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Supplementary figure 1

NAS composition across samples
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Supplementary figure 1: Composition of the NAFLD activity score (NAS) for each sample. The
NAS is the sum score of histological assessments of cytological ballooning (0-2), lobular
infammation (0-3), and steatosis (0-3).
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Supplementary figure 2
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Supplementary Figure 2: Differential expression analysis of NAS components. Plot shows the
set intersection cardinality for differentially expressed genes at 5% (A) and 1% (B) FDR
thresholds. Differentially expressed genes were assessed with respect to lobular inflammation,
steatosis, cytological ballooning, and the composite NAS. Individual set sizes are shown on the
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lower left corner of the plots, intersection sizes are on the y-axis, and intersection labels are shown
along the x-axis.

Supplementary figure 3
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Supplementary Figure 3: An analysis of gene expression responses that are unique to NAS (A)
or fibrosis stage (B). Figures A & B are fold change-fold change plots (NAS vs fibrosis stage),
where each point represents a gene, and color represents the posterior probability that a given
gene is uniquely differentially regulated with respect to NAS (A) or fibrosis stage (B) (i.e. the
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probability approaches one when a gene shows strong evidence of differential regulation in one
condition, but not the other). The top 10 genes are labeled in plots A & B. The tables (C & D)
show the Reactome gene sets that are enriched for genes with a high degree of uniqueness.

Supplementary Fiqure 4

Selecting gene predictors for Selecting gene predictors for

mean gNAS using the lasso mean gFib using the lasso
S a1
©
° 0.3 1
g # predictors
& in full model
o ® 10
) 0.21 . ® 20
B 2 ® 30
o 02
g : 40

50

5 @50
7 01
= 01
o

0.0 0.1 0.2 0.3 0.0 0.1 0.2 0.3

regularization parameter (1) regularization parameter (1)

Supplementary Figure 4: The cross-validation root-mean-squared error of the lasso models as
a function of the regularization parameter. The number of predictors in each model is
represented as point size.
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Supplemental Table 1: Characteristics of the populations studied
Histologically normal control NAFLD
N=6 N=72

Age (yrs) mean + S.D. 49.8 £ 21 52.8 £+ 12
Gender (males) n 2 28
Caucasians (n) 5 64
Body Mass Index (kg/m2) mean + S.D. 259+5.8 33.3+£5.5
Diabetes (n) 0 29
Hypertension (n) 1 46
Hyperlipidemia (n) 0 42
AST (IU/L) mean £ S.D. 35.7 £ 11 60 + 40
ALT (IU/L) mean £ S.D. 379112 82 + 56
Alk Phos (IU/L) mean = S.D. 96 +73 93 +33
Bilirubin (mg/dl) mean + S.D. 06+0.2 06+0.6
Albumin (gm/dl) mean = S.D. 43+0.2 44+05
Steatohepatitis (n) 0 58
Steatosis grade: mean - 2
Lobular inflammation grade: mean - 1.4
Hepatocellular Ballooning: mean - 1.8
Fibrosis stage: mean - 1.3
Distribution of Steatosis grade
0 6 2
1 - 29
2 - 27
3 - 14
Distribution of Lobular inflammation
grade 6 5
0 - 55
1 - 12
2
Distribution of Hepatocellular
ballooning grade
0 6 14
1 - 28
2 - 30
Distribution of NAS
0 6 0
1 - 2
2 - 9
3 - 18
4 - 17
5 - 18
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istribution of fibrosis stage
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