Supplement S2: Forest plots and funnel plots for primary and secondary outcomes.

3.4 Diastolic function

Early mitral inflow velocity (E/e’)

Treatment Caontral SMD Weight
Study M Mean 5D M Mean 5D 95%: CI [ %a)
Mak et al, 2009 24 1 25 20 1.7 41 —_— -0.21[-0.78, 0.38] 3.87
Desvral et al, 2011 21 1088 4.3% 23 1443 563 —_— -0.69 -1.28, -0.09] 3.69
Edelmann et al, 2013 203 121 363 185 136 7.73 —.— -0.25[ -0.45, -0.05] 34.04
Kurrelmeyer et al, 2014 24 172 382 24 168 343 —— 011 [ -0.45 0.56] 4.26
Shah et al, 2015 81 144 ¥4 B8 155 58 L 07 [ -0.48, 0.12] 1527
kKosmala et al, 2016 64 114 308 &7 122 38 L -0221-057, 012 113
Upadhya et al, 2017 37 133 56 34 138 5 = -0.09 [ -0.55, 0.37] 6.22
Shantsila et al, 2020 1M 9 305 108  BTZ 357 L -0.22[-0.48, 0.08] 17.80
MeDiarmid et al, 2020 15 915 281 21 944 349 - 009 -0.70, 0.52] 3.56
Overalleffect size ’ 0,21 [ -0.33, -0.10)
Hetercgeneity: 7~ =0.00, 1" =0.00%, H = 1.00
Testof & =6, Q(8)=4.31, p=0.83
Testof =0z =-3.62, p=0.00

1.5 1 5 0 5
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Mitral annular early diast

olic velocity ratio (E/A ratio)

Treatment Control SMD Weight
Study M Mean SD N Mean 5D 95% CI (%)
Moltram et al, 2004 14 81 17 15 B8 24 = -0,33[-1.04, 0,39 320
Reongsriteng et al, 2005 14 B84 A% 14 T 258 o 0.531[ -0.22, 1.25] 3.03
Mak et al, 2009 24 85 33 20 83 57 _—-— 0.25[ -0.34, 0.83] 475
Desw al et al, 2011 M 123 TJ2 0023 111 47 — 020 -0.39, 0.78] 4.79
Edelmann et al, 2013 203 81 216 185 96 36 - -0.03[ -0.23, 0.16] 4220
Kurrelmeyer et al, 2014 24 16 49 24 19 %83 ——— 7 -0.38[ -0.94, 0.18) 515
Shah et al, 2015 I 85 41 73 105 56 ] 0,20 -0.53, 012] 1530
Kosmala et al, 2016 64 56 51 6T 5 D4 L 0A7] -017, 0.51] 1385
Upadhya et al, 2017 & T a6 2 M k] 3 —.— 06 -D62, 0.30] 7.63
Overalleffect size & -0.03 [ -0.15, 0.10]
Effectsizeswere from Random-effects REML model
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Left atrial volume index (LAVi)

Intervention Group  Control Group Hedges's g Weight
Study M Mean SO M Mean SD with 95% CI (%)
Mak et al, 2009 24 52 19 20 53 23 = 0,05 -0.63, 0.54] 723
Edelmann et al, 2013 203 275 116 195 276 1022 —.— -0.01[-021, 0.19] 63.87
Kurrelmeyer et al, 2014 24 333 588 24 3BT 9.3 - -0.43[-099 013] 7.75
Kosmala et al, 2016 64 351 TI7 67T 362 8487 B -013[-047 021] 2114
Overall Effect Size - -0.07[-0.23, 0.09]
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Deceleration time (DT)

Interv ention Group Control Group SMD Weight
Study N Maan 5D N Mean SO0 45% C| (%)
Mottram et al, 2004 14 254 23 15 242 33 ——— 0.41[-0.31, 1.12] B.08
Roongsritong etal, 2005 14 230 547 14 3054 1238 L. 076 [ -1.51, 20.02] T.83
Maket al, 2008 24 158 44 20 200 ad —a— D78 (=139, 018] 10,08
Deswal et al, 2011 21 22818 5B.13 23 234498 &60.18 —a— -0.10[-0.68, 0.48] 1055
Edelmannetal, 2013 203 241 28487 185 238 28.92 -.- Q10010 0.30] 22.02
Kurrelmeyer etal, 2014 24 1783 24498 24 188 28604 —— -0.37 [ 083, 0.149] 10.88
Kosmala et al, 2018 G4 243 1B.85 a7 242 189.39 —.— 0.08[-0.28, 0.389] 17.18
Upadhya #tal, 2017 37 258 78 34 249 a2 —il— 013 [0.33 059] 1349
DOverall Effect Size "" 011 [ 035 0.14]
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Left ventricular mass index (LVMi)

