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eAppendix. Search Strategies

Database PubMed
Search time October 9th 2021
Strategy 1. heart failure[Title/Abstract] OR  cardiac failure[Title/Abstract] OR  cardiac

insufficiency[Title/Abstract] OR cardiomyopathy[Title/Abstract]

2. "Heart Failure"[Mesh]

3. #1 or #2

4. LCZ696[Title/Abstract] OR LCZ 696][Title/Abstract] OR LCZ-696[Title/Abstract] OR
valsartan[Title/Abstract] OR sacubitril[Title/Abstract] OR angiotensin receptor-neprilysin
inhibitor[Title/Abstract]

5. "Angiotensin-Converting Enzyme Inhibitors"[Mesh]

6. angiotensin converting enzyme inhibitor[Title/Abstract] OR ACEI[Title/Abstract] OR
benazepril[Title/Abstract] OR captopril[Title/Abstract] OR enalapril[Title/Abstract] OR
fosinopril[Title/Abstract] OR imidapril[Title/Abstract] OR lisinopril[Title/Abstract] OR
moexipril[Title/Abstract] OR perindopril[Title/Abstract] OR quinapril[Title/Abstract] OR
ramipril[Title/Abstract] OR trandolapril[Title/Abstract] OR zofenopril[Title/Abstract] OR
alacepril[Title/Abstract] OR cilazapril[Title/Abstract] OR spirapril[Title/Abstract] OR
delapril[Title/Abstract]

7. "Adrenergic beta-Antagonists"[Mesh]

8. beta blocker[Title/Abstract] OR BBjTitle/Abstract] OR acebutolol[Title/Abstract] OR
atenolol[Title/Abstract] OR betaxolol[Title/Abstract] OR bisoprolol[Title/Abstract] OR
carvedilol[Title/Abstract] OR labetalol[Title/Abstract] OR metoprolol[Title/Abstract] OR
nadolol[Title/Abstract] OR nebivolol[Title/Abstract] OR penbutolol[Title/Abstract] OR
pindolol[Title/Abstract] OR propranolol[Title/Abstract] OR sotalol[Title/Abstract] OR
timolol[Title/Abstract]

9. "Mineralocorticoid Receptor Antagonists"[Mesh]

10. aldosterone antagonist[Title/Abstract] OR mineralocorticoid-receptor
antagonist[Title/Abstract] OR MRA[Title/Abstract] OR eplerenone[Title/Abstract] OR
spironolactone[Title/Abstract]

11. "Angiotensin Receptor Antagonists"[Mesh]

12. angiotensin receptor blocker[Title/Abstract] OR angiotensin receptor
antagonist[Title/Abstract] OR ARBjJTitle/Abstract] OR azilsartan[Title/Abstract] OR
candesartan[Title/Abstract] OR eprosartan[Title/Abstract] OR irbesartan[Title/Abstract] OR
losartan[Title/Abstract] OR olmesartan[Title/Abstract] OR telmisartan[Title/Abstract] OR
valsartan[Title/Abstract]

13. "Sodium-Glucose Transporter 2 Inhibitors"[Mesh]

14. sodium-glucose cotransporter 2 inhibitor[Title/Abstract] OR sodium-glucose transporter 2
inhibitor[Title/Abstract] OR empagliflozin[Title/Abstract] OR dapagliflozin[Title/Abstract] OR
canagliflozin[Title/Abstract] OR ertugliflozin[Title/Abstract] OR sotagliflozin[Title/Abstract] OR
remogliflozin[Title/Abstract] OR ipragliflozin[Title/Abstract] OR tofogliflozin[Title/Abstract]

15. #4 or #5 or #6 or #7 or #8 or #9 or #10 or #11 or #12 or #13 or #14
16. #3 and #15
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17. #16 AND ((clinicaltrial[Filter]) AND (humansFilter]))

