BE2EBE T 2% 35

2018 4E8 H H47%H H8 M

- FIMSHR -

R A RKERA T HEENE L

10

11

S % Tk
Singer M, Deutschman CS, Seymour CW , et al. The third interna-
tional consensus definitions for sepsis and septic shock ( sepsis —3)
[J]. JAMA, 2016,315(8) :801 —810
Yebenes JC, Ruiz — Rodriguez JC, Ferrer R, et al. Epidemiology of
sepsis in Catalonia: analysis of incidence and outcomes in a European
setting[ J]. Ann Intensive Care, 2017,7(1) :19
XA, e, WM. W R T I O I O AR e K BRI I T g 1 1R
PYERILT]. WER S fEEAES &, 2016,22(1) .72 -73
Haak BW, Wiersinga WJ. The role of the gut microbiota in sepsis
[J]. Lancet Gastroenterol Hepatol, 2017,2(2) :135 - 143
XU, TGP A R 3 T e # E K BRI 3 o A AR b % T 24
HEH LR B[ D], L 58 % B K%, 2010
Vaishnavi C. Translocation of gut flora and its role in sepsis[J].
an ] Med Microbiol, 2013,31(4) ;334 —342
L. AR A I 3 A0 T S 0 R A TR L], B A S
M, 2010,17(3) ;156 — 159

Indi-

Chang R, Wen L, Chang J, et al. Repair of damaged intestinal muco-
sa in a mouse model of sepsis[ J]. World J Emergency Med, 2013 ,4
(3):223 -228

LM, Wz, JEMM, 2. /NEERL ) e 2 AR S 10 b B 4
MY T I]. v B A Bk, 2016,32(9) 11660 - 1665

Fan J, Li G, Wu L, et al. Parenteral glutamine supplementation in
combination with enteral nutrition improves intestinal immunity in sep-
tic rats[ J]. Nutrition, 2015,31(5) :766 —774

Leliefeld PHC, Wessels CM, Leenen LPH, et al. The role of neutro-
phils in immune dysfunction during severe inflammation [ J]. Crit
Care, 2016,20(1) :1 -9

Cabreraperez J, Badovinac VP, Griffith TS. Enteric immunity, the
gut microbiome, and sepsis: rethinking the germ theory of disease

[J]. Exp Biol Med, 2017,242(2) :127

wEE Mot

m OB

16

20

21

22

&, 8

Ozturk E, Surucu M, Karaman A, et al. Protective effect of lefluno-
mide against oxidative intestinal injury in a rodent model of sepsis[ J].
J Surg Res, 2014,187(2) :610 - 615

TRELVE. SO T BE R EEAE /) BRI T 5 R S B B A 00 DR 30
BHUEI BRI D], K K ER K, 2016

Miao B, Zhang S, Wang H, et al. Magnolol pretreatment prevents
sepsis — induced intestinal dysmotility by maintaining functional inter-
stitial cells of cajal[ J]. Inflammation, 2013,36(4) :897 - 906
Gonzalo S, Grasa L, MP a, et al. Lipopolysaccharide — induced in-
testinal motility disturbances are mediated by ¢ — Jun NH2 - terminal
kinases[ J]. Digestive & Liver Disease, 2011,43(4) :277

Schmidt C, Lautenschliger C, Petzold B, et al. Confocal laser endo-
microscopy reliably detects sepsis — related and treatment — associated
changes in intestinal mucosal microcirculation [ J]. Bri J Anaesth,
2013,111(6) :996

Dickson RP. The microbiome and critical illness[ J].

Med, 2016,4(1) ;59 —72

Lancet Resp

Price R, MacLennan G, Glen J. Selective digestive or oropharyngeal
decontamination and topical oropharyngeal chlorhexidine for prevention
of death in general intensive care: systematic review and network
meta — analysis[ J]. BMJ, 2014348 ;22197
Wei Y, Yang J, Wang J, et al. Successful treatment with fecal micro-
biota transplantation in patients with multiple organ dysfunction syn-
drome and diarrhea following severe sepsis[ J]. Crit Care, 2016,20
(1):332
Hu D, Liu Y, Xu H. Effect of recovery and protection on the function
of vascular endothelial cells of early intensive insulin therapy in sepsis
patients[ J]. Chin J Pharmacoepidemiol, 2017 ,26(1) ;7 -9
JAYL, WA, SERMEA S HMGBL (Y siRNA X ik 2 4 K BT il
AN TR )], s E AR 2R, 2015,35(1)
77 -80 (& H 31 :2017 =10 -29)
(f& 8 H #2017 - 11 -21)

