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FIG. 1. Kaplan-Meier survival curve. Only the TUOH group
showed animal deaths. Survival probability for the EtOH
animals decreased markedly between 6 and 24 h after TBL
Time O indicates when TBI was inflicted. Log-rank test,
7 —1.09x10 *. Cont, control; n —23; EKOH, ethanol, n — 29.
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Figure 3. Effccts of inhibition of AQP4 on brain cdema. A: High-intensity
volume in DWIs and TaWls at 24 hours after TBL. An AQP4 inhibitor, AZA,
was administercd to ratsi.p. at 3 hours (AZA3) or 12 hours (AZA12) after TBI
under sthanol consumption. The high-intensity volumes in both DWls and
TzWls were decreased in the AZA12 group after TBI under ethanol consump—
tion. Data represent the mean — SE (@ 4) © 0.01 versus the saline
group; #7-7 0.01 versus the AZAJ group. B: AQP4 histopathological findings
in the pericontusional arca of cortex at 24 hours after TBI under EtOH
consumption with AZA administation at 3 or 12 hours after TBL. AGP4
pratein expression was determined by rabbit polyclanal ant-AGQP4 antibody
immunoreactivity (diluted 1:200) in the pericontusional arca of the cortex,
AQP4 cxpression was recognized in the perivascular layer and glia. Scale
bar — 50 um. Reprosentative images of AQP4 and fi-actn immunoreactvity
within brain contusion arcas are shown. C: AGP4 relative expression at 24
hours after TBI under EtOH consumption in the EtOH, AZA3, and AZA12
groups Rat pericontusional brain was processsd for immunoblatting with
rabbit polyclonal ant-AQ@P4 antbody (diluted 1:1000). Dx AGP4 roclatve
pratein expression at 24 hours after TBl under EXOH consumption was
narmalized to fiactin. Data represent the mean L SE (v = 43, %2 -2 0.01
versus the saline group.
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magnification) of ( )
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staining. The ~alcohol group shows
formation of appositional "bone around
necrotic bone trabeculae represented the
repair process at 4 and 6 weeks in the
alcohol group (black arrow). Scale bar
presents 100um.
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Fig.5 Changes of blood IFNa and
adiponectin levels in the control and alcohol

roups. IFNa did not siginificant change in
the alcohol group at 1 to 6 weeks, while
adiponectin showed siginificant decreased in
the alcohol group at 1 to 4 weeks.
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Fie. 5. Histological appearance of the femoral head osteonecrosis. Haemaloxylin
and eosin staining of the femur at week 1 (A and B); at week 2 (C and D); at week 3
(E and F); and at week 4 (G and H) after medication. Original mag =100
(A, C, E, G); =200 (B, D, F, H). Oslecnecrosis of the femoral head was not
observed in the control group (data not shown).
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Figure 1. Histological appearance of the femoral
head affected by osteonecrosis. Panels show
hematoxylin and eosin stained femurs. Typical
images for Group Saline+MPSL (A); Group
LPS+MPSL (B); Group Imiquimod+MPSL (C);
Group CpG-C+MPSL (D) are shown. The diffuse
presence of empty lacunae and pyknotic
osteocytic nuclei in the bone trabeculae
accompanied by bone marrow cell necrosis was
observed in the femoral head of all groups, except
Group Saline+MPSL (A). Scale bar: 100 pm.
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