Database EMBASE
Search time October 9th 2021
Strategy 1. ‘heart failure'/exp

2. ‘'heart failure"ti,ab,kw OR ‘cardiac failure'ti,ab,kw OR 'cardiac insufficiency':ti,ab,kw OR
cardiomyopathy:ti,ab,kw

3. #1OR#2

4. Icz696:ti,ab,kw OR 'lcz 696'ti,ab,kw OR valsartan:ti,ab,kw OR sacubitril:ti,ab,kw OR
‘angiotensin receptor-neprilysin inhibitor':ti,ab,kw

5. ‘'dipeptidyl carboxypeptidase inhibitor'/exp

6. ‘'angiotensin converting enzyme inhibitor':ti,ab,kw OR acei:ti,ab,kw OR
benazepril:ti,ab,kw OR captopril:ti,ab,kw OR enalapril:ti,ab,kw OR fosinopril:ti,ab,kw OR
imidapril:ti,ab,kw OR lisinopril:ti,ab,kw OR moexipril:ti,ab,kw OR perindopril:ti,ab,kw OR
quinapril:ti,ab,kw OR ramipril:ti,ab,kw OR trandolapril:ti,ab,kw OR zofenopril:ti,ab,kw OR
alacepril:ti,ab,kw OR cilazapril:ti,ab,kw OR spirapril:ti,ab,kw OR delapril:ti,ab,kw

7. ‘'adrenergic receptor blocking agent'/exp

8. 'beta blocker"ti,ab,kw OR bb:ti,ab,kw OR acebutolol:ti,ab,kw OR atenolol:ti,ab,kw OR
betaxolol:ti,ab,kw OR bisoprolol:ti,ab,kw OR carvedilol:ti,ab,kw OR labetalol:ti,ab,kw OR
metoprolol:ti,ab,kw OR nadolol:ti,ab,kw OR nebivolol:ti,ab,kw OR penbutolol:ti,ab,kw OR
pindolol:ti,ab,kw OR propranolol:ti,ab,kw OR sotalol:ti,ab,kw OR timolol:ti,ab,kw

9. 'mineralocorticoid antagonist'/exp

10. 'aldosterone antagonist'ti,ab,kw OR 'mineralocorticoid-receptor antagonist'ti,ab,kw OR
mra:ti,ab,kw OR eplerenone:ti,ab,kw OR spironolactone:ti,ab,kw

11. 'angiotensin receptor antagonist'/exp

12. 'angiotensin receptor blocker':ti,ab,kw OR 'angiotensin receptor antagonist'ti,ab,kw OR
arb:ti,ab,kw OR azilsartan:ti,ab,kw OR candesartan:ti,ab,kw OR eprosartan:ti,ab,kw OR
irbesartan:ti,ab,kw OR losartan:ti,ab,kw OR olmesartan:ti,ab,kw OR telmisartan:ti,ab,kw
OR valsartan:ti,ab,kw

13. 'sodium glucose cotransporter 2 inhibitor'/exp

OR ertugliflozin:ti,ab,kw OR sotagliflozin:ti,ab,kw OR remogliflozin:ti,ab,kw OR
ipragliflozin:ti,ab,kw OR tofogliflozin:ti,ab,kw

14. 'sodium-glucose cotransporter 2 inhibitor':ti,ab,kw OR 'sodium-glucose transporter 2
inhibitor':ti,ab,kw OR empagliflozin:ti,ab,kw OR dapagliflozin:ti,ab,kw OR
canagliflozin:ti,ab,kw

15. #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14

16. #3 AND #15

17. #16 AND ([adult]/lim OR [aged]/lim) AND 'clinical trial'/de

Database CENTRAL

Search time October 9th 2021

Strategy 1. MeSH descriptor: [Heart Failure] explode all trees
2. (heart failure or cardiac failure or cardiac insufficiency or cardiomyopathy):ti,ab,kw
3. #1 or #2
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4.1.CZ696 or LCZ 696 or LCZ-696 or valsartan or sacubitril or angiotensin receptor-
neprilysin inhibitor):ti,ab,kw 2500

