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# OE(HM] UFREIEEZ R -4-B5 A 1% (inositol polyphosphate 4-phosphatase type 1 ,INPP4B)[#
23R X 45 W 9 TURR B SR W BE (5- fluorouracil , 5-FU) 245 9 USE (9 52 i S AL , [ D7k ] il e e gl 44k
S5 VRN R2 4R T B3t INPPAB 745 7 9 41 24 19 2 36 K e 'ﬂﬁ)‘ﬂﬁaé%o F 3t i 9 ok 5k Fe k5 INPP4B
JFORE, 43 ) % U 45 i 98 40 I vk WiDr 41 i AT SWA80 £ it , 3 ok S i 26 ' 22 ft PCR # AR INPP4B mRNA
B2k 00, il a3 Western blot 5 A K 41 Jitd v INPP4B | # % 1k 19 Akt<pAkt>$u p27 [ FERAE I, 1
CCK-8 6 T 201 a4 354 8 58 77 >R G 2 200 B A S 1000 400 it %) 9 T S RN 40 B S8 0T A o A, (455 ] INPP4B 5
23K 5 55 g B TS S B G (P<0.05) . Ry INPP4B J& ,5-FU At PRI 24 h, %% 5 WiDr shControl
Y AH L, WiDr shINPP4B 21 it 777 3R 25 %A1 (P=0.011), dﬂtzﬁzi 75 (P<0.001) ,Gy/G, 11 21 i Lt 151
TR (P<0.001), it %3k INPP4B J5 , 55 SW480 2% #% 41 is 4 Lt , SW480 INPP4B 4 Jitd 77 7% K . % T i
(P=0.002) , i T % B 25 1% AI% (P=0.002) , Gy/G, ] /) 41 iy 1L 491 1. 38 B A% (P=0.001) , 5-FU &b #4579 40 it )
5 WiDr shControl 4H Jitl # Lt , WiDr shINPP4B #fi Jifl ' pAkt (Serd73) 97K F & & B L (P=0.003),pAkt
(Thr308) Y 7K 3 i 35 B A% (P<0.001) ,p27 25 /9 2635 18 35 TH &5 (P<0.001) ;5 SW480 25 45 41 i 4 Lt , SW480
INPP4B 41 Jfid b pAkt (Serd73) (4 /K F &8 2 T+ 5 (P<0.001) , pAkt (Thr308) (4 /K F & % Tt & (P<0.001),p27 &
B 235 35 PR AR (P<0.001) , [£518 ] INPP4B = 4615 5 45 1 i 5B R K WG AR 56, IF i i 3% Akt/p27 15
S i B A 45 i 9o 40 i X 5-FU E’Jﬁﬁzﬂi@
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Relationship of INPP4B Expression with Prognosis of Colon Can-

cer and Its Effect on Chemosensitivity of Colon Cancer Cells

SUN Fen-qi', CAO Xiao-mei', ZOU Jia-jie', WANG Fu-hua?, YANG Rui-hong?, GUO Su-tang’
(1. Basic Medical College, Shanxi Medical University, Taiyuan 030001, China; 2. Shanxi Cancer Hospital,
Taiyuan 030013, China)