B FBXWY T 5 T35 6 40 10 7 4 BRI 36 WL 5

* &

o
&
&

7

FBXW7 S — e 70 ] R 7, 42 60 20 MO A 49 5 20 AL A L S 0T ik e R T B R S S R Al R . e

JHZ N A LU R BT FBXWT (i 26 FI 58 A2, X R B S 1) FBXWT ] REJ& 2 A A 888 19 1 2LRp1E . FBXWT JE [ (1Y
WA ] R U S IR R R A R R R R S UG o AN SOR B s FBXWT SRR YT IR 9 5 B R =2 ] 56
AW FEHE R

KEgin  FBXW7  JhE
hESES RT3

TR Y
MERARIRE A

He 4 T H < WV A B R < VE B H (2016R410004 )

DOI

10.11969/j. issn. 1673-548X.2018. 08. 044

Y% B4 :310053 BTN, HfF VT Hp I 25 R 2 5 I IR B2 24 B (HRDY 38 M3 ELIRME) 5 T 0 b B 2y e 2 A AL (G 3R)

AR 0, R, TR A :1659398630@ qq. com

- 187 -



- FIMSHR -

J Med Res,Aug 2018,Vol. 47 No. 8

FBXW7 3£ (th# & CDC4  FBW7 F hCDC4) ,
SRR R B R R S R RO AR R,
TE A0 M3 58 S A 20 0 Ja) SO0 A 00405 2 R T
AR A 22 Bl A B AR ) 2 o R b R OG B B R T AR
FIY . FBXWT figil i A 12 2 8 1 W 1R & 4% 1 R
Cyclin E (¢ = Jun,c — Myc , Notch , mTOR | Aurora — A |
KLFS % Z Fm 85 ok S 5 M i kA & R R B
S IR B 32 W FIA T SRR TR OB R AR SOk
H S TTE FBXWT (1 T i IS 9 5 0% M I 2 1a) 56 R
(A BIF 5 3 R o

— FBXW7 EFE &1 % I 6E 45 =

FBXW7 B Tk 4932, @1 1 R MEm
SN 10 NI AN R AR, A3 A WAL
FBXW7« .FBXW7R #l FBXW7v, H o, FBXW7a [
Fik o H &R, M Cyclin E| ¢ — Myc
SREBP1, FBXW7a 1 FBXW7v [ 2 IE ¥ fig & 5%
FBXW78 mRNA ) Ft & . FBXW7y J#% ¢ - Myc 7£
MM BR . FBXWT &4 3 MR F -
box, WD40 & J¥ 51| il D 4594k . F — box %4 #4 3 AT
55 SKPLAHBE.AE ] . WD40 & J¥ 1 J& 8 [ ] A0 H.AF
P, WAL 25 5 3R AL 7 4% 0 . WD40 B & )3 51 /] LU
PN 8 1 1k AR B R AL A8 i 1) fR 1 1R )7 )
CPD, D Z5H3R e #F FBXW7 — B4k, FBXW7 i i3
TE B R R — 3 Ak ok S VR L SRR AR A SR R T IS W 4
&I E A SRR

Z.FBXW7 HZ T EKRY

1. Cyclin E:Cyclin E J& FBXW7 & & 8LAY I 2
—, & WA~ CPD P4, 48 N - 3y T62 fi si Fl C -
U T380 ,S384 v . 24 T380 FI S384 ki ik 1k,
Cyclin E R[4 FBXW7 U511 A, (H X4 S384 K 9l i
BR AL, Cyclin E (1 B fif 5 75 22 T380 i T62 [A] i i
MR AL DL e — K FBXW7, 4 Cyclin E i KB, 2
ffL G, /S A3k VB Bl 4 e, v A SR A T e T 3K
HRHAMATRRE ., FBXWT Fl Cyclin E Z [8] i 41 B/
F A 5 A g R A 06 o PIK2 (PIK3 Sy i3 1) o
FLDH e Bb g A1 2 rp PIK2 (R 3R 58 R 45 B i i E T
Je B ST BN P 2 . FSE o FBXW7T Ml Cyclin E 1)
k5 KA L PIK2 2R KR B E AR Plk2
PR — AL BiLIS 46 45, @ i FBXW7/Cyclin E ji@
S S 1] R R v AR R R T