5. MeSH descriptor: [Angiotensin-Converting Enzyme Inhibitors] explode all trees

6. (angiotensin converting enzyme inhibitor or ACEI or ACEI or benazepril or captopril or
enalapril or fosinopril or imidapril or lisinopril or moexipril or perindopril or quinapril or
ramipril or trandolapril or zofenopril or alacepril or cilazapril or spirapril or delapril):ti,ab,kw
7.MeSH descriptor: [Adrenergic beta-Antagonists] explode all trees

8. (beta blocker or BB or acebutolol or atenolol or betaxolol or bisoprolol or carvedilol or
labetalol or metoprolol or nadolol or nebivolol or penbutolol or pindolol or propranolol or
sotalol or timolol):ti,ab,kw

9. MeSH descriptor: [Mineralocorticoid Receptor Antagonists] explode all trees

10. (aldosterone antagonist or mineralocorticoid-receptor antagonist or MRA or eplerenone
or spironolactone):ti,ab,kw

11. MeSH descriptor: [Angiotensin Receptor Antagonists] explode all trees

12. (angiotensin receptor blocker or angiotensin receptor antagonist or ARB or azilsartan or
candesartan or eprosartan or irbesartan or losartan or olmesartan or telmisartan or
valsartan):ti,ab,kw

13.MeSH descriptor: [Sodium-Glucose Transporter 2 Inhibitors] explode all trees

14. (sodium-glucose cotransporter 2 inhibitor or sodium-glucose transporter 2 inhibitor or
empagliflozin or dapagliflozin or canagliflozin or ertugliflozin or sotagliflozin or remogliflozin
or ipragliflozin or tofogliflozin):ti,ab,kw

15. #4 or #5 or #6 or #7 or #8 or #9 or #10 or #11 or #12 or #13 or #14

16. #3 and #15

17. human not animal

18. #16 and #17, in Trials

© 2022 Xiang B et al. JAMA Network Open.



11855 publications identified

PubMed 3544
Embase 4864
CENTRAL 3447

5856 duplicates removed

5999 abstracts reviewed
5382 publications removed

Study design 2794
Population 7497
Intervention 704
Comparator 43
Duplicate 57
Language 287
617 full-text publications
assessed for eligibility

598 publications removed

Study design 754
Population 774
Intervention 29
Comparator 77
QOutcome 38
Duplicate 786

19 RCTs included in the

network meta-analysis

eFigure 1. Flowchart of Study Selection Process
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eFigure 2. Bias Assessment of Eligible Studies
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F=0%; P>0.05

F=0%; P>0.05

P=0%; P>0.05

eFigure 3. Primary Network Meta-Analysis Results for All-Cause Death (A), Cardiovascular Death (B) and
Hospitalization for Heart Failure (C). The hazard ratio, 95% credible interval, and the probability (P score) that the
intervention is more effective than the comparator are presented for each pairwise comparison. Results are shown

in bold and italics if they are statistically significant. No significant heterogeneity (I?) or inconsistency (P-value) for
three outcomes was found.
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eFigure 4. Rankogram Plot for All-Cause Mortality (A), Cardiovascular Mortality (B), and Hospitalization for Heart
Failure (C) in the Primary Analysis.
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P=0%; P=NA

P=0%; P=NA

eFigure 5. Sensitivity Analysis Results for All-Cause Death (A) and Hospitalization for Heart Failure (B). The
hazard ratio, 95% credible interval, and the probability (P score) that the intervention is more effective than the
comparator are presented for each pairwise comparison. Results are shown in bold and italics if they are
statistically significant. No significant heterogeneity (1) for two outcomes was found, and the inconsistency (P-

value) was not available (NA).

© 2022 Xiang B et al. JAMA Network Open.



