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1 E. B FHEEEEE (Yaobitong Capsules, YBT) XFiR#FIkIMAEIE MK (deep vein thrombosis, DVT) i
KEAFHU. F33E RAKRR I RIRFFIKG LB, RS S0P il B RS #1<F (oxygen-glucose deprivation,
OGD) 5 A ik iy iz 4l (human umbilical vein endothelial cells, HUVECs) #5i{# £ R ¥4 YBT MIfEH. KB T
B ER bk AU, SR A R S K. AR (hematoxylin-eosin, HE) Heto Al M AR BB AR s A6 04 1
AN, MIH LR F T (tissue factor, TF). N Z-1 (endothelin-1, ET-1). AWMk 4% 4> T-1 (soluble vascular cell
adhesion molecule-1, sVCAM-1). FH4HiE/r%-6 Cinterleukin-6, 1L-6). IL-1B. FlJEIASEE F-a (tumor necrosis factor-o, TNF-
o). BEAYIEALES (superoxide dismutase, SOD). 7§ [ (malondialdehyde, MDA). #4555 K F-1a Chypoxiainducible
factor-la, HIF-1o) %4847, PEE MM EBRdr,  DLAIIEE TR 75 Ji e o AN SR AR USSR £ Al i 5 i MR BE B s RT-
PCR il Bt MAHCHE R (fga. fgb. fgg. f2) ik, OGD #-F:M HUVEC A fEHifitkAlh, KA gRT-PCR. Western blotting
Ay 7RI TF. VCAM-1. ET-1. HIF-1o 1R IE KK F-xB (nuclear factor-kB, NF-«kB) p65 [BFER 5% 5 A0 15t
R TERR THREKEGIEA S, YBT BB RN ES KEWE, SekHIURIIRL (P<0.05), LAKTELIBTEE
MyEEFRS 18] Cactivated partial thromboplastin time, APTT) (P<<0.001), F#K&F4E® AR (fibrinogen, FIB). D-—%fk (D-
Dimer). £ 4E 8 A FEAR 4 (fibrinogen and fibrin degradation products, FDP). TF. ET-1. sVCAM-1. IL-6. IL-1f. TNF-qa.
MDA 1 HIF-10, 7K°F (P<<0.01. 0.001), 327 SOD &M (P<<0.05. 0.01). fEBEL MR, YBT A8is & & M met
S O R R SR M/MRECE (P<<0.001), FE RS MAHCEF %L (P<0.01. 0.001). £ OGD #5SFH)
HUVEC 458 rh, YBT %% T8 TF. VCAM-1. ET-1. HIF-Ia K mRNA %ik (P<0.05. 0.01. 0.001), T TF 5
HIF-1a FIE B %L (P<<0.05. 0.01. 0.001), 4] NF-xB p65 HIBEEAL A% IE(7 (P<<0.05. 0.01). £Z&if YBT Alfgifiid
8] HIF-10/NF-kB p65/TF {5 5% CFifl HIF-1a 3%, 40 NF-«B p65 B L A% A, #EM D> TR B HRIE), kbt
A-RAEHIE B, RAP I N B TRt mBbIRAs, A 2l DVT.
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Abstract: Objective To investigate the effect and mechanism of Yaobitong Capsules (JEiE X %E, YBT) on deep vein thrombosis
(DVT). Methods Multi-scale evaluation of the effect of YBT was conducted using a rat lower limb deep vein ligation model, a

