‘1’ E 2 E 202444 H %65 #5571 Journal of Traditional Chinese Medicine , 2024, Vol. 65, No. 7 - 691 -

DOI:10. 13288/j. 11-2166/r. 2024. 07. 006

T LRGUTGF-B 5 S I HE HGE M55 “RAE-
BREIR” JET7 SR 5T A A0 [m /R ML

XA, @\, KFIR, AW, £

1. PEPERERE 2 TER, bR HPEMIX AL 55, 100053; 2. FrE A RMAHZEI 5T T RIX
HIPEAE T IR TR BT 3. hE T ER B 255

[(HE] BERETHMEARL, AABHRIEZERE LT X (RA) B SIERE, FHELFAE7TRAER
PAE AT F . “KE—FHEIR ZRAVMKBREIRY, LEFRELFFRAORBIRTINE, §4572A
BRoa2 & 81 (LRGl) TH-FHMAAEKEF-B (TCF-B) FF@HB AL RA “KE—FHmR" HEEAL, KT
A FRERFT ST RABRIEN T AL EG ., BRI RAFBIL, FHERE LG TRELIGAE
LRG1 B A58 TGF-BAZ T @B A T “KmE—FA3R" &7 RA, FFi& 25 438 i3 6 JRAF R0 IE 5 i 0 o 77 3t
LRG1 649 W6 JR T TR R, 1833 5h 4 52 36 90 6 77 44 7% e 5 57 LRG1/TGF-B 45 5 4 69 VF A AL A 2 LRG1/TGF-B 42

F b R GR 5 T A R GE f T W AR

[RER] ERUBXT X, BME; FRELT; S0E; BHN; §2RARQBEEA]L; HULEAKETB

KRB XTT R (rtheumatoid arthritis, RA) J&
— B DUR I ST S BRI A B e
“RAE—EHIR” JE RA B SCHYE AT, WS
RA MG G REXE AT . BUOMGE0ER . 52 e AR 35 o1 i 1Y O
R 2, RAEHEZRTNILRRRZ —, H
H AT RA Hp B IR A 09 A= 127 9 IR S0k 7 245 68 1
JE R R SE I, e E TR R 1 B2
HESYT ST RGBTSR R, by i v v = 24 i
IRIT R SR

FRATHE Tl RS 5 BT SO . A 9t
JE RA MAZ OB R ™, IR a1 IR R 2
RA MR IERE 0 2017 48 hAe i B2 24 24 2 XU
IraxliT CGERIBICT RIFUELS B2 T e rg)
HORE RGN (R S4RAE . BARE | B
TR WEAR . R /AT S B, #
AL BRE MR 1EON RA TR BRI HEEIRYT H

HEWE : [HFE HRFH#R 4 (82305224,82230121,82274507) 5
[ R BB BF TR R I H (C12021A01501) 5 7 [
PR R B LT T AR R A B SR T (Z217-YQ-011) ; HhAgrh
5% 2424 WU 43 23 1 AR B T A B 57350 H (202327-001)
DM IHFES - doctorjq@126. com

J7, HETXTE N RAVGTT IR T 00, R BE
PRI I 2 [ NG T RA (R A Ok e i O TP R 245 42
J7 1y HOTA ROMGE RA VB HGIE A I R AE IR, 5461
PRGN, S MR UERE Y, (HAR TR A
Wy e S T 25 e FILA o ok o A A . FRATTHT
Wi AR LI, B ER 2 BEA
(LRG1) 7£ RAMHGE P 25 &Ik ™, 1 LRG1 4>
SR AL A KN T-B (TGF-B) {5518 & 7E RA
CRAE-E IR h R WA ETAER . B,
AT B TRV A L5 2T LRGU/TGEF-B A5 =il
P CRAE BRI IGTT RA B0 1) 57 RCAIL
JERET e LRG1 AT AR 3 #4305 1l 773697 RA 1Y
HEEAZ R, SnTA B Fie ks G
PG M EIA RA O IEAR” AORRE N
1 BERMRABITHARIRREZRBHES
L1 “KE-FHIR ZRAXERELRT, 4T
T GE f T BT R