100 s PLBO

90 s AS|
= +
§ 70 ASI+BB
> 60 = ARNI+BB
;; 50 e AS|+BB+MRA
< 40 = AS|+BB+SGLT2i
& 30

20

10

0

1 2 3 4 5 6 7
Rank

B

100 s PLBO

90 s AS|

80 BB
= 70 ASI+BB
3\’
= 60 s ARN |+B B
==
= 50 e AS|+BB+MRA
©
S 40 e AS|+BB+SGLT2i
o 30

20

10

0

1 2 3 4 5 6 7
Rank

eFigure 6. Rankogram Plot for All-Cause Mortality (A) and Hospitalization for Heart Failure (B) in Sensitivity

Analysis.
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eTable 1. Study Characteristics of Included RCTs

LVEF Mean NYHA (%)
i Study |. . |Median follow- Daily eGFR |Female Ischemic| HT | AF | DM
Trial/Author year ) inclusion Treatment Number | Age BMI HR |LVEE
design . up (moth) dose (ml/min/ | (%) | I 1] v | HFE (%) | (%) | (%) | (%)
el (vear)| (kg/m?) | (bpm) | (%)
1.73 m?)
PARAGON-HF 2019' DB, MC 245% 35.0 Sacubitril-valsartan | 400 mg | 2407 | 72.7 | 30.2 70.6 | 57.6 63.0 516 | 3.0 | 775 |19.0| 0.3 37.4 95.7 | 32.2 | 43.5
Valsartan 320mg | 2389 | 728 | 30.3 70.3 | 575 62.0 51.8 | 2.7 | 77.0|19.8| 0.5 34.5 95.4 | 325 | 425
DB, MC,
PARAMOUNT 20122 - 245% 9.0 LCZ696 400 mg 149 709 | 30.1 69.0 | 58.0 67.0 57.0 | 1.0 | 81.0 |19.0| 0.0 NA 95.0 | 27.0 | 41.0
Valsartan 320 mg 152 71.2 29.8 70.0 | 58.0 64.0 56.0 | 1.0 | 78.0 | 21.0| 0.0 NA 92.0 | 30.0 | 35.0
EMPEROR-Preserved | DB, MC, .
e - > 40% 26.2 Empagliflozin 10 mg 2997 | 71.8 | 29.8 70.4 | 54.3 60.6 446 | 0.1 |(81.1|184 | 0.3 36.0 90.8 | 51.5 | 48.9
Placebo NA 2991 | 71.9 29.9 70.3 | 54.3 60.6 447 | 0.1 |819|17.8| 0.3 34.7 90.4 | 50.6 | 49.2
CHARM-Preserved DB, MC,
— - > 40% 36.3 Candesartan 32 mg 1514 | 67.2 | 29.3 71.2 | 54.0 NA 39.2 | 0.0 | 615 |36.7| 1.8 56.4 65.0 | 29.0 | 28.7
Placebo NA 1509 | 67.1 29.0 714 | 541 NA 410 | 0.0 | 60.0|38.7| 1.3 56.5 63.6 | 29.3 | 28.0
Kasama 2004° DB, PC > 40% 6.0 Candesartan 8-12 mg 25 66.0 NA NA | 54.0 NA 320 | 0.0 | 64.0|36.0| 0.0 0.0 64.0 | NA | NA
Placebo NA 25 67.0 NA NA | 55.0 NA 36.0 | 0.0 | 68.0|32.0| 0.0 0.0 60.0 | NA | NA
DB, MC,
Parthasarathy 2009° - 240% 3.5 Valsartan 320 mg 68 61.0 | 31.0 NA | 70.5 NA 50.0 | NA | NA | NA | NA NA 91.2 | 16.2 | 22.1
Placebo NA 82 63.1 29.3 NA | 715 NA 50.0 | NA | NA | NA | NA NA 89.0| 9.8 | 14.6
DB, MC, .
TOPCAT 2014’ - 245% 39.6 Spironolactone |15-45 mg| 1722 | 68.7 | 31.0 68.0 | 56.0 65.3 516 | 3.3 | 63.3(33.0]| 04 NA 91.0 | 35.5 | 32.8
Placebo NA 1723 | 68.7 | 31.0 68.0 | 56.0 65.5 515 | 3.1 |64.1(321| 05 NA 91.9 | 35.1 | 32.2
DB, MC, .
Aldo-DHF 20132 - 250% 11.6 Spironolactone 25 mg 213 67.0 | 289 66.0 | 67.0 79.0 52.0 | 0.0 | 85.0 |15.0 | 0.0 NA 92.0| 6.0 | 17.0
Placebo NA 209 67.0 28.9 64.0 | 68.0 78.0 53.0 | 0.0 | 88.0|12.0| 0.0 NA 91.0| 4.0 | 16.0