Abstract: [ Purpose ] To investigate the relationship of inositol polyphosphate 4-phosphatase type I (INPP4B)
with prognosis of colon cancer and its effect on chemosensitivity of colon cancer cells. [ Methods] The correla-
tion between expression of INPP4B and prognosis of colon cancer patients was analyzed with bioinformatics
methods. Lentivirus-mediated knock-down or overexpressing INPP4B cell lines were constructed with human
colon cancer WiDr or SW480 cells. The expression of NPP4AB mRNA and protein was detected by real-time
quantitative PCR (qPCR) and Western blotting, respectively; the phosphorylated Akt (pAkt) and p27 were de-
tected by Western blotting; cell proliferation ability was measured with cytotoxicity kit-8(CCK-8); the apoptotic
rate and cell cycle distribution were determined with flow cytometry. [ Results ] Kaplan—Meier survival analysis
showed that the high expression of INPP4B was correlated with poor prognosis of colon cancer patients(P<0.05).
Compared to control cells, INPP4B knockdown increased the sensitivity of colon cancer cells to 5-FU signifi-
cantly (P=0.011), enhancing 5-FU-induced cell apoptosis(P<0.001) and increasing 5-FU-induced G, arrest(P<
0.001) of colon cancer cells. Compared to vector control, over-expression of INPP4B decreased the sensitivity
of colon cancer cells to 5-FU significantly(P=0.002), attenuated 5-FU-induced cell apoptosis(P=0.002) and de-
creasing 5-FU-induced G, arrest (P=0.001) of colon cancer cells. Knockdown of INPP4B in colon cancer cells
significantly decreased p-AKT protein expression(P=0.003) and enhanced p27 protein expression(P<0.001) com-
pared to control cells. Overexpression of INPP4B in colon cancer cells increased p-AKT protein expression(P<0.001)
and reduced p27 protein expression(P<0.001). [Conclusion] INPP4B is correlated with poor prognosis of colon
cancer patients and it can decrease the sensitivity of colon cancer cells to 5-FU via AKT/ p27 signal pathway.
Key words: INPP4B; colon cancer; 5-FU; cell cycle; apoptosis
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25 9 (colon cancer) 72 TH Bt I ™ 8 gk r A 2
A A R e 2 — 1 AR R TR 5 R Y
RFFET- R RBAE LT XHIT 259 i 22
51 1 2 A TN RS e 5 B0 e s B AR T R A v Y
FEFEN, FURMELE(5-FU)E# AN — LKW T
il EyT, HRFZBHEXTLL5-FU S £k
I AR 2512 IR O ISR AR AR T R 2 e B A A
PEAFAEXT W e Rl SRS b, T E s T
S5l B0 IR IT MBS 2, 5-FU TR 250041 A 2 3L A
ZNES S, FHRAE X SR KX T BT 45 I 98
BT R AR L,

JUL S 22 W 12 i -4- W 12 16 11 78 (INPP4B)J& PI3K/
Akt 15 53 B B 1 ) PR IR N 22— iR R,
INPP4B J& — F EL A Jiig 5 6 W i R 28 1 96 i il L o
DIRe 8 1, 2 AN W) i vh 2 PEARTRME ™ e =
BF P 2L Bt i -0 i 9 M 7 I g SR S A
INPP4B % % 2R & — Fi b9 00 ol B0, 38 2 400 il
PI3K/Akt 1556 S 38 6 D Ty 410 15 b 98 9 2 4 (B,
INPP4B 7E i W2 M & H I (AML) " AR
TeA 112 2 g i R g OO AE Jie Rg rh JR HEEAR E TRE
o E— 0 0F5E R INPP4AB 5 £ Fh i () 55
KABIFPUERSC Y 40 INPP4B #9355 AML
AN BTG FUE ST A JE 01 INPPAB. 1 fIK 2% 3K 5
A TE R S AR 52 R DL RO SR RS IR YT ok vh k4
RIS 35 181 B g 1) T AR OGO

AR BT 9E & B, INPP4AB 75 45 s J 4 40
s a8, I O PI3K/AKt 5 53 i 4 iF 1 4%
i 958 20 B ) A A RIS B ST, {H INPPAB J2& 75 X 25
FEIR T MUS = A s A AN TE 2 L A 5 2B 5-FU
Ut AL HE PI3K/Akt 58 0G40 i JR) B AR DG 2R 1 22
523K microRNA &38| JEP G 8h 7 X B 364k %5 A
K2 p27 S — Rl LA 20 A 0 A £ R 4 A
+, AR A A R SR I A 1 A R 2 T A R 0 A
WG BB R TEPE Y A WF 5T I PIBK/Akt [ 5 1%
AT LU 75 p27 HE R BRI E 6L,
Jed 1 A 18200 i INPP4AB J2& PI3K/Akt 15 514 S &
R EE PR, L, FRATE A INPP4B & &
2538 it PI3K/Akt (5515 S 2 N p27, {2kl
60 B AR | DI S5 M 45 g o B TS RN 445 P s
HIXt 5-FU B S0

312

I MRS

1.1 SRR ARRANE R REMEE

I FH B 285 i 9 A W 2H 2 86 5 4 R I T Ll Y
A IR BB B R, HEURA 2012 4R 4 A 2 10
J1 7G4 b e Be A B i TR UIBRARAS . WA KR
e W2, ARETARESZ B By a8 ) ya
I7 . BPEIRIT o ASWES i 11T A e B AR 2
B2 R HEE (2014071), A %507 98 40 s Bk WiDr
SW480 A 58 & PR A7 . & 10% /0 4 IfiL ¥ HY
DMEM 85325, T 37 °C.5% CO, 54T FHi 3%,
1.2 FERN 5|

