ratio

Study or Subgroup log[HR] ~ SE  Weight IV, Random, 95% CI IV, Random, 95% CI
COAPT -0.478036 0.150564 38.1%  0.62[0.46,0.83] -
MITRA-FR 0019803 0.192721 302%  1.02[0.70, 1.49] ——
RESHAPE-HF2 -0.314711 0.184221 31.7%  0.73[0.51,1.05] —n]
Total (Walda) 100.0%  0.76 [0.57 , 1.01] <
Test for overall effect: Z = 1.89 (P = 0.06) 01 02 05 1 & & 10

Favours TEER  Favours GDMT

Heterogeneity: Tau? (DLP) = 0.03; Chi? = 4.16, df =2 (P = 0.13); I* = 52%
Footnotes
aCl calculated by Wald-type method.

bTau? calculated by DerSimonian and Laird method.

Figure S7. Forest plot of HR of death from any cause.

Hazard ratio Hazard ratio
Study or Subgroup log[HR] SE Weight 1V, Random, 95% CI IV, Random, 95% CI
COAPT -0.478036 0.150564 38.1% 0.62[0.46 , 0.83) ——
MITRA-FR 0.019803 0.192721 30.2% 1.02[0.70, 1.49]
RESHAPE-HF2 -0.314711 0.184221 31.7% 0.73[0.51, 1.05]
Total (HKSJ2) 100.0% 0.76 [0.41, 1.42]
Test for overall effect: T = 1.89, df = 2 (P = 0.20) 01 02 05 1 2 5 10

Favours TEER Favours GDMT
Heterogeneity: Tau? (DLP) = 0.03; Chi? = 4.16, df =2 (P = 0.13); I* = 52%

Footnotes
aCl calculated by Hartung-Knapp-Sidik-Jonkman method.
bTau? calculated by DerSimonian and Laird method.

Figure S8. Forest plot of sensitivity analysis showing the HR for death from any cause using the
Hartung—Knapp—Sidik—Jonkman method.
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Death from cardiovascular causes.

TEER GDMT Risk ratio Risk ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% ClI

COAPT 61 302 97 312 39.0% 0.65 [0.49 , 0.86] .

MITRA-FR 47 152 48 152 32.8% 0.98 [0.70, 1.37]

RESHAPE-HF2 41 250 47 255 28.2% 0.89[0.61, 1.30]

Total (HKSJ2) 704 719 100.0% 0.81 [0.47, 1.41]

Total events: 149 192

Test for overall effect: T = 1.61, df = 2 (P = 0.25) 01 02 05 1 2 5 10
Favours TEER Favours GDMT

Heterogeneity: Tau? (DLb) = 0.03; Chi? = 3.85, df = 2 (P = 0.15); I* = 48%

Footnotes
aCl calculated by Hartung-Knapp-Sidik-Jonkman method.
bTau? calculated by DerSimonian and Laird method.

Figure S9. Forest plot of sensitivity analysis showing the RR for death from cardiovascular causes
using the Hartung—Knapp—Sidik—Jonkman method.

TEER GDMT Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% ClI
COAPT 61 302 97 312 58.9% 0.65[0.49 , 0.86] -
RESHAPE-HF2 41 250 47 255 41.1% 0.89[0.61, 1.30]
Total (HKSJ2) 552 567 100.0% 0.74[0.10, 5.28]
Total events: 102 144
Test for overall effect: T = 1.95, df = 1 (P = 0.30) 01 02 05 1 2 5 10

Favours TEER Favours GDMT
Heterogeneity: Tau? (DLP) = 0.02; Chi? = 1.71,df =1 (P =0.19); I’ =41%

Footnotes
aCl calculated by Hartung-Knapp-Sidik-Jonkman method.
bTau? calculated by DerSimonian and Laird method.

Figure S10. Exploratory sensitivity analysis of RR for death from cardiovacular causes excluding one
trial (Hartung—Knapp—Sidik—Jonkman method).

