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Background and Aims Cost Analyses Tables

Nonalcoholic fatty liver disease (NAFLD) is one of we=w= ;

the leading contributors to the increasing US e —

Comorbidities

Diabetes 474.31 (44340 - 505.22) 566.96 (532,68 - 601.24) 665.98 (627.98 - 703.98) 754.31 (709.24 - 799.39) 1.00 (1.00 - 1.000 =0.001 = (<0001 " - = 0.001} i

. h . W I th t b d f Hypertension 705.13 (672.04 - 73821) B696.97 (663.55 - 730.39) 750.87 (T17.13 - T784.81) B63.51 (821.73 - 905.28) 0.79 (0.B0 - 0.79) 0.1 (0.11 - 0.11)
Clrr OSIS CaseSl e ana yze e COS ur en O Hypopitu itarism 249 (1.28 - 3.70) .64 (252 - 4.78) 239 {0.94 - 384 5.76 (3.73 - 7.80) 0.50 (0.34 - 0.59) 0.29 (0.41 - 0.23)

Hyperlipidemia 260.77 (241.75 - 279.79) 344.38 (321.33 - 36743) 381.29 (35812 - 404.45) 464.67 (440.22 - 489.12) 0.98 (0.98 - 0.98) o.o1 -+ {0.010 * - 0.01)

NAFLD . . I h . I d b Obesity Hypoventi lation Syndrome 12.35 677 - 17.93) 16.57 (13.07 - 20.07) 20.80 (16.99 — 24.62) 28.50 (22.39 - 34.62) 0.97 (0.99 - 0.90) 0.01 * (0.004 ~ - 0.05)
USIng a, natlona OSpIta ata ase. Obstructive Sleep Apnea 12347 (11260 - 134.24) 14057 (12052 - 151.62) 162.69 (149.60 - 175.79) 18567 (17152 - 189.81) 1.00 (1.00 - 0.99) 0.002 ** (0.002 * - 0.003)
Polycystic Ovary Syndrome 9.94 @862 - 11.26) 10.99 962 - 12.37) 18.03 (13.14 - 22.91) 17.98 (1520 - 20.76) 0.85 086 - 0.74) 0.08 ©02* - 0.14)
Mixed 2,350.91 (2,252.95 - 2,448.86) 258238 (247232 - 2,692.45) 201890 (279444 - 3,043.35) 344231 (329847 - 3,586.16) 0.97 0.87 - 0.97) 0.02 * ©02* - 0.02)
None 1266.80 (1,200.87 - 1,332.74) 151805 (143538 — 1,602.53) 170633  (1,619.02 — 1,791.64) 107435  (1,879.78 — 2,068.91) 1.00 (1.00 - 1.00) 0.002 ** (0.002 * - 0.003)
Liver Complicatio ns
Ascites 16947  (150.89 - 188.08) 18728  (169.54 - 205.03) 190.07 (17295 - 207.19) 24162 (22214 - 261.10) 0.83 085 - 0.81) 0.09 (0.08 . 0.10)
I\/I et O S Cirrhosis 341.91 (32093 - 362.89) 40649 (38202 — 430.96) 512.36 (48277 - 541.94) 62586  (587.13 — 664.59) 0.99 089 - 0.98) 0.007 ™ (0.007 * - 0.008)
Encephalopathy 47.00 (40.43 - 53.57) 58.86 (5253 - 65.19) 63.24 (56.28 - 70.20) 67.07 (60.71 — 73.43) 0.92 082 - 0.92) 0.04 * ©.04 * - 0.04)
Hepatorena | Syndrome 7.56 (512 - 9.99) 17.42 (8.35 — 26.48) 12,03 (768 - 18.18) 12.76 9.72 - 15.81) 0.13 077 - 0.03) 0.64 0.12 - 0.83)
Varices 35.60 (20.81 - 41.39) 32.80 (20.04 - 36.76) 33.42 (2971 - 37.13) 33.23 (28.53 - 37.92) 0.48 046 - 0.37) 0.31 (0.32 - 0.39)

