© 204 - A TR A REPE S 2020 4F 2 4 32 %45 2 1) Chin Crit Care Med, February 2020, Vol.32, No.2

iR -
iy P PGS e A P B o 1
B R4 FH AL

IfE £RE WH FES
TEEARFHEETEREREESFHA, TTME 110004
@EAEE . £ B4, Email : ligf@sj—hospital.org

(HZE] BH 75 AR (Ribociclib) 7 M FEAE 2L B 40103 (AKL) 48RE 527 iV F K n] RE ML
Fik O WHYETREE 20 LSAFEYE CS7BL6 /N4 M TFARAL (Sham 41 3 RAFHE , RE5HLE W . FH4L,
TR 12 h 3 E ZLER ISR ) B P Ao B2 (HE B B P AR 150 me/ke). B A ZEFLEFLAR (CLP) 2L
JHeREIERSRIZ (CLP 41 5 CLP RHT 12 h # B ZLERFIZE ) A P AR TR BEZH (CLP AR AT 12 h i H B E7E AR
150 mgrkg), B4 5 Ko ST ARG 12 h BUEFHLS, RRARE - 20 (HE) Y )5 WA 5 20 Ul iU 5 %
FH IR G2 W BRHATE: (ELISA ) A6 B 41 2R 4038 AA M 1 2 3 b i W0h 4 MR 1 IR 3RS0 7 - o (TNF-« ) Fll
P 25 -6 (IL-6) /K- 5 FHAE 15 60 3 BT 6: (Western Blot ) 6 0 J& 391 A 56 25 11 AR T 400 190 5 48 L 9
I (p-Rb). JT-HHSEEE 1 Bel-2 1 Bax 635, @ F TCMK-1 /NS | B2 AR IEAT S NIIES2 06, 4 40 43
Jyas AR | F P ARL (5 pmol/L it puARALHE 24 1), JJEZHE (LPS) 41 (200 mg/L i LPS E5F# R4 B 6 h),
FRTEPEAR +LPS 4 (F] 5 pmol/L FtH FEARALEE 18 h J5 % 5 umol/L FfEFGARAN 200 me/L LPS (15573
IRAALTE 6 h), R ELISA 3K F 753 b 4o IR 17K -, H Western Blot A 40 p-Rb ., Bel-2., Bax, H
WA S R U SC R (1 Ak 3b (LC3b 1T, LC3b 1) il p62 | B 1L IS B (p-AKT)., BERR 1L FL3hHy
HINFEFERLEN (p-mTOR) Fik, R O L5 BIR, 5 Sham AL, CLP W] i 405/ R AL 21,
AN EY TNF-a | TL-6 7KF, [ AR B 2141 p-Rb F3A Ml Bel-2/Bax HCAE 5 1M His 18 P4 AR HR 40 4536 FR Y Sham
QIR G FE o 5 CLP 4UAR L, Bt v AR b S /1N BB 4 20 405 W Sk Bl s, o B~ 40 ) e e
iR (43 : 1.48+0.16 L1 2.68+0.16, P<<0.01), 5 20 2 5 1 K F 7K F- 5 3 B AR ( TNF-o (ng/g) : 340.55 +34.96 [t
745.08 +58.86,1L-6 (mg/g): 17.33 = 1.01 tt 114.20+20.49, %] P<0.01 ), p-Rb FiA#E—4 FF& (p-Rb/ B-tubulin :
0.14+0.01 [ 0.73£0.06,P<0.01), Bel-2/Bax FLAEHEM1(0.89 +0.06 [ 0.62+0.10,P<0.01), @ AFMLE IR,
523 (U0 BRZHAH F, LPS 7] 53 TCMK-1 20 g B2 5 TNF-o F1 1L-6 341, p-Rb 3k A%, Bel-2/Bax H{H Al
LC3b TI/T ufEs/)N, p62 . p-AKT Fil p-mTOR FikF e ; 5 7Y AR Ab 3 TCMK-1 4 W] {f p-Rb F3k P&, 5 LPS
ZHATHE, BT P AR +LPS 41 TCMK-1 4 i B TNF-a A1 1L-6 37> [ TNF-« (ng/L) : 2.734+0.23 [ 4.96 +0.10,
IL-6 (ng/L) : 36.05+5.83 [t 53.78 £24.08, ¥ P<<0.01 ), p-Rb & ik #— 2 [ AKX (p-Rb/ B-tubulin : 0.25+0.05 [t
0.65+0.05,P<0.01), Bel-2/Bax HAEA LC3b 11/ 1 HAEHE N (Bel-2/Bax HUAE : 1.01 £0.07 H. 0.73+£0.05,LC3b 1I/1