2. ¢ —Myc:c - Mye J& J5U6 55 K 2 1, o BRI 1 40
MLAE G, /S W3k, HLXF T 40 Ff J5 09 7 0F AR B O
B . ¢ - MYC mRNA K76 # E 40 fd i3 35, 1

- 188 -

A2 RERIBE 1 ~3h 3N, ¢ - MYC 9 54
il 22 35 175 5 1 L 200 I 1 200 e ) ) R E A R e -
MYC T 8 55 26 05 S 3508 0 1o 40 e R 0 ke 0 B
C K FBXWT Xf ¢ — Myc 8 H B 1552 8 Z 50 H R
B4, 155G, GSK3 X} ¢ — Myce 2 [ CPD £ 41 I T58
FRE R AL A M 2 6 2 1 . CPD F 31 | S62 48 A8 5 %
T58 ,862 [ Ff 2845 , u] LAHI il FBXW7 451 ¢ - Myc
Ve, T S62 Bifafk & T58 MR fb iy R4 , Mo A
Aedh i X I G 1 R AEHLE o LR, FBXWT X ¢ -
Myc 2 [ 8 77 52 3] 212 F AL B USP28 11y 52 M,
USP28 1] 5 FBXW7 254, il J5 % X} ¢ - Myc M9z
FAiEMi . b, BB T R B IR E S R Wt/
B — catenin {5538 B Iif /b AH 3¢, T FBXW7 (1 # %& 1
¢ — Myc, 137 FBXW7/B — catenin i % St 84" . 1E
HAEOLT FBXWT GBI IR Wnt/B - catenin {5 5 i %,
0 T g 0 G . E JBR R A M P, FBXWT R
ARSI Wt/ B~ catenin {5 53l #1546 19 5
WAL IR ¢ — Mye (19 235K, | AT WL, FBXW7
X e -Mye EEEBEY T EZ RN, CAP
FE RIS 2y S T LU 2L AR FBXWT A ¢ -
MYC & [ WV T IR i, Xi 25 85 TN =
A P R IO B A B Y PPAPs 254E A& GUTK Xt
N Lk 390 T 4] % g 400 L I B0 R s e, & B GUTK
1 ¢ = MYC 25 FH K B AR Z i PR 35 i FBXW 7 o Al
B /KF,GUTK 53 H ¢ - MYC £ 1 i £a 7 M 1Y AR
Al B AR FBXW7 K #1419, Bk, GUTK n] B 8 il #%
Wt E FBXWT I ¢ - MYC ZE [ F% i of B 1k
i 20 A 3 R

3. Notch : Notch i 1 /& — e 1A 175 £k 1) B0 7k 355 e
RORREEFZ KR T, A 4 F Notch 214 ( Notch - 1, -
2.-3.-4)F 5 Fhd i fA—DIl - 1 DIl - 3,
DIl —4 | Serrate £ Fii {4 ( Jagged — 1 F1 Jagged - 2),
Notch Be i 5 Z R Z5 4 J5 WG (545l i 4 s 8 1 i
MEIRFE N 7 o B4l AT y Jr I AR (R R
Pen -2 fil Aph - 1) , 51k — RN E K. Jgged -1
L P9 25 44 35 T 5 Noteh — 1 19 it P4 45 44 A T/
Wk FBXW7 £ Notch — 1 [l j4& % , FBXW7 1) R465
1 R479 A5 0] ) /b H 5 Notch -1 [5G . FBXW7
I Notch — 1 28742 2 ¥ 7 T HD 2544 588, oK WL T
PEST 25 k4 35, #11 #E ) FBXW7 %€ 48 5 NOTCHI 1y
PEST £ b 8 58 A8 38 % A S R A 2e° " 0 WFoe R 8L
FBXW7 G& Lk — A dE 40 M A & o o7 203 o o =2
FBXW?7/Notch/CCL2 %l 3 i b 98 11 % % , FBXW7 1



