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Ui\ T8 [ 45 i e 4 il 22 Caco-2 4 rp Metrnl 3535 ( Metrnl shRNA 4 ) , XFHENICE P41 (Ser shRNA 4 ) , FIf
CCK-8. caspase 3 fE AT & . BEIBCEE (1 V -FITC/PL i 240 M A PE TR 035 £ 3R 78 4N e S- FURMEREAE T
MG FIPAT I L. & % S5 EAR 20T Metml 25 T35 K5 T 254141 (P<<0.000 1) , {45 54
Metrnl mRNA FAHXT 285K AR T 1E 45 B (0.0940.02 vs 0.2240.06, P<0.05) . #as Metrnl A1) 5- R
W IE R A A IS B (P<<0.05) . Metrnl sShRNA 4 Caco-2 4l Jifd 7 caspase 3 AHXF 16 PE . T2 i L B XK T Ser
shRNA ZH [1.04+0.27 vs 1.67+0.44, (12.53£6.69) % vs (26.5610.89) %, P¥<0.05] . ¢4 7TE4: T,
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[ Abstract | Objective To explore the relationship between meteorin-like protein (Metrnl) and colorectal cancer
and its role in the development and progression of colorectal cancer. Methods Expression and distribution of Metrnl in the
colorectal cancer and paracancerous tissue were analyzed by human tissue microarray (n=30). Fifteen clinical colorectal
cancer tissue samples and 15 normal human colorectal tissue samples were collected, and the expression level of Metrnl
mRNA was detected by quantitative polymerase chain reaction. In the cell experiment, the expression of Metrnl in human
colon cancer epithelial cell line Caco-2 was knocked down by lentivirus-mediated short hairpin RNA (shRNA) interference
technology (Metrnl shRNA group), and unrelated sequence was used as control (Scr shRNA group). Cell counting kit 8,
cysteine aspartic acid specific protease 3 (caspase 3) activity assay kit and annexin V - fluorescein isothiocyanate/propidium
iodide flow cytometry apoptosis detection kit were used to detect the cell viability and apoptosis under the treatment of
S-fluorouracil. Results Metrnl protein was significantly higher in the human colorectal cancer tissue compared with the
paracancerous tissue (P<<0.000 1), but the level of Me#rnl mRNA in the colorectal cancer tissue was significantly lower
compared with the normal colorectal tissue (0.0940.02 vs 0.2240.06, P<<0.05). Knockdown of Metrnl blocked the decline
of cell viability induced by 5-fluorouracil (P<<0.05). The activity of caspase 3 and the proportion of apoptotic cells in the
Metrnl shRNA group were significantly lower than those in the Scr sShRNA group (1.0440.27 vs 1.67£0.44,[12.53+6.69 %
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vs[26.56+10.89]%, both P<<0.05). Conclusion Secretory protein Metrnl is accumulated in the colorectal cancer tissue, but

Metrnl transcription decrease in colorectal cancer may promote the development and progression of colorectal cancer.
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2020 4F A BREAE SETHR A R, 45 R
VRS 2 0 ULAIRRAE, e B 3 A0 DL IRSAE,
AR B2 90 1 ABET, 2 RRE A OCAE T Y
10%, 2 A0 PO R Beaviaie o BAR H R R AT
DU 20 T BOW 4 s s W ing Ty, B
BRI E IS, (HI I8 A2 P RCRATS
AHAE L A, TR SRR A
S5 R R R AR S R SE TR A
2y 3]

B 4UFE 25 M (meteorin-like protein, Metrnl )
FEIEAE R B — R IR Y B AERR 414
kB A S Rk T T AR S 1 B 4L
YURAE . UGBS ZHRHT . (R E B R4
Metrnl it 75 7 18 | 2 b K i R 3k, il b iz ik
Z Metenl 1] f 485 VE W AL L BFSEARGE S
Metrnl [A]J& —A~ 8 F &% 1) meteorin 7E45 HL &
Fik B, BSPUEARAX" . 1Ah, Metml 75
AL IA) KR | TS 40 i g N B RE AR IR T R s B
PN BRI, AT Metenl 75 45 B 4 1
FHM A, ABFERIERDT T Metrnl 545 B
G TR M A S Elfe . R IPER .