L. DB, MC, :
McDiarmid 2019° - > 50% 6.0 Spironolactone 25 mg 19 76.4 | 29.8 77.0 | 535 NA 474 | 0.0 | 73.7 | 26.3 | 0.0 NA 79.0 | 89.0 | NA
Placebo NA 21 74.0 29.1 745 | 54.8 NA 52.4 | 0.0 | 81.0|19.0| 0.0 NA 62.0 | 71.0 | NA
DB, SC, :
STRUCTURE 2016"° . > 50% 6.0 Spironolactone 25 mg 64 66.3 | 30.7 72.0 | 72.6 64.3 88.0 | 0.0 | 78.0 | 22.0| 0.0 NA 92.0 | NA | 39.0
Placebo NA 67 67.6 29.7 73.0 | 714 63.5 81.0 | 0.0 | 79.0 | 210 0.0 NA 91.0 | NA | 40.0
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DB, MC, . .
PEP-CHF 2006" PC NA 26.2 Perindopril 4 mg 424 75.0 27.5 74.0 | 65.0 NA 54.0 NA | NA | NA | NA NA 79.0 | 19.0 | 21.0
Placebo NA 426 75.0 27.6 73.0 | 64.0 NA 57.0 NA | NA | NA | NA NA 79.0 | 22.0 | 20.0
Kitzman 20102 DB, PC 250% 12.0 Enalapril 20 mg 35 69.0 30.0 NA | 65.0 NA 80.0 0.0 | 83.0|17.0| 0.0 NA 71.0| NA | 9.0
Placebo NA 36 70.0 30.0 NA | 65.0 NA 89.0 0.0 | 75.0 | 25.0| 0.0 NA 75.0 | NA | 17.0
. - DB, MC, L . |R:20 mg;
Yip 2007 PC > 45% 12.0 Ramipril+Diuretic oA 45 74.0 26.8 79.0 | 65.0 NA 60.0 0.0 | 66.7 | 33.3 | 0.0 16.0 73.0 | 16.0 | 22.0
. .| 75 mg;
Irbesartan+Diuretic D:NA 56 75.0 27.2 77.0 | 66.0 NA 66.0 0.0 | 679|304 | 0.0 7.0 71.0 | 21.0 | 18.0
Diuretic NA 50 73.0 26.8 76.0 | 69.0 NA 58.0 0.0 | 72.0 | 28.0| 0.0 12.0 76.0 | 10.0 | 20.0
DB, MC, . .
Zi 2003 PC 240% 6.0 Quinapril 5-40 mg 36 77.0 28.5 NA | 59.3 NA 61.1 55 | 778 | 16.7 | 0.0 NA 2781389 | 111
Placebo NA 38 78.0 27.0 NA | 58.0 NA 68.4 0.0 | 73.7|26.3| 0.0 NA 316 | 316 | 184
DB, MC, .
ELANDD 20125 BC > 45% 6.0 Nebivolol 5-10 mg 57 66.5 30.3 NA | 61.9 NA 65.0 0.0 | 77.0 | 23.0| 0.0 17.0 86.0 | NA | 21.0
Placebo NA 59 65.3 30.2 NA | 63.2 NA 64.0 0.0 | 78.0 | 22.0| 0.0 20.0 86.4 | NA | 20.0
DB, MC, _ 2.5-20
J-DHF 20136 5o > 40% 384 Carvedilol . 120 73.0 24.2 72.0 | 62.0 58.0 425 | 18.3 | 69.2 | 10.8 | 2.0 17.5 80.0 | 50.8 | 27.5
Placebo NA 125 71.0 24.1 74.0 | 63.0 58.3 416 | 184|752 | 48 | 1.6 12.0 80.8 | 45.6 | 33.6
DB, MC, i 50-100
SWEDIC 2004 PC > 45% 6.0 Carvedilol 47 67.0 NA 74.0 NA NA 404 | 40.0 |53.0| 7.0 | 0.0 NA 70.2 | NA | 128
mg
Placebo NA 50 66.0 NA 73.0 NA NA 46.0 | 26.0 | 53.0 | 21.0| 0.0 NA 62.0 | NA | 16.0
Takeda 2004'® SC 245% 12.0 Carvedilol =5 mg 19 69.1 NA 70.6 | 55.8 NA 32.0 0.0 | 63.2 | 36.8| 0.0 NA 63.0 | 21.0 | NA
No treatment NA 21 73.1 NA 68.9 | 57.5 NA 62.0 0.0 | 714|286 | 0.0 NA 57.0 | 38.0 | NA
DB, MC, )
SENIORS 2009 PC 240% 21.0 Nebivolol 10 mg 320 76.0 NA 78.1 | 49.3 68.7 50.8 40 (621|324 | 1.6 NA 76.6 | 35.0 | 22.9
Placebo NA 323 76.2 NA 78.4 | 49.1 66.7 48.9 3.0 1629|320 | 2.2 NA 78.8|37.1| 25.8