BE2EBE T 2% 35

2018 4E8 H H47%H H8 M

- FIMSHR -

BMSCs [ fift 2 if 23 5 3 NICD1 ) HE BRI CCL2 43 b
Ham, T 2 HAZ MIDSCs 1L W3 41 JifL 1) 43 55, 412 1F
L7 S L

4. mTOR :mTOR J& FBXW7 72 Z L& (1 =2
— AR RN AR I AE AR AR . AR B i
JE TP EAAEE mTOR BEH M Rk, Mel -1 HEH 2
—FHLM TR Bel -2 KHEE H, BE# GSK3/FBXW7
M FIZ FZALMPBEfE . mTORes 3 3 {2 #F GSK3 i 14
BERR AL F FBXW7 A F [ i Mcl -1 38 H. 7390, 1
S AN H A0 ] mTORC2 A 42 5 Ml — 1 B fi ", WF
8K Y] mTOR BEfE 76 FBXWT 33k Bl 5% I 4 i JIH 45
R VAl (11 T - SO T 5 A
FBXW7 JUER B 40 o, b fe — (8] o2 5% 1k 4% s i 45 A
T ZEB 1 .Snail } Slug mRNA K A £ ik /KFEHH
IR . f LA HEDN FBXW7 0] i 3 mTOR/ZEB 1
{5 o 3 45 I A i EMT B B FR i

= Htt MR

FBXW7 W& MKW 2 L2 &4 Aurora - A (¢ —
Jun SRC -3 ¢ - Myb &5 B AIT#R 5 M 19 & A VK
KAEFY) . Aurora — A (¢ - Jun 2 55 M 22 57 3
B 240k F2 . SRC - 3, 7E 3L IR o 11 97 8 . 1
B A TR g A R TR iR b Rk HAE SRR
TR I P B Rk . ¢ - Myb 2 5 25 I 1 T
ARG AL R TS0 FBXWT X AT Y A AR
HA—E WA LM, FBXWT % Aurora — A ¢ — Jun,
SRC -3 SREBPs iz R L ARIK #i T GSK3B, JIE ¥ 1Y
i G deiE it GSK3B kAR AL, b J5 # FBXW7
WHIIE R . AR BRI IRYE GSK3B 455 1 it
ANIAl . Aurora — A H A T A [R) 45 H B Y GSK3B 45 &
P75, T217/E221 2454 FBXW7T [ 95 A4~ 56 i 43 3L ik
BRHE BT CPD ;e — Jun fETEW 4> CPD, —4~2fy S243,
F3— A v = Jun [ SO B B0 B R AE T A . 5
Hb,FBXW7 i i ok INK AR 1) 7 Al ¢ - Jun RIETF
P ;%7 F SRC -3, FBXW7 |3l 57 AKT/PKB - GSK3B
{55 B2 Ml S505 i A BEFR 1L , LAk, FBXW7 id n] i@
it AR K g S RE#E ) SRC - 3 BTG AR I (78 SRC
FIER A FBXWT HAEHF SRC -3)

M . FBXW7 K # B K Y

1.G - CSFR:G - CSFR fEVF Z Mg ) kA= & R
AR M, Bl G - CSF/G - CSFR,
REH 2 3 436 155 43 s AL 1 412 2F J6% e s 20 e 2E 5
R TENGS B g ,G - CSFR K3k B A5 b i
SR K. ZREAM RS MEE G - CSFR 11

FEAKF, I H G — CSFR A5 9 20 488 58 400 40 4% 15
HizF LI, G - CSFR 2878 ] DL I8 Hoyz 2 4k,
FaE R fE RN R AEER, SRS W ZIRES . B
R, FBXWT 1] i3 B ff G — CSFR A7 8 42 47 41 Jfd
(1945346t . FBXW7 1 GSK3B &t G - CSFR fif
WY, FBXWT A F: /) G — CSFR R, #0117
STAT3 ) 8 B2 AL AT , 5 b — B0y &, FBXW7T [ 41p
il W2 G - CSFR {55, 3 STAT3 %% 5% i 4 14
e O G - CSFR ] G J& FBXWT (K4, G -
CSFR 5% b 82 (e b 2 vk B 40 A 1 I o A0 % e