zebrafish blood stasis model induced by phenylhydrazine, and an oxygen glucose deprivation (OGD)-induced human umbilical vein
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endothelial cell (HUVEC) injury model. In the rat lower limb deep vein ligation model, the ratio of thrombus weight to length and
hematoxylin-eosin (HE) staining were used to evaluate the pathological changes of thrombus. Six coagulation parameters, plasma
tissue factor (TF), endothelin-1 (ET-1), soluble vascular cell adhesion molecule-1 (sVCAM-1), interleukin-6 (IL-6), IL-1f, tumor
necrosis factor-a (TNF-a), superoxide dismutase (SOD), malondialdehyde (MDA), hypoxia inducible factor-1o (HIF-1a) and other
indicators were detected. In the zebrafish blood stasis model, the stasis of red blood cells and platelet aggregation were assessed via o-
dianisidine staining and confocal microscopy, respectively. qRT-PCR was employed to measure the expressions of coagulation-related
genes (fga, fgb, fgg, 2). In the OGD induced HUVEC cell injury model, qRT-PCR, Western blotting and immunofluorescence were
used to detect the expressions of TF, VCAM-1, ET-1, HIF-1a, as well as the phosphorylation and nuclear translocation of nuclear
factor-kB (NF-kB) p65. Results In the rat model of deep vein ligation of the lower limbs, YBT could reduce the ratio of thrombus
weight to length, improve histopathological changes (P < 0.05), prolong activated partial thromboplastin time (APTT) (P < 0.001),
reduce fibrinogen (FIB), D-dimer, fibrinogen and fibrin degradation products (FDP), TF, ET-1, sVCAM-1, IL-6, IL-1pB, TNF -0, MDA
and HIF-1a levels (P < 0.01, 0.001), and increase SOD activity (P < 0.05, 0.01). In the zebrafish blood stasis model, YBT could
significantly increase cardiac erythrocyte staining intensity and circulating platelet number (P < 0.001), and down-regulate the
expressions of coagulation related genes (P < 0.01, 0.001). In the OGD induced HUVEC cell injury model, YBT could down-regulate
the mRNA expressions of TF, VCAM-1, ET-1 and HIF-1o0. (P < 0.05, 0.01, 0.001), down-regulate the protein expressions of TF and
HIF-1a (P < 0.05, 0.01, 0.001), inhibit the phosphorylation and nuclear translocation of NF-kB p65 (P < 0.05, 0.01). Conclusion
YBT may effectively inhibit DVT by inhibiting HIF-10/NF-kB p65/TF axis (down-regulating HIF-1a expression, inhibiting NF-kB
p65 phosphorylation and nuclear translocation, thereby reducing TF overexpression), alleviating the hypoxia inflammation cascade,

protecting endothelial function, and improving hypercoagulability.

Key words: Yaobitong Capsules; deep vein thrombosis; coagulation; hypoxia; inflammation; HIF-10/NF-kB p65/TF axis

IRER KA (deep vein thrombosis, DVT)
A MLYBAE DR Tk A S 5 4k 5 5 S80I 5 Ok ) 7 B
PR, DAUR o W, o pikaks, SLAsR
MR, KRFRCHZE 10.3%, BRIREHE
BRIG 2 32%~68%, ANFEARMEAIME IFARE. —
B g, 5] KBS e 28 UL, ™ 5 )
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[y X % (Yaobitong Capsules, YBT) Hi=
L E L AR G4 E. BORTE. g,
MR, BAEMAE . FEXERIE 17
DA, W PR FH 167 s = BB U-S). Jrh =t
MRS B Z I8P EH, BFRERST N
FeAMITRE . F0d M MREEM . BSCS R (R
2R B VR BRI IV R B 2 3G 40 4 BB A L)
JUES D)3 ) i/ SR AR L BELBT B B py 1f 7 A
FARBEAREISRE, BTG AT R, o508 i
HOIRAS B4 B IR AG AN, ZE 80 R P HU) I fik 0
CIBGRURt Rl IR=gapg:::)iiob N wwS & il LAY P R oS

15, REPUMARRNI, fERGaEg, AR5
7~ H R L AR Rl B i A () XU v PR D2, i oK
W FLRIR Y 3,4- ¥R 30K B fe AT &5l
IRANY iR S 1 51 5 AR P DN T 2 5
MR F 5 284, 9 AR T 2G04 B
Fr & 2 a3 Ry TR R I 22 1 i N ARCER ST
flE e, B RO I R E DS, AT
7~y YBT T 2R M B & Puiae g 71, RH
1697 DVT 245 7 HIR ks . AR S E KR T
JRCRFR IR S FURBAY . Bt s 2R 5 N I i ik Y
JZ 40 f8 Chuman umbilical vein endothelial cells,
HUVEC) RN, RGVEN YBT KIMEM, JHR
FEEE S K F-1a Chypoxia inducible factor-1a,
HIF-10) /#% A -F-xB (nuclear factor-xB, NF-kB) p65/
HLRA T (tissue factor, TF) &5, fET Tk,
o PriEAl TR I ZE L, 9 YBT IR
RS M 697 DVT $ AL seig ks .
1 MR
11 RSz

