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J7 48 % &8 J7 )& 09 DAS-28 #F 4 NRS #F5- §AK , 5 -F 3% 48 7 3¢ e FIB .ESR .RF,ASO,CRP ,ACCP . TLR2 mRNA #= MyD88 mRNA
RERFREBRIK, ZF YA AT FEL(P<0.05), STRA EHFABHFHRRER ML AEFE N A 21.57% (11/51) .23.53%
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Efficacy of Panlongqi Tablets Combined with Methotrexate and Meloxicam in the Treatment of
Rheumatoid Arthritis and Its Effects on TLR/MyDS88 Signal Pathway*

CHEN Hui', LIU Weijie®, LI Wei’( 1. Dept. of Pharmacy, the Second Affiliated Hospital of Harbin
Medical University, Harbin 150086, China; 2. Dept. of Rheumatism and Immunology, the Second
Affiliated Hospital of Harbin Medical University, Harbin 150086, China)

ABSTRACT OBJECTIVE: To probe into the efficacy of Panlongqi tablets combined with methotrexate and
meloxicam in the treatment of rheumatoid arthritis ( RA) and its effects on Toll-like receptor ( TLR)/myeloid
differentiation factor 88 (MyD88) signal pathway. METHODS Totally 102 patients with RA admitted into the hospital
from Dec. 2018 to Sept. 2021 were extracted to divided into the control group (n=51) and the treatment group (n=
51) via the random number table method. The total effective rate, the average grip strength of both hands, morning
stiffness time, 28 joints disease activity score ( DAS28) and pain numerical rating scale (NRS) were compared
between two groups. The laboratory test indexes, TLR2 mRNA, MyD88 mRNA expression levels and adverse drug
reactions were compared. RESULTS: The total effective rate of the treatment group was 94. 12% (48/51), higher
than 80.39% (41/51) of the control group, the difference was statistically significant ( P<0.05). Compared with
before treatment, the DAS-28 and NRS scores of two groups after treatment decreased significantly, the average grip
strength of both hands increased significantly, and the morning stiffness time was shortened, the whole blood low shear
viscosity, whole blood high shear viscosity, plasma viscosity, fibrinogen (FIB) and erythrocyte sedimentation rate
(ESR) of two groups after treatment decreased, the levels of rheumatoid factor (RF), anti streptolysin O ( ASO) ,
C-reactive protein (CRP) and anti cyclic citrullinated peptide antibody ( ACCP), TLR2 mRNA and MyD88 mRNA of
two groups after treatment decreased significantly, with statistically significant difference (P<0.05). Compared with
the control group, the DAS-28 and NRS scores decreased, the average grip strength of both hands increased, the levels
of FIB, ESR, RF, ASO, CRP, ACCP, TLR2 mRNA and MyD88 mRNA in the treatment group decreased
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significantly after treatment, with statistically significant differences (P <0.05). The incidences of adverse drug

reactions in the control group and treatment group was respectively 21.57% (11/51) and 23.53% (12/51), the
difference was not statistically significant (P>0.05). CONCLUSIONS: The efficacy of Panlongqi tablets combined

with methotrexate and meloxicam can effectively improve the efficacy of RA patients, improve the clinical symptoms

and signs, relief pain with higher safety. It may play a role by inhibiting the inflammatory response mediated by TLR/

MyD88 signal pathway.

KEYWORDS Panlongqi tablets; Rheumatoid arthritis; Clinical efficacy; Toll-like receptor/myeloid differentiation
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I RS RC K% Toll #£324K (TLR) /BiRE 7316 5 T 88 ( MyD88)
5 R, R — AR RA MRIAITRCR M ek
it —E 5%,

1 #EREFE
1.1 &ERRE

EEL 2018 4F 12 H & 2021 4 9 H T,z k2 1) 102 4
RA B3 99 AFRUE 754 (2018 v E 28 R 565 K27 8
) P BRGSO, 1T A e R AN AT
HIES 5ARPIR, TR R 245 0 2 R A i S e
Tl BB AR SEAH YR YT & . HEBR AR R X SR
B R B BHRAEE O T 5O S B R R R AR
il F B G 2R G0 B0 U B e M I A R | P 43 I R e AR L
TRBRIRAR B LA A8 5 2 1 575 48 JR 3 5 3 BA G F 3 5 IE
AT 23Ry S5O AR R 24 ) Al 655 R 2 24 4 i il T b
B E TR S AL A L, AR AR BRI R
St E (45 . 2018HYDDEYY-016-21)