2. KLFS :KLFs Z2 5 A& — 2% i BE PR SF 1 1 BEH8 45
I E A, BRTC 2 & 17 SFE M 1 . KLFS fig
iy I N OB AN S [ < A L AR = W 1
FHEVEFI L KLF2 REAE JE T 3k B 40 i 1) 3 3%, 41
il 7 40 e ) 43 A, VR RGN Y B TR R B
J KLF2 KLF4 % KLF5 , 2 i 16 1 40 i i) 4= fig o A
HIFHRE Sk . FBXWT 5 KLFS 2 [A] g 8 i
W R b K 6 % 42 A0 B AE . KLFS 2 B 3d i A
FGF - BP . Cyclin D1 F1 Cyclin B1 & 5 1Y 2 ik K,
AR G, ~S F1 G, ~ M W54, FBXW7 41 il
KLFS [l F & P 7 S (9 T R , 5 S50 3 48 fifd )9 KILEFS
EAMBHE, EFLNE T, 2 k4 GSK3B X} KLF5
(19 S303 {if SRR L& i )5 , FBXW7 5 KLF5 %543
Xof HFEAT R, T3] FGF — BP g 335, 4 il L I
TR M5 . KLFS thfgEqE 3 4> CPD i £, 3X 264 i3
[ [a] i) 28 4% ] fif YR FBXW7 5 KLF5S [ 45 &, 1
FBXW7 (1B fG ] & 3% 4t 38 KLFS B[ FEff . 7 4hE
W UE ] KLF2 2 FBXW7 I H , KLF2 b A WA
CPD i 55, FBXW7 3f 3% ik fig FEAIK KLF2 323k K F Jf
R B B3 1] R

3.NF - kB2:NF — kB F % % # RelA . RelB,
¢ — Rel NF - kBl fil NF - «B2 5 267 (1 40 5, H.4
AN G e T R RS R
FEAERTT . 3 AN Sr BFSE 4L & B NF - «B2/P100 2
FBXW7 () Jic ¥, FBXW7 &2 %] P100 | iy CPD 5
5, Jl ok 4K GSK3 i /R Ak 1y 75 X 2 3 P100 [
fit" " WS R B FBXWT i 33k i NF - kB2 i
Kk FBXW7 KL A 2636 L8 P100 %3k, P100 Fif {4 #j
il NF - «B1 (4 % 5% 15 ¥, 3 il NF - «Bl {5 5
FBXW7« I # 45 ] P100 (1) R A , 75 22 P15 690 40
FIEFP 2SRl FBXW7 o JTEER S 30 P100 3R ik 14 155
FHEES AL T X SR SR AL [RIE B T FBXWT 238
BF A NF — «B2/p100 ¥ NF - B {553 19 .

- 189 -



- FIMSHR -

J Med Res,Aug 2018,Vol. 47 No. 8

4. AL H AR W B T UL LRI R
FBXW7 #8811 R LA T Z W NIy .
i FBXW7 A DL 33 8 15 Mediator 375 4 ¢ 52 i 241 fid %%
Ko Mediator 52 & 1K JE RNA K& B 11 5 5 255 4
it ,MEDI3 & CDKS8 MV . {ii 4 i 4 10 il ) 5C g 5k
B, FBXW7 ®f DL 45 CDKS, ffi MEDI3L FI
MED13 7 T326 fi mi B R AL J5 B 1z 2 86 (A 1
1 5 W W 45 & IR FBXW7 R 171 i % ENOL, fifi 2 & £
2 REACRESR . ENOL H AT SUE 6 o, 76 2 Fh o vh s
Feik  JEAE W I i o AR b R O HEYE . FBXWT fig
i ENOT 75 56 A 3k, 7 A= FLIR , 4N g 15 58 0 %
o BLANE B ST I8 /NG R R, 7E RS R AN
HSF1, SOX10 fI MIA #F & FBXW7a 9 JiE #17",
FBXW7 {2k o] 5 B 4% HSF1 6l [, 3% in 5 5 HSF1, A
T 2 IR 5 s 7, B Lk R S i i . el e mT AL
HAETIA 12 FBXWT (388 A T AT .