RA KIRHLHI R 4%, S5 RIETE ShE VI, B
MR IR HE T RA RREE 1) RAE TS sh B hli I & A 567 Wy
. DIREIER R BEER Y, A B AN O



+ 692 - "P EA2E 202444 H 565 55 7 W Journal of Traditional Chinese Medicine ,2024, Vol. 65, No. 7

BARAETE S . U - 4 A 2 A RA B IR A
KEE P, L U RAE-E IR & RA BRI AN
St o FRATHTIAXT RA M2 IATIE i 19 25 92 PN ok F
TFTOEHERY, ERBHGEEY, SR .
IR AR R A AT DG 114 B IR 4% s 5 R 8 o e
%, SiEshi RASGER RIS FEW) A S0 W 4450
P i PR e S 3 T R e IS AH DG 3 B A B
PN PRI A TiEE, X S EEsE W
PO RALIT S BN IR R R B I 5 IRk
R OCHE M L BEPRBE I IR 2 5 RA “ a0 MG
TE BN BRI AE OGIE L 9 I A 5 A A
A N NS . L, CRIE-EEIR” JE RAE
FRAUE A 1) S S H AT

WL B R R S VR S AT S B RA R
W, [ RA BT A AR Iz 17 A i hn 3
R AL WL B OB, ARRIE R . A
U, 2 RA RAENG S B AL Y, AL
TR TN, HE T 30 A% Dol B ) 1 I 3 L A8
A T A I R o B R 2R e ) T B
ARG R 28 25 30T 40 4F FA) I PR 52 2R B 485 A 22 56
Jr, FRATHTI T T K g B A S 5 Al R 1k
B, BRI PGS I VR MU B T 40 17
(Th17) AR TETHIM (Treg) FpEsdefly ', W4z
T RS 9 FIAE 22 OC 19 SR iE g, WT IR YT RA
MRAUE R T aEZ L . KA BN
RIS RS, T BIE I BT RA VR HGIE
BFRHGE RAE AR, WO ST T8 bR AN T B
JF W 92 RA B R 27k Jig i — 20 W
TV I L7 IRYT RA TR HRIE A 8 I AR T 20 S e
WEESIEIG Bl . IEZEE Ay T I R 3. BRIt
“RIE-BIR” RN IG5 R BT RO .
1.2 LRG1 T/AFTCF-BZ 5B AL RA “KE-
BHOR” R AR

LRGN & & L 2 1R i 8y 5 R b i R 3
O, HE I RE R R A AR it
— N Z S HIAESL 2, ERIEIA 2 SRS
ST BANMBEAER AL TS P R
KB, LRG1A[ A~ TGF-Bf5 5@ H (LRGI/TGF-B
R0 50 XU SE S 1Y) & Jie 24

A 2FE R LRG 1 R A /0 B P A 2 /)N BRUASE
PR A S 561 & (CIA) #EAT 5T, & L LRGI
A GEH 1 TGF-B/Smad2 {5 5 B AL #F Smad2 (B R
b, S0 SR N FAZS 1Y CDA+T 4 (4 434k 7y 17

M 5% M 4 Th17 A1 Treg A9 LU o 1] Th17 Fl Treg Lt
B A AE RA SAENLGI e 5 EEAEH Y fEEF
4R, LRGI A M TCF-BF5E S5
T CE ARG T SIS B LA S R A M T )
2, WP LRG1 &1 TCF-B M AR H L3S
KA (BMPs), M52 S TE A ™ 1Y
LRG1 Z Z I, #E4E S TGF-B. Smad3. Smad4
M pSmad2/3 (W MR AL 1Y smad2/3) By F L, FEIE
Smad7 A FE 3K, MR 12 A -H 200 it 334 8 RS DR
B, PO AT, MER RN e

