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Figure 2: Crude Cumulative Incidence of HCC Death by MASH Status Table 1: Baseline Characteristics

Characteristic MASH Non-MASH Overall
n =313 n=5988 n =6,301

« Hepatocellular carcinoma (HCC) is a leading cause of cancer-related deaths worldwide.!
« Metabolic dysfunction-associated steatohepatitis (MASH), the most advanced form of metabolic dysfunction-

i -
ass_ouated_ steatotic liver dlsegse (I\/IASLD), has become one of the fastest grow.lng I’ISI.( factors of HCC |r.1 the US. 3 o Age, mean (SD) =4 34 + E 65 51 + 6.8 250 + 6.8
. Whlle studies suggest that patients with MASH who develop HCC may be at a _hlgher risk of HCC mortality, 9 Sex, female, n (%) 152 (48.56) 1,740 (29.06) 1,892 (30.0%)
evidence regarding this relationship among older adults (aged 65 and over) is limited.3- T Race, n (%)
o 40% White 221 (70.61) 3,741 (62.47) 3,962 (62.88)
Ai m C Black 4 (1.28) 492 (8.22) 496 (7.87)
ke Hispanic 57 (18.21) 929 (15.51) 986 (15.65)
| o | | | o | ﬁ n Asian 17 (5.43) 610 (10.19) 627 (9.95)
. T_o assess the dn‘ferentlal rlsk of HCC-reIatec_I death among patients with and without MASH within a competing z 0% Other 14 (4.47) 216 (3.61) 230 (3.65)
risks framework using nationally representative data. ié' mCCI*, n (%)
3 0 78 (24.92) 2,031 (33.92) 2,109 (33.47)
Method 0% 1 50 (15.97) 1,289 (21.53) 1,339 (21.25)
0 1 2 - 3 4 5 2+ 185 (59.11) 2,668 (44.56) 2,853 (45.28)
Stu dy DeS | g N an d Settl N g _ _ _ me (yearS} *Modified Charlson Comorbidity Index (mCCl) - traditional CCl excluding HCC and cirrhosis
Figure 1. Sample Selection Diagram MASH = Non-MASH . . SN i
A retrospective cohort study was conducted P VIASH : T_he maj_orlty.of patients (68.1%) died W|t.h|n 5 years of HCC
using SEER-Medicare linked data from October (n = 89,965) i ccontinuous Part ATB or any Part C enroliment At Risk 313 158 70 29 5 0 diagnosis, with 76% of these deaths attributable to HCC.
1, 2015, through Dece.mber 31, 2020. 1—’ 2 baselne Events 0 12 148 166 172 e Median survival was less than one year from HCC diagnosis
Thg Stl,de perloq con5|.ste_d of the time from a Continuous Part A/B enrollment only ’ - Non-MASH for both MASH and non-MASH patients.
patient’s HCC diagnosis (index date) through the (n=50,255) R At Risk 5988 3008 1649 820 351 42
first of the following events: HCC death, non- 1—> ey - o e Events 0 2207 2745 2973 3048 3082 . Crude HCC mortality rates were higher in patients with vs
censoring event, or dropout/loss to follow-up. (nazt ggf‘fQS) Table 2: HRs for HCC Death with Non-HCC Death as Competing Event incidence of HCC death diverging after 2 years (Figure 2).
The 12-month interval preceding the index date 1—. Other cancer diagnosis S . . 0/ I .
wae ueadTor sample selecton (Hgure 1) MASH vs Non MASH' ORI - St was sigifcanty associated ith 2 23% idherrisk o
- ithout other cancer mortality (adjuste , 1.23; o Cl, 1.05-1.
covariate measurement = HCC diagnosis pre-ICD-10 Cause-Specific Hazard Model for HCC deatn 123 1.05 144 =0.01 and a non sig;/nificimt 19% higher risk of non-HCC mortality
" 1IagnosIS pre- - - -
MASH was defined based on the presence of t (118359 Cause-Specific Hazard Model for non-HCC death 1.19 0.90,1.58  0.20 ' . Q50
one inpatient or two outpatient claims with an T ——— : 90, 1. : (adjusted CS HR, 1.19; 95% CI, 0.90-1.58) over the follow-
ICD-10 K75.81 code as the primary or (n=6,538) o Subdistribution Hazard Model for HCC death 1.17 1.00, 1.38 0.05 up period (Table 2).
secondary diagnosis during the baseline period 1—» e Ty, 0 0des | o o - L -
or within 30 days of the index date. o oo oy 285 o HOG dgnoss, s, recelsniy. i sats, HE sage - e non-signiicant non-i-e death HR and minimal -
Medicare beneficiary death date and SEER (n = 6,301) difference between the subdistribution and cause-specific
cause of death classification were used to = HCC death HRs indicate that the impact of non-HCC death
establish timing and cause of death, comditione. aleaholam. alcoholc Iver closase toxie Iver disease. viral henatiic. chvonie henatilc Conclusions as a competing event appears to be limited in this setting.
respectively. hemochromatosis, Alpha.L-antitypsin deficiency, Iiid sirage disorders, or prmary scerosing | IRRCUALCUVALCIRSIS SRV IR ElE R\ ST V]
) . S ererences
Analvs cholangitis. analysis methodology were used to generate novel insight into
nalysis
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patients relative to other etiologies indicates that underlying liver 2. Motta BM, et al. From Non-Alcoholic Steatohepatitis (NASH) to Hepatocellular
damage may be more severe at HCC diagnosis, with the lack of Carcinoma (HCC): Epidemiology, Incidence, Predictions, Risk Factors, and

effective treatment historically available for MASH compounding Prevention. Cancers (Basel). 2023 Nov 17;15(22):5458. |
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Main study limitations include limited follow-up post-ICD-10, 4. Weinmann A, et al. Treatment and survival of non-alcoholic steatohepatitis
MASH undercoding, Medicare-only generalizabllity, inability to associated hepatocellular carcinoma. BMC Cancer. 2015 Apr 1;15(1):210.
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Crude cumulative incidence plots were produced using the nonparametric Aalen—Johansen estimator, an extension
of the Kaplan-Meier method accounting for competing events.

Potential bias due to the competing risk of non-HCC death was characterized and accounted for by fitting cause-
specific (CS) hazard and Fine-Gray (FG) subdistribution hazard models.

Due to the different risk sets being considered, the more etiologically relevant hazard ratios (HRs) from the CS
models were used for main results, with estimates from the FG model providing insight into the extent to which
differential non-HCC death rates may be driving this relationship.

Proportional hazards and nonlinearity assumptions were assessed via Schoenfeld and Martingale residuals,
respectively.