iR 2

FBXW7 3 [H 2 A\ i 2 iy s 2k 1, & 5 s
(1R R EA BB YR FBXWT 6k 5 g
fey7 i R Rt — e R . R A KA
YU RE HH S B FBXWT (14 Bk 25 128 728 1 5k — 45 1k
FBXW7 AJ G A A % 1 b 98 1 4 F A i . FBXW7
B PR3 2o 6 U I 0 1 R e S SO R 1) & A O
S 3 41 1 oy B L R B TE IR T R AE AR I T L
BEAN 357 6 R B FBXWT [ ik Ja 30 161 3 B 0T A Hy
AP 2848 8 B DA K B 1 A0 e S i
FridE AL 4G Z F miRNA F1E microRNA (miRNA) |
I miR - 25 ;miR - 32 .miR - 27 .miR - 92 miR - 155
Pl % p53. Pinl . ERK, IncRNA - MI % &0
FBXW7 (1) | i P+ F1 FBXW7 Je PR 22 8] 4 52 45kt [a] i
REXT 18 22 I U RGO 20 A 700G 200 42 ), 400 Tl A SO0 1% ik
PR g % 2 . H R FBXWT i 30 780 75§18 28 139 31
5z Z AL B4 22 5 FBXWT Al 4 T 98 4 ) 2% 4%
HE AR iR R ) [) AT AN WY, X R R OR RS G T
FBXW7 B il o A I HAHME X T F - box Kk
o T2 IR 240 L 1) T R F 50K 7R A R 2 SR e B ik
J& .

S % Tk

U BEMCMN, WERIE, TSCAE. FBXWT i % ik nl 40 4 2L IR R MCF -7
1 454 0 P B IR E 4OV T [ D). MR, 2016, 36(4) 1388 —
395

2 BRWE. FBXW7 jlid RhoA {5523 B VB 405 40 I 0 1 2 K 40
Je b B ) R AL B 43 T LA [ D). TR T K BER K2 ,2016

3 B FBXWT 40050 0 5 0 b e — 1) FRC 1 T 40 LS 1 2 S 1

- 190 -

12

18

YERMURIAFSE LD T g« L A K52 ,2016

Ou B, Zhao J, Guan S, et al. PIk2 promotes tumor growth and inhib-
its apoptosis by targeting Fbxw7/Cyclin E in colorectal cancer. [ J].
Cancer Lett, 2016, 380(2) :457 - 466

XiZ, Yao M, Li Y, et al. Guttiferone K impedes cell cycle re — entry
of quiescent prostate cancer cells via stabilization of FBXW7 and sub-
sequent ¢ — MYC degradation [ J]. Cell Death Dis, 2016, 7(6):
€2252

Wu WJ, Shi J, Hu G, et al. Wnt/p - catenin signaling inhibits
FBXW7 expression by upregul — ation of microRNA =770 in hepato-
cellular carcinomal J]. Tumour Biol, 2016, 37(5) :6045 - 6051
FRE TR, B0, . FBXWT 7B T 40 1 24 bk 4 40 A 9
o T SRR LT] . S e kA5, 2015,3:612 - 618
Yumimoto K, Akiyoshi S, Ueo H, et al. F — box protein FBXW7 in-
hibits cancer metastasis in a non — cell — autonomous manner[J].J
Clin Invest, 2015,125(2) :621 - 635

Koo J, Yue P, Deng X, et al. mTOR complex 2 stabilizes Mcl — 1
protein by suppressing its glycogen synthase kinase 3 — dependent and
SCF - FBXW7 - mediated degradation[ J]. Mol Cell Biol, 2015,35
(13) :2344 - 2355

Kumar J, Fraser FW, Riley C, et al. Granulocyte colony — stimula-
ting factor receptor signalling via Janus kinase 2/signal transducer and
activator of transcription 3 in ovarian cancer[ J]. Br J Cancer, 2014,
110(1) ;133 — 145

Morris KT, Khan H, Ahmad A, et al. G — CSF and G - CSFR are
highly expressed in human gastric and colon cancers and promote car-
cinoma cell proliferation and migration[ J]. Br J Cancer, 2014110
(5):1211 -1220

Lochab S, Pal P, Kapoor I, et al. E3 ubiquitin ligase Fbw7 negative-
ly regulates granulocytic differentiation by targeting G — CSFR for deg-
radation[ J]. Biochim Biophys Acta, 2013,1833(12) : 2639 - 2652
Tetreault MP, Yang Y, Katz JP. Kruppel — like factors in cancer[J].
Nat Rev Cancer, 2013, 13(10) :701 -713