5-FU W 1 2K T 4 i 4 2 R A BR 2 7 sRNAiso
Plus .DNase/RNAase-Free Deionized Water QuantScript
RT Kit,QuantiNovaTM SYBR® Green PCR kit 4 H
JER R AELRH AR A W . DMEM /&8 85 537 3 |
FBS Iy A 5¢ [ Hyclone 23 ® ;RIPA 24 i \PMSF
FI B 58] (BCA 25 1 e B2 I 7 1) & (14 i ) 1y
HLWES RAEWHE ARV, Lipofectamine™
2000 Transfection Reagent W [ 3¢ [& Invitrogen 7
) ; Annexin V-APC/7-AAD 4 il & T A6 i) 320 55 & 11
H LIRS E W AR B0 A BR 2 7 5 S it A INPP4B
5w BT R A 9% [ abeam 23 7] ,ab81269 Hdit A
GAPDH i yg BT bt A Akt B g BE BT IR | BT
A Phospho-Akt(Serd73) ¥ 53 B i /& | He Hit A\ Phos-
pho-Akt(Thr308) 5. v B 471 A& 1 [ 5% [#] Cell Signaling
Technology A ], BT p27 B rCpEHUIAN B 1
Sigma-Aldrich %1 % A R 22w (P2092) ; HRP Fric i
2EH /N B IgG(H+L) , HRP AR (9 1 E 40 % 196
(H+L) 19 A R =G AP HARABR A
1.3 REARULFERNE M EHSR INPP4B
EHHRE

FH 8 B e 9 2H 2k~ =0 1 Gt (5 1V A0 i )
F o UM BTt A v €0, Ay B AR 40 i P 1Y) 928 2H 21
2oy 9k, Rk R AL 5 A i A LT kA7
B, VAL AN R S s B Y (i B S bR HE AN T
T 078 (=) BB 1 70 (+)  BR B8 2 70 (++) , B
3 7 (++4),
1.4 CCK-8 #& il 40 B i 1%

40 LA 2 000 A/FL Y % 2 1 Bl T 96 fLAR
P, R 2B G BE S 43 Sl I AN [R) 3 BE 1 5-FU Ak 3
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YA 24 h, A DU B ) AR AL IDA 10wl CCK-8 35
( |1 Dojindo 2> w) ) W47t % B 90 min, B A5 A0
JE 450 nm AE IO (A) o 25800 240 36 g # 4 i
R(%)=[1-(LIEH A A -2 4 A E)/(FH
XA A fH-25 4] A ) ]x100%.,
1.5 RNA 2EUE RT-PCR

RNAiso Plus( H 7 TaKaRa 72\ &) 24 fifk % 2L it 40
L, A5, FBEAEH RNA, RS the
First Strand ¢cDNA Synthesis kit (JL 5 KARAY) T 72
I, SR POk E B PCR X & QuantiNo-
va™SYBR® Green PCR kit, i i Applied Biosystems
ViiA7 real-time PCR % Gt A6 I j b %4 4% . X% GAPDH
K INPP4B £ &K, DL 27444 3158 INPP4B %t 3
kHE L 5 F 5 : GAPDH-F.5' -CCA TCA ATG ACC
CCT TCA TTG-3' ;GAPDH-R:5' -CAT GGG TGG
AAT CAT ATT GGA AC-3';INPP4B-F:5'-CCC CGG
GTA CTG AGG CTT CG-3' ;INPP4B-R:5'-CTT TGT
ATT CTC TCC CGGAGG CG-3',,
1.6 FEAEFRXIE

BOCA B 80% 547 4l ffL, 1% PBS ¥k 2 i,
W Am SR AT, LA RIPA S (B3 = KN A] )
100 wl/AL, FEHCE B 1, BCA ¥ (AL R =AW R
BOA R W) )M E 2 FR B, 10% SDS-PAGE HLiK ,
SRS SRR WM B A, — BT 4 CIFE IR, 9=
R 1 h, H ECL &6 (3£ E Millipore 2 7l )
B
1.7 #paiEsE

BC il 4x10%mL A9 40 ffl =%, B 200 pl (8x10°
AAHRL/AL) ,24 h S 5 G RECAS T 24 4 R0 S5 5
A, SLEAMAE —EWER 5-FU 200 wL/ALH 5
EREFREL, IR B A 200 /AL 58 4 Ry SR A
PR, 5 7% 24 h W A B5 R 5L 100 pl/AL#T
F JC L35 15 37 3 FEN 10 pl/AL CCK-8, CO, B3 3544
RS 3 b JE RS ASOR T WO B A
1.8 RS