FAE : 2.08+0.31 [ 1.04+0.01, 3 P<0.05), p62. p-AKT Fl p-mTOR 3 ik K& AL (p62/ B-tubulin : 0.59 +0.01 [
1.09 +0.08, p-AKT/ B-tubulin : 0.61 +0.03 I 1.20+0.06, p-mTOR/ B-tubulin : 0.50+0.05 [, 1.15+0.08, ¥ P<
0.01), Z51& BRI PEMRTR AL BT )82 e E S AKT, mTOR/AKT L 1] 65 5 T B 50 Mo B I (0 AR 3V FH
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[Abstract] Objective To investigate the role of Ribociclib in sepsis induced-acute kidney injury (AKI) and its
possible mechanisms. Methods (D Twenty adult male C57BL/6 mice were divided into sham operation group (Sham
group; only open the abdomen without ligating or perforating the cecum, administered with sodium lactate buffer 12 hours
before the sham operation), Ribociclib control group (administered with 150 mg/kg Ribociclib), cecal ligation and puncture
(CLP) group (sepsis model induced by CLP; lactate buffer was given by intragastric administration 12 hours before CLP),
and Ribociclib pretreatment group (administered with 150 mg/kg Ribociclib 12 hours before CLP) according to random
number table, with 5 mice in each group. Kidneys were harvested 12 hours after the operation. Pathological changes in
kidney were observed by hematoxylin-eosin (HE) staining. Tumor necrosis factor-a (TNF-a ) and interleukin-6 (IL-6)
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levels in mice kidney homogenate were measured by enzyme linked immunosorbent assay (ELISA). Western Blot was
used to detect the expression of cell cycle-related protein phosphorylate retinoblastoma protein (p-Rb), apoptosis-related
protein Bel-2 and Bax. ) Mouse renal tubular epithelial (TCMK-1) cell line was used for in vitro experiment. The cells
were divided into control group, Ribociclib group (treated with 5 umol/L Ribociclib for 24 hours), lipopolysaccharide
(LPS) group (treated with 200 mg/L. LPS for 6 hours), Ribociclib+LPS group (replaced with the medium containing
5 pwmol/LL Ribociclib and 200 mg/L. LPS for 6 hours after exposing with 5 umol/L. Ribociclib for 18 hours). Inflammatory
cytokines in cell culture medium were detected by ELISA. The expression of p-Rb, Bel-2 and Bax, autophagy-related
proteins microtubule associated protein 1 light chain LC3b (LC3b1I, LC3b 1) and p62, phosphate protein kinase B
Results
(D Animal experiments showed that, compared with the Sham group, the kidney tissue of mice were significantly