25 LTk, LRG1 A[ 43 TGF-B 15 i 5 i
Th17/Treg % &V i 111 2 5 RA W RAE TG 8, n]
it TGF-B 5 538 #8155 V- fif . ik, LRG1/
TGF-B 15 Sl M fE & RA 20E . B BEYR &AL AY
[ 3 s
1.3 LRGI T4 A & #& o 75 78 57 RA B #E4E
o e s &G

LRG1 = BEAE M A MR g g b 223k, vl il
HAfA2R-6 (IL-6) T4 7, JRal g H 24
MifZ&-18 (IL-18) . MIEIRIE F-a (TGF-a) Fl
HAnf A %22 (1L-22) S A 7% S48 m >
LRG1FE et . RAEMEBR M BOR AL b & 5 %5
HEAERH, T TN A SRt | RAEMERRIR
ST AR B TG A8 1k, RIE LRG1 A s 259
BT RIETE . RAETEB TS ™ R R B
LRG1 5 RA (595 1 ol B ELAT B b R A G, 7
230397 i LRG1 /K- 53R Y7 i AH L B T B 2
H LRGT 7£ % 5 RA (%9 16 s B . 460 545 42 3y
PRSI I OGN S0 7 1L T A AE bR i
WF5E 5 W, s LRG1 K V-5 RA 555015 30
P45 (DAS-28) . ZI4NMIliR R (ESR) . C-J ik
F1 (CRP) S8BT S8 AR LA SR IR « ik SC5 8K
HAISE, LRG1 AT LU RA i 4B MR AE K-
JFATRETE SAE R R P R AR, IR M IPAl RA A
R I Sl Y I A R

FATHTHIXT RA M2 BRI ) 075 b 7 P R A 7 4R
E, RILRGIAERHGEME 2 & 3RE, nIE R
POEME R Mg bRy ', S S L RA GIE A
BEMLILHA B2 HIk, LRGLEAER
TP M7 V497 RA B PR S 8 A .
2 ERMIEMAIEIT RAMERSAMIEIE

B CHREERSY MEAROR, (RS2
SR B 285G () TR L1 20 5 T B SR



‘? E A& 20244 4 % 65 #5557 W Journal of Traditional Chinese Medicine , 2024, Vol. 65, No. 7 + 693 -

CRISPR/Cas9 3£ [ g 5 £ R (clustered regularly in-
terspaced short palindromic repeats/CRISPR-associatied
nuclease9, Cas9) " H.A7 5 v #U ] 5k R 41 19 =5 3%
RG2S sgRNA 19 I R0 5, i iy
SE FBE LA 0 ] T 1 AL H AR AR 700 K AR
R B R DI BEFIRS 256 7 Y2 R . diad E
SR BOR BB E MR BRAE, A B TR R IR
WAL BRAR , TEAAHRLZS Y, IR AEN

ERIEMITIRIT RAREHIPLEDE Z ikie . 2
A ZHER MG E S MER, &
P18 45 R FI D) RE B4 2 0 45 A B0 2R 1 A=
AR TG ShALH] , P & A o AR SN R B,
B B & BT 2H 2 4% HH LRGL Al AR S I i 44
T M6 97 SOV AR S 2 —, RS RAKS
R BE 2R 2 Y7 O B TR — 20
I, 4R I CRISPR/Cas9 J PR 4 8 4 A il % LRG 1
LN R B SR RL, BOAT AT Bl TR 5 E LRG1/
TGF-B A5 5 4l 235 5 75 X8 o 175 A2 Ak B 18 FAT 1l )7 119
FFRGE A
3 BHIEITT AT REE T LRGI/TGF-B 15 S HiFE
KAEFNE TEIRIT RA

