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Supplementary Figure 1 (Fig. S1). Time-courses of 23 inflammatory mediators in samples from mouse hepatocytes. Supernatants from freshly
isolated mouse hepatocytes from C57BL/6 mice or HC-HMGBI1 7/~ with or without APAP treatment for 1-48h were assayed for 23 inflammatory
mediators as described in Materials and Methods. Results represent the mean = SEM, analyzed by Two-Way ANOVA (*P<0.05).

Supplementary Figure 2 (Fig. S2). Comparison of time-courses of 28 inflammatory mediators in serum samples from PALF patients. Serum
samples (d0-d7) from survivors (n=24) and non-survivors (n=7) were assayed for 28 inflammatory mediators. The results were compared using the
Mann-Whitney Rank Sum test with SigmaPlot™ 14 (Systat Software, Inc., San Jose, CA), and significance set at P<(.05.

Supplementary Figure 3 (Fig. S3). Injury characteristics of a subgroup of PALF survivors. Comparison of age and injury characteristics for two
patient subgroups of PALF survivors diagnosed with APAP overdose (APAPo, n=3) and non-APAP (n=11). Box plots represent the 25" and 75"
percentiles with a line at the median and error bars defining the 10t and 90™ percentiles (significance set at *P<0.05, analyzed by Student’s t-test or
Mann-Whitney Rank Sum test as appropriate).

Supplementary Figure 4 (Fig. S4). Dynamic Network Analysis (DyNA) of inflammatory mediators in mouse hepatocytes. Cell supernatants
from freshly isolated mouse hepatocytes from C57BL/6 mice or HC-HMGBI1 7/~ with or without APAP treatment for 1-48h were assayed for 23
inflammatory mediators and DyNA (stringency level 0.85) was as performed as described in Materials and Methods. Figure displays the total number
of mediator connections across all experimental groups as indicated.
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Fig. S2
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Fig. S3

18
16 -

Age (yrs.)

N
(3]

N
o

Total Bilirubin (mg/dL)

- -
o N

o N A~ O ©

*P=0.022

-
(3]

-
o
L

(3]

T
APAPo non-APAP
P=0.382
1
APAPo non-APAP

15000

12000 -

©
(=
(=
o

ALT (IU/L)

3000 -

P=0.315

2.0

APAPo

non-APAP

-
(5]

Creatinine (mg/dL)

P=0.872

0.0

APAPo

non-APAP

10

INR

- -

N a

[3,] o
!

-

o

o
!

[3]]
o
!

Venous Ammonia (umol/L)

o

P=0.415

APAPo non-APAP

P=0.162

[

—

APAPo non-APAP




Fig. S4
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