Limame R, Op de Beeck K, Lardon F,et al. Kruppel - like factors in

cancer progression; three fngers on the steering wheel[ J]. Oncotar-

get, 2014,5(1):29 -48

Wang R, Wang Y, Liu N, et al. FBW7 regulates endothelial functions
by targeting KLF2 for ubiquitination and degradation[ J]. Cell Res,
2013,23(6) :803 - 819

Perkins ND. The diverse and complex roles of NF — kappaB subunits
in cancer[ J]. Nat Rev Cancer, 2012, 12(2) ;121 - 132

Fukushima H, Matsumoto A, Inuzuka H, et al. SCF(Fbw7) modu-
lates the NFkB signaling pathway by targeting NF — kB2 for ubiquiti-
Cell Rep, 2012,1(5) :434 -443

Busino L, Millman SE, Scotto L, et al. FBXW7alpha — and GSK3 -

nation and destruction[ J].

mediated degradation of pl00 is a pro — survival mechanism in multi-

ple myeloma[ J]. Nat Cell Biol, 2012,14(4) :375 -385

Lochab S, Pal P, Kapoor I, et al. E; ubiquitin ligase Fbw7 negatively

regulates granulocytic differentiation by targeting G — CSFR for degra-

dation[ J]. Biochim Biophys Acta, 2013,1833(12) : 2639 -2652
(#% 153 1)



BE2EBE T 2% 35

2018 4E8 H H47%H H8 M

e B

JULIR & A= R g 2 Ik (OR = 0. 85, 95% CI1.0. 83 ~
0.87), it—24r M1 K BAMTT 25 25 Y REFFAR 7 5 LI
BEA% £ KA (OR =0.88, 95% CI:0.84 ~
0.91) %% Il % 4= (OR =0.84, 95% CI:0.79 ~
0.88) K@M R AL (OR=0.85, 95% CI;
0.81~0.91)"", ABFFEREE T 75 WU & HF & g
It A5 [7) B 1P B 6 AR At T 7 £8 3 S P25 4, 8 L
A I e A I AE K B TE R R A S 6 BRA g i BR 4 1
EENERRZ 2 KR FHZAGH 1 FRIERRZ %,
ERAGIFE L (P <0.05), &illE4 . E W i
R 2 G N IR R Z 2 KT 24 2 4 )5 NJE
WRZ 2, 2R A G L (P <0.05), W] i
FE AR A YT 7 42 1 i B A [ B 4 7B LR A K
{HH BARAE FIOLENA f T3 — 20 05T

BT £ At 77 A A5 i BEL VT fE 2 985 3R i A 4y ot iR
[ 11 A5 8, AELAS BT 5 A A 00 AR 2 0 ) e L 22 38
AL BT FE AR A VT 2 7 M MRS
JSCHE T A0 ) LR 9 A o R i — 2B F 9. [ )
AT 5 WZE 10 22 I PR i R S 1 BT FE AR At 7T X
B LI B 52 e BTG AR A 7T 0 E LR AR A i Bt
W AR T [R]85 ik — 2B 0 k. A B W% T
B WUE A I e i A A T BT 4 A At 7T AR 0 - L
Jea AR Ak, T BT HE AR AL YT R I B GE R Lo E L
T 1) 52 ) SOBORAG 1 T i — 20 T R i B P 1 DR AT 5
T LB E

S % Uk

1 Vilos GA, Allaire C, Leyland N, et al. The management of uterine
leiomyomas[ J]. J Obstet Gynaecol Can, 2015,37(2) :157 178

2 Ciavattini A, Delli Carpini G, Clemente N, et al. Hypovitaminosis D
and "small burden" uterine fibroids: opportunity for a vitamin D sup-
plementation[ J]. Medicine, 2016,95(52) :e5698