I h e 2 O 1 6 - 2 O 1 9 N atl O n aI I n atl e nt S am I e WaS Mixed 683.94 (622.94 - 7T44.94) B03.65 (723.89 - 88341) 920.99 (833.23 - 1,008.76) 110474  (1,007.57 - 1,201.30) 0.99 (0.98 - 0.99) 0.007 * (0.009 * - 0.005)
None 3,920.70  (3,770.94 - 4,070.45) 4,374.81 (420537 — 4,544 26) 4,893.28 (4,712.98 - 5,073.59) 5651.79 (544279 - 5860.79) 0.99 (0.99 - 0.98) 0.008 ** (0.00F ™ - 0.008)
* p < 0.05, e p<

utilized to calculate inflation-adjusted total and

per-hospitalization mean costs of NAFLD. The ;

h 'f' d d' b 2 Diabetes 1532001 (1456772 — 16.072.30) 15.147.20 (1449581 - 15.798.59) 15.252.13 (1465567 — 15.848.59) 16.430.29  (15.714.94 — 17.145.64) 0.55 (065 — 0.45) 0.26 (0.19 - 0.33)
Stu dy CO Ort Wa,S Stratl Ie aCCOr Ing to O eSIty' Hypertension 1320176 (1287372 — 13,709.80) 12,986.23 (1255943 — 13.413.02) 12,798.16 (12,398.65 — 13,197.68) 1325717 (1279248 - 13,721.85) 0.03 (0.06 - 0.01) 0.84 (0.76 - 0.91)
Hypopituitarism 17,796.94 (1073440 — 24,859.48) 1819322 (1364318 — 22,743.25) 15,411.88 (6,917.83 — 23,905.93) 26,806.28  (18,509.08 — 35,103.50) 0.39 (019 - 052) 0.37 (0.56 - 0.28)
I d d I bd' . d I Hyperlipidemia 1512599 (1433141 - 15,920.56) 1492117  (14,196.00 - 15,646.33) 14,315.24 (13706.68 - 14,923.81) 1520528  (14,648.18 — 15,762.38) 0.01 002 - 0.12) 0.88 (0.85 - 0.65)
re ate me ICa, Comor I ItIeS an Iver Obesity Hypoventi lation Syndrome 3478848 (2048679 — 49,090.17) 2223840 (1795640 — 26,520.40) 22,613.21 (18,809.91 — 26,416.51) 2200513 (1747153 — 26,718.74) 0.61 (064 — 0.59) 0.22 (0.20 - 0.23)
Obstructive Sleep Apnea 1651721 (1535977 — 17,674.65) 1566213 (1473439 — 16,580.86) 15,704.03 (1478016 — 16,627.91) 16,220.53  (15333.84 — 17,125.23) 006 (<001 — 0417) 0.75 (0.99 - 0.59)
I' . L' . f d Polycystic Ovary Syndrome 10,578.68 (950929 — 11,648.07) 10,227.50 (9,244.04 — 11,210.95) 12,876.37 (952510 — 16,227.63) 1167713 (10,082.24 — 13,272.02) 0.41 (054 — 0.32) 0.36 (0.27 - 0.44)
Comp ICatlonS. Inear regreSSIOn WaS per Orme Mixed 13,689.95  (13,379.58 — 14,000.32) 13,015.07  (13,581.08 — 14,250.84) 13,831.35 (1349755 — 14,165.14) 14,450.44 (1407413 — 14,826.76) 0.73 (071 — 0.74) 0.15 (0.15 - 0.14)
None 1419864  (13,680.06 — 14,708.22) 14739.96 (1415313 — 15,326.80) 14,428.15 (1391285 — 14,043.44) 14,93454 (1446125 — 15407.83) 0.56 (066 — 0.45) 0.25 (0.19 - 0.33)

d d . R 2 d I d Liver Complications
an Correspon Ing a.n p'Va ueS are re pOrte . Ascites 2175509  (19.777.58 — 23.732.50) 2170153 (2001414 — 23.388.93) 20.514.43 (18.97430 — 22.054.56) 2182655 (2041256 — 23.240.54) 0.04 (003 — 0.25) 0.80 (0.82 - 0.50)
Cirrhosis 13,80336  (13,227.08 — 14,379.64) 14,012.00 (1348071 — 14,543.48) 13,830.72 (13,346.34 — 14,315.10) 1450265  (13,928.11 — 15,077.19) 0.58 (069 — 0.48) 0.24 (0.17 - 0.30)
Encephalopathy 1435119 (1251505 — 16,187.33) 1534811  (13,794.86 — 16,901.36) 16,009.14 (1442569 — 17,592.59) 16,160.91  (14,815.37 — 17,506.44) 0.91 (0.93 — 0.85) 0.05 * (004 * - 0.08)
Hepatorena | Syndrome 3022579 (2201403 - 38,437.55) 5358005 (2615318 - 81,024.91) 36,417.35 (2244775 - 50,386.95) 3151369 (2536458 - 37,662.80) 0.03 (0.16 - 0.04) 0.84 (0.60 - 0.79)
Varices 16,070.40  (13,691.84 — 18,448.97) 1394027 (1252280 - 15,357.73) 14,162.10 (12736.97 - 15587.23) 1438361 (1251712 - 16,250.10) 0.41 (058 - 0.34) 0.36 (0.24 - 0.42)
Mixed 17,26457 (1623602 — 18,293.12) 17.687.96  (16573.50 — 18,802.33) 16,961.22 (15.906.87 - 18,015.56) 17,860.14  (16,878.70 — 18,841.57) 0.11 (0.15 - 0.08) 0.66 (0.61 - 0.72)
ReS u ItS None 13,37255  (13,093.43 — 13,651.67) 13,48419  (13,186.00 - 13,801.47) 13,451.95 (1317437 — 13,729.52) 14,004.83  (13,682.04 — 14,327.62) 0.70 (071 - 068) 017 (0.16 - 0.18)

