3 Days

; (%)
(a) Ki-67 25 ok
CONT TAA - PR ANIT s 20 -
5 g AT Eaae o ; o5 4e ‘
10 *
5 L.

s o ."® ] E e
S AR M CEST B B N

CONT PH MEG TAA APAP ANIT PMZ
(b) cleaved caspase 3 (/109(2) cells)
CONT TAA ANIT "
6 ok
3
7 Days CONT PH MEG TAA APAP ANIT PMZ
(c) Ki-67 2(;/»)
CONT . TAA . _ANIT 20
15
10
5 *
0 W e mm omm 2 X um
CONT PH MEG TAA APAP ANIT PMZ
(d) cleaved caspase 3 (/1000 cells)
CONT TAA :' AN'T 1;

6 *ok
3 *k - * *
CONT PH MEG TAA APAP ANIT PMZ

28 Days .
(e) Ki-67 : ‘ 1(0/0)
CONT £ TRA TS P 8 O
A ot 8
‘; *
0 [ ] - — = i
CONT PH MEG TAA APAP ANIT PMZ
(f) cleaved caspase 3 (A0oD celis) -
CONT TAA ¥ PMZ .
: 6
*k
3
0 — —— —— — —

CONT PH MEG TAA APAP ANIT PMZ
Fig. 1
Fig. 1. Digtribution of Ki-67" and cleaved caspase 3" cdlsin theliver in rats after 3, 7 or 28
days from the start of treatment. Photomicrographs show distribution of Ki-67" and cleaved
caspase 3" cells in the liver of the representative cases from untreated controls and animals
treated with TAA or ANIT (&, b, ¢, d) and treated with TAA or PMZ (e and f). The graph show
positive cell ratios of hepatocytes per total cells counted in 10 animals in each group. Values
represent mean + SD. (a) Ki-67 (after 3 days), (b) cleaved caspase 3 (after 3 days), (c) Ki-67
(after 7 days), (d) cleaved caspase 3 (after 7 days), (e) Ki-67 (after 28 days), (f) cleaved caspase
3 (after 28 days). ™" P < 0.05, 0.01 vs. untreated controls (Dunnett’s or Steel’s test).
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Fig. 2

Fig. 2. Distribution of Topollo', p-Histone H3", Ubd", YH2AX" and p21“*'* cells in the
liver in rats after 3 days from the start of treatment. Photomicrographs show distribution of
Topollo', p-Histone H3", Ubd", yH2AX" and p21“?'" cells in the liver of the representative
cases from untreated controls and animals treated with TAA or ANIT. The graph show positive
cell ratios of hepatocytes per total cells counted in 10 animals in each group. Values represent
mean + SD. (a) Topolla, (b) p-Histone H3, (c) Ubd, (d) yH2AX, (e) p21°? P <0.05, 0.01

vs. untreated controls (Dunnett’s or Steel’s test).
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Fig. 3

Fig. 3. Distribution of Topolla’, p-Histone H3*, Ubd’, yYH2AX" and p21“""" cells in the
liver in rats after 7 days from the start of treatment. Photomicrographs show distribution of
Topollo', p-Histone H3", Ubd", yH2AX" and p21“?'" cells in the liver of the representative
cases from untreated controls and animals treated with TAA or ANIT. The graph show positive
cell ratios of hepatocytes per total cells counted in 10 animals in each group. Values represent
mean + SD. (a) Topolla, (b) p-Histone H3, (c) Ubd, (d) yH2AX, (e) p21°? P <0.05, 0.01

vs. untreated controls (Dunnett’s or Steel’s test).
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Fig. 4

Fig. 4. Distribution of Topolla’, p-Histone H3*, Ubd’, Mad2, yYH2AX" and p21“"'" cells in
the liver in rats after 28 days from the start of treatment. Photomicrographs show
distribution of Topolla’, p-Histone H3*, Ubd®, yH2AX" and p21“P'" cells in the liver of the

representative cases from untreated controls and animals treated with TAA or PMZ. The graph

show positive cell ratios of hepatocytes per total cells counted in 10 animals in each group.
Values represent mean + SD. (a) Topolla, (b) p-Histone H3, (c) Ubd, (d) Mad2, (¢) yYH2AX, (f)
p21°P' " P <0.05,0.01 vs. untreated controls (Dunnett’s or Steel’s test).
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Fig. 5

Fig. 5. Distribution of immunoreactive cell population of p-Histone H3 co-expressing Ubd
(Ubd/p-Histone H3), Ubd co-expressing p-Histone H3 (p-Histone H3/Ubd) or Topolla
co-expressing Ubd (Ubd/ Topolla) in the liver rats after 3, 7 or 28 days from the start of
treatment. Photomicrographs show distribution of Ubd/p-Histone H3, p-Histone H3/Ubd, Ubd/
Topolla in the liver in untreated controls and animals treated with TAA or ANIT (a, b) and
treated with TAA or ANIT (c, d) and treated with TAA or PMZ (e, f). Immunoreactivety of Ubd
(cytoplasm) and p-Histone H3 (nucleus) or Topolla (nucleus) is visualized as brown and red,
respectively. The graphs show Ubd-positive cell ratio (%) of proximal hepatocytes per total cells
immunoreactive with p-Histone H3 or Topolla, p-Histone H3-positive cell ratio (%) of proximal
hepatocytes per total cells immunoreactive with Ubd counted in 10 animals in each group.
Values represent mean + SD. (a) Ubd/p-Histone H3 or p-Histone H3/Ubd (after 3 days), (b)
Ubd/ Topolla (after 3 days), (¢) Ubd/p-Histone H3 or p-Histone H3/Ubd (after 7 days), (d) Ubd/
Topolla (after 7 days), (e) Ubd/p-Histone H3 or p-Histone H3/Ubd (after 28 days), (f) Ubd/
Topolla (after 28 days). *~ P < 0.05, 0.01 vs. untreated controls (Dunnett’s or Steel’s test).



