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% qQRT—PCR F# Western blotting ¥ 6045] ‘& 31 5 5 40 L2 Ao 0 5 5 S 2042 P CIC-3 89.k%, 4% A ¥eé) CIC—3 %)
siIRNA 4 SiHa4fi., FFifiid CCK—8. AXMIA ., 4 2 &4 1A Transwell £34 22 CIC—3 A aa i £ KAnds
#9428 Western blotting #3748 i, PI3K, p—AKT. Bcl-24=p21 69k ik . s, B4 CIC-3
siIRNA #9 SiHa 28 342 2] BALB/c—nu/nu i 5 3R L BIR AAF B A AR, 455 fasmsibs e 4R
BT, CIC-3F8 &85 TFEHSR LR MmMMRR, AR CIC-3 8kl &35, CIC—3 mRNAAL
iR ¥ . CIC-3/B-actin A8t &K THEFALRE (P <0.05). SiHa @@L CIC—3 mRNAAM £ &2 F, CIC-3/B-
actinABAT AR FHE HIWAE (P<0.05), REMNEAE, TNM Mot FAMELEMSBE CIC-3HRAFEL
B, ZFAS4HFEL (P<0.05), FTHCIC-34:47H SiHa by 3G 78 . THfeiz 2, Htt@mieA T (P<
0.05), FEHEFsi-CIC-34F0ymie)s, AN BARE D (P<0.05), T CIC-3#¥H PI3K. p—AKT #=
Bel-28%& & kA, {2483 p21 89 kik, G CIC3ETHSRE T HLL, TRCIC-3Tiarh & HMekmay A%
Fath A, CIC—3 %5 285 4 Jo A T 0B 4E AR A 3f 4B it PISK—AKTAZ 5 i@ %A,
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Effects of chloride channel-3 (CIC-3) on the growth and
metastasis of cervical cancer cells

Xiao-ying Liu, Xin Shen, Jing Zhang , Xuan Rong, Zhuo Deng
(Department of Gynecology, Shaanxi Provincial People's Hospital, Xi'an, Shaanxi 710068, China)

Abstract: Objective To investigate the effects of chloride channel-3 (CIC-3) on the growth and metastasis
of cervical cancer cells. Methods The expression of CIC-3 in 60 cases of cervical squamous cell carcinoma tissues
and adjacent tissues was detected by immunohistochemistry, quantitative real-time polymerase chain reaction (qQRT-
PCR) and Western blotting. SiHa cells were transfected with small interfering RNA (siRNA) targeting CIC-3, and the
effects of CIC-3 on cell growth and metastasis were investigated by cell counting kit-8, flow cytometry, wound
healing assay, and transwell migration assay. Western blotting was used to detect the expression of phosphoinositide-
3-kinase (PI3K), p-AKT, B-cell lymphoma 2 (Bcl-2) and p21. In addition, the in vivo xenograft tumor model was
established by injecting SiHa cells transfected with CIC-3 siRNA into the backs of BALB/c-nu/nu nude mice.
Results The CIC-3 was mainly expressed in cytoplasm of cervical squamous epithelial cells. The positive staining
scores of CIC-3, relative expression of CIC-3 mRNA, and relative expression of CIC-3 to B-actin were higher in

cervical squamous cell carcinoma tissues than those in adjacent tissues (P < 0.05). The relative expression of CIC-3
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mRNA and that of CIC-3 to B-actin were higher in SiHa cells than in H8 cells (P < 0.05). The expression of CIC-3

differed in cervical squamous cell carcinoma tissues derived from patients with different tumor diameter, TNM stage

and those with or without lymph node metastasis (P < 0.05). Down-regulation of CIC-3 inhibited the proliferation,

migration, and invasion of SiHa cells, but promoted apoptosis (P < 0.05). After injection of cells transfected with
CIC-3 siRNA, the tumor volume in nude mice was reduced (P < 0.05). Besides, down-regulation of CIC-3 inhibited
the protein expression of PI3K, p-AKT and Bcl-2, but promoted the expression of p21 (P < 0.05). Conclusions CIC-

3 is highly expressed in cervical squamous cell carcinoma. Down-regulating CIC-3 can inhibit the growth and

metastasis of cervical squamous cell carcinoma. The regulation of CIC-3 on cell apoptosis in cervical squamous cell

carcinoma is mediated in part by the PI3K-AKT signaling pathway.

