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Loss of BOK has a minor impact on acetaminophen overdose-induced
liver damage in mice
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Supplementary Figure S1. CYP expression levels after APAP treatment. After 5h of
APAP treatment, no significant differences in mRNA expression levels of CYP2E1 or CYP1A2
were detected between livers from WT and Bok/-mice, except for a slight decrease of CYP2E1
in WT males compared with WT females (A, B). CYP2E1 protein levels did not differ in livers
of WT and Bok”/- mice after 5h of APAP treatment (C-E). Results are depicted as fold change
compared to sex-matched WT (A,B) or presented as GAPDH normalized values (E). Data are
represented as mean + S.D. and are derived from 8 to 9 mice per group.
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Supplementary Figure S2. ER stress is a late event after APAP overdose. Expression
levels of CHOP (A), BIM (B) and pJNK/JNK (C) protein and PUMA mRNA (D) in livers of WT
and Bok/- mice after 3h and 5h of APAP treatment. Transcriptional induction of PUMA is
represented as fold increase compared to sex-and genotype matched PBS controls (D). Data
are represented as mean + S.D. and are derived from 2 to 3 female mice per group.



Naim et al. — Role of BOK in APAP overdosing

B
A Total GSH Reduced GSH
1.0 0.8
*
0.8 06 —
"g’, n.s. g™ n.s.
[T ﬁ 0.4-
T 0.4 T
)
- & 0.2-
0.2 :
0.0- 0.0-
&}e 6‘?}0 &} &fz}'b éq? ¥ &F &fz}‘a
A Qo X 'QQ A 0& \ ")
S Y S & g €

Supplementary Figure S3. Females have higher levels of total and reduced GSH
after APAP overdose compared to males. Livers of WT and Bok~-females showed higher
levels of total GSH (A) and reduced GSH (B) compared to their male counterparts. Data show
fold change compared to respective PBS controls and are represented as mean + S.D. and are

derived from 8 to 9 mice per group.
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Supplementary Figure S4. Bok”/- cell lines have the same sensitivity towards
various doses of APAP. The lack of BOK in the human cell lines THH (A) and HepaRG (B),
as well as in primary mouse hepatocytes (C) and the murine liver cell line Tib-75 (D) did not
change the rate of cell death in response to various doses of APAP. Cell viability of IHH was
measured by Annexin/PI staining using flow cytometry and the percentage of Annexin/PI
double negative (viable) cells is depicted (A). Viability of HepaRG, mouse primary hepatocytes
and Tib-75 was measured by MTT and normalized to untreated controls (B-D). Data are
represented as mean + S.D. and are derived from 3 independent experiments.



