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Allogenic Adipose Tissue-Derived Mesenchymal Stem Cells Ameliorate Acute Hepatic Injury in Dogs

Takahiro Teshima et al. (2017) Srtem Cells International
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FiGure 1: Experimental design. AT-MSCs: adipose tissue-derived stem cells; CBC: complete blood count; CCl4: carbon tetrachloride.
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FiGure 2: AT-MSCs labeled with CM-Dil before injection.
Approximately 95% of AT-MSCs were labeled with CM-Dil
according to the manufacturer’s procedure. AT-MSCs were
mounted in VECTASHIELD-mounting medium with DAPI

(Vector Laboratories) as a nuclear counterstain.
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Fisure 3 Results of flow cytometry. Black lines representisotype controls and red lines indicate AT-MSCs. AT-MSCs were positive for CD29,
CD44, and CD90 and negative for CD14, CD34, and CD45.
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FiGure 4: Multilineage differentiation of canine AT-MSCs. (a) Adipogenic differentiation was identified by Oil Red O staining. (b) Oil Red O
staining of control undifferentiated cells. (c) Osteogenic differentiation was identified by von Kossa staining. (d) von Kossa staining of control
undifferentiated cells.
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Figugre 5: Serum levels of ALT, AST, and ALP and white blood cell counts. Data are expressed as the mean + standard deviation. #: control
group; B PV group; A: SV group. ALT levels in PV and SV groups were significantly decreased from day 4 to day 10 compared with the
control. AST levels in PV and SV groups were significantly decreased from day 4 to day 12 compared with the control. *P < 0.05 versus
control group; ' P <0.05 versus PV group.
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Ficure 6: Histopathology of livers after AT-MSC injections. Inflammatory cell infiltration and necrosis in livers were observed at both of day
7 and 15. H&E staining. Bar = 50 um.
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Ficure 7: Hepatic fibrosis around the central vein at days 7 and 15. The degree of distribution of collagen deposition on day 7 (a, b, ¢) was
higher than that on day 15 (d, e, f) in all groups. Comparison of the quantification of fibrosis area in liver sections (g). The fibrosis around the

central vein in the control group was more apparent than that in the PV and SV groups. B: control group; &: PV group; @: SV group. Data are
expressed as the mean + standard deviation. * P < 0.05. MT staining. Bar= 50 um.
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Figure 8: Inflammatory cell infiltration around the central vein in the liver. The myeloperoxidase (MPO) and CD163 positive cells at day 15
are shown (a-f). Comparison of the number of inflammatory cells in liver sections (g). ®: control group; B: PV group; @: SV group. Data are
expressed as the mean + standard deviation. *P < 0.05.
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Ficure 9: Engrafted AT-MSGs in liver and lung lobe sections. Liver (a) and lung (d) lobe sections of the control group. More AT-MSCs
labeled with CM-Dil (white arrows) were found in liver lobe sections of the SV group (c) than in those of the PV group (b). In contrast,
more AT-MSCs labeled with CM-DII (white arrows) were found in lung lobe sections of the PV group (e) than in those of the SV group
(). Comparison of the number of AT-MSCs labeled with CM-Dil per field in liver sections at day 7 (g) and day 15 (h). Comparison of
the number of AT-MSCs labeled with CM-Dil per field in lung sections at day 15 (i). Data are expressed as the mean + standard deviation.
*P<005.
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Figume 10: Comparison of mRNA expression in livers at day 7 and day 15. O: normal liver samples obtained from all nine dogs at 28 days
before injection of CCl;, ®: control group; &: PV group; M: SV group. Data are expressed as the mean + standard deviation. *P < 005

versus control group; TP < 0.05 versus PV group.
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