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Supplement 1 — List of databases

® Cochrane Central Register of Controlled Trials (CENTRAL)

® Medical Literature Analysis and Retrieval System Online (MEDLINE)
e Excerpta Medica database (EMBASE)

e Latin American and Carribean Health Sciences Literature (LILACS)

® Web of Science Core Collection

® Web of Science BIOSIS

® C(linicalTrials.gov

® Google Scholar

e European Medicines Agency (EMA), United States Food and Drug Administration (FDA)
® China Food and Drug Administration (CFDA)

® Medicines and Healthcare products Regulatory Agency

e World Health Organization (WHO)

e International Clinical Trials Registry Platform (ICTRP)

® Chinese Biomedical Literature Database (CBM)

e Wanfang, China National Knowledge Infrastructure (CNKI)

® Chinese Science Journal Database (VIP)
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Supplement 2 — Search strategy
MEDLINE 31/05/2021, n = 422

1. (ivabradin* or corlanor or procoralan or corlentor).af
2. (random* or blind* or placebo* or meta-analys* or systematic review).af.
3. 1land2

EMBASE 31/05/2021, n = 1401

4. (ivabradin* or corlanor or procoralan or corlentor).af
5. (random* or blind* or placebo* or meta-analys* or systematic review).af.
6. land?2

Web of Science Core Collection 31/05/2021, n = 633

1. (ivabradin* or corlanor or procoralan or corlentor) all fields
2. (random* or blind* or placebo* or meta-analys* or systematic review) all fields
3. land?2

Web of Science BIOSIS previews 31/05/2021, n = 50

1. TI=(@vabradin* or corlanor or procoralan or corlentor)
2. TI=(random* or blind* or placebo* or meta-analys* or systematic review)
3. land?2

LILACS 31/05/2021, n = 25

1. Ivabradine
2. Ivabradina
3. lor2

CENTRAL 31/05/2021, n = 638

1. (Ivabradin* or corlanor or Procoralan or corlentor)
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EudraCT 31/05/2021, n = 46

1. ivabradine OR corlanor OR procoralan OR corlentor

ClinicalTrials.gov 31/05/2021, n = 80

1. Ivabradine (also searched for Procoralan Corlanor, Ivabradin, Corlentor, S 16257)
2. Interventional studies

Chinese Biomedical Literature Database (CBM/Sinomed), n = 140

#1 (“RERAEE[EFEREHE]) OR “AI = [£F BB HE) OR kX T E[£FE - EHE
) OR “GHEMEE[EF R -EHe

#2 (“DE[EFEEEE]) OR “DIERIB[2FE:EEE]) OR “D HEIB[2F - FHE)

#3 ((“ERIIK[2F B EHE]) OR “HEIKER[E£F B EHE]) OR “BhkR[£F KR - F6E)
OR “BIMR [ F B ERE]

#4 (((DRIB (2 FEREHE]) OR “ILALEIE[£FEL -5 8E]) OR “ID AR [£F B8
OR “iDAERIL[£FEX:E8E]) OR “ERIVMEIDANR"[£FEX: & HE]) OR “iLVEME KA [£FER:
EEE) OR “ILB 4GS [£F R & HE]

#5 (#4) OR (#3) OR (#2)

#6 (((“HEHL [ 2 F R EHBE]) OR “meta- D HT [2FEX:EHE]) OR “meta ¥ [ 2 FEX:EHHE))
OR “RAGIM[£FE: FHE]) OR “EZENT[£FE: FHE]) OR “REEMN[£FER: FHE)
OR “ZRF[2FE:58E]) OR “BH A [&FE FHE]

#7 (#6) OR (#5) OR (#1)

Chinese Science Journal Database (VIP), n = 165

(U=RtEfEE OR AJ=4F OR KX E E OR FEMEE) AND (U=(11>E OR 1(DLIE=IS OR
i HEIB OR RMEKAP OR 1 B4R E1E OR EAIRENAK OR 7B iM% OR TEHkSK OR k&R IR
OR (MANERM OR FRIMMCMALIR OR 4% OR (LAAESE OR (LALAEZE OR ILINEEFR£) OR
R=(I>E OR (LIRS OR 1 g OR (DR MKAP OR (VS 4R S 1E OR EAKTNAK OR & 1LM&
OR 7E k& OR TERkZESR OR (HMLERIML OR R 1D 4L OR (A OR (LAESE OR (LANLAE
ZE OR ILMINEEFR£)) AND (R=(##L OR meta-73#T OR metaZ3#T OR ZZE 017 OR REIFN
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OR % %isritt OR T OR Hi%) OR U=(B#EHL OR meta-73#T OR metaZ#T OR ZZE 34T OR
RGN OR RGi454 OR &R OR Fi%))

China National Knowledge Infrastructure (CNKI), n = 255

SU=(REAEE+ A =R +IRKEASESE+FEZHARETTE) AND SU=(DE+IDEZIE+ILDHE
B+ IR MK+ B RS 1E+ AR BB+ T DR + T KR + & Bk SR+ 0 AILER '+ 62 0 1
IDALYE+ DR + 10D AAESE + 10 Al

Wanfang, n = 200

FHRAFEAEE + AI=F + RERAEE + FEHBE) * TH(DE + DRERIE + DHEIR
+ IEMEKIR + IDESEE + BARTIEK + IR + BIKER + BhKkRE + DALERI + DETE +
DAAESE + BRILPED AR + DAVEE + DIIEER£) * 280 (A + meta-2 47 + metaZ 47 +
ZZEDIT + RGN + RGOS + REF + §iF)

Maagaard M, et al. BMJ EBM 2022;0:1-11. doi: 10.1136/bmjebm-2021-111724



Supplemental material

BMJ Publishi ch%ogﬁtlﬁ

it (B,

plied by the author(s)

I%?erng\lalvmgﬂl Hgé egnr%onsi bi B;ytarisin from any reliance

BMJ EBM

Supplement 3 — PRISMA flow chart

| Identification of studies via databases and registers

Chinese databases

Records identified from non-
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n=126
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n=2528
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n=334
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§ n=109
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From. FPage MJ, McKenzie JE, Bossuyt PM, Boutron |, Hofimann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporiing systematic reviews. BMJ 2021,372:n71.
doi: 10.1136/bmj.n71. For more information, visit: hitp./fiww. prisma-statement.ora/

Figure 1 —- PRISMA flowchart.
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Supplement 4 - Risk of bias

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)

0% 259, 50% 78%  100%

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (repaorting bias)

Other bias

B Lovw risk of bias [ Junclear risk of bias [l Hioh risk of bias

Figure 2 — Risk of bias graph.
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Supplement 5 - All-cause mortality
Main analyses

Ivabradine Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ahdel-Salam 2015 1 20 1 23 0.0% 1.1461[0.08,17.22]
Adarmyan 2015 19 51 27 53 0.0% 0.73[0.47,1.14]
Aroutunoy 2008 2 12 2 12 0.0% 1.00 [0.17, 9.98]
Barilla 2016 2 30 4 28 0.0% 0.47 [0.09, 2.35]
BEAUTIFUL 2008 572 54749 547 A438 4959% 1.04[0.93,1.16] —
Cao 2019 4 41 12 41 0.0% 0.33[0.12, 098]
COMNSTATHE-DHF 2016 1 13 4 13 0.0% 0.251[0.03,1.95]
ECIFY 2017 3 44 i a4 0.0% 6.26 [0.33, 119.51]
He 20149 1 34 2 34 0.0% 0.50[0.05, 5.26]
Hu 2018 2 a5 ] a4 0.0% 0.401[0.08,1.98]
Mansour 2011 3 27 3 23 0.0% 0.85[0.19,3.82]
Moiseey 2011 2 26 4 23 0.0% 0.44 [0.09, 2.20]
MNguyen 2018 1 14 i ] 0.0% 1.20[0.06, 25.53]
Raja 2017 1 63 1 62 0.0% 0.98 [0.06, 15.29]
SHIFT 2010 03 3241 A52 3264 B01% 0.821[0.582,1.03] ——
Tarlovskaya 2011 3 8 i 10 0.0% 8.56 [0.51, 144 .86]
Tsutsui 20149 9 127 9 127 0.0% 1.001[0.41,2.44]
Tumasyan 2016 41 104 58 106 0.0% 0.71[0.53, 0.95]
Tumasyan 2017 24 53 30 ar 0.0% 0.86 [0.59, 1.26]
Tumasyan 2018 19 46 28 45 0.0% 0.66 [0.44,1.00]
Wang Gk 2020 1 36 1 36 0.0% 1.001[0.07,15.38]
Zhang 2020 i} 43 1 432 0.0% 0.331[0.01,7.78]
Total (95% CI) 8720 8702 100.0% 0.98 [0.86, 1.10] e
Total events 10745 1089

i 2 = . - - - R = I I I I
Heterogeneity: Tau®= 0.00; Chif= 237, dfi=1(P=012% F=58% 07 Ty 13 15

