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Abstract: Objective To explore the regulatory effect of Biqi Capsule (B4 #) on key targets of theumatoid arthritis by G protein
coupled receptor (GPCR) and enzyme activity assay. Methods The receptors cyclooxygenase-2 (COX-2), nitric oxide synthase
(NOS), nuclear factor-kB (NF-xB) and C-C chemokine receptor type 4 (CCR4) related to the inhibition of synovial inflammation,
vascular endothelial growth factor receptor 2 (VEGFR2/KDR) associated with the inhibition of pannus formation, matrix
metalloproteinase-3 (MMP-3) related to the inhibition of matrix degradation, thrombin, cGMP-inhibited 3’,5"-cyclic phosphodiesterase
(PDE3A), alpha-1A adrenergic receptor (ADRA1A) related to blood circulation were selected as research vectors. Intracellular calcium
fluorescence detection and enzyme inhibitor detection techniques were used to evaluate the antagonistic effect of 19 main monomer
components in Biqi Capsule on receptor and the inhibitory activity on enzyme. Results Among the 19 compounds, strychnine,
lobetyolin, pachymic acid, danshensu, tanshinone IIA, salvianolic acid B, rosmarinic acid, ginsenoside Rb1, ferulic acid, ligustilide,
and achyranthes saponin D significantly inhibited COX-2 activity; Brucine, strychnine, lobetyolin, atractylenolide III, pachymic acid,
danshensu, tanshinone I, salvianolic acid B, rosmarinic acid, notoginsenoside Ri, ginsenoside Rgi, ginsenoside Rbi, ligustilide,
ecdysterone and liquiritin could significantly inhibit NOS activity; Danshensu, rosmarinic acid and salvianolic acid B had good
antagonistic effects on NF-kB; Ligustilide, achyranthes saponin IV and glycyrrhetinic acid could antagonize CCR4; Pachymic acid,
achyranthes saponin 1V, salvianolic acid B, ligustilide and glycyrrhetinic acid could inhibit VEGFR2/KDR; Lobetyolin, danshensu,
salvianolic acid B, rosmarinic acid and ligustilide could inhibit MMP-3 activity; Danshensu, tanshinone IIa and ferulic acid could
inhibit the activity of thrombin; Rosmarinic acid, salvianolic acid B, ligustilide and liquiritin could inhibit PDE3A activity; Brucine,
strychnine, ligustilide, achyranthes saponin IV and glycyrrhetinic acid could antagonize ADRA1A. Conclusion Biqi Capsule may
exert anti-inflammatory, analgesic, blood activating, inhibiting pannus formation, and matrix degradation effects by interfering with
key targets of COX-2, NOS, NF-kB, CCR4, VEGFR2/KDR, MMP-3, thrombin, PDE3A, ADRA1A, and thus play a role in treatment
of rheumatoid arthritis. Its pharmacodynamic material basis may be brucine, strychnine, lobetyolin, atractylenolide III, pachymic acid,
danshensu, rosmarinic acid, ferulic acid, tanshinone Ila, salvianolic acid B, notoginsenoside Ri, ginsenoside Rgi, ginsenoside Rbi,
ligustilide, ecdysterone, achyranthes saponin D, glycyrrhetinic acid and liquiritin.
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19 AN B RAR LA X 9 AN s A I
1 #R
1.1 AR5