DL 3x10° /> 41 /AL 0 %5 B F 4 i Bl T 6 LAk
H1,37 °C,5% CO,, 5% 24 h, i I JC I3 9 DMEM
it 5% Y3 77 Lipofectamine™ 2000, F shINPP4B-1 .
shINPP4B-2 shControl 4% WiDr 41 il ;INPP4B ¢cDNA
Foas a5 e SWABO AL ., H e L iRl il A 4 g
FH G L7 B DMEM 4225557 ,8 h J5 #e 8 & 10% il

4’ ® JE 2022 jf‘ % 31 )& % 4 8 China Cancer,2022,Vol.31,No.4

HIsE IR Ik 24 h 5, P86 B s ¢
B AR QSR A MRS R4 55T AT L R Y A
MIAR Z DS L, 98 05 i 1T qPCR R Fll Western
blot A 435 463 mRNA FIEE [ 510 Rk &
1.9 7 =X 40 B R 44 i 48 A i T 0 4 At JE BB

RO B0 A 3 10 40 Jf DL 4x10° /> 4 j /L ) 2%
B BHAE 6 FLBR T, 10%FBS 1557 ;24 h J& , 45 40 L im
A—EWER 5-FU, HFL 2 mL, [FIF3E AR 2
524 h 5, AN EDTA B 6 T 10 Ui 48 41 i, 7]
SO I R A AL, SR R R o A M 7 —
EHCT 1.5 mL EP & H PBS 15 6k 2 i, LA A )
T2 MM TR . A EP A TR A 500 pl
Binding Buffer 2774 M , 485 A 5 pL Annexin V-
APC, RGP S wL 7-AAD TR A), # il 6
et 15 min, B 6 0 2 200 J0 A SORS: Y00 200 i Ay 38 1
RO R IRE I . B EP PN A 1 mL 70% T
¥ LT, -20 CRElE . & ; 100 L (1 mg/mL)
RNase A, Fifill 250 wl (40 wg/mL) PT YL, % i .
WG, YL h 20 min; 2 AH AR, 153 U ~5 U7
A2 S 7 240 R R I 43 A B
1.10 St

SPSS 18.0 # 4 H T A= 47730 #t . GraphPad Prism
8.0.1 HH A 43 B 5 56 FU s | 5 24 54k ¥ (i 1 ER A #R R
e K56, DL P<0.05 225 A Gt 2am X

2 & R

2.1 INPP4B WRES4L&mEME

o e LU 25 B R | 86 1l 45 s e 4L 84U )
H INPPAB KA L 4 BIBATE (-),28 B (+),35
B (++), 19 B (+++) (Figure 1), X} 86 i i34 1) s A
FE5r MR U] INPP4B 55 K3k (+++) 5 B & 1A B
JE A& (P=0.002) , INPP4B i 1= ik 5 B E ARG
S I PR 43301 bk EL 2 G B e v e A% e L3 3 TE W
AR (P>0.05) (Table 1), i i R2:Genomics
Analysis and Visualization Platform (http://r2.amc.nl/)
IS IR 5 X SieberSmith B 4E (& 187 il 44
Jii FR A ) R Sieber B3R 4 (5 226 191145 1 i iR H ) i
7 Kaplan—Meier £ 175341, [ #E % B INPP4B 11 /&
FkHBHERNRIWEHE (P=0.027,P=0.004), i
H, XFEE4E T INPPAB A9 3k 5 116 AR 43391 Al 41 56

£
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PEFEAT T 43 B, P B8 4R HINPP4B (1)
fe 26 38 5 AR I PR 43 99 1 JC WY I i) A O
P (P>0.05),

2.2 INPP4B f1 [0 i 75 45 B% % 40 B 34
5-FU B8R

2.2.1 M i 34K INPP4B A= i & &
INPP4B #4 % it

FEAT AT XE 10 Fh 25 W g 40 B Ak 1Y
W R, 5 1E 8 25 W - K 40 IO AH L
INPP4B 7 45 [ ¥ 20 B bk v 5 o 52 v 3%
KU HH WiDr 41 19 2 35 45 55, SW480
Y AR IR AN, PR L AT 9 % 45 3 A Bk
M AR R B SRR ok ) 2 R AR INPP4B
Al #35 INPP4B (141,