F N BEALE T R BB o B (n=51) FIIRIT 4
(n=51), XIHEAHBEHLEW 30~61 %, V1 (51.13+6.87) %
BE 20 6, Lot 31 5 P BAE R (4. 95+ 1. 24) 4 (R EHE 5L
18.51~28.37 kg/m* , -2 (24. 24+3.09) kg/m’*, IBITHBHE
SEIE 35~63 V-1 (51. 41+8.61) % ; B4 22 i, 2k 29 4
SEXHREE (4. T4 1. 44) 4F (R EFEHL 19. 62 ~ 30. 15 kg/m*, F-
5(25.01£3.78) kg/m? . Wid R — RO nl 1
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1.2 Ak

Xof BRZH AR 101 IR 2808 Jr (B4 22,5 mg) , 1 1K 10 mg,
1R RGBRE DR SEIE B A (A% . 7.5 mg),1 K 7.5 mg,
1 H 2K, IBITALER A 1T Bl B 2Emb - 0 R e £ A (B
K:0.3¢), 1K 1.2g,1 H3 WK, MAREESIRIT S A,
1.3 WEi5HR

WLEE HG A VAT R 9 20 A 1Y) 32 A S IR | AR AE B4y
LI RIS bR . (1) 28 4271 BB 1 3l BE 7753 ( DAS-
28) : DAS-28 TF41<2. 6 43 ATEERE ,2. 6 4 <DAS-28 47 <
3.2 /3 IR IETG N, 3. 2 43 <DAS-28 TF4r <5. 1 /2 NP EIGE,
DAS-28 T1-43>5. 1 40 N E & 3l 4y BUR =7, 327 993 17 0 sl 1k
HEEE L (2) IR BT VTN B (NRS) W40 - 5 9 12 2
0—10 %7K, 10 F/R TR L0 227 TOIR , BB R AR 3 ARk )
B, AP B AR IR D, (3) WFFHE 6
W EEELXLHERS T UFEESEALTA 20 mm Hg
(1 mm Hg=0. 133 kPa) Al , X e K J7 047 Wil , 3 vl
HICTIME , (4) AR T] DA AR 05 RS A R A i 58,
Z AR Bz 1k, A min T, (5) SEI AR I FE AR .
WS BB IRYT R VE SR A I K MR AR 5 mL, 8 H 4 A 3h
I 08 38 725 S T I 98 3 2 2 4 A K T, B I 3R R | 4 i
P BE T 4 IV 266 B8 5 6 ) 4 1 30 20 40 R 39 g 3R SRR ) 21
MAUTRESR (ESR) ; F1 KL T 0, 43585 M0 35 5, fof FH 28 Lb e
T T i U R A5 0 1L 3 AT R R 1B (FIB) | HUAE BRI I I
# 0(AS0) .C W (CRP) XL HF (RF) FIPLIF A
PR KA ( ACCP) ZKF- 350 G B 7 0 i VR 2B ) RHBCA PR
Al (6) AR MEEIF G P4 8 5 R 7 11 A Hh LD g
A B AN A 59 AN RN R AETE L
1.4 frROEERE

S RA 1 E NIT R ERRAED B R R e
FEIRTEE 5T H R 500, G5 T 8 ORI O 15 i K 4, R AR e
] 48 | HE AR TE BB g, SR FH S Uil 4 1 DT A0 AR 4 T T AR
2 4~J5x,ESR ,CRP #l RF S84 4R 3 =30% ; K A3 R
3R B IR IR AR UE = 75% , #E5 h LiR TR AR
U3 =50% , U LIRFRFREGE =30% , TCAkbRiE R ks
FRELFE<30% . SRR = (B S8 28 10500+ 00 20 1 85+
ZWBIELD) 7 B IE < 100%
1.5 ASMNEM#ME LA (PBMCs) 95 155