Testfor overall effect Z=0.40 (P = 0.69) Favours ivabradine Favours control

Figure 4 — Forest plot of the meta-analysis of all-cause mortality using random-effecs meta-analysis including only trials at
low risk of bias, except for for-profit bias. The meta-analysis showed no evidence of an difference between ivabradine versus
placebo.
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Ivabradine Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Abdel-Salam 2015 1 20 1 23 0.0% 1.15([0.08,17.22]
Adarmyan 2015 18 a1 27 53 0.0% 073047, 1.14]
Arautunow 2008 2 12 2 12 0.0% 1.00[0.17, 5.98]
Barilla 2016 2 30 4 28 0.0% 0.47[0.09, 2.35]
BEAUTIFUL 2008 572 5479 547 5438 50.0% 1.04 [0.93,1.16] —i—
Cao 2019 4 41 12 41 0.0% 0.33[0.12 0.95]
COMNSTATHE-DHF 2016 1 13 4 13 0.0% 0.25[0.03,1.95]
EDIFY 2017 3 94 a a4 0.0% 6.26[0.33,119.51]
He 2018 1 34 2 34 00% 0.50[0.05, 5.26]
Hu 2018 2 84 5 84  0.0% 0.40[0.08,1.98]
Mansour 2011 3 7 3 23 00% 0.85[019, 387
Moiseey 2011 2 26 4 23 00% 0.44 [0.09,2.200
Mguyen 2018 1 14 i 5 00% 1.20[008 25483]
Raja 2017 1 53 1 §2 00% 098[0.06 1539
SHIFT 2010 03 3241 552 3264 S0.0% 0.82[082,1.03] ——
3

8 0 10 0.0% 8.56[0.51,144.86]
9 127 0.0%  1.00[0.41,2.44]
104 58 106 0.0%  0.71[0.53 0.85]

Taravskaya 2011
Tsutsui 2019
Tumasyan 2016

=
-
—
)
-

Tumasyan 2017 24 53 30 57 0.0% 0.8A [0.59, 1.26]

Tumasyan 2018 14 46 28 45 0.0% 0.6A [0.44,1.00

Wang Gk 2020 1 36 1 36 0.0% 1.00[007, 14.38]

Zhang 2020 ] 43 1 42 0.0% 0.33[001,7.78]

Total (95% Cl) 8720 8702 100.0%  0.98 [0.90, 1.06] S
Total events 1075 1098

Heterogeneity: Chi*= 237, df=1 (P=012); F=58%

1 1 1 1
Test for overall effect: Z= 0486 (F=0.47) 0.7 0.85 1.2 15

Favours ivabradine Favours control

Figure 5 — Forest plot of the meta-analysis of all-cause mortality using fixed-effect meta-analysis including only trials at low
risk of bias, except for for-profit bias. The meta-analysis showed no evidence of a difference between ivabradine versus placebo.
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Ivabradine Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Ahdel-Salarn 2014 1 20 1 23 01% 1.15[0.08,17.22) I —
Adarryan 2015 14 51 27 53 2.0% 073047, 1.14] -
Aroutunoy 2008 2 12 2 12 0.2% 1.00[017F, 5.98] I E—
Barilla 2016 2 30 4 28 0.3% 0.47 [0.09, 2.359] —
BEAUTIFLIL 2008 872 5479 547 5438 425% 1.04 [0.93,1.16] L ]
Cao 20149 4 11 12 a1 0.9% 0.33[012, 0959 I
COMNSTATHE-DHF 2016 1 13 4 13 0.3% 0.25[0.03,1.959] —
EDIFY 2017 3 94 0 84 0.0% B.26[0.33,119.51] —
He 2018 1 34 2 34 0.2% 0.50[0.05, 5.26] —
Hu 2018 2 84 5 84 0.4% 0.40[0.08,1.98] —
Mansour 2011 3 7 3 23 0.3% 0.85[019, 387 I —
Moiseey 2011 2 26 4 23 0.3% 0.44 [0.09,2.200 —
Mguyen 2018 1 14 i 5 01% 1.20[0.06, 25.53]
Raja 2017 1 53 1 g2 01% 098[0.06 15.39]
SHIFT 2010 03 3241 552 3264 425% 0.82[082,1.03] |
Tarlavskaya 2011 3 ] i 10 0.0% 8.56[0.51,144.86) —
Tsutsui 2019 9 127 9 127 0.7% 1.00[0.41,2.44] -
Tumasyan 2016 41 104 59 106 4.5% 0.71[0.53,0.949] -
Tumasyan 2017 24 53 30 57 2.2% 0.8A [0.59, 1.26] -T
Tumasyan 2018 14 46 28 45 2.2% 0.6A [0.44,1.00 -]
Wang Gk 2020 1 36 1 36 01% 1.00[0.07, 14.38]
Zhang 2020 ] 43 1 42 0.1% 0.33[001,7.78] —
Total (95% Cl) 9647 9610 100.0%  0.94 [0.88, 1.01] L
Total events 1214 1292

H¥s - —_ —_ SR = 1 1 1 ]

Heterogeneity: Chi*= 2379, df= 21 (P =030, F=12% 'u.um Df'l 1'D 1DDD'

Test for overall effect: £=1 .68 (F=0.09)

Figure 6 - Forest plot of the meta-analysis of all-cause mortality using fixed-effect meta-analysis. The meta-analysis showed no

evidence of a difference between ivabradine versus control (placebo or no intervention).

Favours ivabradine Favours control
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Figure 7 - Forest plot of the meta-analysis of all-cause mortality using random-effects meta-analysis. The meta-analysis showed
evidence of a beneficial effect of ivabradine versus control (placebo or no intervention).
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Figure 8 - Trial Sequential Analysis graph of all-cause mortality. Trial Sequential Analysis showed that we had enough
information to reject a relative risk reduction of 15% or more by ivabradine versus control (placebo or no intervention). The
cumulative z-curve (the blue line) breaches the boundary of futility and the required information size. Pc: prevalence in control

group; RRR: relative risk ratio.
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Figure 9 - Forest plot of the sensitivity analysis of all-cause mortality using best- compared with worst-case scenario.
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Figure 10 - Forest plot of the sensitivity analysis of all-cause mortality using worst- compared with best-case scenario.
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Figure 11 — Forest plot of the sensitivity analysis of all-cause mortality removing the BEAUTIFUL trial.
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Figure 12 — Forest plot of the sensitivity analysis of all-cause mortality removing the SHIFT trial.
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Figure 13 — Forest plot of the subgroup analyses of trials randomising participants with a heart rate at or above 70 beats per
minute compared to trials randomising participants with heart rate below 70 beats per minute on all-cause mortality.
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Figure 14 - Forest plot of the subgroup analyses of trials administering ivabradine at or above median duration (182.64 days)
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Figure 15 - Forest plot of the subgroup analyses of trials administering ivabradine at or above median daily dose (12.7 mg)
compared to trials administering ivabradine below median daily dose on all-cause mortality.
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Figure 16 — Funnel plot of the analyses of all-cause mortality. The funnel plot did not indicate small study bias.
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Figure 17 - Forest plot of the meta-analysis of serious adverse events using fixed-effect meta-analysis. The meta-analysis
showed evidence of a beneficial effect of ivabradine versus control (placebo or no intervention).
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Figure 18 — Forest plot of the meta-analysis of serious adverse events using random-effects meta-analysis. The meta-analysis
showed evidence of a beneficial effect of ivabradine versus control (placebo or no intervention).
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Figure 19 - Forest plot of the sensitivity analysis of serious adverse events using best- compared with worst-case scenario.
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Figure 20 - Forest plot of the sensitivity analysis of serious adverse events using worst- compared with best-case scenario.
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Figure 21 — Forest plot of the sensitivity analysis of serious adverse events removing the BEAUTIFUL trial.
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Figure 22 — Forest plot of the sensitivity analysis of serious adverse events removing the SHIFT trial.
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Figure 23 - Forest plot of the subgroup analyses of trials randomising participants with a heart rate at or above 70 beats per
minute compared to trials randomising participants with heart rate below 70 beats per minute on all-cause mortality.
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Figure 24 - Forest plot of the subgroup analyses of trials administering ivabradine at or above median duration (182.64 days)
compared to trials administering ivabradine below median duration on serious adverse events.
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Total events 3136 3387
Heterogeneity: Chi*= 3.60, df=5 (P =061), F=0%
Test for averall effect Z=4.00 (F = 0.0001)
2.28.2 below median dose
CORNSTATHE-DHF 2016 1 13 4 13 0.1% 0.25[0.03,1.99] .
Mansour 2011 3 7 3 23 0.1% 0.85[019,3.82] . E—
Ordu 2015 ] 49 14 49 0.4% 0.64[0.31,1.34] 1
Tsutsui Smyg 2016 3 40 1 21 0.0% 1A87[017,14.22]
Subtotal {95% Cl) 129 106 0.7%  0.66 [0.36,1.19] e
Total events 16 22
Heterogeneity: Chi®=1.58, df= 3 (F = 0.66); F=0%
Testfor averall effect Z=1.38(F =017
Total (95% Cl) 9050 9000 100.0%  0.92 [0.89, 0.96] |
Total events a2 3408
i B~ — — L2 = 1 1 1 ]
Heterogeneity: Chi*=6.34, df=9(F =071}, F=0% T o 10 100

