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Supplemental figure S1: Heavy water labeling study design. Labeling design and time course of 2H,0

enrichment over the study period with average body water enrichments of both non-cirrhotic and cirrhotic

NASH subjects (n=10-20 per time point). Subjects were labeled with heavy water at baseline and week 12

of ACCi treatment. At day 0, subjects were administered firsocostat 20 mg per day orally once a day, for

12 weeks.
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Supplemental figure S2: Baseline characteristics of LDL-apoB fractional replacement rates (FRR),
and apoB absolute synthesis rates (ASR) in healthy volunteers vs baseline values from non-cirrhotic
or cirrhotic NASH patients treated with ACCi. A) LDL-apoB FRR (%/day) in non-cirrhotic (n=8,
p=0.98) and cirrhotic NASH patients (n=8, p=0.25) were not significantly different when compared to
healthy volunteers (n=8). B) LDL-apoB ASR (mg/dL/day) in non-cirrhotic (n=8, p=0.71) and cirrhotic
NASH patients (n=8, p=0.14) were not significantly different when compared to healthy volunteers (n=8),
but LDL-apoB ASRs were significantly lower in cirrhotic (p=0.03) than non-cirrhotic NASH patients.

Data are expressed as mean £ SEM. Statistical significance was evaluated by an ANOVA, *p<0.05.
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Supplemental figure S3: Lack of effect of 3 days of fenofibrate administration at baseline on apoB
FRR. A) Study design; B) LDL-apoB FRR (%/day). No significant differences were observed between
treatments. Data are expressed as mean + SD. Statistical significance was calculated by an ANOVA,

*p<0.05.



A
= % 150-
= 150 = 8 ns
E ns *;
S g
2z | 2
E 100 - £ 100- oe
. =
g . g .
= = - .
g 50 o £ 50 — -~
E — = : Tty Tee
£ . s 2 ee o : : []
2 HU Se g o« * e%e
£ 0 T T = 0 T T

3 days of Fibrate (48 mg) Fibrate + ACCi 3 days of Fibrate (145 mg) Fibrate + ACCi

Supplemental figure S4: Effects of 12 weeks of ACCi + fenofibrate therapy on apoB FRR (%o/day).
A) ACCi + Fenofibrate 48 mg/day; B) ACCi + Fenofibrate 145 mg/day. No difference was observed
between treatments. Data are expressed as mean + SEM. Statistical significance was evaluated by a paired

T. test, *p=<0.05.
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Supplemental figure S5: The effect of either low or high dose of fenofibrate in combination with
ACCion LDL-apoB FRR in NASH patients with or without cirrhosis, expressed as changes from
baseline. A) Change in LDL-apoB FRR (mean £ SEM) from baseline to ACCi treatment in NASH
subjects with non-cirrhosis or cirrhosis, and from baseline to ACCi + two individual low or high fibrate
doses (48mg or 145mg) with or without cirrhosis were 2+9,28 +7,-12+11,5+5,9+7,-15+ 19,
respectively. No statistical significance was observed between each group, except for baseline vs ACCi
cirrhotic groups, as compared to baseline vs ACCi + low dose fibrate in subjects without cirrhosis
(p=0.05). B) Change in LDL-apoB ASR (mean + SEM) from baseline to ACCi treatment in NASH
subjects with non-cirrhosis or cirrhosis, and from baseline to ACCi + two individual low or high fibrate
doses (48mg or 145mg) with or without cirrhosis were 6 +9,23+5,-7+ 10,6 +5, 135, -7 + 15,

respectively. Data are expressed as mean + SEM. Statistical significance between each group was
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calculated by ANOVA, *p<0.05.




Additional files

The summary table and data filter excel files are provided to download. All necessary mass isotopomer
distribution data are shown in the summary table files. The summary table data is filtered as a data filtered
file for computation of the fractional synthesis based on algorithms of the Hellerstein lab. For each excel
data filter file, the parameters tab provides the different parameters used for data filtering that include
retention times, base peak abundance, root mean score error filter, theoretical upper and lower limit for

EMO, standard deviation between peptides, and isotopomers standard deviations, etc.