WAL T R 25 B B U R Pr e s ki 5 mL,
RN -2 5 TR P 88 P B0 K 4 B A5 B A1 i i B A At
(PBMCs) , V4% 40 il & & 5% 10° 420 i/ mL, B F8 T 24 fL
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B, fL 1 mL, B T 37 C.5%CO, ¥ FM P 3% 4 h 55
VAV A IREER) PBMCs,, i F§ RPMI-1640 5% 4= 35 77 SE F Bk
(% 100 U/mL FHHEE 100 wg/mL 585 3l 10% 64 175 )
PBMCs, ¥ PBMCs 5320 5 1, el 5 MEALAF IS,
1.6 EERERFEEEHE KRN (RT-PCR) &l TLR2
mRNA ,MyD88 mRNA

K H Trizol ¥E2HUAL JE Il PBMCs .5 RNA | 284005006
JEAGI 2 RNA BT FTR BE . B RNA #8400 5 L, H il EE-3-
IR S ( GAPDH) Sy NS L, (i R &30 5 5 5
cDNA., GAPDH FF Al 51 Jy. L iif 5'-CATCTTCTTTTGCGT
CGCCA-3", T i 5'-TTAAAAGCAGCCCTGGTGACC-3' ; MyD88 ;
F % 5'-ATTTGCACTCAGCCTCTCTCCA-3' . F % 5'-CGAGTCC
AGAACCAAGATTTGG-3"; TLR2: | I 5'-CCATGGCCTGTGG
TATATGA-3', T ¥ 5'-GTTCTCCACCCAGTAGGCAT-3',
RT-PCR i 4514::94 °C .5 minx1 ¥X,94 °C .30 5,52 °C .15 s,
72 °C 30 s, J5FF 35 ¥, 72 °C .5 minx1 ¥R, #EMZ. LI 60 C
HWIEATERIE  BERE 30 s THE 0.5 °C, HRIEE ETFE 95 ¢,
% TLR2 mRNA ,MyD88 mRNA 7K,
1.7 SitERZE

R FH SPSS 24. 0 G b4 A 04T 50 A B i e Rt an
DAS-28 PF43, fo i B[] | 5 3% % 46 I 48 4% . TLR2 mRNA F1
MyD88 mRNA MR A LRI , 2R x+s o, WAL [A] L 4K
SRS REAR ¢ K36, 41 P9 AT HL AR X RS ¢ 4085 3T
BT RN A TR R IR TR A SR X K5 K5

JKHE a=0.05,P<0.05 NZEFAHGIH#EX,

2 #ZR

2.1 JTRtkE:

BITAL R E M EA R 94.12%, = TR IR A
80.39% , = A Bt L (X*=4.320,P=0.038) , W# 1,
Fz1 WAHABRETHEER

Tab 1 Comparison of efficacy between two groups
% .7 7 L& T BER BAR
#/l 1l fi 1l 1l /%

HIF 4L (n=51) 15 14 19 3 48 94,12

SR (n=51) 9 10 2 10 41 80.39

45

2.2 DAS-28 iF4) NRS ¥4 NFEHIEHTREMEI LS

VAIT 8 JEE , W 4H 5 % 1 DAS-28 1143 \NRS PE4r Y81 B
RRA, ST 3452 1 35 B0 S0 140, R ARt 1] B 4, 2 5 8
BEIFER L (P<0.05) ; H S5 XA ML 187 LB B IRYT
Jii (1) DAS-28 H1 NRS W40 FRAK, AT 348 Jy 8 m, 22 73896
Gt L (P<0.05) , 1M W6 21 8 2 SR AR st 1] () 22 57 e 4 12
B (P>0.05), W32,
2.3 ELWERNISTRAKTFELE

YRYT 8 JEJG , WL AR I I SR R | 4 R B 8 B R 4 I
VI, FIB ESR . ACCP .RF .CRP 1 ASO ${% Fi477RT; B
5%t BALIRYT SR AH L IR AL IR YT 5 1Y FIBUESR, ASO |
CRP RF 1 ACCP &K, 22 RN Gt 2% 3 X (P<0.05)
W 3,

