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Fig. 1 Composition of fibrinolytic system
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Fig. 2 Two different conformation of PAI-1
E2 PAI-IMFAFARREMS

PAI-1 38 i H: RCL & 45410 ] 2H 2V RL 21 15 i i ik
Wi ¥ (tissue-type plasminogen activators, tPA) #l
PRV W OAF W B R UOWE ¥ (urokinase-type
plasminogen activators, uPA) {HPEM/ER . Hor,
PAI-1 55 tPA 22 [A] i PR3 5l 2851 4 Xof 4 455 1l 27 4
EARMARG (MR RS) WiRSEDE
F . PAL-1 % tPA A BIR T 1L % P i 25 1 tPA, T
X FNEF 4 85 45 A 09 tPA T PERAR Bl R AE T . K

1% (1 tPA M tPA-PAL & 5 T 9 U T8 A IfiL 3 rh
THBR. A, PAL-1 AT F IR R %45 & T30
1 (vitronectin, Vn) B, MIMZER HFE 1
AT DL, PAT-1 S 21 V5 il I U TG R 4 fe 2 AR 3
PEATR  E RPE] PAT-1 B3 PR EOR 46 A P mT
MR R, HTIRYT R A B e , an i
FebEBR &5 . LR MAFIE R . PAL-L ANUZ ML
MIE BRI fER R, S 5MENEZE.
RIS 2 DA I E A A

2 PAI-1IREEE

PAIL-1 {3 35 I 2 43 12 52 I IR AL I 5 a
(tumor necrosis factor- a, TNF-a) . [ /> & 1
(interleukin-1, IL-1). & . ZHEA . HBleAlK
[AFpB (transforming growth factor-B, TGF-B). £k
PRI T 4% (reactive oxygen species,
ROS) X ZEm (K3) .

ROS
MiR-146a

PPARY
pal-1 T

IL-1

TGF-B
TNF-a

Fig. 3 Factors that influence transcriptional regulation of
PAI-1
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2 37 X AY-206 bp Z2-194 bp 2 &) B IEAE e
(TCCCCCATGCCCT) L PAI-1 " A A% A -1
SR I 5 % )3 A% R0 PAL-1 5% 5% . 1 TGF-B1
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Fig. 4 PAI-1 and molecular oncology
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J% (WPAI-039), DIKZEIE ARFFHEM AT —
I IETEAR SIS 56 ol e ILELA — 2 B0 7 PAT-1 A9 T
P {0 PAI-039., TMS5275. TMS5441 Al
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4 5 . Cale %5 P iR 3H 1Y £ B 25 PAL-1 #1141 571
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CEDO066 K H: 23 bl W 15 6 - R A O 11 45 44 1L BR AT
g8 B A, FRATIRE LI 1 600 4~ K AR ;=4 12

I vy i 7 3 % O 12 15 1) PAT-1 4l 77— 4
TR (embelin, IC,, >N 1.62 umol/L) 7', EA5W) 5
RS B T4 S VR AL T 1
PAL-1 (Y25 R IEVE, (EHICEAN R (R
ok tPA) . MR TN S5 7L A%, Chen 4 B
BRI R ZEH AL A DI TF AR A ROE R 1
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LN A, IR B
PE. ERE SR AR RV E AR, (AR R
N _EZ BIRZ BRI, ke AR, R
A TT BRI PAT-1 17530 32 B 5230 2o A i 2
ik As P BT EHRE P PAT-1 BUAR AN [F] 2
57 PAI-1BEREAL . PAT-1 R 4 MR 52

TR AT AT ZH 3T 4 SR AE PAT-1 410551 550 14 75 16 A L
PLERRF ST 5 R 1T &80 TAE, JHHUS ke .
FES#AT PAL-1 5 tPA 555 uPA (1)K [CE A9 AR Sh
B o) A BERE F L BEXT uPA B ARG R A T
{3 8748, JF BT E Y uPA 1 2% I 98 AR IR
PATtrap ' | 3X 2 K2 PAT-1 #1575 PAT-1
G54 (S5EHBKME70.15 nmol/L) , TEFaE 1Y
K IG5 A Wy T BHIE PAT-1 %) 3% # uPA 4 4 41 48 1
(IC5=10 nmol/L) , i LAz il 7] HA 5 BB e
Xt 45 4 1 5 PAI-1 2 8L i) H Al Serpin & (1, 0
PAI-2, PN-1. antithrombin-3 Fl a,-antiplasmin ) 41
HIBE 159 (ICy, > 14 pmol/L) . Ky T FARZ L Ik
PAI-1 I ARG R, BRATRIHAEA
AEHAR, AT T2 AT KA 2 500 min fY
PAI-1 ## % PAItrap2 ' . 3 FlK 4k £ ik 2K PAIL-1
TR0 B A R A e TR AT J HAE AR s ) S 56
W Ept TEZE T A

