Table 2. Outpatient visits and hospitalization during the index year.
	
	All HF patients (n=21297)
	HFrEF (n=10323)
	HFmrEF (n=903)
	HFpEF (n=8225)
	HFpEF (50 to <60%) (n=2995)
	HFpEF (≥60%) (n=5230)
	HFuEF (n=1846)

	
	Patients (n)
	Visits (n)
	*Rate 
	Patients (n)
	Visits (n)
	*Rate
	Patients (n)
	Visits (n)
	*Rate
	P vs  HFrEF
	Patients (n)
	Visits (n)
	*Rate
	P vs HFrEF
	Patients (n)
	Visits (n)
	*Rate
	Patients (n)
	Visits (n)
	*Rate
	Patients (n)
	Visits (n)
	*Rate

	[bookmark: _Hlk108115432]All-cause HCRU
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Outpatient Visits
	21290
	305498
	1451.4              (1441.8-1462)
	10323
	203271
	1995.5               (1979.1-2006)
	902
	9056
	1010.9    (988.3-1035)
	<0.001
	8219
	75080
	922.9               (916.7-933.4)
	<0.001
	2992
	27464
	927.8   (917.7-947)
	5227
	47616
	920.1     (911.2-931.3)
	1846
	18091
	987.5             (971.7-1004.3)

	   GPs visits
	21259
	286227
	1359.8         (1349.2-1369.6)
	10322
	190763
	1872.7               (1855.4-1882.9)
	899
	8476
	946.2              (923.2-967.9)
	<0.001
	8193
	69957
	859.9                  (852.7-869)
	<0.001
	2984
	25643
	866.3          (855.7-883.5)
	5209
	44314
	856.3                 (847.5 - 867.1)
	1845
	17031
	929.6               (914.5-944.9)

	   Specialist  
   visits
	10595
	19271
	91.6                        (91.0-94.1)
91.6 (90 - 93.1)
	7038
	12508
	122.8            (121.5-125.9)
	303
	580
	64.7                   (58.6-72.2)
	<0.001
	2677
	5123
	63                          (61.6 - 66.2)
	<0.001
	937
	1821
	61.5           (59.5-67.2)
	1740
	3302
	63.8           (61.7-67.4)
	577
	1060
	57.9                   (54.5-63.5)

	Hospitalization
	6652
	13087
	62.2                           (62.1-65.2)
62.2 (60.6 - 63.7)
	3606
	7699
	75.6             (74.9-79.8)
	270
	480
	53.6                  (48.1-61.7)
	<0.001
	2242
	4025
	49.5                             (48.8 - 53.2)
	<0.001
	814
	1453
	49.1         (47.1-54.2)
	1428
	2572
	49.7          (48.2-53.7)
	534
	883
	48.2                       (44.8-53.3)

	HF-related HCRU
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Outpatient Visits
	21252
	203922
	968.8                   (961.5-975.1)
	10323
	138456
	1359.2           (1348.7-1365.4)
	899
	5854
	653.5             (638.9-669)
	<0.001
	8190
	47899
	588.8                    (583.9 - 594.8)
	<0.001
	2984
	17572
	593.6               (585.4-603.7)
	5206
	30327
	586           (580.3-593.8)
	1840
	11713
	639.4           (629.6-648.9)

	   GPs visits
	21127
	196447
	933.3                    (925.9-939.2)
	10320
	131372
	1289.7          (1278.4-1296.1)
	895
	5818
	649.5                (634.3-665.1)
	<0.001
	8083
	47597
	585.1                    (580-590.9)
	<0.001
	2952
	17483
	590.6         (582.5-601)
	5131
	30114
	581.9             (575.9-589.3)
	1829
	11660
	636.5                 (626.5-646.2)

	   Specialist 
   visits
	6003
	7475
	35.5                (34.9-36.6)
35.5 (34.7 - 36.4)
	5612
	7084
	69.5                          (68.5-71.3)
	36
	36
	4                     (2.9-5.4)
	<0.001
	302
	302
	3.7                      (3.4-4.2)
	<0.001
	89
	89
	3                         (2.4-3.7)
	213
	213
	4.1                (3.7-4.8)
	53
	53
	2.9                    (2.2-3.7)

	Hospitalization
	5846
	10852
	51.6                       (51.5-54.3)
51.6 (50.2 - 53)
	3246
	6058
	59.5                          (58.8-63.1)
	230
	389
	43.4                  (38.4-50.3)
	<0.001
	1917
	3609
	44.4                             (43.7-47.9)
	<0.001
	695
	1306
	44.1              (42.0-49.2)
	1222
	2303
	44.5             (43.2-48.5)
	453
	796
	43.5                 (40-48.6)


*Rate per 100 person-years (95% confidence interval)    
[bookmark: _Hlk108104178]HF: Heart failure; HFmrEF: Heart failure with mildly reduced ejection fraction; HFpEF: Heart Failure with preserved ejection fraction; HFrEF: Heart failure with reduced ejection fraction; HFuEF: Heart Failure with unspecified ejection; HCRU: Healthcare resource utilization.