QUANTI-Blue™ il 7] (£S5 QBS-4222). [N
&y (it 2157170 M H % E InvivoGen AR ; 4]
H i R s & (S 0000424721) T 3E
Promega A#]; G418 (5 2121442) WHEE
Gibco A EIEMEE (5 S142105) HH
Selleckchem /A #]; Fluo-4 Direct ik & (fit 5
2325989). HBSS (fit'5 2193007). HEPES (it5
2192573) 3 E Invitrogen A N EEMLEF (it
5 F1900752 ) . BIOPHEN CS-11(38) ( it 5
F2000197) 3 Hf HYPHEN BioMed /A 7]; KDR ({lt
5 07CBS-0540) Iy H Carna A 7] ; Peptide FAM-P22
GL ({lt5 P180116-MJ112393) 4 H Biochem A 7 ;
T EAEE (bovine serum albumin, BSA, #it5
WXBDS820V4). FlfiHiEE (Ht5 141396-28-3). &
iR E (L5 WXBDISS3V ). WB4101 (it 5
117H46492). =B (adenosine triphosphate,
ATP, #t5 987-65-5). —HE T (dimethyl
sulfoxide, DMSO, fit*5 474382). EDTA (#it'5 60-
00-4) 1 H 3 [H Sigma /A 7] ; FLIPR® Calcium 4 assay
kit (#it5 3233461). IMAP FP IPP Explorer Kit (it
5 MDI167386) . 2 % 0 3 AR c 1 3 IR i
( cyclic adenosine monophosphate , cAMP, #t =

2873747) W H Molecular Devices 23 @) ; PDE3A (it
5 110802HEGE) Iy 4 BPS /A 7]; Dipyridamole (it
5 15979) MH%EE MCE AF); A TARC/CCL17
(k5 M2106001) T4 H Genscrip A #]; C-021 (it
5 2A/249015) T H Tocris /A 7]; OptiPlate TM-384
o FL B (Hit 5 8240-18341) W H %
PerkinElmer 2 7] ; COX-2 #7716 (fiL5
041421210419 H FilgE = RAEMEARA IR A 6] ;
NOS il FIA AT & (L5 7G26K02080) W H
BioVision A #]; MMP-3 fIFKIR7 & (Hs
GR3381906-1) 4 H JE[E Abcam A#]; 19 A HALL
HUEENE 1.
1.2 4R

HEK-Dual™ TNF-a Ziiff. f&@E K15 CCR4 52
P[] HEK293 41 [ it 24 B R80T 2491 A PR
AT FasERIE ADRAIA 324K/ CHO-K1 4
H L EB LA RERA A
1.3 {435

FlexStation 3 ! 2 I REfEFR1X (3£ [E Molecular
Devices 2] ); TC20 H4E T+ (32 [E Bio-Rad
AT]); CKX41SF BB E B s (HZA Olympus A
A]); Echo550 AU AN FHR b R G (S
Labcyte A ] ); EZ Reader 11 4 S AS M43/ 12
Z4t (3 Perkin Elmer A 7] ); Allegra™ 25R %Y g
BHL (GEE Beckman A ] ); 3111 B CO, B5 7746 (3£
Thermo A ] ).

®1 VPEFUEMIER

Table 1 Information of 19 monomer compounds

F5 &Y e L= i H KR
1 ER T F ] il 24 AR E T AR 110706-200505 95.90% LT
2 +17 F ) il 24 A i A B 110705-200306 97.00% R F
3 WS RAT RS 2 R AR R A TR A MUST-21061005 99.57% 5
4 HA P EE 111 RS 2 B R AR R A R A MUST-20110611 99.97% SN
5 IRZTR RS 2 TR AR R A TR A MUST-18072910 98.31% RE
6 5% RS 2 B AR R A R A F] MUST-18060920 98.38% P&