(p-AKT), phosphorylated mammalian target of rapamycin (p-mTOR) were measured by Western Blot.

damaged, the levels of TNF-a and IL-6 were increased, the expressions of p-Rb and Bel-2/Bax ratio were decreased in
kidney tissue in CLP group; but there was no significant difference in indexes between Ribociclib control group and Sham
group. Compared with the CLP group, kidney injury in mice pretreated with Ribociclib was significantly ameliorated,
the pathological score was significantly decreased (1.48£0.16 vs. 2.68 £0.16, P < 0.01), the levels of TNF-a and
IL-6 in kidney homogenate were significantly decreased [TNF-a (ng/g): 340.55+34.96 vs. 745.08 58.86, 1L-6
(mg/g): 17.33 £1.01 vs. 114.20£20.49, both P < 0.01], the expression of p-Rb was furtherly decreased (p-Rb/ B -tubulin:
0.14£0.01 vs. 0.73 £0.06, P < 0.01), Bel-2/Bax ratio was increased (0.89 +0.06 vs. 0.62+0.10, P < 0.01). 2 In vitro
experiments showed that, compared with the control group, the releases of TNF-a and IL-6 were increased, the
expression of p-Rb was decreased, the ratios of Bel-2/Bax and LC3bIl/1 were decreased, the expressions of p62, p-AKT
and p-mTOR were increased in LPS group; the expression of p-Rb was decreased after Ribociclib treatment in TCMK-1
cells. Compared with the LPS group, TNF-a and [L-6 were decreased [TNF-a (ng/L): 2.73 £0.23 vs. 4.96 =0.10,
IL-6 (ng/L): 36.05+£5.83 vs. 53.78 £24.08, both P < 0.01], the expression of p-Rb was furtherly decreased (p-Rb/
B -tubulin: 0.25+0.05 vs. 0.6540.05, P < 0.01), the ratios of Bel-2/Bax and LC3bII/1 were increased (Bel-2/Bax:
1.01+0.07 vs. 0.73 £0.05, LC3bIl/1: 2.08 £0.31 vs. 1.04+0.01, both P < 0.05), the expressions of p62, p~AKT and
p-mTOR were decreased (p62/B-tubulin: 0.59 £0.01 vs. 1.09+0.08, p-AKT/ B -tubulin: 0.61£0.03 vs. 1.20 £0.06,
p-mTOR/ B -tubulin: 0.50+0.05 vs. 1.15+0.08, all P < 0.01) in the Ribociclib+LPS group. Conclusion Ribociclib
pretreatment ameliorated sepsis-induced AKI and AKT/mTOR pathway may be involved in the protective role of
Ribociclib on kidney.
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HRE WE3P9% D7 (1CU) 12y 40% 1) f8. 35 912 W
Sy 2t B (AKD), #81d 35% Y9 AKT /i EEEAE 5 |
e TEAE R AKL BAER N 66.3% 17 IEAEE,
¥ T L B 45 B A R R SR AE | BB R D) REBE A
A ) B 2 R R /NS A X 4 05 A 3 v A —
FRINCREAE LR S8, o 4 G1/S WIBH T Ak
FEAE B B 4 R e R A7 B Ok i
Fiti T PU AR (Ribociclib ) 2 — 6 2614 40 i 8 30 25
e BT B4 B 4/6 (CDKA4/6) 411 i 7, 7] 5 CDK4 Al
CDK6 &5 & (i #1051 40 it 93 26 11 (Rb) Wi R 1k 52
BHLE T 5 R A G1/S WIS . Arg b4y il
1o B PO MR T A BB RE /N BR U IR 20 (LPS) 5%
B /INEE b R AR, WX S ) R 40 S8 R 7K
S AR FEY | R TR KOTSRS T T
X AKT (PR E B AT BERIL , 1 — 25 A e B
S4B R I RATF 5 B2 (A T Sk 40
1 #R5HE
1.1 LR EhY) 20 AL . SPF FUWAEEM: C5TBL/6
/NER 20 HRER 20 ~ 25 g, T F LR B B RE A PR