Keywords: chloride channel-3 (CIC-3); cervical squamous cell carcinoma; tumor growth; metastasis; PI3K-

AKT signaling pathway
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] e 455 CIC=3 1Y &3k J& A m LA 455 i 9 A A< R i
o I, ARBFFKEI CIC-3 76 5 295 b () #k
LI WG MARCE, Jf Hsak FiE e c1c-3
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1.1

20 M 7R SiHa AN CE 3911 Rz ik A= Ak i il 2R HY I [ 35
E ATCC 2~ ®), 4= 1 %5 14 H 3¢ E HyClone 2 A ,
DMEM 5 3% 3£ [ 55 [ Gibeo 23 H], Trizol if 7 1 H
H 7 TaKaRa 2w, M-MLV ¥ %% 5% /i 14 [ 25 [ Life
Technologies 7~ F] , AceQ qPCR SYBR Green Master
Mix W [ /g 50 ME SR A W BB R A |, CIC-3,
PI3K . total-AKT Fl p—AKT $7 & I [ 3£ [F Abcam 2%
Al, 3, 3- KRN (DAB) M A bRt REE R
AR A, RIPA 24 % % [ 7% F Roche 2\ F ,
BCA 73 il & W A VL5 B A Py H AR B fn A PR
A, B OMIE . Transwells 3¢ [ Millipore 23 F] ,
Bel-2. p21 il B —actin HT /K W [ 3¢ [F Cell Signaling
Technology 4 F], HRPFRICH) —Hi. ECLAL AR
4t . CCK-8. Annexin V-FITC JHT-# A7 &l 5 I
W3~ KAV RV P, Matrigel 14 H 3¢ [& BD
Biosciences 2y & o

1.2 FHik

121 AR EFfminiEs  HEE20164E9 A —
2018 49 H 7E B v 2 A R I= g 5l 12 110 ey #9009 R 3
60 19 . W AE 3 SUm AL 81 B 55 41 40 Il
IRIELL TR, A SUEERT, B R e 52 A 0] B 4l
B AR y7 SO0 o SiHa F1HS 41 A & 10% fi
A MM (FBS) . 100 u/ml 7 %5 2 A1 100 pg/ml £ 55 %
) DMEM 35 32 3 v, 76 % 5% CO, 19 11 34 55
3TCHKAMTHFR . AR AR FHZ S,
BB B ST R) B 1 S P o B AR AR A T OB
122  ZEEALEZEREEHmERLE i H Trizol i
P BUCLH ORI 41 5 B RNA I M-MLV 3%
SBT3 5 S . ) AceQ qPCR SYBR Green
Master Mix 7E CFX96Touch 52 i} %€ 5t 58 5 A By 5% I
N (qRT-PCR) RZLi#HAT, 51T : CIC-31EMmY5
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¥ : 5'-TTGCCTCTCACAACAGCACGAAATCAATC-3!
K B 27 bp; X oM o5lW 5'-
ATTCTCTCCAGCTAAACTTATTTCAAGAA-3', £ J
29 bp; GAPDHE NN Z %, IEMEBIY . 5-

GAGTCTAAGTCGGCATCGGGTCCAAAGATT-3', K
B 30  bp; oomooo5 WY 5'-
GATTCTCAGCTGGCCAAGAGTAGTCCTTAG-3', £

J# 30 bpo LS 95°CTHIZAEME S min, 95°C 7% 1
10s, 60°CiEk10s, 72°CHMH30s, 40 MFEHE
L 27O AR X A

123 fiRasiiestik  Nh i 3 e F g 4
FE S E AT 8 R0 I I R B OK 4k o AE 92 ~ 98°C |
10 mmol 715 iR £ 2% wh ik (pH=6.0) F1 ¥E 4T 10 min
AP RIS . SR 5K FE i 28 0.3% HL0, 40 HE 15 min,
TEH LM 85 20 min, PBS YRR, BFENTE
NEAL CIC-3 ik (1 : 500 FikE) W4 CiHmEs .
#Ul R H PBS Bk, JFEAW RN —hirh s
60 min (1 : 1000 FiB) . #K)5 4 DAB AL #E 5 min,
FHIR AN S 9 o BH M % €5, A 4 it 15 58 240 i 5 v 1
PEE Y KU AR B T g . (A
Image—Pro Plus 6.0 L 50 AT 3453 B o AR 41 Y fa 5
JEE RN B A A 4 F i CIC-3 I 0 F 4 . e fr
SREEAT N AN EG 0~ 3 KRR R T e, F
SN R CR o | 1 R R (B e N o e e B
RANFER : 0~ 3R F<10% . 10% ~ 25% .
25% ~ 50% F1>50% .

