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Fig. 1. Expression levels of hepatic marker mRNAs (A) and effects of inducers on testosterone 6f-hydroxylase activity (B) in
hepatocyte-like cells

(A) Two human iPS cell lines (Fetch and Lollipop) were differentiated into hepatocyte-like cells on collagen I (c) or Matrigel (m).
Each bar represents the mean + S.D. (n =3). nd, not detected; i, undiffetrentiated human iPS cells; A, HepG2 cells; B, human adult
liver; C, hepatocytes. (B) The hepatocyte-like cells (Fetch) were treated with OME, DEX, and RIF for 72 hours. Each bar
represents the mean = S.D. (n = 3).

1-2. & b iPS MIRE A b AFMAE ~D4 i34 % VPA O%hE

b b iPS AHAES & I ~D /3L DBRIZ, VPA 31kt 18 A B2 72 Bl b L <i3snb#k 12 B B 5 168 RefRM
T5 L, Hila~—0—ThD ALBRTF n 7 I/ HinBEE#E (TAT), CYP3A4 X° CYP3A4 @ RIF (T X 5 aFEICBI G-
FTHTLTF v X ZREEK (PXR) @ mRNA FEEABEM Lz, LML, VPA &40kt 12 H AN D 312 FFfARMNT 5 &
e LA TAT X° PXR @ mRNA FELOWBD 30 Hiviz, CYP3A4 OFFER|TH D RIF LBLE AT -7 & 2 A, VPA % 72 I
MRINT 52 L TH 6 fF. 168 FRERIUSINT 5 Z & THI 12 512 CYP3A4 @ mRNA BEAFHFE Iz (Fig. 2A), —J7, VPA
% 312 BERVRAN L 72 8% Tl RIF I2%4 5 CYP3A OFFEITERD bR > 7o, FHEWRMFEZO 7o — 7 2 LE L
LCTHW, BT 2R ERIE L7 & 2 A, CYPs, UGT K OB EE SR (SULT) OTHHENER Hiviz, £72. CYP2C19
KON CYP3A4/5 151X VPA 243k 12 H B2 5 168 U2 Z Llc K v L7z (Fig. 2B), S HIZ, 2D X IH I
L EETAITIE & A E2TH ALB St Ll CHltE a2 R L7z, 2D DORERN G, VPA IXE k iPS Miflan & JiF
R~ DHMEFFEIZ BN T, DRI D 2 VIIEREERFICAN TH 2 Z LR SN, £72. VPA Zbpi#d
B CR O T EHIBALE S B = & THFHIIE~D LB 0 52 2 & 2R S, EIRER] & LTHW SIS
WP EETHLEZZ LN,



A

200
150 (B)
<
< § oos
£ 100 5
3 g
E] S 0.04
2 g
° =
° 50 £ 003
E
0 [ ] sl e . 5o
Control Control 72h 72h 168h 168h 312h 312h S oot
+ + + + I 0
RIF RIF RIF RIF o .
VPA Control VPA

Fig. 2. Effect of RIF on CYP3A4 mRNA expression (A) and CYP3A4/5 activity (B)

(A) VPA was treated for 72 hours from day 18 (72h), for 168 hours from day12 (168h), or 312 hours from day 12 (312h), respectively.
Hepatocyte-like cells were treated with 40 uM RIF for 48 hours. Each bar represents the mean = S.D. (n = 2-3). (B) VPA was
treated for 168 hours from day 12. CYP3A4/5 activity was determined by measuring 1’-hydroxymidazolam (OHMZ). Each bar
represents the mean = S.D. (n = 3).
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Fig. 3. ALB mRNA expression in hepatocyte-like cells
differentiated with HDAC inhibitors
HDAC inhibitors were added for 168 hours from day 12.
Control  2mM  1uM  5mM  5uM  12uM  10pM  1uM Each bar represents the mean + S.D. (n = 3). TSA,
VPA TSA NaB Vorinostat NCNF127 NCH51 MS275  toricostatin A; NaB, sodium butyrate.
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Fig. 5. Effects of FBS and D-(+)- galactose concentration on hepatocyte-llke cells dlfferentlated from human iPS cells

Human iPS cells were differentiated using conventional method, L-15 control medium or modified L-15 medium containing

D-(+)-galactose (450 or 900 mg/mL) and FBS (1 or 2%) from day 9 to 16. (A) Each bar represents the mean + S.D. (n = 3). (B)

Morphological changes in differentiated human iPS cells.
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