3 Shen Q, Shu L, Zhu X, et al. The use of mifepristone in abortion as-

sociated with an increased risk of uterine leiomyomas[ J]. Medicine,

2017,96(17) : 6680
Liu C, Lu Q, Zhang Z, et al. Different dosages of mifepristone versus
enantone to treat uterine fibroids: a multicenter randomized controlled
trial[ J]. Medicine, 2017,96(7) :e6124
Borahay MA, Kilic GS, Boehning D, e al. Simvastatin potently in-
duces calcium — dependent apoptosis of human leiomyoma cells[ J]. J
Biol Chem, 2014 ,289(51) ;35075 - 35086
Borahay MA, Vincent K, Boehning D, et al. Novel effects of simvas-
tatin on uterine fibroid tumors: in vitro and patient — derived xenograft
mouse model study[J]. Am J Obstet Gynecol, 2015,213(2) :196
Borahay MA, Fang X, Kuo YF, et al. Statin use and uterine fibroid
risk in hyperlipidemia patients: a nested case — control study[ J]. Am
J Obstet Gynecol, 2016,215(6) :750
o IR R IR S 8 B IR A RS T IR 2 S v SN I AR e
Bijva e T (2016 ARE T i) [J]. o [ B4 B¢ AR, 2016, 31
(10) . 833 -853
Sant’Anna GD, Brum IS, Corleta HVE, et al. Ovarian steroid hor-
mones modulate the expression of progesterone receptors and histone
acetylation patterns in uterine leiomyoma cells[ J]. Gynecol Endocri-
nol, 2017,16:1 -5
Forrester JS, Libby P. The inflammation hypothesis and its potential
relevance to statin therapy[J]. Am J Cardiol, 2007,99(5) 732 -
738
Deedwania PC, Shepherd J, DeMicco DA, et al. Effect of high — dose
atorvastatin on the cardiovascular risk associated with individual com-
ponents of metabolic syndrome: a subanalysis of the Treating to New
Targets (TNT) study[J]. Diabetes Obes Metab, 2016,18(1) ;56 -
63
WA, BImEm, RSB T2 WTE IR bR ) B T F 5
BERELT]. WM PERLR 2244, 2016, 46(10) : 776 781
Greenaway JB, Virtanen C, Petrik J, et al. Ovarian tumour growth is
characterized by mevalonate pathway gene signature in an orthotopic,
syngeneic model of epithelial ovarian cancer[ J]. Oncotarget, 2016,7
(30) :47343 —47365
Feldt M, Bjarnadottir O, Borgquist S, et al. Statin — induced anti —
proliferative effects via cyclin D1 and p27 in a window — of — opportu-
nity breast cancer trial[ J]. J Transl Med, 2015,13(1) ;133
(ks H #1.2017 -09 - 18)
(fE[E H 5 :2017 11 —03)

(3% 190 1)

20 Schiano C, Casamassimi A, Rienzo M, et al. Involvement of mediator
complex in malignancy[ J]. Biochim Biophys Acta,2014,1845 (1) .
66 - 83

21 Li XB, Wu W, Tang X, et al. Regulation of SOXI10 stability via
ubiquitination — mediated degradation by FBXW7« modulates melano-
ma cell migration[ J]. Oncotarget, 2015,6(34) :36370 — 36382

22  Federica L, Roya BJ, Jonathan S, et al. Fbxw7 — associated drug re-
sistance is reversed by induction of terminal differentiation in murine
intestinal organoid culture[ J ]. Mol Ther Methods Clin Dev, 2016,
3.16024

23 Kitade S, Onoyama I, Kobayashi H, et al. FBXW7is involved in the

acquisition of the malignant phenotype in epithelial ovarian tumors

24

25

26

[J]. Cancer Sci, 2016, 107(10) ;1399 - 1405

Wu XZ, Wang KP, Song HJ, et al. MiR -27a -3p promotes esopha-

geal cancer cell proliferation via F — box and WD repeat domain — con-

taining 7 ( FBXW?7) suppression[ J]. Int J Clini Exp Med, 2015, 8

(9) :15556 - 15562

Yin XF, Shuai WU, Yang YQ, et al. ¢ — MYC - regulated miRNA —

92b inhibits expression of the E; ligase FBXW7 in colorectal cancer

[J]. Prog Biochem Biophys, 2016, 43(7) :673 - 683

Cao S, Wang Y, Li J, et al. Tumor — suppressive function of long

noncoding RNA MALATI in glioma cells by suppressing miR — 155

expression and activating FBXW7 function[ J]. Am J Cancer Res,

2016, 6(11) :2561 (W hs H#1.2017 -08 -26)
(&1 H #]:2017 —09 -23)

- 153 -