9 PAI-1#IF 5 G iETT

R A= AT 0 AR AR | R
¥ere, E— N ZNRRE IR . BE X PAL-1 1Y
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Fere 5w Ar R BB R, UL
FIAHY PAT-1 AT REAZ 5 M8 AR Y, hi B
[ BJs 1E R 2L A B SRR R . A RORTAY
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PAI-1 #1450 7, PAI-039 X &7 £ Je% 41 ifd HeLa . 2T
YRR AN HT 1080 M40 i34 5 . 20 I 26 B AR ) 55
YR U AR D, HEAE L A T+
51 BB, IMD-4482 8 I\ b J& i o T4t PAL-1 5
uPAR-uPA & S W45 4, 18T uPAR i ERK 5
A, DT A HE A B S5 4 A% RN BE AR
FH 9, A DG g s R AT R AT v o o

BeAh, VEHFREISE S B A F 24 2 ety 7
F1%) SR 2 — . [ % 2 TR AR S 114410 1 75 X6
FLIMERAT — T, (AL L2 s i e 2k
R . Fang %5 57 A& 21 X Sre 10 351 7= A= HT 251 1)
FLIREE A ML 2 (SKBR-3/SI) PAI-1 /K0 & T
JEPUZ AR, 1 & AKCE SR SSME PAL-1 7]
ARG Sre 141 579]  (Saracatinib)  XF 1% 4 i Z& 114 14 5
FHIVERT . 28 PAL-1 /N6 71 PAL-039 Ab B 5
TZ A0 B Z X Src 59 A BT 24 1 I R . R e T
W, PAT-1 0 500 P A Ay LAt AT 96 2440 1) B B
25, WA M2, REPUMRERICR.

PAI-1 7 1A PN 8 7K - 23 I A AF 1% 7 35 T 7 328 447
. PAI-1 ) R E A YRR IR LR . DRI BE
M FNEF i Z [~ A BRI /&, PAL-1 B A/
FOFASEN A AR, HUE P 2R A AH DGR M A
T 23K VT 51 A0 ULER dE Ak e T L =
PAI-1 A9 5 %A B B R BLRRTE . IBAh, PAI-1
HA M AMENE SR . i A . 40T
6 UL S 38 58 4R . FEM I A= h, PAL-1
LA 2 o IR e A FEG A E T, TR A A 2 Z LR
PR —AEELE bR, SR R TS % UG
X &K PAL-1 {2 40 /i F ECM, 5 TME Hh 414y
(fnuPA. Vn45) FEAEM, 3 [F R g ik
JE R, PAL-1 A IA R E TR AT . A
JibRd 5 A% I EE A S . H AT T PAL-1 = 44501
S, ML . RS Y PAL-1 /N
W, (HIRATMME, BEE PAI-1AMHIFIAF & 14552
K, B PAL-1 I HHBLEE H AT FE.

Table 1 Inhibitors of PAI-1
R1 PAI-1L3MHI

HR ) IC, G 2 3k
IMD4482 T g - 2017 [44]
PAltrap2 E=P ~ 5 nmol/L 2017 [41]

PAltrap ES 10 nmol/L 2016 [42]
ﬁY
CDE-066 - I ] JK@( 10 nmol/L 2010 [36]
OH
OH
Gallic acid o 6.6 umol/L 2010 [36]
'OH
o
TMS5001 %m@/@ 28.6 pmol/L 2008 [48]
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e Ghit) ICy, GR EE BTN
$35225 260 pmol/L 2007 [49]
PAI-0749 O ) % ] 87 nmol/L 2007 [50]
ZK4044 /W o 644 nmol/L 2005 [51]
HJC/E\CHJ ° OZND/ \Qcoon
F40C. 0.
O -COOH
N\
PAI-039 2.7 umol/L 2004 [52]
N
©\NH SOy
Bis-ANS 570 nmol/L 2001 [53]
: NH o
NMe,HCI
o I
S
XR5118 D e\ 3.5 pmol/L 2001 [53]
HN. \ \
o
)N;Q\N/’
AR-H029953XX . ! I 25 umol/L 1998 [54]
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Abstract Cancer is a serious disease that endangers human health. Solid tumors are surrounded by extracellular
matrix, infiltrated immune cells, and the secretum of surrounding mesenchymal cells. The tumor
microenvironment plays a key role in tumorigenesis, tumor growth, and resistance to antineoplastic therapy.
Plasminogen activator inhibitor-1 (PAI-1) is an important regulatory factor in tumor microenvironment. PAI-1 not
only functions as a key constitution with tissue-type plasminogen activators (tPA) in regulating fibrinolytic
activity, but also participates in invasion, infiltration and migration of tumor. In this paper, the structure and
function of PAI-1 and its significance in tumor microenvironment in recent years are reviewed. It is considered
that PAI-1 may be an important target for anti-cancer therapy. At the same time, the latest research results of PAI-1
inhibitors in the field of anticancer were analyzed, and the potential application value of PAI-1 inhibitors was

demonstrated.
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