7 FFS0H 1A R 2 R AR R A TR A MUST-17101811 99.33% &

8 FHEA R B RS 2 B AR R A R A ] MUST-21030110 98.60% A

9 RIEF IR R 2 TR AR R A TR A MUST-18053110 99.02% &
10 = =0 RS 2 B AR R A R A MUST-21011910 98.12% =
11 ANZBF Rg R 2 R AR R A TR A MUST-20110810 99.16% =
12 ANSEBH Rb RS 2 B AR R A R A 110704-201827 91.20% =
13 Rl R R LR AR A R A L03A9D57744 >98% =3
14 N RS 2 R AR R A R A MUST-21090104 =98% N5
15 Wt R7 45 T AR 2 TR AR R A TR A MUST-21060110 99.12% g
16 FREEED IR A R A R A A S04GB159770 =949, NS
17 VR PR W LR AR A R A T13J11X107944 =98% oy
18 R/ RS 2 R AR R A R A MUST-21030707 99.10% HE
19 EESE AR 2 TR AR R A TR A H] MUST-21052114 99.16% o
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2 7k
2.1 HIFE AR K FEHE B = HI I SE 38
2.1.1 COX-2 #filyE ML BOE AR AL,
F DMSO ¥tk &WBLHI AR 0.2+ 2 mmol/L ik
FE VAT (2K )9 10 100 pmol/L). Ll ZEsk
A ABAPERTIE, LA 100 pmol/L [RAR IR IE (&K
% 5 umol/L), 7E DMSO i 5 5 &S FE R R 8 A~
Mo TG G U B BT B A, TP EREARE )
2

1 2 = (RFU100%misenm — RFU e )/(RFU 100% 5 10—
RFU spim)
2.1.2 NOS #MfiliEMEsLE  BUEEAFNFES, H2E
MBCEAL A PIEC ) R 404 400 pmol/L (IR EE A 10,
100 umol/L ) , BL = ¥ X & 4 Mt
(diphenyleneiodonium chloride, DPI) ABHMEXTHE,
L 200 pmol/L FEBUAIRE (LK 50 pmol/L), H
RPN S RSB EERRE 8 N IR & Ui
T ATEAE, THE ] %,
2.1.3 NF-«B #i#isese ¥ 10 uL Z9KREEN 10,
100 pmol/L [IFFIFERIMAE] 96 fLiR, SHEHA
AR FE TR T--o (tumor necrosis factor-a, TNF-a)
B RN 1000 ng/mL, 3 586, 3£ 9 AR
BEIREE, BAMEXTIESL (NC) FIBHMEXTIRFL (PC)
FLIIA 10 pL £537 5 (DMSO &ARFR 0 H0M 0.5%)
SRJE IR 5 X104 AN/FLF 80 pL HEK-Dual™ TNF-o,
S f PP T SRR 1) 96 FLARH, 37 C.
5% COr BEFRFA L H 2h J5, PC AAFLIIA 10 uL
BraRks, HARMARFLIMA 10 puL 200 ng/mL 1) TNF-
o (AR 20ng/mL), B0 JE7E 37 C. 5% CO;,
R FRFEILE 24 he SLEL 20 pL 400 B3, A
&4 180 uL QUANTI-Blue™ iR 526 H h, 37 C
8 1h )5, HZIREEEAR{X SpectraMax M2e failll
650 nm FIWEEE (4) fH. #% 18 Celltiter-Glo 1] 5
TR, WEROES (RLUD H 2 DhREREFR X
synergy2 f: il .

AN FNEYE = (4 wan—ANc)/(Apc—ANC)

IS =RLU wen/RLUpc
2.14 CCR4 ffipiskiy FUERIE CCR4 ZAH
HEK293 41 (DMEM++10%/li2F1f1Li%« 300 pg/mL
G418, 2 pg/mL BS), PL 1X1084y/mL 7T £ %
AR 384 FLIR, 5% CO» 37 CHEFRFEIF

(1) 80%F R FE (80% effective concentration,

ECsgo) Aarill: 25 Br4uMati b5 729, Sl 20 uL
Kl 22 (20 mmol/L HEPES. 1XHBSS. 0.5%
BSA), FNIA 20 pL Fluo-4 #:illi7), 37 CHEHE
50 min, iR E 10 min. ¥ 5057 A TARC/CCL17
FARGI G 3 A5 FRRERR 10 /NIREEH 5642 2] ECso
B AR, 5L 30 uL (RRIGIRE RN 1
umol/L) . B &S, M-SR HH 10 uL 3
FIEIGHMIAR A, E T ECsos