1.2.4 V4B L ZUREAS RN A ML A
S A7 SE B R A9 RIPA 24 M b i,
BCA B & P4k 8 AR 20k o e BRG] & 1
P, ¥ 8% SDS-PAGE B /B s (i, JFk
R B RN RO . AR T 5% s K
BB 2 he B, KBS CIC-3 (1 : 1000 Fi ) |
PI3K (1 : 1 000 % B ) . total-AKT (1 : 3 000 Ffi
BE) . p—AKT (1 :3000F%) . Bel-2 (1 : 500 Fi
o). p21 (1:2000FB) #1B-actin—Hi (1 : 1
000 745 B¢ ) FE4ACHIR T E & . 2R J5 B 7
HRP AR A9 —F (1 : 500 Fi ) =M E 2 he
W ECL ARG AT B35, YU B-actinfE N NS
HH

125  siRNA#:Z §i[a) CIC-3 [ siRNA (si-CIC—
3) FIXtHR §iRNA (si-NC) 1 By H kI 258K A

Western blotting

MR AR A O, si-CIc-3 IF [ O .
UAUGCGCAUUUUCAACUCAGAG, K J# 22 bp; &
i J¥ 51 . CUACGGAAGUUGAGAAUGACCAUU, K
g 24 si-=NC  1E ] JF 4l
UCGACCAGGGGUGUACGACGAUUA, K J¥ 24 bp;
18 7 31 : UUUCACGAAGUGAGCAGCGGCUCC,
1 BE 24 bp . K SiHa 20 L 53 R XF R4 L si-NC 2 Fil
si-CIC-3 41 . X M8 41 R oF 47 %% 4 5 fff A
Lipofectamine 2000 W B} % 44 si-CIC-3 (si-CIC-3
#4) B8 si-NC (si-NC 41) SiHa Ziifift .

126  CCK-83#% {fi 7] CCK-8 X 4l ff 14 4 1 17 PF
fili o B 5x 10° 4~ SiHa 20 0 B2 Fp 5] 96 FLAR T, AEAL
A 10 wl CCK-8 W, 433524 h, 48 hfil72 h
J5 A 1 BIO-TEK i 5 S A6 450 nm I K Ak (1956 %5
FE{E (OD).

1.2.7 mAR @A ffi ] Annexin V-FITC & -4
WA G A AR PR A P T B 1 x 1054
SiHa 2 g 1] PBS ¥k ¥ 3 W5, % 40 LA A 10 wl
Annexin V-FITC F15 pl AN IE (PD) (9500 454
Zropw, TEREE IR T EF 20 min, 8 i BD
FACSCalibur Jit 2 20 £ S0 0 4 A 9/ 7

128 Hodsiik K1 x 10°4/4L SiHa 41 i
AR 6 fLBR R, A E90% FA I, RS A AE 40
Ji S TR 1SR . ] PBS YR 4N 3 U, KA i
TERT RS FREL PR E 24 h, 7E WU R L 100 £ 7%
KAFEOWEE I IR DT AL A 1 0

129 @it ffelz 2w FLEN 8 wm ) 244
fL Transwell AT IERE LR . % 2 x 10°/)> SiHa 41 i
A4 1% FBS #9200 wl DMEM H, JEdsns) I
%, & 10% FBS #9600 wl DMEM # N2 F 2% .
WHE24h)5, BELEPHREIBAME, Han =
B P EE [ 52 I Giemsa Ye €6, SR J5 11 850GT % 40 il .
B a5 v 4 19 5 T Matrigel 34 75 5 1 T % 25 40 il
2 ZERET) o

1210 ARG F A AR K B SE A
25°C . 55% XML EE R IAREE T, AM#FEE. 0¥
5 x 1054 si—-CIC-3 B si-NC %% 4L 1) SiHa 41 i 73 A #1
BUEF AR, S 104 b S A RS A A Y . R 1 R
WA, Fha B, IR =0.5 x 5422 x
KAz,

bp;
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1.3 SFitFERE

B 43 A R FH SPSS 18.0 G4k o 11 ok
DAEL + bR (xxs) Fom, R k%, OF
22 T B BN W R 22 i, b — B
PR LA LSD—t K5 565 THECROB LR (%) FRoR, [
B K. P<0.05 N2ESA G HE L.