[bookmark: _Hlk108115182]Table 4. Overall healthcare resource costs and per patient during the index year.
	
	All HF patients  (N = 21297)
	All HFrEF (N = 10323)
	All HFmrEF (N = 903)
	All HFpEF (N = 8225)
	All HFpEF (50 to <60%) (N = 2995)
	All HFpEF (≥60%) (N = 5230)
	All HFuEF (N = 1846)

	
	n
	Total cost (€)
	€1
	€2
	n
	Total cost (€)
	€1
	€2
	n
	Total cost (€)
	€1
	€2
	P vs  HFrEF
	n
	Total cost (€)
	€1
	€2
	P vs  HFrEF
	n
	Total cost (€)
	€1
	€2
	n
	Total cost (€)
	€1
	€2
	n
	Total cost (€)
	€1
	€2

	Outpatient
	21297
	7.938.396,6 
	372.7 (196) 
	372.9 (196) 
	10323
	5.268.083,97 
	510.3 (174) 
	510.3 (174) 
	903
	235.708,44 
	261 (108.1) 
	261.3 (107.8) 
	<0.001
	8225
	1.968.105,33 
	239.3 (108.1) 
	239.5 (107.9) 
	<0.001
	2995
	717.578,67 
	239.6 (108) 
	239.8 (107.8) 
	5230
	1.250.526,66 
	239.1 (108.1) 
	239.2 (108) 
	1846
	466.498,89 
	252.7 (103.5)
	252.7 (103.5) 

	     GPs visits1
	21297
	6.637.604,1 
	311.7 (175.1)
	312.2 (174.7) 
	10323
	4.423.793,97 
	428.5 (170.4) 
	428.6 (170.4) 
	903
	196.558,44 
	217.7 (85.2) 
	218.6 (84.1) 
	<0.001
	8225
	1.622.302,83 
	197.2 (85.7) 
	198 (85) 
	<0.001
	2995
	594.661,17 
	198.6 (85.6)
	199.3 (84.9) 
	5230
	1.027.641,66 
	196.5 (85.8) 
	197.3 (85) 
	1846
	394.948,89 
	213.9 (79.3) 
	214.1 (79.2) 

	     Specialist visits1
	21297
	1.300.792,5 
	61.1 (73.7) 
	122.8 (57.8) 
	10323
	844.290,00 
	81.8 (74.2) 
	120 (59.1) 
	903
	39.150,00 
	43.4 (69) 
	129.2 (55.4) 
	<0.001
	8225
	345.802,50 
	42 (68.1) 
	129.2 (54.7) 
	<0.001
	2995
	122.917,50 
	41 (68.1) 
	131.2 (54.8) 
	5230
	222.885,00 
	42.6 (68.1) 
	128.1 (54.6) 
	1846
	71.550,00 
	38.8 (65.3) 
	124 (55.4) 

	Inpatient
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	 
	 
	
	 
	
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	     Hospitalizations (>24 hs)2
	21297
	41.808.135,6 
	1963.1 (4311.6) 
	6285 (5688.3) 
	10323
	28.845.380,10
	2794.3 (5419.3) 
	7999.3 (6514.7) 
	903
	1.401.691,20
	1552.3 (3356.8) 
	5191.4 (4338.4) 
	<0.001
	8225
	9.722.949,10 
	1182.1 (2705.2) 
	4336.7 (3628.9) 
	<0.001
	2995
	3.507.116,10 
	1171 (2688.2) 
	4308.5 (3616.4) 
	5230
	6.215.833,00 
	1188.5 (2715.1) 
	4352.8 (3637.3) 
	1846
	1.838.115,20
	995.7 (2131.2) 
	3442.2 (2699.1) 

	Pharmacy
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	 
	 
	
	 
	
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	     Prescriptions3
	21297
	12.528.920,7 
	588.3 (206.3) 
	588.3 (206.3) 
	10323
	6.456.456,17 
	625.4 (204.8) 
	625.4 (204.8) 
	903
	470.263,00 
	520.8 (186.3) 
	520.8 (186.3) 
	<0.001
	8225
	4.516.345,35 
	549.1 (201.2) 
	549.1 (201.2) 
	<0.001
	2995
	1.642.571,36 
	548.4 (201.4) 
	548.4 (201.4) 
	5230
	2.873.773,99 
	549.5 (201.1) 
	549.5 (201.1) 
	1846
	1.085.856,22 
	588.2 (206.4) 
	588.2 (206.4) 

