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Abstract

AIM: To assess the therapeutic effect of
glucagon-like peptide (GLP-2) analogue
teduglutide on non-alcoholic fatty liver disease
(NAFLD) in rats.

METHODS: Thirty SD rats were randomized
into a normal diet group and a high-fat diet
group. After feeding for 12 weeks, six rats were
respectively selected from the two groups to
determine whether the NAFLD model was
successfully established. From the 13™ week,
the rest rats in the normal diet group served as
controls (n = 6), and the rest rats of the high-
fat diet group were randomized into a NAFLD
group (n = 6) and a GLP-2 group (n = 6). The
rats in the GLP-2 group were injected with
teduglutide and the other two groups were
injected with normal saline for 7 days. Then
blood samples were collected from the ocular
veniplex and rats were sacrificed. NAFLD related
biochemical indicators were determined and
pathological results were observed.

RESULTS: The NAFLD model was
successfully established. Compared to the
normal group, triglyceride (TG) and total
cholesterol (TC) levels in liver homogenate and
NAFLD activity score (NAS) were significantly
higher in the high-fat diet group (P < 0.05).
Moreover, duodenal mucosal epithelial cells
were loosely arranged, and intercellular
space and Claudin-2 protein expression were
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increased (P < 0.05). After treatment with
GLP-2, TG and TC levels in liver homogenate
and liver NAS were significantly lower
than those of the NAFLD group (P < 0.05).
Accordingly, the arrangement of intestinal
epithelial cells was improved, and intercellular
space and Claudin-2 protein expression were
decreased (P < 0.05).

CONCLUSION: NAFLD can cause the loose
of intestinal mucosal cells and the increase of
Claudin-2 protein expression. Teduglutide
might exert its therapeutic effect on NAFLD by
decreasing the expression of Claudin-2 protein.

© 2016 Baishideng Publishing Group Inc. All rights
reserved.
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ML BRI EE F EClaudin-2
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&1 12 wkSERBEWIEIRNEE

paxicl FISFRE() ERRE(Q) FETGmmol/Ll)  METC(mmol/l)  FFAETG(mmol/L)  BFAETC(mmol/L)
FE48 228.43+1255 567.60+46.68 0.90+0.18 1.78 +£0.30 0.79+0.09 0.13+0.31
2i54 234.21+9.00 587.86+47.86  0.90+0.21 2.05+0.34 1.23+£0.14° 0.35+0.03°
°P<0.05 vs [FE4E.

R 2 13 wkBBAARBEISIRIEE

paxi:) ECIBRE() RSl [METGmmol/L) IIETCImmol/L) FFAETGmmol/L)  FFAETC(mmol/L)
ERA 22450+ 11.45 551.40+36.45 1.29+0.24 1.97 £0.20 0.50+0.08 0.09+0.11
NAFLDZE 229.20+14.31 599.30+47.28  2.48+0.40° 2.52 +0.30° 1.07 +0.09° 0.19+0.34°
GLP-2¢8 238.20+8.00 628.90+59.03° 2.02+0.59° 2.69+0.22° 1.01+£0.27° 0.19+0.25°

’P<0.05 vs [FE248.

P T IE H 41(P<0.05), H.GLP-22H3F4MIK
FNAFLD4(P<0.05, E3D).

222 fiE AR L A4 13 wk NAFLD4L
MGLP-22H K BRI iE FFIE S K TG TC
K2 5535 1 T 1B 8 2H(P<0.05); GLP-24HL I35
TGRIFFETG. TC/KFIIEFNAFLDA, {H#%
HEEMERGR).

2.2.3 +=#MHE# & 4Claudin-2% @ %%
L2405 13 wk HEJ L RoRIEH 41, GLP-2
A e 1= 7k )i M ) oke 21t ol N ]
5] B A S5 B N (4 A, E); SRMINAFLDZL+ —
i W 2 b R 28 i HE A0 i A, 2 ) B P
Hin(E4c). IEH 4. NAFLDAMGLP-24H
K+ % E ) Claudin2 E AR E &
I3 H°N2.83+0.75. 5.50+1.05514.334+0.82,
NAFLDAHMGLP-241Claudin-25 [ FH M H &
Y 1 H 4 £ (P<0.05), GLP-241Claudin-2%K
H %15/ T'NAFLDZH (P<0.05), IEHHKE K
/b(4B, D, F).

3 IWiE

KUNAFLD K RURIN RS, K I/ B
M Bk, 22 W R B SN AFLD
B i 2 DR, X 5 S el lmann Uy
F K S0 4 0 I 8 T i R T
R ——— oo NI S BNAFLDI R RS M 4.
T 38 5 R T A T U148 4 A LB BB 142
b, G BRRE. AR BRREID A, Hoop
BB B T4 e BB L e B T s, TJs

NASEESS

112 WkKERME FRTIEFIRRNASIES. A: FH#41
(HE X 400); B: BRE4(HE x 400); C: NASALTA. 'P<0.05
vs IEH2H.
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I SR B RPN, A TR N AF LD/ i R
Rz A AR K, FRREIA T NAFLDAR
FEEEE I MR, X5 F 2R SCHERR
82— NAFLDE#H 8 i i@ %
PEAR R, M3l R S e U, T2 B
KEEMI ISR L. NAFLD/MN7ZE -
B B AR RN Claudin-2 B (AW I 2, H7 ik
HED, IR = IR T R 22§ 8 Claudin-24k
H R IE N, M2 R g B A B T s
RESS TR, BBIR 1 it 286 S P Je 0 12k

&S MEGLP-225 ), HitopsEE &
s A2 # 5 (Food and Drug Administration,
FDA) MR 24 it i PR (EMA) S #E T TR 7 R
JheiAAE R, HAFNLHIAE T AT LT Jeppesen
SEBRS  GLP-2 N5 i b 5 B e oh g 2
10 3 20 20 0 FT 42 4 T 5%k A L R S I, H
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VI 1/2(extracellular regulated protein kinases 1/2,
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BT R (B (mitogen-activated protein kinase,
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