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* Houpudopnon aroteAel XapaAKTNPELOTIKO KALWVIKO onpuelo TNG oéelag
KOPOLAKNC AVETIAPKELACG Kal eival N KUPLA altia voonAsiag oe
aocBevelg ye Kapdlakn averapkela

e 2UpdWVA PE TIg KateBuvtnpleg odnyieg tng ESC kat tou AHA ta
dloupnTika cuvioTwvtal we Bepareia Class | yia tnv avakoudLlon
TWV oNUEIlWY KAl CUPTITWHATWY cupdopnong, aveéaptnta amo To

KAdopa e€wbnong



e Qot600 Ta dEdOPEVA TTOU UTTOOTNPLIOVV TIC OTPATNYIKES XPNONG
TWV OLOVPNTIKWY, CUMTIEPAAUBAVOHEVOU TOU TUTIOU, TNG
doooAoyiacg Kalt tng odou xopnynong, elval TtepLOPLOPEVA.

* Etoun ESC dnpuooicvoe eva apBpo O1tou cuviotd TV APeEoN
evapén evooPpAeBLwWYV dlLOUPNTIKWY TNE AyKUANG KAl TNV
gykalpn rtapakoAovbnon (Evtoc wpwyv) TNE ATtOKPLoONG oTa
dLOUPNTLIKA, HETPWVTAC ELTE TNV TTAPAYWYN OVLPWYV ELTE TO VATPLO
oLpPWYV o€ Tuxaio deiypa



@ESC—




e NOYW TIEPLOPLOPEVWYV OEDOUEVWYV TTOU UTTooTNPL{OLY TNV
apartavw otpatnylkn oteénxdn n peAetn ENACT-HF

2XEAIA>MO2 MEAETH2
* Mn TuXALOTIOLNUEVN, AVOLXTH, TIOAUKEVTPLKN, TIPAYUATIOTIKN

KAWVIKN HEAETN TTOU OLEENXON o€ 29 kKevtpa o 18 XwPEeQ
TTAYKOOULWG

* Comparing SOC vs UNa-guided diuretic strategy in AHF

* Between October 2019 and December 2022, 401 patients were
enrolled of whom 254 in the standard of care arm and 147 in the
protocol arm.



e 2TN peAetn evtaxbnkav acBeveig pe O&ela Kap. Avert. Kat

1) Znpela cupdopnong (owdnuata, AcKLTNg, TTASUPLTIKN CUAAOYN)
2) NT-proBNP >1000 pg/mL 1 BNP >250 ng/mL

3) AfPn dloupnTikou TNE aykKLANG TouvAaxiotov 40 mg o€
KaBnuepvn Baon ywa touvAaxiotov 1 pnva (f aAAo L.coduvapo
dLOUPNTIKO)



e 2TN YeAeTn dev ocuputtepAndOnoav acbevelg pe
* Kapdloyeveg ook

* Al1<90 mmHg

e OQeparteia vedpLknNg LTIOKATAOTACNC

e Avaykn yla iv tvotpora



Figure S2: ENACT-HF protocol

* Max dose = 200 mg furosemide = 5 mg bumetanide @
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Evaluate patiant between 8amand 10 am:
If urine output is < 3L:
Double IV loop diuretic dose (or other in case of max dose®)
If urine output is 2 3L:

Continue current dose twice daily (6-12 h between adm)

Stop urine collection and between
8and10 am




MpwTtoyeveEG KATAANKTLKO GNHELO:
1) vatplovpnon peta amo 1 nuepa

Acvutepoyevn KATAANKTIKA onpela:

1)vatplovpnon HETA ATtO 2 NUEPEC

2) dloupPnNoN HETA ATIO 2 NHEPEC

3)amtwAela BAPOUC HETA ATIO 2 NHEPEC

4) ADVOR score peta amo 2 npeEPER

9) dlapkela voonAegiag kat evOOVOOOKOUELOKNG BvNolHOTNTAG



Figure S3: ADVOR congestion score

OEDEMA
Nooedema
(score0)
PLEURAL EFFUSION
(to be confirmed by
chest X-ray or Nopleural
ultrasound on effusion
pdmission if suspected) (score 0)
ASCITES
(to be confirmed by
ultrasoundon No ascites
pdmission if suspected) (score 0)
Euvolemia