BT N AR BRI A, AT
S th R AR UG, RIS G 1 75 ] AR 18 o #E 1m) 8] 4
LRGUTGF-BA55 %, 520 Smad & FH MR fb AN
CDA+T 40 L i 73 A6 J7 161, 9855 Th17/Treg ) LA,
M2 RA RAETG Bl 5 [R]F 52 0 TGF-B AR Y
BMPs, J87%5 B, AT AE S B AR EfE . R
PRI FE ULRM IR T (Bl AS S ZERAR 0 o

A7 I U 5 3T LRGU/TGE-B 55 3liA Y7
RA B SCHERE S S AL, 1 A AE R SR TT AR S0
I5%. BATAERTIBIT AL E, FIRTF LRG1/TGF-B
fa=hh, BOtMRSERITE SER, BRI
I 1M, J7 38 i ¥ 1) 4% LRGU/TGF-B {5 5 5l , J#7Y
“RAE—E IR, I0IT RA W FHLE . Sk ik
PR DT T (AR 2, FA e
AR FHO)

1) 3 I PR BA 3 WL i FAT 1 5 % RA B8 %
I3 T LRG T ETBE, BUER #4305 L7 % LRG1
SOV o ARFEFRATHT I 2 00 P B2 25767 RA
T3 NG PR BA S — v =] v = R T HBF 5 4 JEF
i (CERTAIN) ', DI ERE B 20 B
BEHE L RA A MIREAR R, A AN TR R R AR —
A 33 I PO 05 VR T Y RA IR PR f 8

W BT RIS B9 A I IR Tk, R H Western Blot
FARK M M P LRG1 B A& &4k, FEFIRIR ST
BN LA BT YT A4S Rt bR 5 LRG 1 Z (8] R AH et

2) 3E T VLSS FRAE I 5 % CIA B B T
WVERT, 1E ] B0 A 17 % LRGUTGF-B {5 %
R E RSP . ST R CIA SRy, B
BT 5 5 BER S HGE Ly . KBS | AR BE:
KHATTHGRTTY, WEIHRHIE A2 AL, 4K
BRI . BR . R AR C,  SCTTT S i B HE
O, BRI AR SR HTSE N O 5
B R (Realtime-PCR) . & [ Jii EJ 36
(Western Blot) I G R W A S (ELISA) Al
PELALSE AR ST ANE S0 (PBMC)
KW B 24P LRG1 mRNA 634 7K - F1 LRG1 %5
H& s 4k, K TGF-B. Smads, pSmads., IL-6
855 TGF-B 15 3 B AH OC 1Y 4 i PR 7 R 1 5 2
iz I = A0 AR 53 AT 45 41 R BUBLIE A9 Th17/Treg Eb
H, KD SAE A OCTE AR 5[] A K B Y BMPs
M5 i, PRES . PREE. SMEREREE . B E
SN = G RO S AW ST (= A AR 0N S
Il 7 %) LRGU/TGF-B A5 S g ¥ E -, DL SO R
i 1B () 5

3) T LRGI BN EFRHE A, K mEUELRG/
TGF-B 55l FR 1k 5 15 %5 175 1 3l S #4017 1
SR . F) ] CRISPR/Cas9 5 A # i C57BL/6N
i A/ NREEN A E R LRGL EEH A, 315 LRG1
FE I 4 B b ny SEPUE A /N, 43 K C5TBL/6N
B AN (WT) 5 LRG3 H @R /N BU(LRG1-KO)
AN CIA SRR, FFNA K T CIA ZbFR ) CSTBLY
6N H A= 7 /N FRVE R X BE . R FHR AT I % = 41
NI T HRYY, IFRES X R, iz s
AL BT LRGLAE RAEFE T T Rl o 17 i i 41 4
BB TE M, & A Realtime-PCR. Western Blot .
ELISA %535 R 23 Hr PBMC 2 545 1 I 40 41+ LRG1
mRNA FAACFAI LRGL 8 H & #7284k, Rl TGF-B
Smads., pSmads. IL-6 555 TGF-B {5518 #% AH 5 1)
21 N S R 1 S s AR e £ 2 W 1 17 N o ST~ e E A
SRR Th17/Treg LLEE , A0 2 AE AH OGR4 5[]
BRI /N B BMPs . IS | LB . PRES . R W .
B BERRES  BEES AR . B R A B T A
KAEFR o BUE LRGUTGF-B A5 S 26 15 5 75 X W
ST SR, DL HA3E I 5 VR YT AK
2= SR