Test for averall effect Z=4.10 (F = 0.0001)
Test for subgroup differences: Chi*=1.26, df=1 (P = 0.26), F= 20.5%

Favours ivabradine Favours control

Figure 25 - Forest plot of the subgroup analyses of trials administering ivabradine at or above median daily dose (12.36 mg)
compared to trials administering ivabradine below median daily dose on serious adverse events.
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Figure 26 — Funnel plot of the analysis of serious adverse events. The funnel plot did not indicate small study bias.
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Supplement 7 - Quality of life
Main analyses for trials using Kansas City Cardiomyopathy Questionnaire (KCCQ)

Ivabradine Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.47.1 KCCQ change score
SHIFT 2010 6.7 17.3 842 43 167 838 94.5% 240100.77,4.03]
Subtotal (95% CI) 842 830 94.5% 240 [0.77, 4.03] *

Heterogeneity: Mot applicable
Testfor overall effect: Z=2 85 (P =0.004)

2.47.2 KCCQ mean score

Sallam 2016 a0 14 a0 B8 20 50 55% 12.00([5.23,18.77] -
Subtotal {95% CI) 50 50 5.5% 12.00[5.23,18.77] &
Heterogeneity: Mat applicahle

Test for overall effect: 7= 3.48 (P = 0.0004)

Total {95% CI) 892 889 100.0% 2.92 [1.34, 4.50] "
Heterogeneity: Chi :.T.31,df:1 (P =0.007) F=86% T 20 D P o0
Test for overall effect: Z= 363 (P = 0.0003) Favours contrel  Favours ivabradine

Testfor subaroup differences: Chi*=7.31, df=1 (P =0.007), F= 86.3%

Figure 27 — Forest plot of the meta-analysis of quality of life from trials using the KCCQ using fixed-effect meta-analysis. The
meta-analysis showed evidence of a beneficial effect of ivabradine.

Ivabradine Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2471 KCCQ change score
SHIFT 2010 67 173 B42 43 167 B39 A61% 240([0.77, 4.03]
Subtotal (95% CI) 842 830 56.1% 2.40 [0.77,4.03] "

Heterageneity: kot applicable
Testfor averall effect: 2= 2.89 (P = 0.004)

2.47.2 KCCQ mean score

Sallam 2016 g0 14 50 B8 20 50 439% 12.00[5.23,18.77] L
Subtotal (95% CI) 50 50 43.9% 12.00[5.23,18.77] L 2
Heterogeneity: Mot applicable

Testfor overall effect: 7= 3.48 (P = 0.0005)

Total (95% CI) 892 889 100.0% 6.61[-2.72, 15.95] 1‘

Heterogeneity: Tau®= 39.78; Chi=7.31, df= 1 (P = 0.007) F= 86% ' t 1 t {
Testf lleffect; 2= 1.38 (P=0.16 -100 50 0 50 10o
estioroverall efiect Z=1.39 (F = 0.16) Favours control  Favours ivabrading

Testfor subaroup differences: Chi*=7.31, df=1 (P = 0.007), F= 86.3%

Figure 28 — Forest plot of the meta-analysis of quality of life from trials using the Kansas City Cardiomyopathy
Questionnaire (KCCQ) using random-effects meta-analysis. The meta-analysis showed no evidence of a difference between
ivabradine and control.
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Sensitivity analyses for trials using KCCQ.

vabradine Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2,481 KCCQ change score
SHIFT 2010 185 21.22 1129 48 2049 1153 B84.0% 1070([8.98 12432 .
Subtotal (95% CI) 1129 1153  94.0% 10.70 [8.98,12.42] [}

Heterogeneity: Mot applicable
Testfor overall effect £=12.22 (P = 0.00001)

2.48.2 KCCQ mean score

Sallam 2016 an 14 a0 68 20 50 B.0% 1200[5.23,18.77] -
Subtotal (95% CI) 50 50 6.0% 12.00 [5.23, 18.77] L 2
Heterageneity: Mot applicahle

Testfor overall effect: 2= 3.48 (P = 0.0005)

Total (95% CI) 1179 1203 100.0% 10.78 [9.12, 12.44] ]

Heterogeneity, Chif= 0.13, df= 1 (P = 0.72); F= 0% : : : |
-100 -50 0 50 100

Testifor overall efiect Z=12.70 (P = 0.00001) Favour habradine | Favours control

Testfor subgroup differences: Chi*= 013, df=1 (P=072), F=0%

Figure 29 — Forest plot of the sensitivity analysis of quality of life (KCCQ) using best- compared with worst-case scenario.

Ivabradine Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.49.1 KCCQ change score
SHIFT 2010 21 2122 1129 134 2059 1153 94.0% -11.30[13.02,-9.598] .
Subtotal (95% CI) 1129 1153  94.0% -11.30[-13.02, -9.58] []

Heterogeneity: Mot applicahle
Testfor averall effect: 2= 1291 (P < 0.00001)

2.49.2 KCCQ mean score

Sallam 2016 80 14 50 53 20 50  B.0% 12.00[5.23,18.77] -

Subtotal (95% CI) 50 50 6.0%  12.00 [5.23,18.77] &

Heterogeneity: Mot applicahle

Testfor overall effect: Z=3.48 (P = 0.0005)

Total {95% CI) 1179 1203 100.0% -9.89[-11.56, -8.23] t

Heterogeneity: Chi : 4274, df=1 (P =0.00001), F=98% '-1IJU —5'0 b 5'0 'IUU'
Testfor overall effect: Z= 11 66 (P =< 0.00001) Favours ivabradine Favours control

Testfor subgroup differences: Chi®=42.79, df=1 (P = 0.00001}, F=97.7%

Figure 30 — Forest plot of the sensitivity analysis of quality of life (MLWHFQ) using worst- compared with best-case
scenario.
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Subgroup analyses for trials using the KCCQ

Ivabradine Control Mean Difference Mean Difference
Study or Subgroup MWean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.56.1 KCCQ at or above median duration
SHIFT 2010 67 17.3 842 43 167 838 545% 2401[0.77,4.03]
Subtotal (95% CI) 842 830  94.5% 2.40 [0.77, 4.03] *

Heterogeneity: Mot applicable
Test for overall effect: Z= 288 (P = 0.004;

2.56.2 KCCQ below median duration

Sallam 2016 a0 14 50 B8 20 50 55% 12.00([5.23,18.77] -
Subtotal (95% CI) 50 50 5.5% 12.00[5.23,18.77] &
Heterogeneity: Mat applicahle

Testfor overall effect: 7= 3.48 (P = 0.0005)

Total {95% CI) 892 889 100.0% 2.92 [1.34, 4.50] "
Heterogeneity: Chi :.?.31,df:1 (P=0.007) F=86% T 20 D P o0
Testfor averall effect 2= 363 (P = 0.0003) Favours contral  Favours ivabradine

Testfor subaroup differences: Chif=7.31, df=1 (P =0.007), F= 86.3%

Figure 31 — Forest plot of the subgroup analyses of trials administering ivabradine at or above median duration (90.66 days)
compared to trials administering ivabradine below median duration on quality of life using the KCCQ.
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Main analyses for trials using Minnesota Living With Heart Failure Questionnaire (MLWHFQ)

Ivabradine Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
2.50.1 MLWHFQ mean score
Abdel-Salam 2015 464 7.3 20 517 BE 23 B8% -530[8.48,-1.17

Sarullo 2010 31.2 26 30 375 14 30 46.3%  -6.30[7.45-5.15] -
Zeng FC 2019 2744 426 33 321 479 32 239% 477 [-6.98,-2.56] —
Subtotal (95% CI) 83 85 T9.0% -593[-6.93, -4.94] . 2

Heterogeneity: Tau® = 0.00; Chi®=1.55, df= 2 (P = 0.46), F=0%
Testfor overall effect: £=11.72 (F = 0.00001)

2.50.2 MLWHFQ change score

Mansour 2011 123 33 30 -87 52 23 M.0% -360[6.03,-1.17] —

Subtotal (95% CI) 30 23 21.0% -3.60[-6.03,-1.17] e

Heterageneity: Mot applicable

Testfor averall effect: 2= 2.90 (P = 0.004)

Total (95% CI) 113 108 100.0% -5.28 [-6.60, -3.96] L

Heterogeneity: Tau®= 0.64; Chi®= 4.58, df= 3 (P = 0.21); F= 35% _150 55 i é 150
Testfor overall effect: Z=7.82 (P = 0.00001) Favours ivabradine Favours control