*2 TWHEE DAS-28 4 NRS iF5  WF F9E N MR ERE L (x2s)
Tab 2 Comparison of DAS-28, NRS, average grip strength of both hands and morning stiffness time between two groups (x+s)

gibil il DAS-28 743/ NRS 143/ WE 48 71/ mm Hg JRABEERS ]/ min
HI7 4L (n=51) AT 6.1720. 81 7.83:0.78 46.00+6. 03 90.56+7.72
TR 2.27£0.62 1.16£0.28 70.78+5. 62 45.685.57
K -3.90+1.53 -6.67+0.28 24.78£6.33 ~44.88+11.59
X 1, P 18.204,0. 000 170. 119,0. 000 27.956,0. 000 27.654,0. 000
KR (n=51) baigill 6.09¢1. 14 6.58+1.07 46.30+6.26 89.98+9. 31
TR 3.19:0. 61 2. 56:0. 83 60. 49:6.70 47.98+6.33
£ -2.90+1.55 -5.02+1.85 14.19£12. 67 -42.90£17.07
ikt ¢, P 13.361,0. 000 19.378,0. 000 7.998,0. 000 17.948,0. 000
WAL, P RITTT 0.409,0. 683 1.348,0. 181 0.246,0. 806 0.342,0.733
TR 7.554,0. 000 11.414,0.000 8.403,0. 000 1.186,0.238
2.4 PBMCs H TLR2 mRNA MyD88 mRNA FiAkELLE 3 iFig

TRANS FR B ZH HE 1 PBMCs 4P, 38977 TLR2 mRNA
1 MyD88 mRNA ik /K -4 i B AIK (P<0. 05) ;5 % B2 A
e IRITHIAYT IR TLR2 mRNA Fl MyD88 mRNA #iA7/K - .38
FEAR(P<0.05) , 2 WA G2 X, Wk 4,
2.5 AREMEZEERLE

YBIT I X R A B B R AR 6 AR I O AR IR E (A
TR E M >46 U/L, RE AR FEREM>62 U/L) 3 BIE miE A
5,2 B R, N BN R AR 21, 57 % IG T AL R
A 5 BRI D AR I 4 B S B iE AN S, 3 0 0 R S, AN
BRI ZA N 23.53% , WA ERAE A B RN KA R0 25
TeBi i # L (X*=0.056,P=0.813), HMHABHMWARR
N IR A 2 BRI R R R A, R R BT E R
KR,
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Tab 3 Comparison of laboratory indexes between two groups before and after treatment (x=s)

45 fif il AMAEIFE/ (mPa+s) 2ME IS/ (mPa+s) M5 B/ (mPa-s) FIB/ (mg/L.)
IR (n=51) TR 11.54£1.31 9.16+0.99 2.68+0.45 5.68+0. 81
ivig ) 7.67£1.03 6.98+0. 89 1. 66+0. 69 1.57£0.19
EfH -3.87£1.20 -2.18+0. 66 -1.02+0. 74 -4.11£0.43
Hixf 1, P 23.031,0.000 23.588,0. 000 9. 844,0.000 68.259,0. 000
KHIR4L (n=51) I 11.07+1.51 9.3820.91 2.80+0. 68 5.88+0.99
TR 7.89+0. 56 7.17£0.72 1.950. 89 3.68+0.50
%M -3.180. 56 -2.21£1.32 -0.85¢1.17 -2.20£1.13
fiikt ¢, P 40.553,0.000 11.956,0. 000 5.188,0.000 13.904,0. 000
WAl P Havigill 1.679,0. 096 1.168,0. 246 1.051,0.296 1.117,0. 267
HIr e 1.340,0. 183 1.185,0.239 1..839,0. 069 28.171,0.000
40 fi ] ESR/(mm/h) AS0/(U/mL) CRP/(mg/L) REF/(1U/mL) ACCP/(RU/mL)
I (n=51) RITHT 58.32+3.39 203.43+13.29 2. 14+1.69 69.35+3.29 95.78+11.59
T 18.47£1.37 131. 44£10. 07 14.86£1.37 39. 544,99 39.57+6.91
£ -39, 85£2.90 -71.99+11. 88 ~7.28+2.76 -29.815.32 -56.21£14.13
figkt ¢, P 98.133,0.000 43.275,0.000 18.837,0. 000 40.016,0. 000 28.409,0. 000
KHIR4L (n=51) IR 58.89+2.32 199. 67+5. 68 21. 462, 40 70.462. 91 94, 65+2. 64
TR 25.34+1.55 167. 57+4. 66 19.011.20 61.432.68 53.29+2. 86
EfH -33.55£2.48 -32.108.53 ~2.45£2.40 -9.03+2.00 -41.36£2.97
figtf o, P 96.611,0.000 26.875,0.000 7.290,0. 000 32.244,0.000 99.451,0.000
WAL, P I 0.991,0.324 1.858,0. 066 1.654,0. 101 1.805,0. 074 0.679,0.499
G 23.716,0. 000 23.253,0.000 16.273,0. 000 27.599,0.000 13.102,0. 000