1 #MEFnTE %

L1 ARG KRR 4H4U5 K (OD-CT-
DgCol03-003; Outdo ) s i i A5 HEF 30 X 45 E
S BB E Al B A U 52 2 2 0 1 % IE Y
SiEMAH LA, WK RE . A A
o JIA 15 BIAS i AR e A5 EL R A S URN
15 B1EH ANA4AS B AL WA NI ZEZE B K2 (5
THEERY) FMEER Y. AR A
ZARE I R I B RN RS, Aol AL 4
TERRA: (BB R ) e i 5 ot

12 SZHRMABMLFEES S RAGZEAHLL
SEOTIERE AL 30 XS5 s Al 40 S 52 41 4
AL XFIE# NS5 E A 800 B o 1% 30 X
HZVE A 30 1 45 B g AR E LA IR O 31~85
(628%152) %, B1of, L], Hh
TNM TH] C1361) . M C1241) . VEI(561) .

[ Acad J Naval Med Univ, 2023, 44(2): 222-225]

i F Metrnl 044 ( 28 [# Sigma A & ) XF 414008 F
( OD-CT-DgCol03-003 ) #1733 2 41 {4 e
JEHAREL A ENR . ORI An i BT
04%, S9PEMETT 14y, sFRHYETF 2 45, SEBHYET 3 4.
FHAPE RIS bRifE . BHE R <5% 11 0 43, 5%~30%
148, 31%~60% 11 2 78, >60% 11 3 43, 456
P05 BN B R PR D R i PE ).
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W% . Caco-2 4RI 10% FBS ( 3£ Gibeo A )
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Fig1 Metrnl expression in colorectal cancer tissue
detected by immunohistochemical staining
Human tissue microarray. C: Colorectal cancer tissue; P:
Paracancer tissue. 1: Blank control; 2: Normal control. Metrnl:

Meteorin-like protein.

2.2 i Metrnl & iA 3 Jm Caco-2 #a & - qPCR
K I 25 2R 5 7R, Metrnl shRNA 2H il Scr shRNA 2
Caco-2 4l s s Metrnl mRNA F% A5 X 2& 35 7K 73 5]
70.10£0.01, 1.00£0.01, ZRALIFEL (P<

0.000 1) . CCK-8 Kl £ 5 W], ik Metml ik
TE 10~1 000 pg/mL 5- FUIRMEIENFH 48, 72 h i 5%
PETR RN T Caco-2 AIAYIHE( P14 <<0.01, £ 1),
F 1 CCK-8 il TNid Metrnl &Ri%£%$ Caco-2
R iE R 2R
Tab 1 Effect of down-regulating Metrnl expression on

Caco-2 cell viability detected by CCK-8

n=6,xxts
10 pgemL ' 5-FU
Group 24h 48h 72h
Scr shRNA 0681002  050+0.02 0394003
Metrnl ShRNA ~ 0.7840.07  0.6740.05  0.62+0.06
P value 0.029 0.001 0.002
100 pg*mL ™' 5-FU
Group 24h 48h 72h
Scr shRNA 060002 0424001  026+0.02
Metrnl ShRNA ~ 0.65+0.06  0.48+0.02  0.45+0.05
P value 0.182 0.003 <0.001
1000 ugemL ' 5-FU
Group 24h 48h 72h
Scr shRNA 0574002  035+003 0224001
Metrnl ShRNA ~ 0.544+0.03 0414001  0.35+0.02
P value 0.189 0.005 <0.001

CCK-8: Cell counting kit 8; Metrnl: Meteorin-like
protein; Scr: Scrambled; shRNA: Short hairpin RNA; 5-FU:

5-fluorouracil.
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ZH F1 Scr shRNA 2 Caco-2 4 ffi ' caspase 3 11447
MM 1.04+027 Fl 1.67+0.44, 23454 % 5
X (P<0.05) ; Metrnl shRNA 4] F1 Scr shRNA 4]
Caco-2 AR T H 53511k (12.53£6.69 ) % Fil
(26.5610.89) %, 25 ASGuit 7 L(P<0.05,
E2) .
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2 AR Caco-2 AL TKF
Fig2 Caco-2 cell apoptosis detected by flow cytometry
The cells were treated with 10 ug/mL 5-fluorouracil for 48 h.
A: Scr shRNA group; B: Metrnl shRNA group. Scr: Scrambled;
shRNA: Short hairpin RNA; Metrnl: Meteorin-like protein; PI:

Propidium iodide; FITC: Fluorescein isothiocyanate.
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