Clear pitting
oedema
(score 2)

(non-amenable for punction)

pleural effusion
(score 2)

Minor ascites,
only detected by echography
(score 2)

Visual
deformation
above knee
(scored)

Visual
deformation
above ankle

(score 3)

Major
(amenable for punction)
pleural effusion
(score 3)

Significant ascites
(score 3)

Congested

To calculate the total ADVOR score, the individual scores of oedema, pleural effusion and ascites are

added up rendering a score with a range of 0-10.




AINOTEAE2ZMATA

Table 1. Baseline Characteristics

All (N=401) Standard of care (N=254) Protocol (N=147) P value
Age, y 70x14 70£13 6914 0618
Sex (female) 151 (37.7%) 96 (37.8%) 55 (37.4%) 0.940
Ischemic cause 154 (38.4%) 89 (35.0%) 65 (44.2%) 0.069
Comorbidities
Arterial hypertension 297 (74 1%) 192 (75.6%) 105 (71.4%) 0.359
Atrial fibrillation 230 (57 4%) 145 (57 1%) 85 (57.8%) 0.886
Diabetes 187 (46 .6%) 110 (43.3%) 77 (52 4%) 0.079
Dyslipidemia 256 (63.8%) 157 (61.8%) g9 (67.3%) 0.266
Stroke 32 (8.0%) 21 (8.3%) 11 (7.5%) 0.780
Peripheral artery disease 44 (11.0%) 30 (11.8%) 14 (9.5%) 0.480
COPD 67 (16.7%) 44 (17.3%) 23 (15.6%) 0.665
Chronic kidney disease 201 (50.1%) 127 (50.0%) 74 (50.3%) 0948



Weight, kg

Body mass index, kg/m?

Heart rate, bpm

Systolic blood pressure, mm Hg

Diastolic blood pressure, mm Hg

Congestion score

NT-proBNP, pg/mL

LVEF mean (%)

LVEF categories

=40%

41%—49%

=50%

Hemoglobin, g/dL

Sodium, mmol/L

Potassium, mmol/L

82.7+21.5

29566

83120

126+22

74+14

5 (3-6)

5888 (3200-11934)

39+15

223 (55.6%)

61 (15.2%)

117 (29.2%)

12423

13815

4306

83.2x22 .8

207+7 1

83120

127+23

74+14

5 (4-7)

5750 (3010-12685)

40+16

139 (54.7%)

36 (14.2%)

79 (31.1%)

122423

13813

42+06

81.6219.1

292+55

82+22

124+21

73+13

5 (3-6)

6137 (3266-11394)

37r+14

84 (57.1%)

25 (17.0%)

38 (25.9%)

12.2+2.5

13846

4.3x0.7

0.468

0.400

0.834

0.283

0.424

0.866

0.761

0.107

0.480

0.965

0.635

0.732




Urea, mg/dL

Creatinine, mg/dL

eGFR, mL/min per 1.73 m?

Troponin, ng/L

Treatment

Loop diuretic

Furosemide equivalent dose, mg

Thiazide

Beta blocker

ACEI/ARB/ARNI

MRA

SGLT2 inhibitor

lvabradine

Digoxin

CRT
ICD

56 (37-89)

1.3 (1.0-1.8)

49 (32-74)

40 (20-70)

401 (100%)

60 (40-90)

42 (10.5%)

317 (79.1%)

270 (67.3%)

207 (51.6%)

68 (17.0%)

19 (4.7%)

52 (13.0%)

34 (8.5%)
55 (13.7%)

55 (36-89)

1.3 (1.0-1.8)

50 (32-74)

40 (21-70)

254 (100%)

60 (40-80)

