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Characteristics of included RCTs

De-novo
HF (%)*

Time between | Follow-
hospital up
admission and | duration

randomization

Intervention | Control*
(drug and

doasge)

Trial
design

No: of study
participants
(SGLT2i
interventional
group vs.
control)

Study ID
(First
Author,
Year)

Location
of study

Age (years)t

Male (%)

Baseline % LVEF 1

Damman | Netherlands | DB, MC 80 (41vs.39) | Empaglifiozin 10 mg | Placebo 60 days 79 (73-83) v5. 73 (61-83) | 84vs.90 | 36 (19-53) vs. 37 (23-51)
etal. (2020)

[0}

Charaya | Russia OP, SC 102 (50 vs.52) | Dapaglifiozin 10 mg | Standard 24h 30 days 34vs.38 | 726(122)w.742(113) | 58vs 52 | 456 (157) vs. 444 (136)
etal. (2022) therapy

)

Thiele etal. | NA DB, SC 19 (10 vs.9) Empagliflozin 10 mg | Placebo 3 days 30 days NA 718 (134) vs. 723 (99) | 60 vs. 333 34 (1) vs. 38 (11)
(2022) (3)

Schulze et al. | Germany DB, 60 (30 vs.30) | Empagliflozin 25 mg | Placebo 12h 30 days 60 vs. 48 688-77.0 vs. 734-797 | 633 vs.58.6 | 45 (39-51) vs. 44 (30-50)
(2022) (4)

Vooretal. | Multiple DB,MC | 530 (265 vs.265) | Empaglifiozin 10 mg | Placebo 3 days 90 days | 332vs. 328 | 7029 (11.92) vs. 6894 (14.16) | 675 vs. 64.9 | 33.10 (16.39) vs. 34.63 (19.75)
(2022) (5) | countries

Gilani et al. | Pakistan OP, SC 150 (75 vs.75) | Dapagliflozin 10 mg | Standard 24h 12weeks | 79vs.78 | 6376 (1005) vs. 66.13 (11.73) | 82.6vs.80 | 30 (25-30) vs. 30 (20-30)
(2023) (6) therapy

Coxetal. | United states |OP,MC | 240 (119vs. 119) | Dapaglifozin 10 mg | Standard 24h 30 days 14vs.13 | 644 (127) vs. 6435 (1425) | 66vs.56 | 4218 (225) vs. 40.3 (26.3)
024) (1) therapy

SC, single-centre; MC, multi-centre; OP, open-label; SB, single-blind; DB, double-blind; NA, not available; HF, heart failure; LVEF: left ventricular heart failure.
“Standard therapy used were in accordance with recommended clinical guidelines for acute heart failure (titrated diuretic treatment).
tData is expressed as mean + standard deviation (SD) or median (IQR).
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ISO ISO/PE 1SO I1SO/PE

SV(mm3) 0.10.02 0092002 0.08+0.04 01002 0.08+0.03

LVESV(ml) 0.040.02 0.05=0.02 0.06 = 0.03 05330 005 =003 013005 012004 01344
LVEDV (ml) 015004 0.14+003 0.14+0.07 0.4932 0.15+005 021+0.08 0.17 %007 05437
IVS(s) 027007 036005 038+0.02 0.0764 045002 044005 039004 02729
1VS(d) 0230 02+0.02 024+0.06 0.4640 026005 031+004 031004 02774
LVPW(s) 0322005 048 =002 044 +0.02 0.0021 047 +006 048+0.04 05838
LVPW(d) 0.26+0.02 0312004 | 028+006 03944 039007 038+0.06 07651

Summary of 1-week and 2-week cardiac ultrasound data.
Abbreviations: SV, stroke volume; LVESV, left ventricular end-systolic volume; LVEDY, left ventricular end-diastolic volume; VS (s), interventricular septal diameter at end systole; IVS(d),
interventricular septal diameter at end-diastole; LVPW(s),left ventricular posterior wall thickness at end-systole; LVPW(d), left ventricular posterior wall thickness at end-diastole. Data were
presented as mean + SD. P-values were presented as numerical values.
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Measure HR (95% Cl)

Model |

One line effect [ 1.02 (101, 1.04) 00038
Model Il

‘Turning point (K) 7.89

BAR<K 1.38 (099, 192) 00574
BAR>K 1.02 (100, 1.04) 00255
p value for LRT test” 0.047

Data were presented as HR (95% CI) p values Model I, linear analysis; Model 11, non-linear
analysis. Adjusted for Gender, Age (years), BMI(Kg/m?), COPD, Diabetes, Arrhythmia, MAP
Mean arterial pressure (mmHg), Heart rate (/min), Temperature, AST aspartate transaminase
(U/L), total protein (g/dl), SOFA score, GCS score. LRT logarithm likelihood ratio test.