Abbreviations: AF, atrial fibrillation; BMI, body mass index; DB, double blind; DM, diabetes mellitus; eGFR, estimated glomerular filtration rate; HF, heart failure; HR, heart rate; HT, hypertension; LVEF, left ventricular

ejection fraction; MC, multi-center; NA, not available; NYHA, New York Heart Association; PC, placebo controlled; SC, single centre.
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eTable 2. Baseline Characteristics of Included Intervention and Concomitant Drug Classes Reported

Trial/Author year Intervention class Treatment ACEI (%) | ARB (%) BB (%) MRA (%)
PARAGON-HF 2019 ARNI+BB Sacubitril-valsartan 86.2* 86.2* 79.9 24.6
ASI+BB Valsartan 86.4* 86.4* 79.5 27.1
PARAMOUNT 2012 ARNI+BB LCZ696 56.0 38.0 79.0 19.0
ASI+BB Valsartan 53.0 41.0 80.0 23.0
EMPEROR-Preserved 2021 | SGLT2i+ASI+BB Empagliflozin 78.8* 78.8* 86.7 37.3
ASI+BB Placebo 78.1* 78.1* 85.9 37.6
CHARM-Preserved 2003 ASI+BB Candesartan 19.6 NA 55.9 11.3
BB Placebo 18.6 NA 55.5 12.0
Kasama 2004 ASI Candesartan 92.0 NA 12.0 16.0
PLBO Placebo 96.0 NA 12.0 20.0
Parthasarathy 2009 ASI Valsartan 41.2 NA 33.8 NA
PLBO Placebo 37.9 NA 341 NA
TOPCAT 2014 ASI+BB+MRA Spironolactone 84.3* 84.3* 78.2 NA
ASI+BB Placebo 84.2* 84.2* 77.3 NA
Aldo-DHF 2013 ASI+BB+MRA Spironolactone 78.0* 78.0* 69.0 NA
ASI+BB Placebo 76.0* 76.0* 75.0 NA
McDiarmid 2019 ASI+BB+MRA Spironolactone 58.0* 58.0* 53.0 NA
ASI+BB Placebo 57.0* 57.0* 67.0 NA
STRUCTURE 2016 ASI+BB+MRA Spironolactone 97.0* 97.0* 78.0 NA
ASI+BB Placebo 95.0* 95.0* 72.0 NA
PEP-CHF 2006 ASI+BB Perindopril NA NA 55.0 9.0
BB Placebo NA NA 54.0 11.0
Kitzman 2010 ASI Enalapril NA NA 29.0 NA
PLBO Placebo NA NA 39.0 NA
Yip 2007 ASI Ramipril+Diuretic NA NA NA NA
ASI Irbesartan+Diuretic NA NA NA NA
PLBO Diuretic NA NA NA NA
Zi 2003 ASI Quinapril NA NA 19.4 NA
PLBO Placebo NA NA 7.9 NA
ELANDD 2012 ASI+BB Nebivolol 75.0* 75.0* NA NA