HUVEC 4ifill (Jik5 20241024) g2 A4
VIR BR A Al it

B MR iE 2K G 48 h (48 h post-
fertilization, 48 hpf) 5T A R IR JIG AL /N 3 PR
an ZRIEAGR, 235 E e 2R R S A R A R AR
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VIR AR ARG, WEEE N 285 C.

SPF 2kt SD KB 56 K, #AJf & 180~220 g,
V) W L4 E R S A E ARG IR A A, A A&AIE
5 20250401A2az206190000191, SZIGENIVF vl IE S
SCXK () 2024-0001, Ti7%F SPF ¥¥ird, =i
22~26 C, FXHEE 40%~60%, KROFEMHIE,
B 4 Ko BhWSLe 7 RATL 5 RG24 TR
A TN Z D4 B 546 25 1 ikl (A5
2025032807).
1.2 a5

YBT (HzZ4#E7 720010045, #t5 250114) H
L RGZD I A IR A R34 RIS Git
5 BJ79224. BJ79453) 1 H 5[E Bayer AG AF;
FEkE (iS5 2024060701) T H B R A fr BHE
WmERAT; 4 AR (fibrinogen, FIB) Fjili
&, BRMEFRSE] (thrombin time, TT) A1)
B BEILESJFE S [E] (prothrombin time, PT) &l
. A4EE A=Y (fibrinogen and fibrin
degradation products, FDP) il & &L
B LTS BT ] Cactivated partial thromboplastin time,
APTT) # A7) &. D-—5%4k (D-Dimer) #illi
F & S BN 241201800 . 241001100 -
241209601, 240806300, 240808800, 241006300)
W RN G AR T B I A BR A ] HIF-1o
R R & . TF R A & G5 4 il
L514AD0362+ L521AD0358; ) i H A4 TAEY) TRERY
AR AE: A4S 2%-6 (interleukin-6, 1L-6) £
TR & MR IRSE F--a (tumor necrosis factor-
o, TNF-o) FRF& . IL-1p K7 & %
#-1 (endothelin-1, ET-1) FRF &, AlE MM
BB 2> T-1 (soluble vascular cell adhesion
molecule-1, sVCAM-1) Ml H & (55 5A8
20240705 . 20250519 . 20250220 . 20250528 .
20250605) ) H B 5 RCAE Y TARH FE T, N R4
Mg, fad- 1y (fetal bovine serum, FBS).
R AN 585 R/ E R IR (5231
A 41333, 41356 41183, 41245) I H 35 [H ScienCell
AT JoBE DMEM #5772 (b5 2821945) T H 3%
Gibco 77 ; 702 RNA $2EURF & . 72 & PCR
REEFEHREXANGE (5 H50H
AM90890A. AM90890A) e H H A Takara )+
RAF; EEAEAREE (superoxide dismutase,
SOD) #& MR 71 & 4 % (malondialdehyde, MDA )