Testfor subaroup differences: Chi*= 3.04, df=1 (P=0.08), F=67.1%

Figure 32 — Forest plot of the meta-analysis of quality of life from trials using the MLWHFQ using random-effects meta-
analysis. The meta-analysis showed no evidence of a difference between ivabradine and control.

vabradine Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
2.50.1 MLWHFQ mean score
Ahdel-Salam 2015 464 7.3 20 517 66 23 48% -530[9.48 1137

Sarullo 2010 M2 26 30 IT5 1.9 30 BIEW -B.I0[T.45-514] . 3
Zeng FC 2019 2744 426 33 3221 479 32 17.3% -4.77 [6.98,-2.56] —
Subtotal (95% CI) 83 85 B57% -5.93[6.93, 4.94] &

Heterogeneity, Chi®=1.59, df= 2 (P=046);, F=0%
Testfor overall effect: Z=11.72 (P = 0.00001)

2.50.2 MLWHFQ change score

Mansour 2011 -12.3 33 i -87 a8z 23 143% -3.60[6.03,-1.17] —
Subtotal {95% CI) 30 23 14.3% -3.60[-6.03,-1.17] e
Heterogeneity, Mot applicable

Testfor overall effect: £= 290 (P = 0.004)

Total (95% CI) 113 108 100.0% -5.60[-6.52, 4.68] L
Heterogeneity: Chi*= 458, df= 3 (P=0.21); F=35% -1=D I5 p é 1=D
Testfor overall effect Z=11.95 (F = 0.00001) Favours ivabradine Favours contral

Test for subaroup differences: Chif= 3.04, df=1 (P=0.08), F=671%

Figure 33 — Forest plot of the meta-analysis of quality of life from trials using the MLWHFQ using fixed-effect meta-analysis.
The meta-analysis showed evidence of a beneficial effect of ivabradine.
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Figure 34 — Trial Sequential Analysis graph of quality of life from trials using the MLWHFQ. Trial Sequential Analysis
showed that we had enough information to detect a mean difference of -5.60 points of ivabradine versus control (placebo or no
intervention). The cumulative z-curve (the blue line) breached the boundary of benefit. MD: mean difference (SD/2 from the control

group).
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Sensitivity analyses of quality of life from trials using the MLWHFQ.

Ivabradine Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
2.51.1 MLWHFQ mean score
Abdel-Salam 2015 464 7.3 20 517 BE 23 B8% -530[8.48,-1.17

Sarullo 2010 31.2 26 30 375 14 30 46.3%  -6.30[7.45-5.15] -
Zeng FC 2019 2744 426 33 321 479 32 239% 477 [-6.98,-2.56] —
Subtotal (95% CI) 83 85 T9.0% -593[-6.93, -4.94] &

Heterogeneity: Tau® = 0.00; Chi®=1.55, df= 2 (P = 0.46), F=0%
Testfor overall effect: £=11.72 (F = 0.00001)

2.51.2 MLWHFQ change score

Mansour 2011 123 33 30 -87 52 23 M.0% -360[6.03,-1.17] e

Subtotal (95% CI) 30 23 21.0% -3.60[-6.03,-1.17] il

Heterageneity: Mot applicable

Testfor averall effect: 2= 2.90 (P = 0.004)

Total (95% CI) 113 108 100.0% -5.28 [-6.60, -3.96] <

Heterogeneity: Tau®= 0.64; Chi®= 4.58, df= 3 (P = 0.21); F= 35% _150 55 i % 150
Testfor overall effect: Z=7.82 (P = 0.00001) Favours ivabradine Favours control

Testfor subaroup differences: Chi*= 3.04, df=1 (P=0.08), F=67.1%

Figure 35 — Forest plot of the sensitivity analysis of quality of life (MLWHFQ) using best- compared with worst-case
scenario.

Ivabradine Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.52.1 MLWHFQ mean score
Ahdel-Salam 2014 464 7.3 M 517 66 23 B8%  -530[945-1.17

Sarullo 2010 M2 26 30 3T5 1.9 30 463%  -B.30[7.45-5.15) -
Zeng FC 2019 2744 426 33 3221 478 32 23.9% 477 [6.95, -2.56] —a—
Subtotal {95% Cl) 83 85 70.0% -5.03[-6.03, 4.04] <&

Heterageneity: Tau®= 0.00; Chi®= 164, df=2 (P = 0.46), = 0%
Testfor overall effect: Z=11.72 (P < 0.00001)

2.52.2 MLWHFQ change score

Mansour 2011 -123 33 o -8y7 52 23 21.0% -3B0[6.03,-1.17] —

Subtotal (95% CI) 30 23 21.0% -3.60 [-6.03, -1.17] -

Heterogeneity: Nat applicable

Testfor overall effect: 7= 2.80 (P = 0.004)

Total {95% CI) 113 108 100.0% -5.28 [-6.60, -3.96] s o

Heterogeneity: Tau®= 0.64; Chi®=4.58 df=3 (P =021}, "= 35% _150 % b :ij 150
Testior overall effect Z=7.82 (F < 0.00007) Favours ivabradine Favours control

Testfor subagroup differences: Chi*= 3.04, df=1 (P =0.08), F=671%

Figure 36 — Forest plot of the sensitivity analysis of quality of life (MLWHFQ) using worst- compared with best-case
scenario.
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Subgroup analyses of quality of life from trials using the MLWHFQ

Ivabradine Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
2.53.3 at or above 70 beats per minute
Mansour 2011 23 33 30 87 52 23 3M4%  -360[603,-1.17] —a—
Sarullo 2010 M2 26 30 3TE 1.9 30 533%  -6.30[7.45 -5.14] -
Subtotal (95% CI) &0 53  84.6% 517 [7.78,-2.56] -

Heterogeneity: Tau®= 2.70; Chi®= 3.87, df=1 (P=0.09); F=74%
Testfor overall effect: £= 3.88 (F = 0.0001;

2.53.4 below 70 beats per minute

Abdel-Salam 2014 464 7.3 20 517 6E 23 154%  -5.30[9.48 117 e —
Subtotal (95% CI) 20 23 154% -530[-9.48,-1.12] -~
Heterogeneity: Mot applicable

Test for overall effect 2= 248 (P = 0.01}

Total (95% CI) 80 76 100.0% -5.30[-7.17,-3.43] S
Heterogeneity: Tau®=1.36, Chi®= 3.92, df=2 (P=0.14); F= 49% _150 _:5 b % 150
Testfor overall effect: £= 556 (P = 0.00001) Favours ivabradine Favours control

Test for subgroup differences: Chi*=0.00, df=1 (P = 0.96), *= 0%

Figure 37 - Forest plot of the subgroup analyses of trials randomising participants with a heart rate at or above 70 beats per
minute compared trials randomising participants with heart rate below 70 beats per minute on quality of life using the

MLWHFQ.
Ivabradine Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
2.54.3 at or above median duration
Mansour 2011 -123 33 o -8y7 a2 23 382% -360[6.03,-1.17] —a—
Subtotal (95% CI) 30 23 39.2% -3.60[-6.03,-1.17] e

Heterogeneity: Not applicable
Testfor overall effect: 2= 2.90 (P = 0.004)

2.54.4 below median duration

Ahdel-Salam 2015 464 7.3 200 517 66 23 132%  -530[8.48,-1.17] I
Zeng FC 20149 2744 426 33 321 479 32 47 E%  -4FT[E.A8 -2.66] ——
Subtotal (95% CI) 53 55 60.8% -4.89[-6.84,-2.93] -

Heterogeneity: Tau® = 0.00; Chi®= 0.05, df=1 (P =0.83), F=0%
Testfor overall effect: Z= 4.91 (F = 0.00001)

Total {95% CI) a3 78 100.0% -4.38[-5.90, -2.86] -
Heterogeneity: Tau®=0.00; Chi*= 070, df=2 (P =0.70); F= 0% _150 Ej B :IS 1=D
Testforoverall effect: Z= 4564 (P = 0.000071) Favours ivabradine Favours control

Testfor subagroup differences: Chi*= 0.65, df=1 (P =042}, F=0%

Figure 38 — Forest plot of the subgroup analyses of trials administering ivabradine at or above median duration (90.66 days)
compared to trials administering ivabradine below median duration on quality of life using the MLWHFQ.
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Supplement 8 - Cardiovascular mortality
Main analyses

Ivabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Ahdel-Salam 20145 1 20 1 23 0.0% 1.14[0.08,17.23]
BEALTIFLIL 2008 469 4479 435 5438 491% 1.07[0.94,1.21]
Cao 2014 4 41 12 41 0.0% 0.33[012, 0.94]
EDIFY 2017 2 94 i a4 0.0% 4.47[0.22,91.88]
Hu 2018 1 eha) 4 a4 0.0% 0.25[0.03, 2.16]
Wansour 2011 2 7 3 23 0.0% 057 [010, 3.11]
Moiseev 2011 2 26 4 23 0.0% 0.44[0.04, 2.20]
Raja 2017 1 53 i B2 0.0% 295012, 71.13]
SHIFT 2010 449 3241 491 3264 50.9% 0.92[0.82 1.04] —
Tarlawskaya 2011 2 a i 10 0.0% B.11[0.33, 111.71]
Tsutsui 2019 7127 8 127 0.0% 0.88[0.33, 2.34]
Wang Gk 2020 1 36 1 36 0.0% 1.00[0.07, 15.38]
Wang @ 2017 1 56 1 ar 0.0% 1.02 [0.07, 14.88]
Wang R 2017 i 349 3 38 0.0% 014001, 2.68]
Zhang 2020 ] 43 1 42 0.0% 0.33[0.01, 7.78]
Total (95% CI) 8720 8702 100.0% 0.99 [0.86, 1.15] -l
Total events 918 426
Heterogeneity: Tau®=0.01; Chi*= 2.92, df=1 (P=0.09); = 66% f

