Fig.1l

Induction/Amplification/Differentiation Methods for Human
IPS Cell-Derived Primitive Gut Endoderm Cells (PGECs)
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Induction of Human iPS Cell-Derived DE toward
PGEC Induction
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Fig.3

Effect of Rock Inhibitor Addition at the Time of
Passaging of DE
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Fig.4

Review of Method for Inducing Human iPS Cell-
Derived PGECs
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Fig.5

Relative gene expression level

Review of Method for Amplifying Human iPS Cell-

Derived PGECs
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Fig.6

Morphology of Human iPS Cell-Derived PGECs after
Amplification

PGEC

PGEC-P5




Fig.7

Morphology of Human iPS Cell-Derived PGECs after
Cryopreservation/Thawing




Fig.8
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Growth Curve of Human iPS Cell-Derived PGECs
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Fig.9
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Fig.10

FACS Time Lapse Analysis of Human iPS Cell-
Derived PGECs
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Fig.1l1

Immunological Analysis of Human iPS Cell-Derived
PGECs
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Fig.12

Immunological Analysis of Human iPS Cell-Derived
PGECs
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Principal Component Analysis of Human iPS Cell-

Derived PGECs
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Fig.1l4

Hierarchical Clustering of Human iPS Cell-Derived
PGECs
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Fig.15-1

Stepwise Induction of Hepatocytes Using iPSC-PGEC
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Fig.15-2

Stepwise Induction of Hepatocytes Using iPSC-PGEC
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Fig.lo

Functional Analysis of iIPSC-PGEC-Derived Hepatocytes




Fig.17-1
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Hepatocyte Induction Capacity of Passaged iPSC-PGEC
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Fig.17-2

Hepatocyte Induction Capacity of Passaged iPSC-PGEC
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Fig.18

Directed Differentiation into Pancreatic Cells
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Fig.1lS

Directed Differentiation of PGEC into Pancreatic Cells
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Fig.20

Relative gene expression level

Directed Differentiation of PGE Cells into Pancreatic

Cells

16

12

0.8

04

hiPSC Definitive Pancreatic Endocrine
endaderm progenitor cells

. PGEC-P

0.024

0.018 |

0.012

0.006

0

hinsulin
hiPSC Definitive Pancreatic Endocrine
endoderm progenitor cells
PGEC-P16



Fig.21

Induction of Intestinal Tissues Using PGEC
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Fig.22

Intestinal Tissues Induced from PGEC

.
\\\\\\&\QQ

=

=



Fig.23

Extraction of Positive/Negative Marker Genes
Specific to PGEC (P1 and thereafter)
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Cluster method: average
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Fig.24

Reproducible generation of primitive gut endoderm
cells from different patient-derived iPSC lines
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Fig.25

Generating multiple tissues of endodermal origin
from transplanted PGEC
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Fig.26

In vitro generation and differentiation of liver bud into
mature hepatic tissues grown from PGEC
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Fig.27

Ammonia metabolism capacity of
differentiated PGEC-derived liver bud
800-

600+

4004

NH,Cl uM
Ammonia removeral

N
o
T

N=6
AFP-EGFP
PGEC-P15




Fig.28

Survival improvements following fulminant liver failure
by way of PGEC derived liver bud transplantation
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Fig.29

Immunostaining confirmed the bi-directional differentiation

Recipients: Alb-TRECK/SCID mice  Donor: PGEC-MH-Sphere Duration: 1 month
DT dose: 1.5 ug/ke Plate: kuraray plate Kidney capsule