For A & Ho 2 YL (3 & WY (Triton X-100) DAPI
et . BCA B AR LN e R5F) & . Western & IP
PR . HRP Aic Al 29T/ 1gG 9.
HRP Hric (L 2E iR 1gG P, BEMRE (LS4
N A089250305 . A221250326. 090222221101 -
113021110321 . 090419191224 . 110123231205 -
091120201020, 070921220315, A017A241127) i
BHERAEWHAA R A A ; NF-«B p65 Hiff . HIF-
lo #71) PX-478. NF-«xB #)I#l]51] PDTC. HIF-la
Pk, p-NF-xB p65 Hifk. TF $Hifk (L5 5N
316453, 780356+ 28990, 793641 621222, 854712)
6 H £ E MCE AF]; 8 A 5 M0 & S HE G
%5+ FastPure Cell/Tissue Total RNA Isolation Kit V2
A& HiScript III RT SuperMix for gPCR (+gDNA
wiper) 17| &« Tag Pro Universal SYBR qPCR Master
Mix R7l& 52508 7E0710D5 7E2172ES.
TE1311L4. 7E1891B5) I H R 5 v MERE AL M0 B i
A RA T E3 85973 (85 SSJ013) I P 5t —
RERAE VIR R A s ZRME N-2RIER R 3,3'-
TR . 3- LA ARG R R AR . BT ]
UG Ak (it 5 2 %~ E2305572 . 103274125 .
H2124132. K2507397. K2324099) 4y E Lk ]
VIR ER AT BREY (b5 XG3494272) 1
H 2 E 2R G R R R A F .
1.3 &

BY-R20 ZY il B 0otl (Jb ot PRI T 28
FRAFD; KIMR-IIAIMRE A4 (TLH R
FRAFD; R550 B! FUiEE ML, DOM-1001 B4k
A iR A dr BHECA BR A ) D5 C3100Vet A
w4 E BRI A GRYINE B ZE Y BE T o7 1%
BABRAT); BSM-220.4 B 1R (i sks
FRHEAIRAFD; Invitrogen Countess H sh4H it
A, 3111 BEIE CO, ¥i7748. Lighcycler 480 11
QuantStudio® 3 ML ERE PCR RG% (EH
Thermo Fisher Scientific /A 5] ); WCI-180T & =S
TR R B (dbnD) HIR AW ] Primo Vert 5 E
TAET (fEE ZEISS /A7 ); T100™ Thermal Cycler
PCR {¥. mini-protean tetra system KRG Gel
Doc™ XR+5EH 1% 5245 Trans-blot SD cell 221BR
-5 240 (32 Bio Rad A ) ); SpectraMax M2
ML hae R AL (3£E Molecular Devices A &]);
FV3000 YLD RME (HARBKRETHRA
£
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2 Rk

2.1 DVT KR

2.1.1 . SRS RRIERPEWFE 1S
BEML Rt HRZH . RF AR BB R IE
(1.063 mg/kg) HA YBT ik, #. &7lE (196.88.
393.75. 787.50 mg/kg, AN T 054 1. 2 %I
IR 2H, A 8 K. B2 ig HMNZ5) (10
mL/kg), XFHRAL. BFARAMBAIA ig ZAF0 A
PRERIKVEW, 1 IR/, EBERY 14d. BHE 12 R
I, FZRESCER VR C18), SR T R ER ik e A 5 L%
AL DVT KRB, BAREIEW . KBRS,
FEEEOICT, 438 R Rk sk, 22 B ER KN 7 4
L, FARGEH G4 A WL I AR . ]
FARUABAZEII, HREAE . STRRARHT

AT FARTI, AAEMTIBAE, 27— 22 Zefii%
FrAEg), JPEEE. FRIRG IR H I .

2.1.2 BT KRR EDE 5, FFIEFF
LERME REMIBFEA . MIKE L B IR
J&, FTHM APTT. PT. TT. D-Dimer. FIB Al
FDP.

2.1.3 FAKRE-FL (hematoxylin-eosin, HE) 4effy
MELH LGB, KRR MBS, 45
B AR R RS ER Ik, TR RS, SR E
MARERESKE, HT 4%% T H I EE 7.
AL . A EHE LY A JE, 4T HE Jefta,

