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ABSTRACT Objective: To investigate the expression and role of organic anion transporting polypeptide 1B3 (OATP1B3) in hepa-
tocellular carcinoma tissue. Methods: OATP1B3 in hepatocellular carcinoma tissues and adjacent tissues was detected by immunohisto-
chemistry and Western blot, and its correlations with clinicopathological characteristics of patients was analyzed. The expression of
OATP1B3 in multiple hepatoma cell lines was detected by quantitative real-time polymerase chain reaction(qRT-PCR), human hepatoma
cells (HepG2 and Huh7) cells with relatively low expression were selected for overexpression experiments, and the effects of OATP1B3
on cell proliferation and apoptosis were investigated by cytotoxicity assay (MTT) and flow cytometry. Results: The expression level of
OATP1B3 in hepatocellular carcinoma tissues was significantly lower than that in adjacent tissues, and was significantly correlated to In-
ternational Classification of Clinical Stages for Patients with Malignant Tumors (TNM stage), tumor differentiation and tumour recur-
rence. Overexpression of OATP1B3 significantly inhibited the proliferation of HepG2 and Huh?7 cells and promoted apoptosis. Conclusion:
OATP1B3 is low expressed in hepatocellular carcinoma tissues, and its up regulation can inhibit the proliferation of hepatocellular carci-
noma cells and promote cell apoptosis. OATP1B3 may be a tumor suppressor gene, which plays an important role in the occurrence and
development of hepatocellular carcinoma.
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Fig.l Immunohistochemical staining results of OATP1B3 expression in hepatocellular carcinoma tissues and adjacent tissues(x 400)

Note: A. Low expression of OATP1B3 in adjacent tissues; B. High expression of OATP1B3 in adjacent tissues; C. Low expression of OATP1B3 in

hepatocellular carcinoma tissues; D. High expression of OATP1B3 in hepatocellular carcinoma tissues.
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Fig.2 OATP1B3 protein expression in hepatocellular carcinoma tissues
and adjacent tissues

Note: T: Hepatocellular carcinoma tissues; N: Adjacent tissues.
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Table 1 The relationship between differential expression level of OATP1B3 protein and various clinical pathological parameters

in hepatocellular carcinoma patients

Clinicopathological parameters n OATP1B3 Low OATP1B3 High e P
Age (yr) =50 26 16 10 0.242 0.623
<50 34 23 11
Sex Male 49 31 18 0.354 0.552
Female 11 8 3
Tumor size (cm) =5 41 28 13 0.617 0.432
<5 19 11 8
TNM stage I,1I 27 13 14 6.128 0.013
11, IV 33 26 7
Well 2 0 2 6.243 0.035
Tumor Moderate 52 33 19
differentiation
Poor 6 6 0
Serum AFP =20 ng/mL 39 26 13 0.136 0.712
<20 ng/mL 21 13 8
Recurrence Yes 52 37 15 4.622 0.032
No 8 2 6
Invasion Yes 24 17 7 0.598 0.439
No 26 22 14
Tumor number Single 42 26 16 0.590 0.443
Multiple 18 13 5
Tumor capsule Yes 19 13 6 0.143 0.705
No 41 26 15
1.5 TR TRIER AR ANNOXA)HI pS3 LI T35 A 5 H 2
T I (PUMA) R 5 53, 400 ) 285 B 938 A0 ML 1, BTGk 7 Uk
2 PE, Uil OATPIB3 A K| T45 s 2R A7 . SR, HETC X
% 3 .ol N %Eﬂ%‘zﬁéﬁa‘éﬁf%ﬁ% ‘
< ﬁ BRI TR, A b fH Western blot 25 3442
% g 7, OATP1B3 7E R ZH 4 i ik /KT i F R TR 5 4L, 5
ag ZHTHIHRIE A —E™, 7E OATPIB3 FKih/KF- 5 TNM 43
E s 051 W C R BF9TH , OATPIB3 78 1 | [T IFLIRE e A b i
3 % * Feik B E R TSR B, fE WO R, 1 0 i 4
i_ OATPIB3 W] i T 1145, TIHJLT- K Wik, OATPIB3 A
0.0—E8 - ! B IR RSB IR E AR Y, 5 RIS, AT

B 3 OATP1B3 mRNA £ [=] AT 40 B B9 A
Fig.3 The expression of OATP1B3 mRNA in different hepatocellular
carcinoma cell lines
Note: A. L02; B. SMMC-7721; C. Huh7; D. HepG2. compared with L02,
*P<0.01.

OATPIB3 ik 5 & HUR BFMIE 9. TEMERERZ AR ATE
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i S L AORS EI P9~ P21 (P2IWAF L) TR g g e

B, @420 OATPIB3 YRk 5 TNM 43 i i
EHIK, Ik OATPIB3 i 3 s TNM 43 #i4%
F. It4h, OATPIB3 | Rk /K T SRR 2R R2 &
L FE ARG, 2635 OATPIB3 2 [ Y JFF9s 8 & ITgs - fb R i
e, B RFEL, X522 H OATPIB3 Kk, /bt
FESE TN A HAE AR —F U0, S H OATPIB3 J&: i 5 77 4L E iR — 4
HE A0 (4 S B 55E UK, OATPIB3 78 /40 i v 1 25 5 7K
ST A - 4 U LS R AN R, O S R PR IR
WIE SR SRR ERY, LaRgs R CHF T Kim 6 F
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Fig.4 Identification of overexpression effect of OATP1B3
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Note: A.blank group, B.OATP1B3-OE1 group, C.OE-NC1 group,compared with OE-NC1 group, *P<0.01; D.blank group, E.OATP1B3-OE2 group,

OD value

3 -o- Blank group
-=- OATP1B3-0OE1 group
=+ OE-NC1 group e OE-NC2 group

F.OE-NC2 group, compared with OE-NC2 group, *P<0.01.

1.0

OD value

0.5

20~ Blank group
-a- OATP1B3-OE2 group

0.0

t/h

HepG2 cells

5 5EFi% OATPIB3 i BTy 40 AiE 78 B 50

t/h
Huh7 cells

Fig.5 The effect of OATP1B3 overexpression on the proliferation of hepatocellular carcinoma cells

Note: compared between OATP1B3-OE1 group and OE-NC1 group at 24, 48, and 72 hours *P<0.01; compared between OATP1B3-OE2 group and

OE-NC2 group at 24, 48, and 72 hours, *P<0.01.
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Fig.6 The effect of OATP1B3 on apoptosis of HepG2 and Huh7 cells
Note: A.blank group, B.OATP1B3-OE1 group, C.OE-NC1 group, compared with OE-NC1 group, *P<0.01; D.blank group, E.OATP1B3-OE2 group,

F.OE-NC2 group, compared with OE-NC2 group, *P<0.01.
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