R

CIC-3EEMERALTMB AP ERIE

NS F A R IR, CIC-3 A E%H
TR T FE FweIR bRz 40 M T, B S 4 21
FEE o5 1 2 CIC-3 Y BHPE YL 053430 (7.05 =
0.56) 43l (1.13+0.08) 4+, &K%, ZRA5
P Y (1=8.004, P=0.001), JEsl414 w4141
1o o B S R 2H 2R 5% 2 21 CIC-3 mRNA A

2

2.1

= o
Fak A (545+042) F1 (1.00£0.03), 4t
K, ZERA8it i X (1=11.853, P =0.000),
RSB S SRS . B R 4 SV 2 4
CIC-3/B —actin A %F K5 £ 73 5| (0.89£0.07) Fi
(024+0.03), ki, ZRAGZIHTFENL (=
9.986, P =0.001), 4218w HNm (W
K1, 2).

ONES S5 95 40 L 2R SiHa 20 R CIC-3 mRNA A
PRk R (3.27+0.39), ANIEH & #0172 HS 41
H(1.00£0.07), LK%, EFHGII%E X
(1=10.537, P=0.001), SiHa 44 H8 M. A
B 0695 20 i 3R SiHa 40 19 CIC-3 25 AR X 323K &
K (056+0.05) , N IEH B S K HS 40 K

(031+0.02), 1Kk, ZRASIT¥EX (1=

13.245, P =0.000) , SiHa 4 ffl % H8 20 M &=
(ILE3),
22 AEEEZETHEEENCIC-3TERIE
RILE

ANFAES B CIC-3 MR IA R L, 25 L%
PR S (P>0.05), ASEIE B A . TNM 43 1
EEAMKEEEBRY CIC-3mEILARILE, 257
HE#E Y (P<0.05), WHEI1,

2.3 T & CIC-3 "] #) &l = 30 & & A R 19 & K
ME®
X B ZH SiHa 2 i3t CIC-3 mRNA AHXF ik &0

A B LGURIE SR 410 CIC-3 193835 ( x 200) ; B: JEEZH 41
IR 2R CIC-3 f AR 11323k ; C: H8 I SiHa J# 4 il P CIC-3 AR
[SE S

El1 CIC-37 5 s A L F P R i Rk
F1 FAREZEMNEMHEEE CIC-3FRIERILE
#1(%)
55 n CIC-3 ik X H P{A
AR
<50% 36 25(69.44)
0.696 0.404
>50 % 24 19(79.17)
i e A
<4 em 32 17(53.13)
14.32 0.000
>4 cm 28 27(96.43)
TNM 43
1.0 29 15(51.72)
13.403  0.000
. IVt 31 29(93.55)
eSS RS
7 33 31(93.94)
15923 0.000
% 27 13(48.15)

(1.00£0.05), si-NC#{} (0.97+0.05), si-CIC-3
HHy (017+0.01), &F 200, ZRAGIFEE
X (F =335.630, P =0.000). X} &4 SiHa 2 g
CIC-3 FE X £k R (0.87+0.04), si-NCHLN
(0.91+0.05), si-CIC-341°K (0.21+0.01), &J52
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T, ZRAGITFE X (F=274.740, P=0.000),
B YL ) CIC-3 Y siRNA 7] T 3% SiHa 48 fifd 7 CIC-3
mRNA Fl CIC-3 I AHXT ik (WE4), XA
B[] 1) CCK-8 52 36 %5 40 48 47 31 &2 I 4t i vy O 22
SrMT, BRIEKLER 1M PAE M 0.154, W 2 BROE 20 A (i
B, WY A A AR R JCAH OGP . X R4 SiHa
MR} FR 48 hJ5 ODMEA (0.31+0.02), si-NC4
J9 (0.32+£0.03), si-CIC-34H°K (022+001), &
HRZETZ00, ZRAGITFE X (F=98540,
P =0.000); XH84 SiHa 40 fd7E 5 3% 72 h J5 OD N
(0.61£0.04), si-NC 41l (0.64+0.05), si-CIC-3
ol (041+£0.03), ZHHEEFEZ0N, ZHRHG
JHeEE X (F=142.700, P=0.000), i CIC-3 REHD
il SiHa ZH i 385 (DLIETS) .
TR R B, XF AL SiHa 240 i il i 7=
FH (231+0.12) %, si-NCHK (2.47+0.13) %,
si—CIC-3 41} (13.25+0.70) %, ZHPH KT 250
Mr, ZRA50H%E X (F=255.650, P=0.000), F
P CIC-3 A { ¢ SiHa AU A T~ (WL 6) o 15 A
A JCI A Transwell SE50 7R, % B2 SiHa 20 Hfd (1) 43
FALE 3N (4243+2.23) %, si-NCZHN (4421 =
2.33) %, si-CIC-341~ (21.08+1.11) %, ZH[H
R, ZERAZRIFFEEX (F=61.220, P=
0.000) ; XfREZH TR 40 B %l (104.2£5.48) 4,
si-NC 20 & (1105+582) 4, si-CIC-3 4 Ky
(56.4+£297) A, ZKRNEITZHH, ZRA%IT
27 Y (F=315.580, P=0.000), XfME4H{32240 M4k
M (923+4.86), si-NC 41K (90.4+4.76) , si-
CIC-340h (44.5+2.34), ZANET L0, E5H
AYitE X (F=178.430, P=0.000), Fi#CIC-3