*4 WHAEEABITHE TLR2 mRNA MyD88 mRNA
RIEKFELLE (x2s)
Tab 4 Comparison of TLR2 mRNA and MyD88 mRNA
expression levels between two groups before and after
treatment (X=s)

I A 355 A e 35 s LA R 7 5L,

TLR/MyD88 {5538 B A (1 R AE W AE RA & 9% h B A
I, 10 TLR/MyD88 i % 7] LU 4% RA 44T 2 1>,
TLR 3 J% 7] 1 8 98 i 200 6 5 7 Rk £k R, s 98 i s I, S
K ARAERTE], MyD88 J& TLR {55 % i) — > S i % S 2R

40 fif ] TLR2 mRNA MyD88 mRNA

X4 (n=9) BT 2.89+0.79 3.27+0. 61 M il %8 TLR 15 B, % 5 R0 0 Kk A & R . TIR 5
BIrIE 1.32:0.47 1.5320.47 MyD88 454 J5 il % T e % B F B, AT 3 (3 A0 A 3
e 350,00 o 1B FIANA 3 6 FUMRIIREIN T o %5 S5 40 IR Tk T 7+

I HL (n=9) Ryl 2.78£0.70 3.3620. 51 B AW R B R IET R 4L AY TLR2 mRNA Fl
*ﬁgﬁﬁ b o MyD88 mRNA k7K -4 8 R T 3R 77 Ay, ELIA T 410 4%
Fiit e, P 8. 95?,(')‘ 000 23:61;6, 000 FXIRRA, AR A, &de-b R T FRE e 5/ BUg

Wl e, P I 0.313,0.758 0.340,0.738 K HCE AN P UUER A B SRR R 1 (SIRTL) 2 H K,
e 2.479,0.025 3.610,0.002

VEAEMERREINL 3 YR A AT W 3 K, B A R 3x3=9
Note: three independent samples are made for each indicator, three times of ohservation for
each parallel test, the data sample size is 3x3=9

R, i e RAE AR AL, EL IR AN R B oA B e 48
. LR HREEEEL AR IS S CER-EA
S0 20 WRAP 2L R SRR N LR ATAR-E R AL AT
AT A A AR R IO 5 11 5 RS AR BRI,
BRI 1LIR s 20U A5 A0 T AA KGR, LB 5 O TN B2 AU ml
SR I | AR IR L5 78 38 2% AL A AT P e s A B, 2R
5 2 BB B L AL RR ] A4 IR 465, 1 i L, 3 i X
i O 2 T 5 IRk, - BATRE BRI T b (- S BE , mT
UG RA 51 ST PO A R SRR AR

I FEES R B, RA S IR 2 2 2 35 T i I 9
AR SRS FIB RS MM R T R E B R M
R B SV TR IOR 1 REA3 S B EATI G £ e o 1
(IR SRR 1 U e e I b 237 L R 1 R R A e W |
T ARBFIEARR W], e L T RA R Y IR
AR ARG RE . oo, e b R Bk Y A M 0 5 3
RERA —EPIRBCR A B T4 RA BRI & &, X i

P EBE 2SN 500 2023 4E5H 23 55 3 M)

TR T B & HKFE R, SIRT1 J712 5 5 £ HLK 40
B PR S TN 480 b B AT RE 2l 2 L STRT1 7K SF- 52 mi 4
A2 2B S 545 TLR2 Fl MyD88 i mRNA 357K
W AR IR, LRGSR R AL AR
RA T B2 E S #0H TLR/MyD88 {55 18 [k /b 4 hE A 5 i) %
L, AT 5 30T R BUR AR

25 b FTIR, S00-6 il B S R S0 REA YT RA R
H DGR FEIGRR I L, SR S B IR n, HE A
PR , W RE S AL 7 R] B ] TLR/MyD88 {5538 # A
X AEIeE RIRIT RA M BARF LT AR ISR A 1R R
g H A BIAESE .
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