+ 694 - "P EA2E 202444 H 565 55 7 W Journal of Traditional Chinese Medicine ,2024, Vol. 65, No. 7

4 INEERZE

HEEZG1E RAIRIT B A%, HABT
KA E Ry RAFFIEREE 70, [E N RA B AT
HE T R AA B MEEZE Y T E G
J7 RA Wl PR 55 L a5 B 1 b B2 24 RE AT A0
RA JR IR B9 JAE , I AT 22 1 BN 1 e A e
I8 B NSAEE B AR 7 IR TP Ry
S PR

AT R T RA 9 #4387 BD i B
2, BIHE T RASRAIEAR S 5 PG 107 59RO O IR
Xf 756 R R I B LT VR T RA B IR &L, Jf ik
—LWIH T CRAE—HBORT JE RA SRR R A%
S BRERTS RN P 15 O OE ST RORY, WIAER
A RARIAGIERE | 5 PG 7 A 3R R 22 R 2
LRG1, NASCH M AR R il e it Tk gE . S8
KT LRG1RERAE N i A8 L7 36T RA B9 FE AT
Mo TEE M7 R T SRAE - B IR ARG B IA
J7 RA B 2> T A0 o A2, & 2k — Pk
LRG1AE g 15 T 107 97 R 5, T 17 A5 1L
Ti AT LRG-G8 R i 8% 5 SR~ A IR
1HY7 RA B HIALA], DA T PR RS RA .0 07 TE BB
PN, B P EEZI0YT RAMIEEA T, AT
GEME RA TP BE 2 K5 V2T I i A 25
Sk
[1JSMOLEN JS, ALETAHA D, BARTON A, et al. Rheuma-

toid arthritis [J]. Nat Rev Dis Primers, 2018, 4: 18001.
doi: 10. 1038/nrdp. 2018. 1.

[2]VEIGAS B, MATIAS A, CALMEIRO T, et al. Antibody
modified gold nanoparticles for fast colorimetric screening
of theumatoid arthritis[J]. Analyst,2019,144(11) :3613—
3619.

(3 e v I 24 2 o WU 0 25 . KRS 1Y RN TESS &
LIriRml) ], PEEZA,2018,59(20) : 1794-1800.

(4 00, 22008 . KGR OCTY IR R 3 ML PR AT
[J]. HhPR g%k, 2020,61(24) :2148-2153.

(STE g, JU, FEER, 45 . 1602 612 KU SC Ty & B h B
A 53 A 5 a0 22 D R TR A ()] PR RS
2018,59(11):963-967.

[6]GONG X, LIU WX, LID, etal. China rheumatoid arthritis
registry of patients with Chinese medicine (CERTAIN) :
rationale, design, and baseline characteristics of the first
11,764 enrollees[ ] ]. Phytomedicine, 2022, 104 : 154236.
doi: 10. 1016/j. phymed. 2022. 154236.

(712208 244 TR 55 . S5 AT I 67 28R OC T

REFH 71O R L[], o 2Rk, 2012, 53(6)
488-491.

(8K ET N, 2, 280k, 4 . TE A L5 24 3 B 28 XU 1Y
R RIEWORTE MO [T]. Rk, 2023, 64
(10):999-1003,1007.

(OB, BRI, 2201, 55 . BE T TRAQ 2 B PR
7 176 288 X G 1 2 W R B UE 1L Vi AR S L) ). v B o
PB4 £ 243,2019,39(10) : 1209-1213.