J J J
Test for overall effect Z=0.12 (P = 0.91) 05 07 15 g

Favours ivabradine Favours control

Figure 39 — Forest plot of the meta-analysis of cardiovascular mortality using random-effects meta-analysis including only
trials at low risk of bias. The meta-analysis showed no evidence of a difference between ivabradine versus control (placebo or no

intervention).
Ivabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Abdel-Salam 2015 1 20 1 23 0.0% 115008 17.22]
BEAUTIFIIL 2008 469 54743 435 8438 47.i% 1.07 [0.94,1.21] -l
Cao 2019 4 41 12 41 0.0% 0.33[0.12, 098]
EDIFY 2017 2 44 a a4 0.0% 447022 91.88]
Hu 2018 1 a5 4 a4 0.0% 0.25[0.03, 2.16]
Manzour 2011 2 27 3 23 0.0% 0.87 (010, 3.11]
Maizeaw 2011 2 26 4 23 0.0% 0.44 [0.08, 2.20]
Raja 2017 1 63 a 62 00% 295[012 7113
SHIFT 2010 449 3241 491 3264 52.89% 0.92[0.82 1.04] —
Tatlovskaya 2011 2 a a 10 0.0% 6.11[0.33, 111.71]
Tsutsui 20149 E i a 17 0.0% 0.88[0.33, 2.34]
Wang Gk 2020 1 36 1 36 0.0% 1.00[0.07, 15.38]
Wiang G 2017 1 a6 1 a7 0.0% 1.02[0.07 1588
Wiang R 2017 1] 38 3 34 0.0% 014 [0.01, 2.68]
Zhang 2020 1] 43 1 42 0.0% 0.33[0.01, 7.78]
Total {95% Cl) 8720 8702 100.0% 0.99 [0.91, 1.08] <&
Total events 918 926
Hetarogeneity: Chi®= 2.92 df=1 (P = 0.049); F= 66% f

05 07 '
(4]

Testfor overall effect Z=10.20 (P=0.84) Favours ivabradine Favours control

Figure 40 — Forest plot of the meta-analysis of cardiovascular mortality using fixed-effect meta-analysis including only trials
at low risk of bias. The meta-analysis showed no evidence of a difference between ivabradine versus control (placebo or no
intervention).
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vabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI N-H, Fixed, 95% CI
Abdel-Salam 2015 1 20 1 23 01% 115008 17.22] L
BEAUTIFIUL 2008 469 54749 435 5438 45.1% 1.07 [0.94,1.21]
Caon 2019 4 41 12 41 1.2% 0330012, 0.958]
EDIFY 2017 2 94 a a4 01% 447022 91.89]
Hu 2018 1 a5 4 a4 0.4% 0.25[0.03, 2.16]
Mansour 2011 2 27 3 23 0.3% 0.ay 010, 3.11]
Moiseey 2011 2 26 4 23 0.4% 0.44 [0.09, 2.20] —
Raja 2017 1 63 a G2 01%  2895[012 7113
SHIFT 2010 449 3241 491 3264 A0.6% 0.92[0.82 1.04] |
Tarlowskaya 2011 2 a a 10 0.0% B.11[0.33,111.71] *
Tsutsui 2019 E. i a 127 0.8% 0.88[0.33, 2.34] T
Wiang Gk 2020 1 36 1 36 01% 1.00[0.07 15.38]
Wang @ 2017 1 a6 1 ar 01% 1.02[0.07, 15.88]
Wiang R 2017 1] kL] 3 kL] 0.4% 014001, 2.68 +
Fhang 2020 1] 43 1 42 0.2% 0.33[0.01, 7.78]
Total {95% Cl) 9385 9353 100.0% 0.98 [0.90, 1.06] [|
Total events 942 964
Heterogeneity: Chi*=15.07, df= 14 (P=037), F= 7% IEI o 051 1ID 1E|E|I

Testfor overall effect 2= 055 (F = 0.68)

Fawvours ivabradine Favours control

Figure 41 — Forest plot of the meta-analysis of cardiovascular mortality using fixed-effect meta-analysis. The meta-analysis
showed no evidence of a difference between ivabradine versus control (placebo or no intervention).

vabradine Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ahdel-Salam 20145 1 20 1 23 0.2% 114008, 17.23] L
BEAUTIFUL 2008 469 5479 435 5438 461% 1.07[0.94,1.21]
Cao 2014 4 41 12 41 1.3% 0.33[012, 0.94]
EDIFyY 2017 2 44 a g4 0.2% 4.47[0.22, 91.88]
Hu 2018 1 8h 4 a4 0.3% 0.25[0.03, 2.16]
Mansaur 2011 2 a7 3 23 0.5% 0.57[0.10, 3.11] —
Waiseew 2011 2 26 4 23 0.5% 0.44[0.049, 2.20] —
Fajs 2017 1 63 a G2 0.1% 24951012, 71.13]
SHIFT 2010 449 3241 491 3764 48.6% 0.92[0.82, 1.04] ]
Tarlawskaya 2011 2 a a 10 0.2% B.11[0.33, 111.71] *
Tsutsui 2019 71T 8 127 1.4% 0.88[0.33, 2.34] A E—
Wang Gk 2020 1 36 1 36 0.2% 1.00[0.07, 15.38]
Wang @ 2017 1 56 1 ar 0.2% 1.02 [0.07, 14.88]
Wang R 2017 a 349 3 38 0.2% 0.14[0.01, 2.68] +
Fhang 2020 ] 43 1 42 0.1% 0.33[0.01, 7.78]
Total (95% CI) 9385 9353 100.0% 0.97 [0.86, 1.09] L
Tatal events 442 Y64

Hs 2 — - 2= — —_ LR = ! J ] |
Heterogeneity: Tau®=0.00; Chi*=15.07, df=14{F=037), F=7% 'D.D1 0!1 1'D 1DD'

Testfor overall effect: £=0.96 (P = 0.58)

Favours ivabradine Favours control

Figure 42 - Forest plot of the meta-analysis of cardiovascular mortality using random-effects meta-analysis. The meta-analysis
showed no evidence of a difference between ivabradine versus control (placebo or no intervention).
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Figure 43 - Trial Sequential Analysis graph of cardiovascular mortality. Trial Sequential Analysis showed that we had enough
information to reject a relative risk reduction of 15% or more by ivabradine versus control (placebo or no intervention). The
cumulative z-curve (the blue line) breaches the boundary of futility and the required information size. Pc: prevalence in control
group; RRR: relative risk ratio.
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Sensitivity analyses

vabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Abdel-Salam 2015 1 20 1 3 01%  1.15([0.08,17.22] L
EEAUTIFUUL 2008 469 5479 435 5438 438% 1.07 [0.94,1.21]
Cao 20149 4 41 12 41 1.2% 0.33[0.12 0.95]
EDIFY 2017 2 95 0 a4 01%  4.43[0.22 9053]
Hu 2018 1 a5 4 a4 0.4% 0.25[0.03, 2.16]
Mansour 2011 2 30 3 23 0.3% 0.51 [0.08, 2.81] — T
Moiseew 2011 2 26 4 3 0.4% 0.44 [0.09, 2.20] e —
Raja 2017 1 B3 0 B2 0% 2850012 7113
SHIFT 2010 449 3268 517 3290 51.7% 0.87 [0.78, 0.98] |
Tarlovskaya 2011 2 8 0 10 0.0% B.11[0.33, 111.71] *
Teutsui 20149 7127 g 127 0.8% 0.88[0.33, 2.34] e
Wang G 2020 1 36 1 36 01% 1.00[0.07,15.38]
Wang @ 2017 1 B0 4 B0 0.4% 0.251[0.03 2.17]
Wang RM 2017 ] 39 3 39 0.4% 0.14[0.01, 2.68) +
Zhang 2020 0 43 1 42 0.2% 0.33[0.01,7.78]
Total (95% CI) 9420 9382 100.0%  0.95[0.87,1.03] [
Total events 942 953
Heterageneity, Chi*=18.76, df=14 (P=017), F= 25% ID o1 051 1ID mul

Testfor overall effect Z=1.25 (P =0.21) Favours ivabradine Favours control

Figure 44 - Forest plot of the sensitivity analysis of cardiovascular mortality using best- compared with worst-case scenario.

Ivabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ahdel-Salam 2015 1 20 1 23 01%  1.15([0.08, 17.22] L
BEAUTIFIUL 2008 469 54749 435 5438 451% 1.07 [0.94, 1.21]
Cao 2019 4 41 12 41 1.2% 0.33[0.12, 0.95]
EDIFY 2017 3 45 0 a4 01% B.20[0.32,118.27] +
Hu 2018 1 85 4 a4 0.4% 0.25[0.03, 2.16]
Mansour 2011 5 30 3 3 0.4% 1.28[0.34, 4.80] A
Moiseey 2011 2 26 4 23 0.4% 0.44[0.08, 2.20] e — —
Raja 2017 1 63 0 62 D1%  285[012,71.13]
SHIFT 2010 476 3268 491 3290 506% 0.98[0.87,1.10] |
Tarlovskaya 2011 2 ] 0 10 0.0% 6.11[0.33 111.71] +
Tsutsui 2019 7127 8 127 0.8% 0.88[0.33, 2.34] e
Wang GK 2020 1 36 1 36 01% 1.00([0.07,15.38]
Wang @ 2017 5 G0 1 G0 01% 5.00([0.60,41.53]
Wang RM 2017 0 39 3 39 0.4% 014001, 2.68) +
Zhang 2020 0 43 1 42 0.2% 0.33[0.01, 7.78]
Total (95% CI) 9420 9382 100.0%  1.01[0.93,1.10] {
Total events qrv 964
Heterogeneity: Chi*=16.08, df=14 (P=031); F=13% =D 0 051 150 1DD=

Testfor overall effect Z=10.28 (P=078) Favours ivabradine Favours control

Figure 45 — Forest plot of the sensitivity analysis of cardiovascular mortality using worst compared with best-case scenario.
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vabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI N-H, Fixed, 95% CI
Abdel-Salam 2015 1 20 1 23 0.2% 115008 17.22]
BEAUTIFIUL 2008 469 54749 435 5438 0.0% 1.07 [0.94,1.21]
Caon 2019 4 41 12 41 2.3% 0330012, 0.958]
EDIFY 2017 2 94 a a4 01% 447022 91.89]
Hu 2018 1 a5 4 a4 0.8% 0.25[0.03, 2.16]
Mansour 2011 2 27 3 23 0.6% 0.ay 010, 3.11]
Moiseey 2011 2 26 4 23 0.8% 0.44 [0.09, 2.20] —
Raja 2017 1 63 a G2 01%  2895[012 7113
SHIFT 2010 449 3241 491 3264 92.3% 0.92[0.82 1.04] .
Tarlowskaya 2011 2 a a 10 01% B.11[0.33,111.71] *
Tsutsui 2019 E. i a 127 1.5% 0.88[0.33, 2.34] T
Wiang Gk 2020 1 36 1 36 0.2% 1.00[0.07 15.38]
Wang @ 2017 1 a6 1 ar 0.2% 1.02[0.07, 15.88]
Wiang R 2017 1] kL] 3 kL] 0.7% 014001, 2.68 +
Fhang 2020 1] 43 1 42 0.3% 0.33[0.01, 7.78]
Total {95% Cl) 3906 3915 100.0% 0.90 [0.80, 1.01] #
Total events 473 h24
Heterogeneity: Chi®=11.26 df=13 (P =059 F= 0% I t f |
Testfor averall effect Z=1.81 {F=0.07) 0.0 Fa'-;nuE;i'\-'abradine Favours c01n2rnl 100
Figure 46 — Forest plot of the sensitivity analysis of cardiovascular mortality removing the BEAUTIFUL trial.
Ivabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% C|
Abdel-Salam 2015 1 20 1 23 0.2% 115008 17.22] '
BEAUTIFIIL 2008 469 54743 435 4438 91.4% 1.07 [0.94,1.21] -
Cao 2019 4 41 12 41 2.5% 0.33[0.12, 098] R
EDIFY 2017 2 44 a a4 01% 447022 91.88]
Hu 2018 1 a5 4 a4 0.8% 0.25[0.03, 2.16]
Manzour 2011 2 27 3 23 0.7 % 0.87 (010, 3.11] —
Maizeaw 2011 2 26 4 23 0.9% 0.44 [0.08, 2.20] —
Raja 2017 1 63 a 62 01%  295[012 7113
SHIFT 2010 449 3241 491 3264 0.0% 0.92[0.82 1.04]
Tatlovskaya 2011 2 a a 10 01% 6.11[0.33, 111.71] +
Tsutsui 20149 E i a 17 1.7% 0.88[0.33, 2.34] .
Wang Gk 2020 1 36 1 36 0.2% 1.00[0.07,15.38]
Wiang G 2017 1 a6 1 a7 0.2% 1.02[0.07 1588
Wiang R 2017 1] 38 3 34 0.7% 014001, 2.68 +
Zhang 2020 1] 43 1 42 0.3% 0.33[0.01, 7.78]
Total {95% Cl) 6144 6089 100.0% 1.03 [0.92, 1.17] [
Total events 483 473
Hetarogeneity: Chi*=1316, df=13{P=044) F=1% T 0 10 o0

Testfor overall effect £=0.54 (F=0.59)

Favours ivabradine Favours control

Figure 47 — Forest plot of the sensitivity analysis of cardiovascular mortality removing the SHIFT trial.
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Figure 48 — Funnel plot of the analysis of cardiovascular mortality. The funnel plot did not indicate small study bias.
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Supplement 9 - Myocardial infarction
Main analyses

vabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI N-H, Fixed, 95% CI
Babushkina 2020 1] a6 3 a3 0.0% 014 [0.01, 2.56]
BEAUTIFIUL 2008 a1 5477 88 5430 E2.2% 0.92[0.65,1.25]
EDIFY 2017 2 44 a a4 0.0% 4.47[0.22 91.88]
Liuw™ 2020 4 61 g 61 0.0% 0.80[0.23, 2.94]
Maizeaw 2011 2 26 3 23 0.0% 0880011, 3.23]
SHIFT 2010 G2 3232 a4 360 37.8% 1.16[0.81, 1.66] -
Tarlowskaya 2011 2 a a 10 0.0% B.11[0.33,111.71]
Tsutsui 2019 2127 1 127 00% 200[018 21.78]
Tsutsui myg 2016 1] 40 1 | 0.0% 018001, 4.21]
Total {95% Cl) g709 8690 100.0% 1.01 [0.80, 1.27] L 2
Total events 144 142
Heterogeneity, Chif= 089, df =1 (P=034); F=0% -D_m Df1 1'D 1EIEI'

Testfor overall effect Z=0.11 (F=082) Favours ivabradine Favours control

Figure 49 — Forest plot of the meta-analysis of myocardial infarction using fixed-effect meta-analysis including only trial
results at low risk of bias. The meta-analysis showed no evidence of a difference between ivabradine versus control (placebo or no

intervention).
Ivabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Babushking 2020 1] a6 3 a3 2.3% 0.14[0.01, 256 4 -il-
BEAUTIFIIL 2008 a2 a4vy 88 8430 56.0% 0.92[0.68,1.25]
EDIFY 2017 2 94 a a4 0.3%  4.47[0.22 91.89]
Liuw™ 2020 4 1 ] 1 3% 0.80[0.23, 2.84] — T
Maoiseaw 2011 2 26 3 23 2.0% 0as 011, 3.29] -
SHIFT 2010 g2 3232 a4 3Z6E0 341% 1.16[0.81, 1.66] -
Tatlovskaya 2011 2 a a 10 0.3% 6.11[0.33, 111.71] +
Tsutsui 20149 127 1 127 06% Z00[018 21.78]
Tsutsdi Gmo 2016 1] 40 1 21 1.2% 0181[0.01,4.21] *
Total {95% Cl) |21 9069 100.0% 1.00 [0.80, 1.24] L 3
Total events 156 155
Heterogeneity: Chi®= 707, df=8 (P =053); F=0% T 0 0 o0

Testfor overall effect Z=10.01 (P=0.89) Favours ivabradine Favours control

Figure 50 - Forest plot of the meta-analysis of myocardial infarction using fixed-effect meta-analysis. The meta-analysis
showed no evidence of a difference between ivabradine versus control (placebo or no intervention).
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Ivabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Babushkina 2020 ] 56 3 a3 0.6% 0.14[0.01, 2.56] * i
BEAUTIFUL 2008 82 5477 88 5430 54.9% 0.92[0.69, 1.29]
EDIFyY 2017 2 44 ] a4 0.5% 447 [0.22 91.88]
Liu 'y 2020 4 61 5 61 3.0% 0.801[0.23, 2.84] N
Moiseev 2011 2 26 3 23 1.7% 059011, 3.27] —
SHIFT 2010 B2 3232 54 3260 37.4% 116 [0.81, 1.66] -
Tarlawskaya 2011 2 a ] 10 0.6% B.11[0.33, 111.71] *
Tsutsui 2019 2127 1 127 0.9% 20010018, 21.78]
Tsutsui Amg 2016 ] 40 1 1 0.5% 0AB[0.01,421] 4
Total (95% CI) 9121 9069 100.0% 1.00 [0.80, 1.25] L 3
Total events 156 155
Heterogeneity: Tau®=0.00; Chi*=7.07, df=8 (P=0453), F=0% 'D.D1 011 110 1DU'