B A TR R 98 0 40 B i B I B 4544 5 9 R
FEREME B EAS FAFAE, B A RIS 1 45
AT 500 2%

#*1 HE REIFS SRITE
Table 1 Standard of HE pathological scoring

PANIS A A T R P

PR

i B £ K 5 A B e B

0 IMfiEYy, JFiife

A B R A Fe R AL 0 44

MAFBEL YIRS, N EAESE, e8. O

1 (oA, A o AR < AR IR, A I ARE AR PR T P B A R A K R A RV (<<10%) 5 Ifl

R SR AR T

2 ARPAZEMEMAS, AR SR IR BRREIRNN, R SRR A A B IR (10%~50%) , PRI

25% B P R I A 2R T
R =25% H.<50% F 2B P R
3 IR IAZENE A, AR S
T >50% H.<90% 22 AR PN R I B 4 2

4 SEEMZEVEMRE, Miesgattde EERIE, KEICEMMyRBIER MRS ™ BN, HBLNERER.
1, IR N R R

MEEE (>90%)

B b BT LA R HE A7) A 2 2L

rh REIRA , AR R AR M SRS R N AR B (>50%) , I RE R S5

BTG 2L . A
Ayt
i, RBES 4 iR

2,14 IMFRAFAH S AT 4% IR Sl
Kk fR g R TE. ET-1. sVCAM-1. IL-6. IL-
1B+ TNF-a. SOD. MDA. HIF-1o 7K.

22 WE&HILW

2.2.1 YBTXBEE ARG ER LM 4 48 hpf )
Ho e E T 6 fLich, el 30 B, fFH % 3 A
F50, ARAMAN 4 mLE3 ¥953, YBT i
B FR IR R A 2R E (100 200, 400, 500
800+ 1000 ug/mL) 2§ . FEFE 24 h BHHTEE 257,
HALEEFR 480 5, MEHGHFAET Bk B I
FIIERG, THEIRRRSET- ., IR YBT fEBL S IR
FRERAESBEIRE, R 100, 200, 400 pg/mL
YBT 47 J5 82525

222 . HASRDE MBS 48
hpf [ BE L5 8 IR R EE AL 2 %t REZH | B 4H L faf =] [T
(40 pg/mL) A YBT K. . &#HIE (100,

200, 400 pg/mL) ZH. &5 AIMAMBZH), *t
MRA ALY NN E3 #5975, 28.5 CH¥E 36 h.

SRR I IE R 750020, 7E 84 hpf I, HEAILH

I 0.75 pmol/L ZRMHETR, &4 25 IIAAH R 24
Y1 0.75 pmol/L R AR, 28.5 CHEE 12 ho
2.2.3 qRT-PCR fuillAHRHEEFFRIL W& AR
JarEAS, F R & vt B B4R LR RNA 6 &
cDNA, #17 qRT-PCR 43#r. LA B-actin NN ZIk
Kl, KA 2725 RS RN R AR, 519
A 2.

224 MBI ALt R K ARG FE
A, PBS B, M 4%Z KHEE, 4 CHRELIRH.
PBST ¥k, MALECH &AM, WE 5~10
min, PBST i&E¥E, EARZEMEE N7 O F 20 4h i
Yot i, FIF Image J BEF4 AT O AL 40 a4 (4
TR

225 HLREMME EEEGHERE, AW
fif B3 G FRAEIGVE RS 3 i, ERFRIEEFIMA
B REE, B E 3~5Smin J5, KIRIGEBEILE
FER KT IR, IINARIE ST B IR, ARG
WG T LS o A5 Bt Fibl A ] J, i L SR A2 B A
BEHEAT BB DXL /MR I e A
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Table 2 Primer sequences

JEH g 5 (5°-3)

B Y#  F: TGGCCCATCCATCGTCCACAG
: CGCCATACAGAGCAGAAGCCA
TGGAAGGAAAACCTGAACCG
: TGAGGTCCAAGACTCCCGAA
: TTCAAGGCACAAGACACCTG
: TGGTCAGCTTTGTCCATGAG
CGCCTTACAAGGTCTTCTGC

