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Age 50y, n (%)
Men, n (%)
Mean ALT, U/L (SD)

Mean HBV DNA, log;, IU/mL (SD)

HBV genotype, n (%)

HBeAg positive, n (%)
Median Knodell

necroinflammatory score (SD)

Cirrhosis, n (%)
Ishak 5
Ishak 6

Ishak stage 6

29 (24)
101 (82)
125.46 (89.57)
6.58 (1.28)

28 (23)
9 (7)
17 (14)
66 (54)
3(2)
46 (37)

9 (2.36)

30 (25)
8 (7)
22 (18)

Patients Without Cirrhosis
Regression at Year 5
n=8

4 (50)
7 (88)
157.53 (115.34)
6.01 (1.20)

3 (38)
1(13)
0
4 (50)
0
2 (25)

9 (1.41)

1(13)
7 (88)
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ML Ishak score: 4.54
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Patients With Cirrhosis
Regression at Year 5
n=22

9 (41)
22 (100)
101.23 (57.64)
6.77 (1.19)

8 (36)
1(5)
4 (18)
8 (36)
1(5)
11 (50)

9 (1.13)

7 (32)
15 (68)

Tissue regions

B Portal inflammation

I Lobular inflammation

B Interface hepatitis
Swelling

I Ballooning

B steatosis

Microvesicular steatosis

. Bile duct

Immune cells
Lymphocyte
B Plasma cell

Scores @ Ishak HAI scores (all p <0.001)

Portal inflammation % area Portal inflammation

Lobular inflammation % area Lobular necrosis

Interface hepatitis % area Periportal necrosis

ML Ishak fibrosis score Fibrosis stage

Yes: n=22

Patients With Cirrhosis  Patients Without Cirrhosis
Regressmnzgt Year 5 Regression aé Year 5
n= n=

Baseline ML inflammation and NAFLD scores (% area; H&E images)
Steatosis 0.38 (1.29) 5.52 (11.28)
Changes from BL to Year 5 in ML inflammation and NAFLD scores (% area; H&E images)
Portal inflammation -4.24 (3.00) -2.58 (2.66)
Steatosis -0.07 (0.55) -1.51 (4.88)
Bile duct -0.08 (0.29) 0.06 (0.24)
Lymphocyte density -314.87 (494.48) -12.69 (366.66)
Changes from BL to Year 5 in ML fibrosis scores (trichrome images)
ML Ishak score -1.46 (1.32) -0.61 (0.65)
% area of fibrosis -4.98 (5.32) -0.74 (5.01)
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ML Steatosis Score at BL Was Associated With Regression of
Cirrhosis at Year 5
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BL Ishak BL steatosis BL Ishak BL steatosis
stage 6 =) score: 0.30% stage 6 =y score: 20.30%
M Portal inflammation M Interface hepatitis M Ballooning Microvesicular steatosis
B Lobular inflammation Swelling M steatosis M Bile duct

Conclusions

An ML approach quantified histopathologic features from clinical trial biopsies from patients under antiviral treatment
Greater ML steatosis score at BL was associated with lack of cirrhosis regression at Year 5

ML Ishak score quantified fibrosis heterogeneity and revealed earlier onset of fibrosis regression compared with manual staging of
fibrosis and measures of total collagen deposition (eg, ML fibrosis % area)

An ML approach for evaluating liver histology in patients with HBV can provide mechanistic insight into both HBV pathogenesis and
cirrhosis regression
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