3 o 18 B A T Y BOR B L  Jy k
I WiDr i g th ) INPP4B, I 5 X) 18
20 & WiDr shControl 40 Jitd , 56 41 K
WiDr shINPP4B 4fi Jfd ; [A] B+, 7 SW480 4
Jifd b oot %5 3k INPP4B, % E X MR 4 K
SW480 =5 4% 4 ffl , 5S¢ 4% 41 iy SW480
INPP4B 40 Hf8, #5887, 5% WiDr
shControl 4fl s #H Lt 485 , WiDr shINPP4B-1
4 L A1 WiDr shINPP4B-2 4ii il 7 INPP4B
mRNA ) % ik i 3 BE L (P=0.002, P=
0.001) (Figure 2A),WiDr shINPP4B-1 4
Jifg FI WiDr shINPP4B-2 4f Jits 1 INPP4B
B R IR 2 B (P=0.004, P=0.008 )
(Figure 2B) ; AHX} T SW480 B A= 4 ifd il
SW480 == #k 4il il ,SW480 INPP4B 4 fifs
H1 INPPAB mRNA A9 35 15 B 3% & (P 3
<0.001) (Figure 2C),SW480 INPP4B 41 Jifg
1 INPP4B 25 I ZRIA W B & (P<0.001,
P=0.010) (Figure 2D)

222 INPP4B & & T %4 W %% % o T
5-FU #9 #B e

FH A B e B2 %) 5-FU Ak BT A #4040
e WiDr 40 Al SW480 4 fitl, fE45 25 24 h
J& , A CCK-8, ffi H i #r {3 OD {H
5 1 WiDr 40 i 19 1Cs o~ 2.179 pg/mL
(Figure 3A),SW480 40 i ) ICs, M
8.621 pg/ml(Figure 3B), K H 2 pg/mL 5-FU
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Time(month)
€ D
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E 0.404 E 0.401
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Notes: A : The expression of INPP4B protein in colorectal cancer tissues (IHC 200x )
detected by THC ,representative cases displaying ( | ) negative INPP4B expression (-),
(II') low INPP4B expression (+), (lll) medium INPP4B expression (++),(IV) high
INPP4B expression (+++) were shown (Scale bar, 100 pwm). B:Kaplan—-Meier survival
analysis of 86 patients with colon cancer. C and D:Kaplan—Meier survival analysis of
SieberSmish dataset including 187 patients with colon cancer and Sieber dataset in-
cluding 226 patients with colon cancer(http :/r2.amc.nl/)showed that patients with high
INPP4B had significantly a worse OS compared with patients with low INPP4B

Figure 1 The high expression of INPP4B correlated with poor
prognosis of colon cancer patients

Table 1 The association between expression levels of INPP4B and
clinical features in colon cancer patients

Fact Total INPP4B expession ) .
actor (n=86) Low(n=67) High(n=19) "

Age(years old)
<60 47 36 11

0.102  0.749
>60 39 31 8

Gender

Male 47 33 20 0712 0399
Female 39 32 7

Tumor size(cm)

=3 34 28 6 0.638  0.424
>3 52 39 13

Lymph node

No 49 40 ? 1.634  0.201
N,~N, 37 26 11

Metastasis

ﬁ;’ 8(6) 62 I; 0.468  0.494
TNM

=l 48 40 8 1.837  0.175
m-~Iv 38 27 11 :
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Notes:A:The mRNA levels of INPP4B in WiDr shControl and WiDr
shINPP4B cells were analyzed by Q-PCR;B:The protein levels of INPP4B in
WiDr shControl, WiDr shINPP4B-1 and WiDr shINPP4B-2 cells were analyzed
by Western blotting; C: The mRNA levels of INPP4B in SW480 wild type(WT),
SW480 Vector alone and SW480 INPP4B cells were analyzed by Q-PCR;D:
The protein levels of INPP4B in SW480 wild type(WT),SW480 Vector alone
and SW480 INPP4B cells were analyzed by Western blotting. The experimental
results represent three independent replicates

Figure 2 Lentivirus-mediated INPP4B overexpression and
knockdown in colon cancer cells

AbHE WiDr % YL 41 d Bk 24 h, 5 WiDr shControl A b , WiDr
shINPP4B-1 2 Jfil i) 77 16 %< 1 % [ Ik (P=0.011) (Figure 3C);
K 8 wg/mL 5-FU AL B SW480 5 YL 4 itk 24 h, 5 SW480
25 ERANMAH b, SW480 INPP4B il i 7115 %t 2 7+ (P=0.002)
(Figure 3D),
2.2.3 INPP4B # % 5-FU # 369 4 W J& 20 fe. A =