: TCTTCGGTAGTCGTCCCAAC
GAAGAGCATTCTCGCTCAGG
: TCTTTGCACATTTGGTCCAG
TTGCTTTCCTTGGTCAGGCA

: ATCCAACACTTCGTGGGGTC
GCTTTAACTTTGCTGGCCCC

: TTTTCGTTGGGTGAGGGGAG
TGTCATGGGCTGTGAATCCC

: CTCAGGGTCAGCGTGGAATT
: TTTGGGTCAACACTCCCGAG
: CACGGTCTGTTGCCTTTGTG

: CTGCTTTGCCTGGACAACAC

: CCTGGTTGAGAAGCTCCCAG

B-actin
§2 PR
fea PET 1
fab B
feg B
HPRTI A
HIF-1a

N
VCAM-1 A
ET-1 A

N

TF

AOMARIDIRARIRRTIRTIRTIAIT AT ATA

2.3 YHRESCLE

2.3.1 Zifuki3F HUVEC 418 ECM K575,
37 °C. 5% COx 55 F-FAhEE 77 . Rrail K% 4T 90%,
HATHALE O, 28 103 I ELBIHEAT L4

232 HHRVE AR SFRRALIIN 100 pL 8573k
B 5% - FHIEIEAN (dimethyl sulfoxide, DMSO)
[RREFRIE, YBT 4Lin Nt 72 3008 1) R 51 o K
B (12.5. 25.0~ 50.0~ 100.0~ 200.0 pg/mL) 247
B3t 48h Ja, FEEE, BALIMA 100 pL & MTS
MRE IR, TEFRFETIEE 2 h, RABERCNE
490 nm A HIOGREE (4) 18, THE4HIE ).
2.3.3 S BERIZF Coxygen-glucose deprivation, OGD)
73 HUVEC 4Rttty 54525 xR
BRI 2 mL TCIfE ) ECM £5773, #eh 254
I 2mL % 25, 50, 100 pg/mLYBT 5§ 50 umol/L
PDTC &%, 25 pmol/L PX-478 T IfLiE ) ECM k5973,
TIER R FAE TR FE 24 he 6 IR ZH B 0 i B8 G I
¥ DMEM #5375, A58 40 5 46 4 JE WS G I35 1)
DMEM #5773, %45 24 20 56 o F TG R 0 L35 19
DMEM #5377 5L BC i 2548 . BRxtBRZH 4N, HR &4
N 5% COxv 1% O 37 CHIREFRAE /3 7 1E 9%
2. 3. 4h, WEEFEAR, RT 8RR .

2.3.4 qRT-PCR fuillAHCIERIRE 4R/
SR, BRGNS U B B AR LR RNA JF & K
cDNA, #17 qRT-PCR 734t LA HPRTI NN Sk

K, RH 2728t BRI RER. 519
FFHI R 2.
23.5 ROt ARl NFxB p65 & HFIRIE
HUVEC 4 A& A6 f5 e NEot 3 R A5 3R 10,
IEH R 240, BREIRES. 1% “2.3.37 BURNTTL
WPRE, FFERTFRIE, ¥ PBS YRR 3 K, A 4%
BB, =EEE 30min; ¥ PBS Bk 3 ¥, N
A 0.1% Triton-100, ZJIFE 15 min; ¥ PBS Pk
3K, A LEEIME T = iR ] 30 min; ¥ PBS ¥
B3, T 4CRETHE —Prd . % PBS Hk
3, MAFOEZHL, EERBLE 2h; ¥ PBS ¥k
¥ 31k, A DAPI, BOGHEE 10 min; # PBS ¥
B3R, ARG, TROGIL R E B
ISR
23.6 MRSZEORAEE WESHAM
FEA, SR FGR G 43 i B EURE A w10 i o 2 1 A%
T, KA BCA &AW EM w5 & Ul i 1547
EHER.
2.3.7 Western blotting fll#H ¢ 8 FIRIA WK AR
FREAFFHREUE 1, KM BCA WK EEN & k7
SV P TE A E. I 6 X E A _EAEZ M,
REYWE G, &S min fiEAEN. EAERE
T T B R IR AN - TR N IR IR B FEUK, #5% PVDF
JEE, O 3% 5 A E A T EIEEF 2h, MA—
i, T 4 CHEK. TBST ¥elk/a, A3,
FEWMFE 2 h, BRI ECL BT,
K H Image Lab 5.2.1 #A43#r 2517 2K AR
2.4 GitFESH