B A R\, 2 G A8 IES : SCXK (1) 2014
0004, 4% FEHLECT-RIENG /NS AT AR (Sham
20). iy PG AROG BRZH L H I 45 FL2F FL R (CLP) B
Je BERE AL AU (CLP 4., s 1 PO AR T b R 2, g2
5 HRAT 1 dZEE L H oK S kN sh 4
N RBEAILKS /N BRI 5 IR, T8 W 1 AbH 8-0 22
LREEFL, I 20 TSR R, B T RK/INIEE
Sham ZH A1k 1 PG MR RE L TR IE 5 e, NS5 4L E A
Koz fLo i {8 VG A0 79 Ach B 4 0 T 19 G b o) R 4 T
ARHT 12 h & 4T E VG [ 50 mmol/L FLEREA
ZE M (pH 4.0) P 2R FE Ry 15 /L ) 150 mg/ke ;
Sham ZH 1 CLP 4125 T 45 i AL AN ZE Pl . B /)N
T AR 12 hIBOSUE, — 0B 7 4% 225 IR
HEE , 5 — B ET -80 CARAE , T IR 2t
ARSI S YAL TR G S e B R,
I [ BRI 27 R Bt B P R AR B A 4
HE (LS« 2018PS236K ).
1.2 iR 55 04 . TCMK-1 B /N T Bz 20 it
W ATCC 4B P2 40 i DL AR L 2.5 X 10° 4~ 2
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Pl T 6 fLAR 1, JE 3230 A 10% G4 13 . 1%
- BE R A0 DMEM/F12 55353k 0 b BH o i 19 74
R B 5 AR A AR A A 0.0.1.0.5, 1,2, 5,
10 wmol/L 114 Fiy 1 PH AR AL B A . 5564041 - 25
X HR 2 | B PG AR . LPS 41 | Bt P Ak + LPS 4.
LPS 24 i 200 mg/L (1) LPS 15 37 JLALH 6 h ; Fii {4 7
MRALH] 5 pumol/L B 1 76 MR b 2 24 b 5 B 1 P AR +
LPS 20 5¢ 5 umol/L Hi 18 PG AR AL HH 18 h Ji5 54y
A5 wmol/L i [ U AR AT 200 me/L () LPS K5 375
EXAAbEE 6 ho 4520 7F OISR [R) A5 W B 37 4L ) H
JEREE A AL IR AN, 4 °CTF 50 15 min, ML
VT 80 CLRAF s LT 4 C R0 5 min Ji5
3 1 EUTE T -80 CLAAF& K

1.3 KR KOk

1.3.1 BRI UUE 4% Z R PR 24 h
B L2, 2 A IR B R S U A
(HJE 4 um), AR EK - P40 (HE) Yo, 85 F UL E
SR B A I AT SR A RS

1.3.2  iHK 2 e U5 (ELISA) A6l ' 20 ZUFn 3%
Ik IS ARPER KT i/ R 0.2 g BA4,
INAEA 1% 4 F BLf 155 560 (PMSF ) A9 F5172 W R 31
ZEPIR (PBS) 1, B SR Tk L 8o S )
WECATHR R 10 mL 45 . B 80 CLAAFAY A
WA . HEMIEIRSE T - o (TNF-o) AT 40
a2 - 6(1L-6 )ELISA Kl i 7% & (55 E R&D A H))
VLA AR L BRI TR I, B M REAS % 2 N AL

1.3.3  HEH R L (Western Blot) il £
FIR35 ¢ ff ] RIPA 4% (1% 1% PMSF Flk 2 i
PR B B LU0 A T oK - 2R, SRR
FH BCA 2200 52 B (R B . Zora gk 56 B S,
n—4t 4 CHFF R, VRS I —H = \BEE 2 he
PriA®BERZ{L Rb (p-Rb). B2 {8 IS B (p-AKT)
U IR 1 1 %48 3b (LC3b) B {25 [ ST
] WAL FL BN TR A A = A T (p-mTOR),

:j”’ s,

: X5
TN
B

1 OUBE T WA A/NE ALY ESCE TR (Sham 41, A) FJ T PEAO0 IRZHE (B) B LRSS IE R 5

P " AR s
T % NI e

& H (B-tubulin) I H & [# ProteinTech 2y &,
Amersham Imager 600 SZAH I, 8 Image J #X1F
I3 MT A A K EE R, 1A Bel-2/Bax ., LC3bIT/ T FU1H,
AKX p-Rb . p62. p-AKT . p-mTOR & B-tubulin KK
JEH HAH .