10° | 10° |
| 2.31% |
10° | 10° |
= 100 = 10
10 10° |
102 ! . . i 102 1 st
10? 10° 10* 10° 100 10% 10°

Annexin V-FITC

Annexin V-FITC

A SiHa A0 TR MR ZRAE S (WK 7).

Xof i 4]

B-actin b - - 42 kD

4 3 CIC-3 siRNA i SIHA 41 CIC-3 1
EARIE

si-NCZl  si-CIC-34]1

08 —e— xfmasH
07 [
0.6 [
0.5
04 [
03|
02}
0.1 f
0.0 L L L

—e— Si-NC4l

—&— si-CIC-34f

CCK-8 (0OD450 nm)

24h 48 h 72h
O SHIBL LEE, P<0.05; @ 5Hsi-NCZ A, P<0.05,

E5 TiFCIC-3%tSIHA 4R 5E A 80

2.4 A CIC-3 Dl i F M2 R BY AR FRAY A
A

TEAR S i Jeg S A B AF 52 30 vh | XA (] A 1] £
Je AR AT o S 0 S 50 1 40 B L BROE K 0 1) PAE
k1 0.334, 1 1 BKIE A i, 1 I 1 5 0 A0 ]
RETEM N . si-NCFE 14 d.21 d K 28 d By e
PR30 R (49.12 +3.12) mm?*, (71.88 + 5.32)mm’ Al
(102.79 + 7.64)mm’ si—-CIC-32H/354(33.26 + 1.73)mm’,
(45.04 +3.28)mm’* F1(63.96 + 4.85)mm’, £ t Ko 5, 24 5+
Y it eEE X (1=5.914,10.001 1 12.737, P =0.004 ,
0.001 F10.000) , si—CIC-3 ZH %5 si-NC 215

| 10° 1
2.47% | 13.25% |
| | 10° | |
! ' { I
= 107 '
- | 10° | !
.+ e l
I | : ‘ ,
l l 102 + S e
10* 10° 10° 10? 10° 10 10° 10°
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5 830 N, 4. GBS il AR -3 X S A K . R R

P EEE ] si-CIC-34H

B Transwell 3253 ( x 200)

E7 TifCIC-3%tSIHA 4R FNES B0

2.5 CIC-33tPISK-AKT {5 S & B pyiA=1E A
4% 41 SIHA 2 it ' %) PI3K . p—AKT . Bel-2 Fll p21
HRR Rk R, 2R A SR E L (F=173.02,
F2 TifCIC-3%fSIHAZAEH PIBK-AKT 5 SIEEE K Tl FRIEM (x+s)

166.20 ,141.39 F1159.91, 35 P =0.000) , si-NC 4 Fl si—
CIC-3 2H T 14 CIC-3 AT 4 ] PI3K , p—AKT #l Bel-2 (4
HHFE, HAEE p21 AR IA (ILFR 2 FIE ) .