(2) WEYIEPUSERN: & 19 MUEDH
DMSO Fif N 2 mmol/L ¥ (IRE N 10 100
mmol/L), KiBHEFE LR C-021 BE4T 3 M5H R 10
MR GEIEZME 50 mmol/L), [ Echo 43 %%
# 900 nL #| CCR4 &Y, BLIMA 30 mL £
MGz EBRAAR P82, AL 20 mL
R 22, ARJGFEIIN 20 mL Fluo-4 A&7 .
F FLIPR #%% 10 mL b &9 2 4ot +, 37 CHig
H 50min, FEiR#FE 10 min. BCH| CCR4 1) ECgo I
JIMNE] ECso #H, HFFL 30 mL. M ECgo B 5#
10 mL Ak &R0t -, 528k, THE S S
il

] % =100—(RLU—LC)/(DMSO—LC)
RLU JAEXT 4 ff, 1 & Maximum allowed [¥]J32{E; DMSO
4 DMSO 158015 5 PHIME; LC s Pl sk i Aot
gl
2.2 HH I E SR AR S BE e HH SEae

¥ FAM A2 IR 2 IEFT ATP I 1 530
2P [ (50 mmol/L HEPES. pH 7.5. 0.001 5%%
A ) H BERE-35 (Brij-35) 1, oK 2.5 15 JEMDVE T -
F DMSO Bl 19 MR &Ysi, HElEgE
TRRRRERR 5 R R B (2R B2 104 100 pmol/L)
IH VA ) 70 2 T 98 B 2 e e A AR FE 9 1 pmol/L,
3 fEFERE, 10 AN A B S pl 1 5 F5BEBHPEXT
BB R ARFINRE S 2 384 FLIR B, 2 X HEZH AN S pL
DMSO. JIA 10 uL 2.5 fE B, I a1
NG A5G, =0 TS 10 min. A
AN 10 pL 2.5 5, 28 CHEE 60 min J5 A
35 pL A IETR L SN o RS AR B Ak R 4
P, TREAE
2.3 HDHIES R P4 AR AR SR B s HID I SRR

BGE B A5 URE &, H DMSO Kb & it bl i —
SEWRFERIBER, FH CBERBER] 1. 10 mmol/L Ak
JEEHITATR (AU E Y 104 100 pmol/L). LA NNGH A
FREXTIE, LA 1300 pmol/L HIRIAIRE (LK 13
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umol/L), £ DMSO 1 10 {5 & 4L 5f FEFiFE 8 /N .
EdiGRTwll LA TE L (B
2.4 SEMAERMEXEESHIHI KL
241 BEIESADEEESLIE DA 0 il B A BH
X, DL 2 mmol/L RIS U6 VA FE (249K B 200 pmol/L),
£ DMSO 1 5 LB FEMRE 8 AN ri, #5756 pL
2| 96 FLI AR s FrIRE i 52 6 uL B B
G EE N 10, 100 pmol/L, %5 1% I £L &
100% S P R FLEEFLINN 6 uL DMSO. At il &
0.05 mol/L Tris buffer. 0.3 mol/L NaCl. pH 7.8 {J2%
MR 100%BEEE PEXT BEFL . FH A X IR ZH Jo A i 4 2%
O 42 uL, 2 AXTRRZIAN 48 L. FHZ2f ik it
I (Flla) kA TAEWEE 3 NIH/mL (24K 0.3
NIH/mL), 100%0 &P HEFL . BHAAE TR ZH S
HEIMA 6uL, 37 CHE Smin. AR IEY)
PN TAEFURIRIE 2.5 mg/mL (AJREIRE 0.25
mg/mL), HEHZMA 6uL, 37 CH#E Smin, 7£
405 nm FI A H, THEHH]ZE.
2.4.2 PDE3A iy S 5 5 MEZHK (10
mmol/L Tris-HCI. pH 7.2, 10 mmol/L MgCl>. 0.05%
NaNs. 0.01%Z LALEE-20. 1 mmol/LDTT); W&
1B (5 fi% IMAP progressive binding A ¥R 5 fi%
IMAP progressive binding B ¥« IMAP progressive
binding bead). FHEAHI 77 it v = e K45 25
0.1 pmol/L, 3 fEBAEERMIEE, It 10 MR, 1F
MAA 2L 25 EZ R 101 100 pmol/L.