Hazard ratio Hazard ratio
Study or Subgroup log[HR] SE Weight 1V, Random, 95% CI IV, Random, 95% CI
COAPT -0.527633 0.161546 38.7% 0.59[0.43, 0.81] ——
MITRA-FR -0.01005 0.206013 31.3% 0.99 [0.66 , 1.48] —
RESHAPE-HF2 -0.174353 0.215488 29.9% 0.84 [0.55, 1.28] ———
Total (Walda) 100.0% 0.77 [0.56 , 1.06] ‘
Test for overall effect: Z = 1.59 (P = 0.11) 0f1 0?2 0f5 1 2 5 1:0

Favours TEER Favours GDMT
Heterogeneity: Tau? (DLP) = 0.04; Chi? = 4.30, df =2 (P = 0.12); I = 53%

Footnotes
aCl calculated by Wald-type method.

bTau? calculated by DerSimonian and Laird method.

Figure S11. Forest plot of HR of death from cardiovascular causes.
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Study or Subgroup log[HR] SE Weight 1V, Random, 95% CI
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Hazard ratio

IV, Random, 95% CI

COAPT -0.527633 0.161546 38.7%  0.59[0.43,0.81]
MITRA-FR -0.01005 0.206013 31.3%  0.99 [0.66 , 1.48]
RESHAPE-HF2 -0.174353 0.215488 29.9%  0.84[0.55, 1.28]
Total (HKSJ2) 100.0%  0.77[0.39, 1.52]

Test for overall effect: T = 1.65, df = 2 (P = 0.24)
Heterogeneity: Tau? (DLP) = 0.04; Chi? = 4.30, df =2 (P = 0.12); I? = 53%
Footnotes

aCl calculated by Hartung-Knapp-Sidik-Jonkman method.
bTau? calculated by DerSimonian and Laird method.
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Figure S12. Forest plot of sensitivity analysis showing the HR for death from cardiovascular causes

using the Hartung—Knapp—Sidik—Jonkman method.

Myocardial infarction
TEER GDMT

Risk ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI

Risk ratio
IV, Random, 95% ClI

COAPT 12 302 14 312 77.5%
MITRA-FR 0 152 3 152 5.1%
RESHAPE-HF2 3 250 3 255 17.4%
Total (Walda) 704 719 100.0%
Total events: 15 20

Test for overall effect: Z = 0.56 (P = 0.58)
Heterogeneity: Tau? (DLP) = 0.00; Chi? = 1.46, df = 2 (P = 0.48); I’ = 0%
Footnotes

aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.

0.89[0.42, 1.88]
0.14[0.01, 2.74]
1.02[0.21, 5.01]

0.83 [0.43 , 1.61]

Figure S13. Forest plot of RR of myocardial infarction.
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Hospitalization due to heart failure or death any cause

Rate ratio Rate ratio
Study or Subgroup log[Rate ratio] SE Weight |V, Random, 95% CI IV, Random, 95% CI
COAPT -0.544727 0.223912 38.1% 0.58 [0.37, 0.90] .
MITRA-FR 0.019803 0.324931 19.5% 1.02[0.54 , 1.93] —_—
RESHAPE-HF2 -0.210721 0.210004 42.5% 0.81[0.54, 1.22] —-—
Total (Walda) 100.0% 0.75 [0.56 , 1.00] <P
Test for overall effect: Z = 1.97 (P = 0.05) 01 02 05 1 5 5 10

Favours TEER Favours GDMT

Heterogeneity: Tau? (REMLP) = 0.01; Chi? = 2.34, df = 2 (P = 0.31); I = 12%
Footnotes

aCl calculated by Wald-type method.
bTau? calculated by Restricted Maximum-Likelihood method.

Figure S14. Forest plot of rate ratio of hospitalization due to heart failure or death for any cause
stratified by mitral regurgitation grade 3+.

Hospitalization due to heart failure or death any cause

Rate ratio Rate ratio
Study or Subgroup log[Rate ratio] SE Weight 1V, Random, 95% CI IV, Random, 95% CI
COAPT -0.478036 0.188424 54.7% 0.62 [0.43, 0.90] ——
RESHAPE-HF2 -0.733969 0.206874 45.3% 0.48 [0.32, 0.72] ——
Total (Walda) 100.0% 0.55[0.42, 0.73] <
Test for overall effect: Z = 4.26 (P < 0.0001) 0f1 sz ofs 1 2 5 1=0
Favours TEER Favours GDMT

Heterogeneity: Tau? (DLb) = 0.00; Chi? = 0.84, df = 1 (P = 0.36); I* = 0%

Footnotes

aCl| calculated by Wald-type method.

bTau? calculated by DerSimonian and Laird method.
Figure S15. Forest plot of rate ratio of hospitalization due to heart failure or death for any cause
stratified by mitral regurgitation grade 4+.