Testfor overall effect Z=0.00 (P =1.00)

Favours ivabradine Favours control

Figure 51 - Forest plot of the meta-analysis of myocardial infarction using random-effects meta-analysis. The meta-analysis
showed no evidence of a difference between ivabradine versus control (placebo or no intervention).
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Figure 52 - Trial Sequential Analysis graph of myocardial infarction. Trial Sequential Analysis showed that we did not have
enough information to detect or reject a relative risk reduction of 15% or more by ivabradine versus control (placebo or no

intervention). The cumulative z-curve (the blue line) does not breach any boundaries. Pc: prevalence in control group; RRR: relative

risk ratio.
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Sensitivity analyses

vabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Babushkina 2020 0 56 3 53 1.8% 0.14[0.01, 256 4 J
EEAUTIFUUL 2008 82 5479 496 5438 48.2% 0.85[0.63, 1.14]
EDIFY 2017 2 45 ] a4 03% 4.43[022 9053
Liuy 2020 4 B1 5 B1 26% 0.80[0.23, 2.84] e —
Moiseey 2011 2 26 3 23 1.6% 0.591[0.11,3.22] —
SHIFT 2010 G2 3268 84 3280 428% 0.74[0.54, 1.03] -
Tarlovskaya 2011 2 8 0 10 0.2% B.11[0.33, 111.71] *
Teutsui 20149 2127 1 127 0.5% 2000018 21.78]
Tsutsui 5rmg 2016 0 42 1 21 1.0% 017001, 4.02] +
Total (95% CI) 9162 9107 100.0%  0.81 [0.65,0.99] L 4
Total events 156 183
Heterogeneity, Chi*=6.47, df= 8 (P =0.59); F=0% -D_m Df1 1'D 1EIEI'

Testfor overall effect Z= 2,05 (F = 0.04)

Fawvours ivabradine Favours control

Figure 53 — Forest plot of the sensitivity analysis of myocardial infarction using a best- compared with worst-case scenario.

vabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Babushkina 2020 0 56 3 53 2.3% 0.14[0.01, 256 4 #
BEAUTIFLUL 2008 B4 5479 88 5438 A6.2% 0.95[0.70,1.27]
EDIFY 2017 3 45 0 a4 0.3% B.20[0.32,118.27] +
Liuyy 2020 4 B1 5 B1 3.2% 0.80[0.23, 2.84] e
Moiseew 2011 2 26 3 23 2.0% 0.59[0.11,3.22] —
SHIFT 2010 98 3268 54 3280 34.2% 1.83[1.32, 2.54] -
Tarlovskaya 2011 2 8 0 10 0.3% B.11[0.33,111.71] +
Tsutsui 2019 2127 1 127 06% 2000018 21.78]
Teutsui Srmg 2016 2 42 1 21 0.8% 1.00[010, 10.41]
Total (95% CI) 9162 9107 100.0%  1.26[1.02, 1.55] L
Total events 1ar 155
Heterogeneity: Chi*=14.37, df=8 (F =0.07); F= 44% ID oy 051 150 1DD=

Testfor overall effect 2= 217 (F=0.03)

Favours ivabradine Favours control

Figure 54 - Forest plot of the sensitivity analysis of myocardial infarction using a worst- compared with best-case scenario.

Ivabradine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Babushking 2020 1] a6 3 g3 5.2% 0.14[0.01, 256 *
BEAUTIFIIL 2008 a4 4478 85 A438 0.0% 0.95 [0.70,1.27]
EDIFY 2017 3 95 a a4 0.8% B.20[0.32,118.27] *
Liuw™ 2020 4 1 ] 1 7.3% 0.80[0.23, 2.84] — T
Maizeaw 2011 2 26 3 23 4.6% 088011, 3.29 R
SHIFT 2010 98 3268 a4 3290 781% 1.8301.32 2.54] 3
Tatlovskaya 2011 2 a a 10 0.7% 6.11[0.33 111.71] +
Tsutsui 20149 127 1 127 1.6% Z00[018 21.78]
Tsutsui amo 2016 2 42 1 21 1.9% 1.00[0.10,10.41]
Total {95% Cl) 3683 3669 100.0% 1.66 [1.23, 2.22] L 2
Total events 113 67
Heterogeneity: Chi*= 787, df=7 (P =037y, F=7% T 0 0 o0

Testfor overall effect £= 3.35 (F = 0.0008)

Favours ivabradine Favours control

Figure 55 — Forest plot of the sensitivity analysis of myocardial infarction removing the BEAUTIFUL trial.
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vabradine Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl

Babushkina 2020 0 a6 3 a3 3.5% 0.14[0.01, 256 4 l

BEAUTIFUL 2008 a4 5479 88 5438 85.4% 0.95[0.70,1.27] i

EDIFY 2017 3 495 0 a4 058% B.20[0.32,118.27] +

Liu™ 2020 4 61 i} 61 4.8% 0.801[0.23, 2.84] e E—

Moiseey 2011 2 26 3 23 3% 059011, 3.22] — 1

SHIFT 2010 93 3268 54 3290 0.0% 1.831[1.32, 2.54]

Tarlovskaya 2011 2 ] 0 10 04% B11[0.33,111.71] »

Tsutsui 2019 2127 1 127 1.0% 2.00[018, 21.78]

Tautsui 5myg 2016 2 42 1 21 1.3% 1.00[010,1041]

Total (95% CI) 5894 5817 100.0% 0.96 [0.73, 1.26] “

Total events a4 101

Heterogeneity; Ghif= 5.87, df= 7 (P = 0.59); F= 0% Iu_m 0?1 1IIJ wul

Testfar overall effect Z=0.28 (P=0.78) Favours ivabrading Favours control

Figure 56 — Forest plot of the sensitivity analysis of myocardial infarction removing the SHIFT trial.
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Supplement 10 - Non-serious adverse events
Main analyses

Ivabradine Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Abdel-Salam 2015 3 20 0 23 Mot estimahle
Bansgal 20149 3 T8 1 g0 Mat estimable
BEALUTIFIUL 2008 2570 5477 221 5430 48.3% 1.15[1.10,1.20] ——
Caon 2014 2 4 3 41 Mot estimahle
Cheng 2017 2 45 1 45 Mot estimable
Caong 2018 1 45 1 45 Mat estimable
Ceng 2017 1 41 1 1 Mot estimable
D 2020 3 63 2 63 Mat estimable
EDIFY 2017 a7 94 a1 84 Mat estimable
Fu 2021 2 32 1 32 Mat estimable
Hu 2018 2 85 0 a4 Mot estimahle
Huang J 2017 5 52 0 a0 Mot estimable
Liz0z0 2 48 1 43 Mat estimable
Liu ¥y 2020 3 61 4 61 Mat estimable
Luz2019 1 30 0 30 Mot estimahle
Luo 2021 4 B0 3 G0 Mot estimahle
Lu*H 2020 1 35 ] 34 MHat estimable
Wa 2020 2 43 2 43 Mat estimable
Manz 2003 ] 27 2 11 Mot estimahle
hao 2018 2 30 2 30 Mot estimahle
Mguyen 2018 5 14 1] 5 Mat estimable
Pan 2020 2 25 1 25 Mat estimable
Q72014 ] 48 2 L Mat estimable
Raja 2017 2 B3 0 62 Mot estimable
Sallam 2016 5 a0 3 50 Mat estimable
SHIFT 2010 2694 3232 2577 3260 H1.7% 1.05[1.03,1.08] ——
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Figure 57 — Forest plot of the meta-analysis of non-serious adverse events using random-effects meta-analysis including only
trials at low risk of bias. The meta-analysis showed evidence of a harmful effect of ivabradine versus control (placebo or no
intervention)
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Figure 58 — Forest plot of the meta-analysis of non-serious adverse events using fixed-effect meta-analysis including only
trials at low risk of bias. The meta-analysis showed evidence of a harmful effect of ivabradine versus control (placebo or no

intervention).
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Figure 59 - Forest plot of the meta-analysis of non-serious adverse events using fixed-effect meta-analysis. The meta-analysis
showed evidence of a harmful effect of ivabradine versus control (placebo or no intervention).
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Figure 60 - Forest plot of the meta-analysis of non-serious adverse events using random-effects meta-analysis. The meta-
analysis showed evidence of a harmful effect of ivabradine versus control (placebo or no intervention)
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Figure 61 — Trial Sequential Analysis graph of non-serious adverse events. Trial Sequential Analysis showed that we had enough
information to detect a relative risk increase of 10% by ivabradine versus control (placebo or no intervention). The cumulative z-
curve (the blue line) reached the required information size and crossed the conventional boundary of statistical significance. Pc:
prevalence in control group; RRR: relative risk ratio.