BAEYH DMSO fE Echo384 LR F#iRe
T T BRI EE, 1] Echo550 1X#$ M Echo384 fL
3% 200 nL £ 5L E 384 AR, BIPEXTER Ol
2H ) FIPH PN IR CA g2 $%:4 200 nL 1) 100%
DMSO. ¥ PDE3A Sl 1 &% MM, B
BIREN 0.075 pg/mL [ 2 f5EFA TR . ¥ FAM Frid
1) cGMP JIIN 1 f5 SRR, TR 2 f5 i
o 17 384 FLI SRR FLA I 10 uL [ 2 £ B
ST TEEHERHEFL, 10 ul B 1 4% SN il B
B, 1000 /min &0 1 min, = FFE 15
min, FEFLFIIA 10 uL (1) 2 5403 1000 r/min
B0 1 min, EIE M 30 min, FEFLHAIA 60 uL )
SN 2R 1R RS, FE IR R RRIR 600 r/min IR 8
I E 60 mn. AR E, SHKE
Exas0/Emsis(s), Emsss(p), THEHNHIZ.
2.43 ADRAIA ZARFEPUEMESLE  UE BIRER
1 WB4101 AFHEEEML &R BR S S &4,

IR FE N 4 pmol/L, 4 ke, 10 ANKREE .
19 MEAYIFH DMSO Bifil], il sE oy 10,
100 pmol/L, DMSO R 3 HI AR EIT 0.2%. F5E
#i5 ADRAIA 34K CHO-K1 40 LA 1.5X 1044/
FLEM B 384 AL, I REEFRIE I 20 pL 4Lk,
N 10 pL BC & PR S s UE fEEE TR A i E
1h, P P46 15min. AN, Kauut. FH
PEBSIFIAR BN FLIPR N8 EALE, B4 H 3N
A 12.5 uL (1) 5 X ECso WL IBAYESENF], 18174
FURHIFRFE, AR SRR (3] 24 120s, (E25 21
I EH 30K 12.5 uL BHPEBShFINN 240 N . LA
1~20 s KPP BO GBI MR L, 21~120 s 1
B3 R 9 G TR P L VAR 25 ik 4 A B A AE R 5 ' i B A
(ARFU).,

B 28 = (ARFU gom— ARFU 4 2)/(ARFUECI00 s —
ARFU )