Xt HR AL 0.56 +0.03% 0.62 +0.03% 0.98 + 0.05 0.72 +0.04% 0.22 +0.017
si-NC 41 0.54 + 0.03% 0.64 + 0.04% 0.97 £ 0.06 0.71 £0.04% 0.25+£0.017
si—CIC-3 41 0.13 £0.01 0.21 £0.01 1.03 £0.07 0.31 £0.02 0.64 £ 0.04
7 D si-CIC-341 k48, P< 0.05,
XEAL si-NCHL si-CIC-34] 3 it
PI3K wew 85kD .. .
- CIC-3 1 ZF AN TN R i % AR, JFH
AT G - = 60 kD 5 4 i g A O . WANG 254 % B CIC-3 7 3
WII-AKT  — — — ) kD 2RISR R ROk 5 U 4 9 R IE A
Bol-2 | — 26 kD KM, CIC-3 5 BT Y i JE 5 8 A6 20 A I ) 452
21 oD Ko T CLC—3 28 3% 5 1 M e R 80 488 4 159 2 77 It 1]
. BOEP, XU 554 4 38 240 i BT C1C-3 3 K38 5 5
B-actin 42 kD

&8 SIHAZRH PIBK-AKT 5 S@ KL T Fr
EARIE

R R S IEAI G, TR I h CIC-3 Rk /KP4
o B R A AR 2 . R, R Bk = CIC-3 78
B U UE R R VR IR SE . AT 20 A CIC-3 7E A
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&

BHBHE T RIKEALEH RN LR, AR
CIC-3 7E N "B #9 ff 9 2H 23 F1 SiHa 4H il 2 b g LM,
It H 5 BE W I R/ - TNM 43 30 Rk B 45 54 5
B, TEMIEEZE>Y em, TNM AT . VI
Mk B g RS R, ClC-3 EEERH N & &
ko L, CIC-3 ik 2 8 S e % A0 19 A= Wb
B

SRt — AR CIC-3 78 5 Bl Jis & A= . #F
FIVEFE . AR 5% 3 2o 5 Y #L 1] CIC-3 1) siRNA O i
Bk SiHa 41l &2 H CIC-3 (Y35 . 25 R, T
CIC=3 1] 0 ] ‘Fy S50 fuf 3 20 Jf 1 A= 4, 2 1F 40 i
T-o Bel-2 & —FpHrfd T i, p21 & —fp e i
TERAM, AFRWBER, T CIC-3 [ Bel-2
ik, PEF p21 KL, UL CIC-3 X5 2016 I
8 0 T A R A VR RS 43 3 Bel-2 Rl p21 A R
IeAh, FERN S, ANBFSE & B R E CI1C-3 Al
il Jifr R S RS M AR AR AR B R AR K . B, b
TR 2 LR R B 1) P 5 CIC-3 B 26 38 1T 1 oo 5% Wi 2 39
fif 9o 1) A M A KR T TR

i 96 24 B 1) A % R AR 28 SR R e A Y R B
TR H B R, CIC-3 2 5 40 i (R FL 25 4k Fi
GBS TR R, 2 H S R A R Y 4 A R
AR Z8 2 IEAH G Sy Ak, i 48 i Joi g 41 e 3 2o
s CIC-3 B 38 18 1Y % 1 R el A8 4z 28k . CIC-3
TN 2 20 g IR A B Ol 2 R R s, TR
32 Ca™/8% ) 25 1 MO PR &5 s 8% 2 Ak iy 9
U AEARBEIT R, R AT CIC-3 0 i B 2 kg AN
MRS R 28 . NI, CIC-3 78 B & 93 & 1k
RIEHZ 5 MR

PI3K-Akt {55 5 38 % 2 — ol 25 ML 11 41 Jfd 7 775 3
#% ., PI3K-Akt [ 3 6 o] 90 1 40 e 98 T, 42 iF 4
20 A ST HRGE , PI3K—Akt {5 5 % b HF i
G590 FERE . WM. 8. &hESs 2
S RE H SR TS O FL R R g A e Y AR KRR
ZEe2 B AR PISK-AKT {5 53 6t 18 45 5 #90 4
MaTHe, H 2 HET AN CIC-3 3 R R R E
29164 98 TP VA YT PIBK-AKT {5 5 3 % . ASHF 98 & 81,
T E CIC-3 W 400 ) ‘7 250 % 95 40 M b PI3K-AKT {5 5
WIS R TEE . AN, Bel2 Flp21 27 2 PI3K-AKT {5
53 N TR R, A9 2 B 3 2o 0 o)
PI3K-AKT {55 5 18 [ 7] 410 il CIC-3 X &y 201 % Jas 240 g
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