HHELAX £5 587, KM GraphPad Prism 8.2.1
G A, BRI R TT 2 28 (One-way ANOVA)
K96 86 & Dunnett 22 5 b A AR 7 V5047 HE 4t
.
3 %R
3.1 YBT %I DVT KRR T f= 2Rk a2 2 B A2 I
BRI 2

WK 1-A. C fion, FREEIKEIL 3 d 5, 1
B R BRI MAR T RO 3E, PR AT LB R As:,
ke BE R HER M, EARA O, mERESK
LAl B TS (P<<0.001); YBT &7 & 45 Bon
R R R B K S LA UM AR T B 5

WK 1-B. D fian, BRI K G s ] AL
Lt e 5 A E eIy, EIRA IR
BRANGE, /N [E] AT ILET 4 25 X Y 78 7 K R 2 4
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A xof BFAR HR A YBT 196.88 mg-kg™! YBT 393.75 mg-kg™! YBT 787.50 mg-kg!  FURIVHE
aagT o Sy Ry 2ew da P
Sy B S @ s s -
P w— N & ‘ez
i = A Vom: @ Al e
g ey = WD > 2 R
~lan > RS Y (oo i - 7 g
S |, ~an - & G- A—

B X I BFEAR LAY b 3

YBT 196.88 mg-kg™! YBT 393.75 mg-kg™' YBT 787.50 mg-kg™!

&

200 -

150

HH

100 T

NEEEk CE Az
5K/ (mg-em™)
2
1

SR TR B 196.88  393.75 787.50 FM&VHHE
YBT/(mgkg™)

A-RBUF sk

Frifke) SMUL B-RBURIER K (Fifke) HE el B R OREgoRE A X 100), BEFIER

w]

it

TG TR BF 196.88 39375 787.50 FKIDHE
YBT/(mg'kg™")

SIARTERE, BEO=MAE

Wik AR s A A AR RS, RO = AR T H s SRR ff MR IR AR E . C- Rk (& A B 5K A, D- KRSk (i
) FREVES: SETFRESHRALE: #P<0.01 #P<0.001; SEAALLHK: "P<0.05 "P<0.01 ™P<0.001, FEI[HE,

A-appearance of inferior vena cava (with thrombus) of rats; B-representative HE-stained image of inferior vena cava (with thrombus) of rats (magnified view
is x 100), black arrows indicate thrombus extent, black triangles indicate degree of endothelial cell detachment, gray triangles indicate degree of adventitial
degeneration with inflammatory cell infiltration; C-weight-to-length ratio of inferior vena cava (with thrombus); D-pathological score of inferior vena cava
(with thrombus) of rats; P <0.01  #*#P < 0.001 vs sham or control group; “P < 0.05

1 YBT X DVT KRER TIrERk MR ENMEREN TN (X+s,n=8)

“P<0.01 *P<0.001 vs model group, same as below figures.

Fig.1 Effect of YBT on inferior vena cava thrombosis and vascular pathological changes in DVT rats model (X £ s, n=8)

MARFEEE N E L, N R Al Ve ™ 8, B H AR
FEAR M I R . T4 YBT T, &
WIRBEA AR GE, HheilEHE R E
X (P<<0.05).
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WK 2 fiw, SEFARAE, HBAH KR M
I APTT &35 F&K (P<<0.001), FIB. FDP % D-
Dimer )5 ZT+5 (P<0.001); SR L, YBT

BREHRRIMLER APTT WEETE (P<
0.001), FIB.FDP F1 D-Dimer & K (P<<0.001).
KWPTGTHELS T YBT REA RGE T RsERkEs LT
UK BRI D) BE ) S FOIRES
3.3 YBT ¥ DVT KRB MR ARK A KIEK
RS K EFRFRIE M