1% =1—(ARFU won—ARFU 42)/(ARFUECs0 mann—
ARFU #5)
25 ZitESH

{ ] GraphPad Prism 5 #1741t 704, LAX LS
R, ¥ H “log(inhibitor) vs. response-variable slope”
LA BT, T BB R P B A Chalf
inhibitory concentration, ICso) fH. % 2H Al LK H
BRI Z 58T (One-way ANOVA) .
3 %R
3.1 HIHIBRERTEE R AKINER
3.1.1 COX-2 sLIRss S dit ZIREES ), 15
I BH P A1) ) ZE R AT COX-2 1)) e it 25 C
1), 553 ICs 8N 10.73 nmol/L. 19 MELAY)
Xf COX-2 PNHE TSI 45 R W 2. Fgs SR nl A,
HUPEX AR, PSR, kAR, FHREK B
E 10+ 100 pmol/L X iZ B 215 80% LA |, ¥H
BEMHEIETE (P<0.001); BEANBESLE 10, 100
umol/L X i% B th A5 5 & & M &I/ F (P<<0.05.
0.001), H#A—EMWREAKM: NAS21H R, BT
BERAE 100 umol/L IR X iZ B HI R I LE 70%LL
F, P Uas 5ESHRETE 100 pmol/L ¥R E X} 1%
BN R IIE 5S0%LA E, 56 BEMENEHE (P<
0.001); 7. PRER. FBEH D 1E 10. 100
umol/L X iZ B HAE 30%, HALHA BEEER
(P<<0.01. 0.001).
3.1.2 NOS SZIGZER Wit ZIREMES Y, 153
FH #0557 DPT X NOS [l R ik (| 1), 3L
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COX-2 NOS NF-«B
100 1001 150, - . 150
C 80 801 100 100 S
= B
7@ 60 601 o
= 20 50 50 &
S 40 1 %
20 20 0 0 &
0 ’ ’ 0 -50 -50
-2 -1 1 2 3 4 -2 0 2 4 6 2 -1 0 1 2 3 4
1gC 1gC 1gC
100- CCR4 . 100- N 120+ PDE3A
80+ _
80 90.
o\\° 60 1 60+
* 40 40- 601
=
£ 201 20
304 x
04 04
-20 v v -20 r 0 » ; i
0 1 2 3 4 5 0 1 2 3 4 5 6 3 =2 -1 0 1 3
1gC 1gC 1gC
120 - ADRAIA 120 - VEGFR2 100 - MMP-3
100 _
00 100 504
< 80 - 80 -
5 604 60- 604
{E 40 40 40 4
-
20 1 201 20
0-® 0
20 : —_— 20 ' — . . : 0 T T T 1
-2 -1 0 1 2 3 4 -2 -1 0 1 2 3 4 8 6 -4 -2 0 2
1gC 1gC lgC
E 1 FAMEEYEMERZ (n=2)
Fig. 1 Activity curves of positive compounds (n =2)
120+
1 T Hkk I 5 pmol L
00 10 pmol-L™!

B 100 pmol-L™!

80
RS
M 60
E
404

20
O-

_20 T T T T T T T T T T T T T T T T T T T T
e B L & E & W & S A £ 5 5 & &£ EBE /2 ¢ ¥
oL B X om ¥ N W g Eom 2OF R K @ @ o® X @
H#H¥ & H O = R ¥ § E m ¥ E E O£ B ¥ OE F
B @ ROz %JE;:_\J‘N?L ®OR & X @

S o8 K i
< <
MR R P<0.05 *P<0.01 **P<0.001, FEIH
*P<0.05 *P<0.01 ™ P<0.001 vs negative control group, same as below figures
&2 19 MLEYIx coX-2 iEIEN n=2)
Fig. 2 Inhibitory activity of 19 compounds against COX-2 (n = 2)

ICs0 4 22.68 nmol/L. 19 MG W4T NOS )i 14
SERLE 3. Mg R, SRR, ok
LR FHBER B 7£ 102 100 umol/L X} NOS ¥
BEMHIEE (P<0.001), H. 100 umol/L ¥ & 11
21K 100%LA b, #liEtESasE; A S B Rby.

BEARNEE . ST LT WS 104 100
umol/L ¥4 &2 T (P<<0.05. 0.01. 0.001);
FHS 2. W EE . R, RER. = LEH R,
FAR B I 7E 100 umol/L ¥ B X i B A I 2 H |
EF (P<<0.01. 0.001).
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Fig. 3 Inhibitory activity of 19 compounds against NOS (n = 2)
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Fig. 4 Inhibitory activity of 19 compounds against NF-kB (n = 2)
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Fig. 5 Cell survival rate results of 19 compounds (n = 2)
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ERNTR, SR LR, BEAES . IR
R FHRAE 100 pmol/L X TNF-a % S /) NF-xB ¥J
A EFEMGIEE, HaGMpEAERER, ULk 3
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TR ZERTUEA .
3.2 HIFIMESEH RS ER

I 2 R PR B 45 2, 49 3 BH A R R 2 R A
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EH (P<<0.05. 0.01. 0.001); HEXKR. =LE
H Riv BEANWES. RIEFR. HEA. FERE S
WRE T 0z A 55 I E R (P<<0.05. 0.01,
0.001).