24 (9.4%)

195 (76.8%)

170 (66.9%)

120 (47.2%)

31 (12.2%)

10 (3.9%)

34 (13.4%)

21 (8.3%)
33 (13.0%)

58 (39-89)

1.3 (1.0-1.8)

48 (32-71)

40 (19-70)

147 (100%)

50 (40-100)

18 (12.2%)

122 (83.0%)

100 (68.0%)

87 (59.2%)

37 (25.2%)

9 (6.1%)

18 (12.2%)

13 (8.8%)
22 (15.0%)

0.426

0.836

0.993

0.122

0.220

0.378

0.140

0.821

0.021

0.001

0.321

0.743

0.842

0.580



Table 2. Primary and Secondary End Points

Standard of care Adjusted difference (95% P
Protocol (N=143
(N=245) ( ) Cl) value

Primary end point

Mean ratio, 1.64 (1 37 to

Natriuresis after 1 day, mmol”® 174 (154 to 196) 282 (254 to 312) 1.95) < 0.001
Secondary end points

Natriuresis after 2 days, mmol* 365 (330 to 403) 538 (493 to 587) T?:’; ratio, 1.52 (131 fo <0001

Diuresis after 2 days, mL* 4381 (4113 to 4667) g:gg}(ﬂu o :‘”j?’}‘ ratio, 1.33 (1.21 to < 0.001

Weight loss after 2 days, kg -3.4+2 7 -36+25 -02(-081t00.3) 0.409
daﬁga”ge in congestion score after 2 -23:16 ~25:17 ~02 (-0.6 10 0.1) 0.180

Length of stay, d” 70(64t077) 58 (52 t0 6.6) g"::? ratio, 0.87 (0.77 to 0.036

In-hospital mortality 5 (2.0%) 2 (1.4%) Odds ratio, 0.90 (030 to 0.847

2.71)
WHEARTEFAHILIRF 122 N0111088#A15854215221200 rnnied
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Figure 1. Natriuresis and diuresis. A, Natriuresis after 1 day. B, Cumulative natriuresis after 2 days. C,
Cumulative diuresis after 2 days. The error bars indicate the 95% Cls of the geometric mean. Mean ratios were
adjusted for baseline differences. P values for cumulative natriuresis and cumulative diuresis indicate the
significance of difference on day 2.




Subgroup Mean ratio (95% CI) P for interaction
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Figure 2. Subgroup analyses for the primary end point. Mean ratios were adjusted for baseline differences.
GFR indicates glomerular filtration rate; and LVEF, left ventricular ejection fraction.




Length of Stay
Mean ratio 0.87 (95% CI, 0.77-0.99) p=0.036
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Download figure | Download PowerPoint
Figure 4. Length of stay. Mean ratios were adjusted for baseline differences.




Table 3. Safety End Points

Standard of care (N=254) Protocol (N=147) P value
Renal
Doubling creatinine from baseline 8 (3.1%) 4(2.7%) 1.000
e5FR decrease =30% 10 (3.9%) 2 (3.4%) 1.000
Hypokalemia 30 (11.8%) 18 (12.2%) 0.875
Hypotension 12 (4.7%) 7 (4.8%) 1.000

Hypokalemia was defined as a serum potassium <3 mmol/L at any time during study treatment. Hypotension was
defined as systolic blood pressure <90 mm Hg at any time during study treatment. eGFR indicates estimated

glomerular filtration rate.