J T ST INPPAB 15 %} 5-FU 75 5 10 45 i Je 40 S 1 04
TSR, 5-FU /B T 400tk 24 h J5 , WA 4 i, 4l H 3 =X
291 6 SCRGE 000 200 e 8 T Eb ) 45 SR 7R, WiDr shControl (9 7=
F A 24.06% ,WiDr shINPP4B-1 () 1= % & 46.21% (Figure
4A), INPP4B EFIAMEHE 5-FU B S T- R BT e
(P<0.001);SW480 75 #% 41l Jifl 1 4 1= % 4 48.83% ,SW480
INPP4B 1A 725 K 25.69% (Figure 4B) ,INPP4B 5 %A G5k
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5-FU % 5 00 40 8 0 7 % W 3 FR AL (P=
0.002),
2.2.4 INPP4B & % 7 5-FU i 5 89 4 W 5%
wm e Gi/S B oA

5-FU YEF 40 24 h )5, 2% A i 20 40 i
AR DU 20 B A B @ 4 A L ) . WiDr
shControl Gy/G, 48 L Lb 5124 17.53% ,G/M
940 B He ) o 12.41% ,S 3140 18 L )
70.05% ; WiDr shControl I 5-FU 21 Gy/G,
140 R 33.79% , Go/M 3 41 L 9] A
2.88% ,S M 46 M Lk ] B 63.33% ;WiDr
shINPP4B il 5-FU 41 Gy/G, 141 ffd L 451
50.29% ,Gy/M A 41 g t 451 R 3.09% , S 1 4
MM 46.62% 5 5 WiDr shControl Jill 5-
FU 440 A0 He %, & P WiDr shINPP4B il
5-FU 20 Gy/G, 1 4t il % W 3% F+ i (P<
0.001),G/M 1] 4 Jfd %5 JC WA & 25 4k S 1 2
Jio % W AR (P<0.001), #2785 B s
INPP4B 2 ik ] LU 3 5-FU %5519 G, #fi
3K (Figure SA~5B), SW480 254841 Gy/G,
4 M EL 91 R 25.05% ,Go/M 3] 40 Jfa e 43
3.03% ,S W4 M LR 71.91% ;SW480 %5
% 40 M 5-FU 40 ,Gy/G, 31 40 g L 5] K
34.80% ,G/M 141 il e 4511 -y 9.10% , S 191 4
g EE 5] SR 56.10% ;SW480 INPP4B 41l fifg in
5-FU 4 Gy/G, 148 M Lk 451k 24.49% ,G/M
40 o b 5] A 4.50% ,S 340 Mg L B R
71.01% ; HIXtTF SW480 =5 # fin 5-FU 41,
SW480 INPP4B fill 5-FU 4 Gy/G, 1 41 Jif &t
FFEAR (P=0.001) , Go/M 140 Jitg %5 JC BH 5 A%
1k.,S BA 4 i % e 2 TR (P=0.009) (Figure
5C~5D), #&75 INPP4B 3 %1k 1] D)3 % 5-
FU #5511 G, #i 3k (Figure 5A~5B)
2.3 INPP4B i# 3T Akt/P27 =S4, &K
HipE st 5-FU RO

3 BF 55 % B INPP4B 38 i #4076
PI3K/AKT 15 5 i % o {2 i 235 I Ji 4 B 1
B, M T T INPPAB 52 i 45 iz Jea 40 i X
5-FU B HE LS, FRATXT Akt RO BERR 1k
IKOF- DA R 40 i i 3 A DG 2 1 P27 ik b AT
TREIN 4R 5-FU /40 M0 24 h )5,
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Notes: A: WiDr cells were treated with 5-FU for 24 h,cell viability was measured using CCK-8,and the 1Cs of WiDr was 2.179 pg/mL;

B:SW480 cells were treated with 5-FU for 24 h,cell viability was measured using CCK-8,and the ICs, of SW480 was 8.621 pg/mL;C:WiDr
shControl and WiDr shINPP4B cells were treated with 2 pg/mL 5-FU;D:SW480 vector alone and SW480 INPP4B were treated with 9 pg/mL 5-

FU. Cell viability was measured using CCK-8. The experimental results represent three independent replicates

Figure 3 The influence of silence or overexpression of INPP4B on the sensitivity of colon cancer cells to 5-FU
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Figure 4 Effect of INPP4B on apoptosis level of colon cancer cells induced by 5-FU
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Figure 5 Effect of INPP4B on the cell-cycle distribution of colon cancer cells induced by 5-FU
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Figure 6 INPP4B down-regulated p27 expression in 5-FU treated cells through activating Akt
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