sk . | pmol-L"
90, Hkk . 10 pmol-L™!
I 100 pmol-L™!
60 4 Hk
§
¥ 304
=
R 0-
L
_30-
—60 T T T T T T — T —
Eg B O o@&m B w5 A g s £ B & OE /2 ¢ & @
S L 828 X g % & k& oz B x5 2 O g8 B ® @& o X o
HO K H h T B xR ¥ OE op B8 E KX D OE F o
= S Box H o » ¥ w®oB & X
a n o8 8 ¥
E6 19 MLEYIxT CCR4 HIHEEM (n=2)
Fig. 6 Inhibitory activity of 19 compounds against CCR4 (n =2)
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Fig. 7 Inhibitory activity of 19 compounds against VEGFR2/KDR (n = 2)
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X MMP-3 [l zipith 2k, WL 1, H ICs N
18.14 mmol/L. 19 MEAYIXT MMP-3 i3 15K
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SR BANES. FHHER B, BREFRIEMK. "k
FEXF MMP-3 F I B ZMHER (P<0.01.
0.001), Frr 2 A B4 1 2 73 0 70.84%
73.79%, P12 2 ER B2 73.56%, ¥ERE
SERAMBE . 0 S HETE mR B IN A BES 3
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Z21) O 407 ) 50 T B o i B R 2 2k ()
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Fig. 8 Inhibitory activity of 19 compounds against MMP-3 (n = 2)
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Fig. 9 Inhibitory activity of 19 compounds against thrombin (n = 2)
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Fig. 10 Inhibitory activity of 19 compounds against PDE3A (n =2)

3.4.3 ADRAIA SLigiiR il ZIREHES 2,
B3 AR WB4101 %7 ADRALA KI5t 2k
(E 1), H 1Cso A 18.09 nmol/L. 19 MLE VXt
ADRAIA fHud g R WK 11. B85 R0, 58
PEXTRRZH LU, RIS, Mk EEXT ADRATA

FEHIR N 96.78%. T4.54%, FEHifEHR (P<
0.001) HEIIREF M HEIXER &K EEANEE S
WS EH Rby [RIKEX] ADRAIA HidiZs
WA 97.32%. 64.09%-. 65.56%, A5 EEREPUE
P (P<0.001). HAttbEPTCREREER -

1207
ook Sx - Hl | pmol-L™!
s 10 pmol-L™!
801 B 100 pmol-L™!
kokok *kk
£
E 40
0-
_40 T T T T T T T T T T T T T T T T T T T T
S B b o# o E & & & S 2/ &~ & o ¥ E EBE A ¢ & i
B3 b 8 X 2 % & & 2 B 5 2 P o8 o om o & X g
8 ¥ H & o ¥R 2§ 2 p &L E AP R T E
= iy Rox H o R op T O & X @
R KK i
< <
E 11 19 MLEIXT ADRALA HEIEM (n=2)
Fig. 11 Inhibitory activity of 19 compounds against ADRAIA (n =2)
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FUBEIHE) TNF-a. FIZHMI/r%:-1 (interleukin-1, IL-
1) IL-6 520 D]~ LA SR S 4 i 2 A A K A
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AR TL-17 JE R R T AT A i
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YRRV A A AT RS s A R B i A K
¥ (vascular endothelial growth factor, VEGF) ik
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A BSR40 M A JORE R T4 TNF-a, TL-6 AT
IL-17 HYBORS » IRET YRR B4 15 NF-«B 3244
TEALERFBCAR (receptor activator of NF-«B ligand,

RANKL) 1%, [RGB AR v R AL 5
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Fig. 12 Mechanism of Biqi Capsule on intervention in RA signaling pathway
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FHORUT, T 21 B 4HMIZ T b TR 500 N 52 45
A, B =B UUEE (inositol triphosphate, IP3) Al
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Fig. 13 Mechanism of Biqi Capsule on intervention in NF-kB signaling pathway
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Fig. 14 Mechanism of Biqi Capsule in promoting blood circulation
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