1.4 Geit=£030r il SPSS 25.0 54y Mrkidi . i
ERCRIMF G IEA A Hr 2555, LIS + brifes
(x+s) FR, 2R LLECR LR 2 5 225007, 4
W] H AR LSD A6 . P< 0.05 K25 54 et L
2 7% B

2.1 s aE R

211 SHNREHLSURHEERZE (B 1; % 1)
Sham 41 F1 3 19 PG AKX 18 41 5 4] 145 A 1E % . CLP
/NG TR L RIPIR SRR | 23 AR L/ NVEIR
BRI ; B LSV BE2AIT /058 Sham 20 HH 3%
In(P<0.01), 5 CLP 2148 Lt S 14 75 bk 71 b 38 21
'V 2H 20 R R ] R, 2 S B D 4 W
FEAR (P<0.01), 7 i 5 P b T A BEE W] Ok 2 Je 7
FEE AKL/NERUE /IS R

®1 FHNMRBELAREFTSUREAR

TNF-o . IL-6 7K FEEE (x +5)

1 Pl Qo TNF-a 1L-6
(H) W) (nglg) (mg/g)
Sham 41 5 0 17559+ 9.86  4.80+ 3.61
Fiy P PG oGS 2 5 0 16047+ 749 471+ 274
CLP 41 5 2.68+0.16% 745.08+58.86% 114.20+20.49 2

M BULIA 5 14840167 34055+34.96" 1733+ 1017
T TNF-a IRIRFEN F - o, 11-6 A AN 3 -6 5 S5 1B
FARLL (Sham 41) H45, “P<0.01 ; 5H LA ARBUK RHIEA
¢ (CLP 41) [K#E, PP<0.01
212 HH/NEUEHL TNF-o F1TL-6 KF-( 1):
55 Sham ZAH L, CLP 4B 42! TNF-o Fl 1L-6 /KT
B THEr (24 P<<0.01), T Ji 19 74 ARO0T BRZH TNF- o
-6 #2257 T Ge it 2% L (¥ P>0.05), 5
CLP ZHAH LL, i 195 74 Ak 91 42 B 2H ' 2H 20 TNF-« Al
TL-6 7K i A (2 P<<0.01). 32755 B 1 G Ak 15
S PR Y AR e FEE B AKT /)N BB S RE B W PR

B

e

HInaFLa LARB
REAERSEIAL (CLP 41, C) F/NE LRI BPIRGR K | 258 VE /N IRAE A R A 5 Ji 9 PRI B (D) 5 2 U0 P 32 1] ik
B OHE B SRR
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2.1.3 HUU/NEUE AL p-Rb ik Al Bel-2/Bax FU{H
(#£2; K 2): 5 Sham 41 A Eb, Sy 19 74 ARG R 4
CLP ZH 0 F5 19 75 AR T Ak 320 15 41 21 p-Rb k201
WK (¥ P<0.01) ; 1M FLEG TP A FAL FEAL p-Rb
FRBELT CLP 240 (P<0.01), #2755 pa Ak AN
CLP Jn] fifi B AEgiffe & 2 G1/S WHFHHE , CLP Hif 75
TH PG AR A 38 B K fe i 9390, 5 Sham 41
HIEE, CLP 41 Bel-2/Bax HLE AR N R (P<<0.01), 1M1
TP ARG BRZH Bel-2/Bax B 22 F e85 X,
Fiig P P AR FSUAL BEZH Bel-2/Bax HUAE#E CLP 4107 & 7+
= (P<<0.01), B 5 PG ARFLAL B AT 982> CLP 201
RN R T R i TR P AR A B T B SR G1/S
SIEL , Yol PR e S 3 B A M R T, AT
PrE RS

*F2 HANRSBHA p-Rb RKik

% Bel-2/Bax LE{EEEE (x +5)

5 L7 p-Rb/ Bel-2/

- (H) B-tubulin Bax HAH
Sham 41 5 1.02+0.07 1.26+0.12
Fr P oG 2L 5 0.71+£0.06* 1.20+0.13
CLP 4 5 0.73+0.06 0.62+0.10%
T VG bR A FR AL 5 0.14+0.01°" 0.89+0.06"

H < p-Rb B LM REANI R 1, B-wbulin Jy B~ CEY
B SETARYL (Sham 41) HAE, *P<0.01; S E AL FAARR
IeRBIERIRIZL (CLP 41) ek, PP<0.01