	Indirect cost
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	 
	 
	
	 
	
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	     Cost of absence from work4
	21297
	5.730.105,4 
	269.1 (749.7) 
	1803.1 (1000.5) 
	10323
	4.425.103,62 
	428.7 (983.5) 
	2200.4 (1032.8) 
	903
	109.003,17 
	120.7 (373.1) 
	1172.1 (345.3) 
	<0.001
	8225
	951.171,58 
	115.6 (357.2) 
	1092 (372.6) 
	<0.001
	2995
	352.716,85 
	117.8 (359.8) 
	1098.8 (360.4) 
	5230
	598.454,73 
	114.4 (355.8) 
	1088.1 (379.8) 
	1846
	244.826,99 
	132.6 (403.4) 
	1206 (430.1) 

	Total Overall cost
	 
	68.005.558,3 
	[bookmark: _Hlk108115513]3193.2 (4457.7) 
	 
	 
	44.995.023,9 
	4358.7 (5522.8) 
	 
	 
	2.216.665,8 
	2454.8 (3391.2) 
	 
	<0.001
	 
	17.158.571,4 
	2086.1 (2737.8)
	 
	<0.001
	 
	6.219.983,0 
	2076.8 (2731.1) 
	 
	 
	10.938.588,4 
	2091.5 (2741.9)
	 
	 
	3.635.297,3 
	1969.3 (2203.8) 
	 


	1. Cost was calculated based on standard cost for GP/ specialist visits

	2. Cost of inpatient stays was calculated based on the DRG-based reimbursement of the stays

	3. Cost was based on full price of product

	4. Cost of absence from work was calculated by multiplying the number of days of absence from work due to sickness by the mean daily salary of a working person

	All cost were presented in euros

	[bookmark: _Hlk108115529]€1: mean cost per patient (SD) accounting for all patients; €2: mean cost per patient (SD) accounting for patients with ≥1 resource use; GP: General practitioner; HF: Heart failure; HFmrEF: Heart failure with mildly reduced ejection fraction; HFpEF: Heart Failure with preserved ejection fraction; HFrEF: Heart failure with reduced ejection fraction; HFuEF: Heart Failure with unspecified ejection; HRCU: Healthcare resource utilization; n: number of patients; SD = Standard deviation.









Table 5. HF-related healthcare resource costs per patient during the index year.
	
	All HF patients  (N = 21297)
	All HFrEF (N = 10323)
	All HFmrEF (N = 903)
	All HFpEF (N = 8225)
	All HFpEF (50 to <60%) (N = 2995)
	All HFpEF (≥60%) (N = 5230)
	All HFuEF (N = 1846)

	
	n
	Total cost (€)
	€1
	€2
	n
	Total cost (€)
	€1
	€2
	n
	Total cost (€)
	€1
	€2
	P vs  HFrEF
	n
	Total cost (€)
	€1
	€2
	P vs  HFrEF
	n
	Total cost (€)
	€1
	€2
	n
	Total cost (€)
	€1
	€2
	n
	Total cost (€)
	€1
	€2

	Outpatient
	21297
	5.060.168,4 
	237.6 (131.9) 
	238.1 (131.6) 
	10323
	3.524.686,7 
	341.4 (107.9) 
	341.4 (107.9) 
	903
	137.349,4 
	152.1 (133) 
	152.8 (53.8) 
	<0.001
	8225
	1.124.159,4
	136.7 (56.4) 
	137.3 (55.9) 
	<0.001
	2995
	411.438,3 
	137.4 (55.8) 
	137.9 (55.3) 
	5230
	712.721,2 
	136.3 (56.8) 
	136.9 (56.2) 
	1846
	273.972,9 
	148.4 (51.6) 
	148.9 (51) 

	     GPs visits1
	21297
	4.555.605,93
	213.9 (118) 
	215.6 (116.9) 
	10323
	3.046.516,68 
	295.1 (111.5)
	295.2 (111.4) 
	903
	134.919,42 
	149.4 (119.2) 
	150.7 (54.5) 
	<0.001
	8225
	1.103.774,43
	134.2 (58.2) 
	136.6 (55.9) 
	<0.001
	2995
	405.430,77 
	135.4 (57.5) 
	137.3 (55.5) 
	5230
	698.343,66 
	133.5 (58.5) 
	136.1 (56.1) 
	1846
	270.395,40 
	146.5 (52.8) 
	147.8 (51.1) 