[10JURUSHIMA H, FUJIMOTO M, MISHIMA T, et al.
Leucine-rich alpha 2 glycoprotein promotes Th17 differ-
entiation and collagen-induced arthritis in mice through
enhancement of TGF-B-Smad2 signaling in naive helper
Tcells[J]. Arthritis Res Ther,2017,19(1):137.

[11]SAMARPITA S, RASOOL M. Cyanidin restores Th17/
Treg balance and inhibits T follicular helper cell differen-
tiation via modulation of ROCK2 signaling in an experi-
mental model of rheumatoid arthritis [J]. Int Immuno-
pharmacol, 2021, 101 (Pt B) : 108359. doi: 10. 1016/;.
intimp. 2021. 108359.

[12]CAMILLI C, HOEH AE, DE ROSSI G, et al. LRGI1:
an emerging player in disease pathogenesis[J]. J Biomed
Sci, 2022,29(1) :6.

CI3 IR SCEE TR, X B3, 45 . DN —UE I " DG 16K o0 2% 45
RN R B A ], Ry
Z%7,2022,47(3) : 796-806.

145K B IR REF R, AR AR, 4 . BT Pl BB 4R
B MR T R B BIR B BIR L) ], IR b I R4S 5
Z&i,2022,17(11):2129-2133.

LIS TR0, e A0 2, 45 . i AT Il Jr % e Ji i S 1 G
R K B E A S Th17/Treg AR 52 [ 1], h
Il T PG B 45 7k, 2018, 38(6) : 681-686.

[16]JIANG Q, ZHOU XY, WANG L, et al. A one-year eva-
luation of radiographic progression in patients with rheu-
matoid arthritis treated by Qingre Huoxue Decoction[]].
Chin J Integr Med,2012,18(4) :256-261.

17 1206, FERIDT , 225, 55 . 1 I I 07 28536 7 2 KR
KR WIR 5 W2 W2 ()], AR h e RS &
72,2019, 14(4) :516-520.

[18 JGONG X, LIU WX, TANG XP, et al. Traditional Chinese
medicine Qingre Huoxue treatment vs. the combination
of methotrexate and hydroxychloroquine for active rheu-
matoid arthritis: a multicenter, double-blind, rando-
mized controlled trial [J]. Front Pharmacol, 2021, 12:
679588. doi: 10. 3389/fphar. 2021. 679588.

[19]ZHANG RM, TANG XP, WANG J, et al. The impact of
traditional Chinese medicine Qingre Huoxue treatment

and the combination of methotrexate and hydroxychloro-



‘1’ E A& 20244 4 % 65 #5557 W Journal of Traditional Chinese Medicine , 2024, Vol. 65, No. 7 + 695 -

quine on the radiological progression of active rheumatoid
arthritis: a 52-week follow-up of a randomized controlled
clinical study [J]. Evid Based Complement Alternat
Med,2022:5808400. doi: 10. 1155/2022/5808400.

[20]CHEN W, ZHENG R, BAADE PD, et al. Cancer statis-
tics in China, 2015[J]. CA Cancer J Clin,2016,66(2):
115-132.

[21 JHAUPT H, BAUDNER S. Isolation and characterization
of an unknown, leucine-rich 3. 1-S-alpha2-glycoprotein
from human serum (author’s transl) [J]. Hoppe Seylers
7 Physiol Chem, 1977,358(6) : 639-646.

[22]TAKAHASHI N, TAKAHASHI Y, PUTNAM FW. Peri-
odicity of leucine and tandem repetition of a 24-amino
acid segment in the primary structure of leucine-rich alpha
2-glycoprotein of human serum [J]. Proc Natl Acad Sci
U S A,1985,82(7):1906-1910.

[23]KOBE B, KAJAVA AV. The leucine-rich repeat as a
protein recognition motif [J]. Curr Opin Struct Biol,
2001,11(6):725-732

[24]WANG X, ABRAHAM S, MCKENZIE JAG, et al.
LRG1 promotes angiogenesis by modulating endothelial
TGF-B signalling[ J]. Nature,2013,499(7458):306-311.