" BT b . B b
tibs  Shamél I O s

Sham ZH MR, CLP 40 H MHZSFLFEFLR SBNRBERE AL
p-Rb AR AL EREAN AR L, B-tubulin 24 B-TAS HEH
2 BAFRPEENALE (Western Blot) Al £ 28 /]Ni
B 4H4H p-Rb. Bel-2. Bax 353k

2.2 YSCEGZE

221 Fig VG AR AT RN vk B (& 3) « 3
TEPEARHEE KT 0.5 umol/L I, TCMK-1 40 g p-Rb
FE A B A S 1 U AR B ) R TR, 2RO B 1 P
AR TN AR 55 G1/S I 200 L BEL#

Fifi FEFPEAA (umol /L)
0 0.1 0.5 1 2 5 10

Briubulin e— o — — ———

2.0

p-Rb/ B-tubulin
S )

=)
[

0 0.1 0.5 1 2 5 10
FtipEAk (umol/L)

7« p-Rb BRI ERE AT AR 2 1
SiEstHPEAR 0 umol/L FL#Z, *P<0.01

3 ARWREEIBFEHN TCMK-1 F/VE
B 4 p-Rb 7K AR
222 4% 2 TCMK-1 48 Al b 75 W H TNF-o | IL-6
IKSELA K p-Rb ., Bel-2/Bax ik (£ 35 K 4) . 523
FIX IR ZH Hef, LPS AbFE 6 h n] i 5 44 i 28 PR R+
TNF-a A1 IL-6 7K 3F- (34 P<<0.01), 1 i 18 75 A 41
RAEH F K22 5 TG4 7 s It Fa Ak + LPS
4] TNF-o i 1L-6 7K F-#% LPS 41 BH i FEAIK (3 P<
0.01), 575 P Rl e, LPS 4 i 14 74 AR Al
Bt AR + LPS 2 p-Rb 7KF- B 2 FE A (34 P<0.01),
Horb B 76 4K + LPS 4 p-Rb K F e k. 525K
X RZHAH L, LPS 2H Bel-2/Bax U AH B E FE K (P<
0.01), 1fij Bt 18 P4 Ak 2H Bel-2/Bax HAH 22 F LG8 iH2F
B (P>0.05) ; Pk + LPS 41 Bel-2/Bax HUAE
5 LPS 20 i e (P<0.01), #ER LPS 1] L &

*3 {4AETCMK-1 B/NE EEAaEEFE EiFER S TNF-« . IL-6 7KL K p-Rb. Bel-2/Bax.

LC3bll /] . p62.p-AKT. p-mTOR FiELLE: (x +5)

g3l FEAREL  TNF-a IL-6 p-Rb/ Bel-2/Bax  LC3b 11/ 1 p62/ p-AKT/ p-mTOR/

(fL) (ng/L) (ng/L) B-tubulin Lo AH HAE B-tubulin B-tubulin B-tubulin

%5 IR R4 3 1.15+0.51 1533+ 0.77 1.05+0.07 1224099 1.25+0.10 0.80%+0.04 0.68+0.02 0.73+£0.04

fio iy | 3 1.19+£030 12.03+ 558 045+0.07* 1254+0.05 129+0.10 085+0.11 0.75+0.16 0.76+0.09
LPS 41 3 496+0.10" 53.78+24.08" 0.65+0.05" 0.73+0.05" 1.04+0.01" 1.09+0.08* 1.20+0.06" 1.15+0.08"

FEEPUAK + LPS 41 3 273+0.23° 3605+ 5.83° 0.25+0.05% 1.01+0.07° 2.08+0.31% 0.59+0.01° 0.61+0.03° 0.50+0.05°

1 TNF-a ARREIRSEHE T -« , 11L-6 R AN -6, p-Rb AR L0 BEEE AR 85, LC3b SRS B 1 525 3b, p-AKT
AL R F1 B, p-mTOR JyBSRRbIFLE Y TN Z 8, B-wbulin 4 B- B HE M ; 525 AXHIRLELEE, *P<0.01, PP<0.05 ; 5%
LB (LPS 41) He%, °P<0.01, 9P <0.05
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TCMK-1 4y H E J bz, I T B 4i il G1/S HHRH
AR T 5 B P AT K LPS S8 R M 7
AT B3

ks A RE EGEARA LPS#  HiiffivE#k+LPSZ
p-Rb - L e—
bl S ——

g — — A —
LPS JigZ %, p-Rb A b 00 X B B2 e e 1
B-tubulin & B-EH
4 FBARGEETIALE (Western Blot) Kl &-41
TCMK-1 B/M& EJZ4HT p-Rb. Bcl-2., Bax ik