Maagaard M, et al. BMJ EBM 2022;0:1-11. doi: 10.1136/bmjebm-2021-111724



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ EBM

Sensitivity analyses

vabradine Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Abdel-Salam 20145 3 20 a 23 0.0% 8.00([0.44,146.08]
Bansal 2018 3 T8 3 a0 0.1% 1.03[0.21, 493] E—
BEAUTIFLIL 2008 2570 5479 2379 5438 437% 114 [1.10,1.149] .
Cao 2014 2 41 3 49 0.1% 067 [0.12 3.78] E—
Cheng 2017 2 45 1 45 0.0% 20000189, 21.28]
Cong 2018 1 45 1 45 0.0% 1.00[0.06, 15.50]
Deng 2017 1 41 1 41 0.0% 1.00 [0.06, 15.44]
Dj 2020 3 63 2 63 0.0% 1.50 [0.26, 8.67] —
EDIFY 2017 a7 45 51 a4 1.1% 0.99[0.78,1.24] T
Fu 2021 2 32 1 32 0.0% 2.001[0.19,20.87]
Hu 2018 2 a5 a a4 0.0% 484024 10147 *
Huang J 2017 A a2 a a0 0.0% 1048 [0.60, 186.58] *
Li 2020 2 48 1 48 0.0% 20000189, 21.33]
Liuyy 2020 3 B 4 G 0.1% 075018 3.21] e
Lu 2014 1 30 a 30 0.0% 300[013,70.83]
Lu 20149 1 30 a 30 0.0% 3.00[013, 70.83]
Lua 2021 4 60 3 G0 0.1% 1.33[0.31, 5.70] I E—
LuvH 2020 1 i a 35 0.0% 30010013, 71.22]
Ma 2020 2 43 2 43 0.0% 1.001[0.14, 6.78]
Manz 2003 4 " 4 13 0.1% 0.94 [0.35 287 . —
Mao 2018 2 30 2 30 0.0% 1.00[0.15, 6.64] —
Mguyen 2018 A 14 a b 0.0% 4.40[0.29, 67 8A]
Pan 2020 2 25 1 25 0.0% 2.00[0.189, 20.67]
220149 1] 48 2 48 0.0% 0.20[0.01, 4.06] *
Raja 2017 2 63 a G2 0.0% 4.82[0.24, 100449 +
Sallam 2016 1] a0 3 a0 0.1% 1.67 [0.42, 6.60] ]
SHIFT 2010 2 30 a 30 0.0% 5.00[0.249, 99.94]
Sun 2020 2694 3268 X607 3280 A08% 1.04 [1.02,1.07] [ |
Tang 2018 1 a0 4 a0 0.1% 0.25[0.03, 216] A
Tsutsui 2.5mg 2016 1 K| 3 il 0.1% 0.33[0.04, 3.03]
Tsutsui 20149 1149 127 116 127 23% 1.03[0.96, 1.10]
Tsutsui Smg 2016 23 42 G 20 0.2% 1.83[0.89, 3.76] T
Wang FC 2017 27 42 G il 0.2% 225110, 4.59] —
Wang JJ 2017 2 a3 G 43 0.1% 0.27 [0.06, 1.27] —
Wang Q2017 2 20 3 20 0.1% 0.67[0.12, 3.87] — T
Wang R 2017 G 1] 7 G0 0.1% 0.86 [0.31, 2.40] I E—
Wei 2018 3 38 3 39 0.1% 1.001[0.21, 4.658] I E—
Hia 2016 1 32 a 32 0.0% 2000013, 71.000
Hing 2018 1 38 1 39 0.0% 1.001[0.06,15.43]
Hu 2014 1 10 3 10 0.1% 0.33[0.04, 2.68] e —
Hue 2020 2 45 1 45 0.0% 20000189, 21.28]
Wang WT 2019 3 38 a 39 0.0% 7.18([0.38, 134.48] +
YU 2018 1 40 a 40 0.0% 30010013, 71.81]
Yue 2016 2 43 1 43 0.0% 2.00100.19,21.24]
Zeng FC 2014 2 40 2 40 0.0% 1.001[0.14, 6.76]
Feng XM 2014 a 33 1 32 0.0% 0.32[0.01, ¥.6E]
Zhang 2020 3 45 4 45 0.1% 075018 3.16] e
Fhang 2021 1 47 2 47 0.0% 0.50[0.05, 5.33]
Fhang ¥J 20149 2 43 G 42 0.1% 0.33[0.07,1.52] e —
Fhou 20149 1 a5 1 a5 0.0% 1.00 [0.06, 15.59]
Zhau 2020 2 43 ] 43 0.1% 0.40[0.08, 1.94] E—
Total (95% CI) 10959 10849 100.0% 1.09 [1.06, 1.11]
Total events H592 A102

Helerogeneity: Chi#= 57,43, df= 50 (P = 0.22); I*= 13% I

] ]
Testfor overall effect Z=7.17 (F = 0.00001) 0.01 Fa'v'-JLl?é1i'v'a"ra-*inﬂ Favaurs c-31n2r-3l 100

Figure 62 — Forest plot of the meta-analysis of non-serious adverse events using a best- compared with worst-case scenario.
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Figure 63 - Forest plot of the meta-analysis of non-serious adverse events using a worst- compared with best-case scenario.
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Figure 64 — Forest plot of the sensitivity analysis of non-serious adverse events removing the BEAUTIFUL trial.
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Figure 65 — Forest plot of the sensitivity analysis of non-serious adverse events removing the SHIFT trial.
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Figure 66 — Funnel plot of the analysis of non-serious adverse events. The funnel plot did not indicate small study bias.
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Supplement 11 — Discrepancy in safety data

For serious and non-serious adverse events, there were discrepancies between the data reported in

the publication in the SHIFT trial as compared to the raw data reported on ClinicalTrials.gov.

In the published article of the SHIFT trial, it was reported that 1450/3232 (44.86%) participants in
the ivabradine group and 1553/3260 (47.6%) in the control group experienced one or more serious
adverse events. However, in the raw data it was reported that 1369/3232 (42.4%) in the ivabradine
group versus 1481/3260 (45.4%) in the control group experienced one or more serious adverse

events. In our analyses, we have used the highest proportion of participants at risk.

In the published article of the SHIFT trial it was reported that 2439/3232 (75.5%) participants in the
ivabradine group and 2423/3260 (74.3%) in the control group experienced one or more non-serious
adverse events. However, in the raw data it was reported that 2062/3232 (63.8%) in the ivabradine
group versus 2020/3260 (62.0%) in the control group experienced one or more non-serious adverse
events. In our analyses, we have used the highest proportion of participants at risk. The company
that developed ivabradine, Servier, has informed us that in the publication, the data given for
serious and non-serious adverse events ‘are given during the study’ while the data on

ClinicalTrials.gov ‘are given on treatment’.
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Supplement 12 — Exploratory outcomes
Resting heart rate at follow-up
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Figure 67 — Forest plot of the meta-analysis of resting heart rate at follow-up using random-effects meta-analysis. The meta-
analysis showed that ivabradine seemed to decrease the resting heart rate at follow-up by 10.83 beats per minute at follow-up.
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Figure 68 - Forest plot of the meta-analysis of resting heart rate at follow-up using fixed-effect meta-analysis. The meta-
analysis showed that ivabradine seemed to decrease the resting heart rate at follow-up by 13.78 beats per minute at follow-up.
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Figure 69 - Forest plot of the meta-analysis of left ventricular ejection fraction using random-effects meta-analysis. The meta-
analysis showed that ivabradine seemed to increase the left ventricular ejection fraction by 5.43%.
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Figure 70 - Forest plot of the meta-analysis of left ventricular ejection fraction using fixed-effect meta-analysis. The meta-
analysis showed that ivabradine seemed to increase the left ventricular ejection fraction by 6.63%.
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Figure 71 — Forest plot of the meta-analysis of hospitalisation during follow-up using fixed-effect meta-analysis. The meta-
analysis showed evidence of a beneficial effect ivabradine versus control (placebo or no intervention) of a risk ratio of 0.89.
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Figure 72 - Forest plot of the meta-analysis of hospitalisation during follow-up using random-effects meta-analysis. The meta-
analysis showed evidence of a beneficial effect of ivabradine versus control (placebo or no intervention) of a risk ratio of 0.75.
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Figure 73 — Forest plot of the meta-analysis of 6-minutes walking distance using fixed-effect meta-analysis. The meta-analysis
showed evidence of a beneficial effect of ivabradine versus control (placebo or no intervention) of 50.62 meters per 6 minutes.
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Figure 74 — Forest plot of the meta-analysis of 6-minutes walking distance using random-effects meta-analysis. The meta-
analysis shows evidence of a beneficial effect of ivabradine versus control (placebo or no intervention) of 48.84 meters per 6
minutes.
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