13
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ASI Placebo 80.0* 80.0* NA NA

J-DHF 2013 ASI+BB Carvedilol 24.2 50.8 NA 20.8
ASI Placebo 224 56.0 NA 25.6

SWEDIC 2004 ASI+BB Carvedilol >50% NA NA NA
ASI Placebo >50% NA NA NA

Takeda 2004 ASI+BB Carvedilol 79.0 NA NA NA
ASI No treatment 86.0 NA NA NA

SENIORS 2009 ASI+BB Nebivolol 86.8 5.8 NA 20.3
ASI Placebo 85.0 5.4 NA 16.9

* indicates the combined reporting of the use of ACEI and ARB. Abbreviations: ACEI, angiotensin-converting enzyme

inhibitor; ARB, angiotensin receptor blocker; ARNI, angiotensin receptor-neprilysin inhibitor; ASI, angiotensin
system inhibitor (ACEI/ARB); BB, beta-blocker; HF, heart failure; MRA, mineralocorticoid receptor antagonist; NA,

not available; PLBO, placebo; SGLT2i, sodium-glucose cotransporter 2 inhibitor.

14

© 2022 Xiang B et al. JAMA Network Open.




eTable 3. Additional Sensitivity Analysis

Kasama 2004 Kitzman 2010 Zi 2003 Takeda 2004 No removal

SGLT2i 0.71 (0.60-0.84) | 0.71(0.60-0.83) | 0.71 (0.60-0.83) | 0.71 (0.60-0.83) | 0.71 (0.60-0.83)

ARNI 0.77 (0.61-0.95) | 0.76 (0.61-0.95) | 0.77 (0.61-0.95) | 0.76 (0.61-0.95) | 0.76 (0.61-0.95)

MRA 0.83 (0.69-0.99) | 0.83(0.69-0.99) | 0.83(0.69-0.99) | 0.83 (0.69-0.99) | 0.83 (0.69-0.99)

BB 0.80 (0.44-1.34) | 0.80 (0.44-1.34) | 0.80 (0.44-1.34) | 0.82 (0.44-1.39) | 0.82 (0.44-1.40)

ARB 0.84 (0.71-1.00) | 0.84 (0.71-1.00) | 0.84 (0.71-1.00) | 0.84 (0.70-1.00) | 0.84 (0.71-1.00)

ACEI 0.85 (0.61-1.15) | 0.85(0.61-1.15) | 0.87 (0.63-1.19) | 0.85 (0.61-1.15) | 0.85 (0.61-1.15)
PLBO 1.00 1.00 1.00 1.00 1.00

The network meta-analysis results for HF hospitalization after removing certain studies with small sample sizes (n
<100) are presented. Abbreviations: ACEI, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor

blocker; ARNI, angiotensin receptor-neprilysin inhibitor; BB, beta-blocker; MRA, mineralocorticoid receptor

antagonist; PLBO, placebo; SGLT2i, sodium-glucose cotransporter 2 inhibitor.
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