223 441 TCMK-1 400 LC3b [T/ 1 LL{E 1 p62 3=
k(35 &5): 5230 BZH A Lo, i 1 7 Akl
LC3b T/ T HfA  p62 ik 22 RIS L (¥ P>
0.05) ; T LPS 2 LC3b 11/ 1 FAE B B T 1%, p62 %
KB BN (3 P<0.05), 5 LPS 41 H &%, Fi 1 7g
M+ LPS 2 LC3b I/ 1 (a5, p62 Rkl i
AR (¥ P<0.05), &7~ LPS 1] {2 2 %4k TCMK-1
20 19 K S, T i TR AT A B T S ) LS
A KRR

fobe ARG A
LC3b 1

1
N . ..
D — —— — —

B-tubulin [ — S —

LPS AR ZHE, LC3b AT IR | #:4% 3b, p-mTOR
BRI IEL S B AR B 1, p-AKT SRR (L35 1 3 B
B-tubulin & B- A HEH,

5 EAFBREEERE (Western Blot) A I %-4H TCMK-1
B/NE L Bz 4 LC3b 1T, LC3b 1 . p62., p-AKT Fl p-mTOR 355

LPSH  Hif# bk +LPSL

22.4 £ ?H TCMK-1 40 S p-AKT # p-mTOR 3 i
(£ 3; 1 5): 525 X R b g, B P ARZ p-AKT
Al p-mTOR ik 2 7 LG22 & L (¥ P>0.05),
LPS 2 p-AKT il p-mTOR 23k ¥ BH & 38 fin (4 p<
0.01) i VG AR AT d 25 IR Al LPS R0 p-AKT
Fl p-mTOR £ ik # I (% P<0.01). #* B AKT,
mTOR A5 25 T LPS 8 TCMK-1 4 g i 473 , i
Fity TR PG M R 000 1) 122 30 8% %) 980G L AT U TCMIK-1
YA

RIS 1 .

CDK2 . CDK4 1 CDK6 11 Ay £ ffd J&) 399 25 1 4 i
PEFG R BB, W] 43 500 5 iR A T eyelin D
Al cyelin E 25 4, & B cyclin D/CDK 4/6 2 & 9
cyclin E/CDK2 & &2 Rb Bk IR 1k, i Rb 5 E2
R (E2F) 45 & 08 /0, i 25 1) E2F 34 0, S S0 5t
DR s/, T HESh A e G130 S BT,
) CDK2 J& Al 52 ol s S350 AKT . il
PU Ak (Palbociclib) J& —F ¥ £ 1 1Y) CDK4 #1 CDK6
P, AT e PR R S B N AR I il /NS
P 2 B T 1 R 5 N DNA $ 4500 X S ER R T
G1/S BRI AE AKL rh R R YE . BT, Bl
PUMORH T 25 AKT A9 /F FHEF WARGE . A58 IR,
Ty PR VG AR T A 2 AT 1458 /)N BR_E R 20 B G /S TR ABTRH
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755 TCMK-1 4 Jfd 5 E 5207 A AR FMBERL i o PG
ARTT B E RN LPS 301 H WK TR, 00
AKT/mTOR 3 #% B30 -
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RN IR T /K-, TR ik S 308 E 40 i % A G S )
BHIE . A2 N, GU/S 2 JE ST BELI Al i 1 R A1
21 it 52 41 9k /> R e R LA % 3kt 4T i A2 T R 1)
DNA 51057 , BT 46 ARG Je 75 T 5 0 40 Ay 48
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— 8 ] 200 mg/L #Y LPS 755 TCMK-1 4 Jifd 7 1
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