	     Specialist visits1
	21297
	504.562,50 
	23.7 (41.3) 
	84.1 (31.1) 
	10323
	478.170,00 
	46.3 (48.5) 
	85.2 (31.8) 
	903
	2.430,00 
	2.7 (41.8) 
	67.5 (0) 
	<0.001
	8225
	20.385,00 
	2.5 (12.7) 
	67.5 (0) 
	<0.001
	2995
	6.007,50 
	2 (11.5) 
	67.5 (0) 
	5230
	14.377,50 
	2.7 (13.3) 
	67.5 (0) 
	1846
	3.577,50 
	1.9 (11.3) 
	67.5 (0) 

	Inpatient
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	 
	 
	 
	 
	
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	     Hospitalizations (>24 hs)2
	21297
	39.504.394,50
	1854.9 (4212.4) 
	6757.5 (5614) 
	10323
	27.597.079,10
	2673.4 (5295)
	8501.9 (6293.9) 
	903
	1.296.756,90 
	1436.1 (4248.3) 
	5638.1 (4294.6) 
	<0.001
	8225
	8.945.087,50
	1087.5 (2641.4) 
	4666.2 (3638.7) 
	<0.001
	2995
	3.207.395,50 
	1070.9 (2608.9) 
	4615 (3603.2) 
	5230
	5.737.692,00 
	1097.1 (2660.1) 
	4695.3 (3659.8) 
	1846
	1.665.471,00 
	902.2 (2062.8) 
	3676.5 (2673.1) 

	Pharmacy
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	 
	 
	 
	 
	
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	     Prescriptions3
	21297
	5.187.669,82 
	243.6 (119.2) 
	243.6 (119.2) 
	10323
	2.612.507,32 
	253.1 (120.6) 
	253.1 (120.6) 
	903
	191.566,65 
	212.1 (119.7) 
	212.1 (104.6)
	<0.001
	8225
	1.929.884,67
	234.6 (117.4) 
	234.6 (117.4) 
	<0.001
	2995
	699.218,57 
	233.5 (115.8) 
	233.5 (115.8) 
	5230
	1.230.666,10 
	235.3 (118.3) 
	235.3 (118.3) 
	1846
	453.711,18 
	245.8 (121.1) 
	245.8 (121.1) 

	Indirect cost
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	 
	 
	 
	 
	
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	     Cost of absence from work4
	21297
	3.890.309,98 
	182.7 (669.1) 
	2366.4 (794.7) 
	10323
	3.482.130,05 
	337.3 (912.1) 
	2714.1 (492.4) 
	903
	53.034,04 
	58.7 (680.9) 
	1233.3 (256.9) 
	<0.001
	8225
	271.242,80 
	33 (187.8) 
	1063.7 (201.8) 
	<0.001
	2995
	100.602,74 
	33.6 (191) 
	1081.7 (203.5) 
	5230
	170.640,06 
	32.6 (185.9) 
	1053.3 (200.7) 
	1846
	83.903,09 
	45.5 (245.6) 
	1331.8 (231.5) 

	Total HF-related cost
	 
	53.642.542,7 
	[bookmark: _Hlk108115561]2518.8 (4323.8) 
	 
	 
	37.216.403,2 
	3605.2 (5379.6) 
	 
	 
	1.678.707,0
	1859 (4361.4) 
	 
	<0.001
	 
	12.270.374,4
	1491.8 (2650.6) 
	 
	<0.001
	 
	4.418.655,1 
	1475.3 (2622.6) 
	 
	 
	7.851.719,3 
	1501.3 (2666.8) 
	 
	 
	2.477.058,2 
	1341.9 (2083.1) 
	 


	1. Cost was calculated based on standard cost for GP/ specialist visits

	2. Cost of inpatient stays was calculated based on the DRG-based reimbursement of the stays

	3. Cost was based on full price of product

	4. Cost of absence from work was calculated by multiplying the number of days of absence from work due to sickness by the mean daily salary of a working person

	All cost were presented in euros

	€1: mean cost per patient (SD); €2: mean cost per patient (SD) accounting for patients with ≥1 resource use; GP: General practitioner; HF: Heart failure; HFmrEF: Heart failure with mildly reduced ejection fraction; HFpEF: Heart Failure with preserved ejection fraction; HFrEF: Heart failure with reduced ejection fraction; HFuEF: Heart Failure with unspecified ejection; HRCU: Healthcare resource utilization; n: number of patients; SD = Standard deviation.
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