[25]Z0U Y, XU Y, CHEN X, et al. Research progress on
leucine-rich alpha-2 glycoprotein 1: a review[J]. Front
Pharmacol, 2022, 12: 809225. doi: 10.3389/fphar.
2021. 809225.

[26]GU Z, XIE D, HUANG C, et al. MicroRNA-497 eleva-
tion or LRG1 knockdown promotes osteoblast prolifera-
tion and collagen synthesis in osteoporosis via TGF- 1/
Smads signalling pathway [J]. J Cell Mol Med, 2020, 24
(21):12619-12632.

[27]SHIRAI R, HIRANO F, OHKURA N, et al. Up-regula-
tion of the expression of leucine-rich alpha (2) -glycopro-
tein in hepatocytes by the mediators of acute-phase re-
sponse [ J]. Biochem Biophys Res Commun, 2009, 382
(4):776-779

[28 JO'DONNELL LC, DRUHAN LJ, AVALOS BR. Molecu-

lar characterization and expression analysis of leucine-

rich alpha2-glycoprotein, a novel marker of granulocytic
differentiation] J]. J Leukoc Biol,2002,72(3):478-485.

[29]SERADA S, FUJIMOTO M, TERABE F, et al. Serum
leucine-rich alpha-2 glycoprotein is a disease activity bio-
marker in ulcerative colitis [J]. Inflamm Bowel Dis,
2012,18(11):2169-2179.

[30]SERADA S, FUJIMOTO M, OGATA A, et al. iTRAQ-
based proteomic identification of leucine-rich alpha-2
glycoprotein as a novel inflammatory biomarker in autoim-
mune diseases[J]. Ann Rheum Dis,2010,69(4):770-774.

[31]FUJIMOTO M, SERADA S, SUZUKI K, et al. Leucine-
rich a2-glycoprotein as a potential biomarker for joint in-
flammation during anti-interleukin-6 biologic therapy in
rheumatoid arthritis [J]. Arthritis Rheumatol, 2015, 67
(8):2056-2060.

[32]HA YJ, KANG EJ, LEE SW, et al. Usefulness of serum
leucine-rich alpha-2 glycoprotein as a disease activity bio-
marker in patients with theumatoid arthritis [J]. J Korean
Med Sci,2014,29(9) : 1199-1204.

[33]CONG L., RAN FA, COX D, et al. Multiplex genome en-
gineering using CRISPR/Cas systems[J]. Science,2013,
339(6121):819-823.

[34]DOUDNA JA. The promise and challenge of therapeutic
genome editing[ J]. Nature,2020,578(7794) :229-236.

[35]HE YT, OU AH, YANG XB, et al. Traditional Chinese
medicine versus western medicine as used in China in the
management of rheumatoid arthritis: a randomized,
single-blind, 24-week study [J]. Rheumatol Int, 2014,
34(12):1647-1655.

[36]XING Q, FUL, YUZ, etal. Efficacy and safety of inte-
grated traditional Chinese medicine and western medi-
cine on the treatment of rheumatoid arthritis: a meta-anal-
ysis [J]. Evid Based Complement Alternat Med, 2020:
4348709. doi: 10. 1155/2020/4348709.

[37]LU MC, LIVNEH H, CHIU LM, etal. A survey of tradi-
tional Chinese medicine use among rheumatoid arthritis
patients: a claims data-based cohort study [J]. Clin
Rheumatol ,2019,38(5) : 1393-1400.