Intervention Group Control Group SMD Weight
Study M Mean 5D M Mean SD 95% CI {%a)
Mak et al, 2009 24 114 g 20 116 25 —i— -0.06[-0.84, 0.5 1838
Edelmann et al, 2013 203 100 15.04 155 106 19.95 —.— -0.31[-0.50, -0.11] 3252
Kurrelmeyer et al, 2014 24 994 2547 24 865 1225 —— Ml 0.63[ 0.08 1.21] 1877
Shah et al, 2015 113 105 M 114 107 29 R B -0.07[-0.33, 019 3032
Overall Effect Size =i -0.01[-0.37, 0.35]

Effect sizes were from Random -effects REML model
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3.5 Effect on blood pressure

Systolic blood pressure (SBP)

Inte rvention Group Control Group SMD Weight

Study N Mean 5D M Mean SD 95% CI (%)
Mottram et al, 2004 14 140 14 15 137 19 — @ 047[-0.54, 0.88] 836
Reongsriteng et al, 2005 14 138 15 14 144 20 —a— -0.33[-1.05, 0.39] 813
Mak et al, 2009 24 145 2200 14 P ——  018[-0.40, 0.77] 1066
Desw al et al, 2011 21 1264 158 23 1302 187 —a— -0,21[-0.80, 0.37] 1088
Edelmann et al, 2013 204 128 1443 136 137 1414 E I -0.63[-0.83, -0.43] 21.70
Kosmala et al, 2016 64 1627 1316 67 183 12.81 | -002[-0.38, 0.32] 1721
Upadhya et al, 2017 7 178 22 34 183 23 L -0.31[-0.77, 0.18] 13.55
Mc Diarmid et al, 2020 19 1202 135 21 1286 99 & -0.78[-1.42, -0.15] 870
Overall effect size - -0.27 [-0.53, -0.02]

Effect sizes were from Random-effects REML model
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Diastolic blood pressure (BP)

Inte rvention Group Control Group SMD Weight
Study M Mean SD M Mean SD 95% CI (%)
Mottram et al, 2004 14 74 1 15 74 10 ——— 0.00[-0.71, 0.71] 3.84
Roongsriteng et al, 2005 14 73 14 14 74 " ——s——  .0.08[-080 064] 372
Mak et al, 2009 24 77 12 20 74 14 —T=—— 0.23[-0.36 0.B81] 563
Desw al etal, 2011 M 674 98 23 857 115 — = 016[-0.43 0.74] 568
Edelmann et al, 2013 204 77T 1249 203 80 1246 s -0.24[-0.43, -0.05] 50.77
Kosmala el al, 2016 64 636 676 &7 641 1013 —a— -0.06 [-0.40, 0.28] 16.58
Upadhya e al, 2017 37 78 s 3 8 10 — -0.42[-0.88, 0.05] 8.87
MeDiarmid e al, 2020 19 724 68 M 791 126 067 [-1.29, -0.04] 491
Overall effect size & -0.18[-0.32, -0.04]
Effect sizes were from Random-effects REML model
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3.6 Functional parameters

6-minute walk distance (6MWD)

Interv ention Group Control Group SMD Weight
Study M Mean 5D M Mean SD 95% C| (%)
Deswal et al, 2011 21 310.7 B8 23 2863 &4.7 ——— 0.31[-0.28, 0.80] 14.04
Edelmannetal, 2013 188 517 3578 185 538 39.88 - 0.52[-0.73, 0.31] 27.88
Furrelmeyeret al, 2014 24 272 10778 24 258 43.60 —— J.18[-0.38, 0.74] 1479
Upadhya et al, 2017 aF  419.71  BOAE 34 43484 EBG.5E —— D18 -0.84, 0.28B] 17.BE8
Shantsila et al, 2020 105 313 108 107 330 112 . 015042, 0.11] 2542
Overall effect size =T e 045 [-0.44, 0.14]
Effect sizes were from Random-effects REML model
T T T 1
-1 -5 0 A 1
Fawours MRA Fawvours control
Funnel plot_6MWD
O —
—_
2 :
()
Lo) [}
—
©
©
C
8
n N~
([
™ -
T T T T
-1 -5 0 5
SMD
Pseudo 95% CI @ Studies

Estimated 6,y




3.7 Quality of life measures

Minnesota Living With Heart Failure Questionnaire (MLWHFQ)

Intervention Group Control Group SMD Weight
Study N Mean 5D M Mean 5D 96% CI (%)
Mak et al, 2009 24 23 20 20 20 13 . DAV -D.41, D.76] 644
Edelmann et al, 2013 164 21 1573 187 21 1544 —.— 000 -0.20, 0.20) 5459
Upadhya et al, 2017 ar 29 18 34 25 18 el 022 -0.24, 0.88] 1028
Shantsila et al, 2020 95 174 227 104 153 204 —— 010 -0.18, 0.37] 2869
Overall effect size - 0.06 [ -0.08, 0.241]
Effect sizes were from Random -effects FEML model
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