WK 3-A~C i, SEFARAELE, BAA
KRIMFEH TF. ET-1 K& sVCAM-1 /KFEET &
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as Fig. 3.
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Fig.2 Effect of YBT on coagulation function in DVT rats model (X + s, n=38)
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Fig. 3 Effect of YBT on levels of plasma endothelial injury (A—C), inflammatory (D—F) and hypoxia (G—I)-related factors
in DVT rats model (X +s,n=238)
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B YBT X T Jis i ik 42 L 850 000 K B SRE I S B A
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B, BRAKR IS SOD Gtk B ERMK (P<
0.001), MDA Fll HIF-1a 7K1 &2 Ft 15 (P<<0.001);
A, YBT #5584 SOD i tE R &7 &
(P<<0.05. 0.01), MDA Al HIF-la 7K % F#1K
(P<<0.01. 0.001), #&/R YBT nl A 23 T I ik
SEFHL T UK R A B S A A
3.4 YBT X5 &R H 14 HF N

T BRI LR B RTBE 1 IR K R
£ 48 hpf 45 T B 5 IR e AN R B Bk FE I YBT
25, ALEE 48 h JE SR TIEUR B B TR IR R 2L
H. & 4 frx, 500~1000 pg/mL ] YBT V<
SEMRRRIFE TR B E N (P<0.001), P&
100~ 200~ 400 pg/mL 3 1~ YBT 45 24 53 ik AT
3.5 YBT R#pE D & MHFEE /MR G IR FH 305
ER I EF R FRIA
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4 YBT MRD@ERBMEEME (X+s,n=3)
Fig. 4 Effect of YBT on toxicity of zebrafish embryos
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H (P<<0.001); SRS, YBT &FEAHAM Y
mEIE T feaw fgb fgg M f2 I mRNA FiL/KF- i
FHFFE (P<<0.01. 0.001), $&7~ YBT @it T %M
PR RIE, WK S 3 S ERRES
3.6 YBT %t HUVEC A& B0

N 25 P 5 6 HUVEC 4 i = 2E #5 1
YERH, RH MTS ERIASF T ERE YBT AR
HUVEC 41 48 h J5 (M40 HE3E 71, il 6 Frow, 200
ug/mLYBT & 4 iE /1 (P<0.01), [Kithik
BX 25, 50, 100 pg/mL 3 /NA 20 ik kAT I 4
S
3.7 YBT #ll#] OGD i# S8 HUVEC 4Hia TF HY
FiK

wE 7 fian, SXTEALE, OGD 4 h J5
HUVEC 41/l TF [¥) mRNA F12& (1 E£ kK8 E T+
B (P<0.001); SHRIALE:, YBT &% 7&4 TF
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0.01), 5 HIF-1a #MI5 PX-478 F1 NF-xB #1171
PDTC I1EH—8. B YBT BEFERE AR /KT
A &AM H OGD T 1 TF i ERIL .
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%, OGD 3 h Jg HUVEC 4l p-p65/p65 1t . & TF
B (P<0.01); SHEAIALLLE:, YBT F. &iflEd
p-p65/p65 1H % E F#K (P<<0.05), FW YBT fEf%
A K ANH] NF-xB p65 15 531l s HIH Ak o
3.9 YBT #li#l OGD #5587 HUVEC ZHffish NF-
KB p65 1z i

I RO R SR R, 5X IR A,
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A-representative image of erythrocyte staining in embryonic heart (x 50); B-quantitative analysis of erythrocyte staining intensity in embryonic heart; C-

representative image of circulating platelets (x 100); D-statistical plot of circulating platelet counts; E-expressions of key coagulation cascade genes.

E 5 YBT{RHHD & MFER M/ MRIEIAHAIFIERMETFHRE (X+5s,n=20)

Fig. 5 YBT promotes platelet circulation and suppresses expressions of coagulation factors in zebrafish blood stasis model
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Fig. 6 Effect of YBT on viability of HUVEC cells WE 10 Friox, S55ti@4itbs, OGD 2 h J&
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Fig. 9 YBT inhibits NF-kB p65 nuclear translocation in OGD-induced HUVEC cells (X £ s, n =3)
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