*P < 0.05 indicates that model 1 is significantly different from Model 1.
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Adjust Il

Unadjusted Adjust | Adjust Il

Variable
HR 95% CI p value HR 95% CI p value

HR 95% CI p value HR 95% CI p value

BAR 1.03 (101, 1.04) 1.03 (1.02, 1.04) 103 (101, 1.04) | 102(L01,104) | 0.0038
BAR tertile

T1 (02-23) 1 1 1 1

T2 (23-29) 2.24 (139, 3.61) 0001 2.06 (127, 3.34) 0.0034 199 (1.22,3.24) 0.0058 1.62 (0.96, 2.75) 0071
T3 (29-49) 2,61 (164, 4.16) <0.0001 247 (154, 3.96) 0.0002 2.32 (1.4, 3.76) 0.0006 1.87 (1.09, 3.19) 0023
p for trend 0.0002 0.0005 0.0044 00464

Adjust 1 model adjusts for: Gender, Age (years).
Adjust 11 model adjusts for: Gender, Age (years), BMI(Kg/m’), COPD, Diabetes, Arrhythmia, MAP Mean arterial pressure (mmHg), Heart rate (/min), Temperature, AST aspartate

transaminase (U/L), total protein (g/d)).
Adjust Il model adjusts for: Gender, Age (years), BMI(Kg/m®), COPD, Diabetes, Arrhythmia, MAP Mean arterial pressure (mmHg), Heart rate (/min), Temperature, AST aspartate

transaminase (U/L), total protein (g/dl), SOFA score, GCS score.
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>11 535 = 1.02 (1.00-1.04)
DIABETES 0.630
NO 511 - 1.02 (1.00-1.04)
YES 212 —— 1.04 (1.01-1.07)
COPD 0.930
NO 570 HE— 1.02 (1.01-1.04)
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Variables

Participants

T1(1.2-9.72)
239

T3 (18.0-56.88)
243

p-value

Age 73.00 (63.00-82.00) 7100 (61.00-79.00) 74.00 (65.00-84.00) 74.00 (63.00-83.00)

BMI 27.90 (23.30-34.12) 2830 (23.30-34.22) 27.37 (2258-33.35) 28.12 (23.78-3473) 0.676
Gender 0.094
Male 364 (50.35%) 130 (54.39%) 125 (51.87%) 109 (44.86%)

Female 359 (49.65%) 109 (45.61%) 116 (48.13%) 134 (55.14%)

Score system

GCS score 1400 (11.00-15.00) 15.00 (12.00-15.00) 14.00 (11.00-15.00) 14.00 (10.00-15.00) 0.16
SOFA score 5.00 (2.00-7.00) 3.00 (2.00-550) 5.00 (3.00-7.00) 6.00 (4.00-8.00) <0001
Acute Physiology Score I1T 55.00 (43.50-72.50) 47.00 (35.00-61.00) 55.00 (45.00-70.00) 66.00 (53.00-82.50) <0001
Apache IV score 73.00 (58.00-89.50) 61.00 (50.00-78.00) 73.00 (60.00-88.00) 82.00 (70.00-98.00) <0001
Vital signs

MAP 55.00 (46.00-118.50) 60.00 (48.00-125.50) 55.00 (47.00-116.00) 52.00 (44.50-71.00) 0.021
Heartrate 11000 (93.00-128.00) 114.00 (98.50-132.50) 108.00 (93.00-125.00) 108.00 (89.00-126.50) 0.041
‘Temperature 3640 (36.10-36.80) 36.50 (36.20-36.90) 36.40 (36.05-36.70) 36.40 (35.90-36.70) <0001
Laboratory data

BUN (mg/dl) 35.00 (23.00-53.00) 19.00 (15.00-23.50) 36.00 (30.00-43.00) 6400 (50.00-80.00) <0001
Ser(mg/dl) 169 (1.10-2.66) 1.10 (0.81-1.40) 170 (1.20-2.30) 2.70 (1.90-3.79) <0001
AST(UL) 38.00 (22.00-76.00) 3000 (20.00-57.50) 39.00 (23.00-96.00) 4400 (22.00-108.50) 0.667
Total protein (g/dl) 590 (540-6.50) 620 (5.60-6.70) 6.00 (5.40-650) 5.70 (5.15-6.40) <0001
Albumin (g/dl) 270 (230-3.10) 2,90 (2.50-3.20) 2.70 (2.30-3.10) 2.40 (2.10-2.80) <0001
C ity disease

coPD 153 (21.16%) 62 (2594%) 52 (21.58%) 39 (16.05%) 0.029
AMI 61 (8.44%) 19 (795%) 25 (10.37%) 17 (7.00%) 0387
Diabetes 212 (29.32%) 55 (23.01%) 78 (32.37%) 79 (32.51%) 0.032
Pneumonia 353 (48.82%) 128 (53.56%) 109 (45.23%) 116 (47.74%) 0173
Arthythmia 265 (36.65%) 83 (34.73%) 82 (34.02%) 100 (41.15%) 02
Primary outcomes

28-day all-cause mortality 147 (20.33%) 24 (1004%) 56 (23.24%) 67 (27.57%) | <000

GCS score, glasgow coma scale score; SOFA score, sequential organ failure assessment score; BUN, blood urea nitrogen (mg/dl); Scr, Serum creatinine (mg/dl); AST, aspartate
transaminase (U/L); COPD, chronic obstructive pulmonary disease; AML acute myocardial infarction; MAP, mean arterial pressure (mnmHg).
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Species

Mus musculus

Primer sequences
Forward: CAGTCTCCAGAGCAATICAAGATG

Reverse: ACAACAACTTCAGTGCGTTACA

Myh7

Mus musculus

Forward: AGGTCTGGCTCTGAGCATTC

Reverse: CCTTTCTCGGAGCCACCTTG

Collal

Mus musculus

Forward: CGATGGATTCCCGTTCGAGT

Reverse: GAGGCCTCGGTGGACATTAG

Postn

Mus musculus

Forward: AAGGCGAAACGGTGACAGAA

Reverse: ACAACAACTTCAGTGCGTTACA

Mus musculus

Forward: GACAAAGCCAGAGTCCTTCAGA

Reverse: TGTGACTCCAGCTTATCTCTTGG

Mus musculus

Forward: TCAACCCCACCGTGTTCITC

Reverse: CCAGTGCTCAGAGCTCGAAA
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