*p<0.05, ** p <0.01, ** p <0.001
|

Total cost data are described in millions of dollars. From 2016 to 2019, total costs of NAFLD-related hospitalizations increased every year: 5206.2,
5881.4, 6626.3, 7737.1 (R%=0.99, p=0.007). Total costs with diabetes: 474.3, 567.0, 666.0, 754.3, (1.00, <0.001); hypertension: 705.1, 696.97,
750.87, 863.51 (0.79, 0.11); hypopituitarism 2.49. 3.64, 2.39. 5.76 (0.50, 0.29); dyslipidemia: 260.8, 344.4, 381.3, 464.7 (0.98, 0.01); obesity
hypoventilation syndrome (OHS): 12.35, 16.57, 20.80, 28.50 (0.97, 0.01); obstructive sleep apnea (OSA): 123.5, 140.6, 162.7. 185.7 (1.00, 0.002);
polycystic ovarian syndrome (PCOS): 9.9, 11.0, 18.0, 18.0 (0.97, 0.02); without comorbidities: 1266.8, 1519.0, 1705.3, 1974.3 (1.00, 0.002). In terms
of liver complications, total costs In patients with ascites: 169.5, 187.3, 190.1, 241.6 (0.93, 0.09); compensated cirrhosis (CC): 341.9, 406.5, 512.4,
625.9 (0.99, 0.007); hepatic encephalopathy (HE): 47.0, 58.9, 63.2, 67.1 (0.92, 0.04), hepatorenal syndrome (HRS): 7.6, 17.4, 12.9, 12.8 (0.13, 0.64);
varices: 35.6, 32.9, 33.4, 33.2 (0.48, 0.31); without any liver complications: 3920.7, 4374.8, 4893.3, 5651.8 (0.99, 0.008). Corresponding mean costs
(in dollars) were calculated. Mean costs with diabetes: 15320.0, 15147.2, 15252.1, 16430.3 (0.55, 0.26); hypertension 13291.8, 12986.2, 12798.2,
13257.2 (0.03, 0.84); hypopituitarism: 17796.9, 18193.2, 15411.9, 26806.3 (0.39, 0.37); dyslipidemia: 15126.0, 14921.2, 14315.2, 15205.3 (0.01,
0.88); OHS: 34788.5, 22238.4, 22613.2, 22095.1 (0.61, 0.22); OSA: 16517.2, 15662.1, 15704.0, 16229.5 (0.06, 0.75); PCOS: 10578.7, 10227.5,
12876.4, 11677.1 (0.41, 0.36); without comorbidities: 14198.6, 14740.0, 14428.1, 14934.5 (0.56, 0.25). In terms of liver complications, mean
hospitalization costs in patients with ascites: 21755.1, 21701.5, 20514.4, 21826.6 (0.04, 0.80); CC: 13803.4, 14012.1, 13830.7, 14502.7 (0.58, 0.24);
HE: 14351.2, 15348.1, 16009.1, 16160.9 (0.91, 0.05); HRS: 30225.8, 53589.0, 36417.3, 31513.7 (0.03, 0.84); varices: 16070.4, 13940.3, 14162.1,
14383.6 (0.41, 0.36); without any liver complications: 13372.6, 13494.2, 13451.9, 14004.8 (0.70, 0.17).

Conclusion

Total US cost burden of NAFLD increased from 2016 to 2019. Diabetes, dyslipidemia, OHS, OSA, CC, and HE were associated with increasing total
COSts.
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Figure 1B. Inflation-Adjusted Mean Costs to US Hospitals for Non-Alcoholic Steatohepatitis as Stratified by Medical Comorbidities and Liver Complications
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