Table 4. Use of Diuretics During the 2-Day Study Period

Standard of care (N=245) Protocol, (N=143) P value

Chronic oral maintenance dose as furosemide equivalent dose, mg 60 (40-80) 60 (40-100) 0.220
Loop diuretic use

First loop diuretic dose as furosemide equivalent dose, mg 60 (40-80) 120 (80200} =0.001

Cumulative furosemide equivalent dose, mg 240 (1895-391) 640 (320-760) =0.001

Use of continuous infusion 60 (24 .5%) 0 =0.001

Use of bolus 229 (93 .5%) 143 (100%) 0.002
Number of loop diuretic doses =0.001

2 doses

3 doses

4 doses

=5 doses

33 (13.5%)

55 (22.4%)

50 (20.4%)

107 (43.7%)

3 (2.1%)

8 (5.6%)

126 (88.1%)

6 (4.2%)



Use of thiazides

Use of acetazolamide

Diuretic response assessment after first diuretic bolus

Spot urinary sodium after 2 hour

Mean, mmol/L

=50 mmol/L

Urine output

Median, mL/h

=100 mL/h

Diuretic response assessment after 1 day of treatment

Total urine output day 1

Median, mL

=3000 mL

14 (5.7%)

4 (1.6%)

93+33

29 (11.8%)

102 (70-150)

118 (48.2%)

2200 (1430-3127)

177 (72.2%)

27 (18.9%)

1(0.7%)

94+32

18 (12.6%)

144 (117-194)

28 (19.6%)

3126 (2300-4000)

52 (36.4%)

<0.001

0.656

0.801

0.827

=0.001

=0.001

<0.001

<0.001



2YZHTH2H

H opdada pe To TTPWTOKOAAO UTIEPTEPOVCE OE OAEC TIG UTTOOHADEC, AAAA
UTTNPXE AKOPN pHeEYaAUTEPO 0PEAOC OTOUC AoBeveilg e XapnNAOTEPO
eGFR kat otoug aocbeveic pe vPnAOTEPEC ATIO TOU OTOUATOC

dOoELC ouvTNPNoNg OLOLPNTIKWY TNC AYKUVANC.

KaBwcg auteg ol 2 tTeAeuTtaleg opadec AVILITPOOWTIEVOVV A0OEVEIC TTOU
tapouotaldouy eyyevwe uPnAoTeEPN aviiotaon ota dloupnTKa, eva
TIPOCAPHUOOHEVO TIPWTOKOAAO dLOUPNTIKWY PTIoOPEL va BonBnoeL akoun
TEPLOOOTEPO OTN BEATIWON TNC OLOUPNTIKAC AVTATIOKPLONC.



NEPIOPIZMOI MEAETHZ

* Mn TUXQIOTTOINMEVN, AVOIXTN MEAETN-->DbIas ATTO TOUG EPEUVNTEC

* O apxikdc apiBudc acBevwyv (N=500) dev oupTTANPWONKE
AOYW EAAEIYNC XpPNUATOOOTNONG

* O 01000XIKOC OXEDIAOUOG TNG MEAETNG UTTOONAWVEI OTI AANAYEC
oTn QPOVTIOA TNG KAPOIOKNC AVETTAPKEIAC UE TRV TTAPODO TOU
XPOVOU EVOEXETAI VA ETTNPEACOUV TA ATTOTEAECUATA TNG MEAETNCG.



 Ta safety end points cUAAEXOBNKAV HOVO YIA TIC TTPWTEC 2
NUEPEC KAl YIA AUTOV TOV AOYO, N ao@AAEIa OgV UTTOPEI va
TTPORAEPOEi TTEPA ATTO AUTHV TNV TTEPIODO.

* Ol OTATIOTIKEC HEBODOI TTOU XPNOIMOTTIOIoUVTAI YIA TRV TTPOCAPUOYN
TWV AVIOCOPPOTTIWV TWV baseline XapakTnPIoTIKWY UTTOPEI va
gival aveTTapKeic yia va AngBouv uttown ol
UTTOAEITTOUEVOI CUYXUTIKOI TTAPAYOVTEC.



2YMITEPA2ZMATA

* H xprion evog TUTIOTIOLNHEVOU TIPWTOKOAAOL dLOUPNTIKWY TNG
aAvyKUANG- KaBodnyoueEVOU aATo TNV vatploupnon ntav edpLkan,
Ao PaAANC KAl CUCXETIOTNKE PE auénpEVN vatploupnon Kat
dloupnon Kal JIKpotepn dlapkela voonAsiag.
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