Discussion on the Targeting Mechanism of Qingre Huoxue Formula (i##%117J7) for Treatment of Rheuma-
toid Arthritis by Regulating “Inflammation-Bone Destruction”: Based on LRG1/TGF- § Signalling Axis

LIU Weixiang', SHI Yu*, ZHANG Yangiong’, GONG Xun', JIANG Quan'

1. Guang’anmen Hospital, China Academy of Chinese Medical Sciences, Beijing, 100053; 2. Chaoyang Tenth Retired Cadre

Rehabilitation Center of the Beijing Garrison of the People’s Liberation Army of China; 3. Institute Of Chinese Materia Medica,

China Academy of Chinese Medical Sciences

ABSTRACT Based on the previous publications, it is believed that damp-heat syndrome is the core syndrome of

rheumatoid arthritis (RA) , and Qingre Huoxue Formula (3% #i% 11177 ) is an effective formula for the treatment of
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damp-heat syndrome of RA. “Inflammation-bone destruction” is a key pathological link of RA, and it is also the
advantage of the effectiveness of Qingre Huoxue Formula. Leucine rich a-2-glycoprotein 1 (LRG1) can mediate the
transforming growth factor-B (TGF-B) signalling pathway to participate in the pathogenic process of “inflammation-
bone destruction” of RA, and it can be used as a target protein in the treatment of damp-heat syndrome of RA by Qingre
Huoxue Formula. Accordingly, a scientific hypothesis was proposed that Qingre Huoxue Formula may regulate TGF-3
signalling pathway mediated by LRG1 to improve “inflammation-bone destruction” of RA, and it was envisioned that
the clinical effect of Qingre Huoxue Formula on LRG1 could be confirmed through clinical studies, and the mecha-
nism of action of Qingre Huoxue Formula on the LRG1/TGF- signalling axis as well as the influence of the expression
or non-expression of the LRG1/TGF- signalling axis on the therapeutic effectiveness of Qingre Huoxue Formula could
be clarified through animal experiments.

Keywords rheumatoid arthritis; damp-heat syndrome; Qingre Huoxue Formula (3##% 1175 ) ; inflammation; bone

destruction; leucine rich a-2-glycoprotein 1; transforming growth factor-3
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TU Jinwen's Experience in the Treatment of Severe Influenza Based on the Heat Toxin Theory

LYU Angi', SHI Yufeng', YANG YV, Ke Jia’, TU Jinwen’

1. School of Traditional Chinese Medicine, Hubei University of Chinese Medicine, Wuhan, 430060; 2. Hubei Provincial Hospital of
TCM/ Hubei University of Chinese Medicine Affiliated Hospital / Hubei Academy of TCM

ABSTRACT To summarize Professor TU Jinwen's clinical experience in the treatment of severe influenza based on
the theory of “heat toxin”. Tt is believed that “heat toxin” is the main mechanism of severe influenza, emphasized the
pathogenesis process that toxin enters with the pathogenic gi, heat generates by the toxin, and changes initiate from
the toxin, and proposed simultaneous treatment of warmth and toxin, and combination of multiple methods as the treat-
ment principles. Syndrome differentiation in clinic should combine with wei-gi-ying-blood. The disease in the early stage
located in wei (defensive) and gi level, treated by clearing heat and resolving toxins, releasing the exterior and expel-
ling pathogen, harmonizing the exterior and interior, dredging the bowels with diarrhea, and combining other methods
to get rid of the heat and toxin, and modified Self-Prescribed Tuire No. 1 Formula (iB#¢1577) is recommended; the
disease in progression stage located in ying-blood, treated by relieving heat and resolving toxins, and clearing the
ying level and cooling the blood, with prescriptions as modified Self-Prescribed Tuire No. 1 Formula plus Qingying
Decoction (3¢ ) , or Xijiao Dihuang Decoction (JEffi#% ) ; the disease in the late stage with of yin fluid consump-
tion, and heat toxin in the blood level, treated by eliminating heat and resolving toxins, and enriching yin and cooling
the blood, with prescriptions as modified Shashen Maidong Decoction (b2 % %37 ) and Zhuye Shigao Decoction (1
M- ). At the same time, it is emphasised that heat-clearing and fire-draining method and harmonising methods
are important, and that dispelling pathogen should not injure healthy ¢i, and that the selection of prescriptions and
medicines need consider syndrome differentiation and treatment.
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