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Table 1  Primers sequences of IRAK1, TRAF6, NF-«kB p65 for mouse cornea and lacrimal gland tissues

HH ki (57-37) T (57-37) K /bp
IRAK1 TTCAGCTTTGGGGTGGT TGGGTGCTTTTCAGGGT 137
TRAF6 GACGGTAAAGTGCCCAAA CAAGAAACCTGCCTCCTG 177
NF-kB p65 CTGCACTCTATGGCTCAGG GGGACAGCGACACCTTT 126
GAPDH CATCCTGACCTATGGCGTAGCAATC CTCCTCGTTGTTCTTCGGTAGTGAC 251

e IRAKL, HAIMANZ 1 ZRM SR 1; TRAFG, MRIRSERE T2 KM H T 6; NF-kB p65, #H T kB p65.
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1000) . B-actin (1 :10000), Ve, WEE AN —H
1h (1:10000), BEEYEERH Image J Pro Plus6. 03X
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2255 YE H Dunnett T°%% . AT A 1E 5040 1808 LA
RO (W igk) (Mo (P, Py | Fom, 24

6] bE %% % H Kruskal-Wallis #: 56 . A P<<0.05 h 2%
SHAG R L,
2 #£R
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K2R, SIEWHE, BIAVZHIH MW
A THIER S RIAR R . SRR (P<
0.05). SEIRIZH A, W HEERE . Rl
PSRN AL IRV o Wit W S 35 22 | TH RS S b i)
WEER, HHEER . B s RS
EREEIE AT (P<<0.05). BEESIRENAL S5 H
A R A B A R An 22 R B TG B X
(P>0.05).
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IEH /NS, R BRI /N
FARE R e IO YLt A I AR i E
TE A7) 2H RN R AN 2E /N LA ISR 0 A AR TR
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Table 2 Comparison of tear secretion, tear film rupture time, and irritability scores of mice in each group (M (P25 s P75) ]

415 R THI A0 fmm TF LR SR B [l /s Gy AR VS 5y
EH A 9 9.0 (8.9, 25.0) 3.5 (3.0, 4.0) 1.0 (1.0, 1.5)
FRIZ 9 3.5 (3.5, 4.3) " 1.0 (0.8, 1.3) 3.0 (2.5, 3.0)
PImmRENAL 9 8.5 (7.5, 8.9) 3.0 (3.0, 4.0) " 2.0 (1.0, 2.0)
1T H 3 3 Al 7 k2 9 8.5 (7.9, 8.8) " 3.5 (3.0, 4.0) " 1.0 (0.5, 1.5) "
i H i E AP 2 9 8.0 (7.6, 8.6) " 3.0 (3.0, 3.2) " 1.0 (1.0, 1.0) "
) 3 3 AR 4 9 6.3 (5.8, 7.6) 2.5 (2.0, 2.8) 1.0 (1.0, 2.0) "

W oa) SIEWAHE, P<0.05; b) SHRIAHHE, P<0.05,

T BOMESIE AR L, HOSES IR IR IR .
A, IEWA; B, BURAL; C, W HEEREEA; D, WA EERTREA; B, 0 FEE RN F, BRI ;
G, WBHIA; H, kL.

Bl A4UNRAR ., HIRAZHE R G5 R (x200)

Figure 1 HE staining results of corneal and lacrimal gland tissues of mice in each group (x200)
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T 2N BH BRI /N —30, IR 200 if 52
AR, MU BRI 2, JCAE IR A
BRI, HEFIZEEL, ELH A iR AR
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HaE 3 AR ] . BRIl . Sl A i gn
fozs ok b, SR PEANM RIS, B A A
LGB WA= 7 1] b=k I k) 0 2 71
AL HrAE I AL
2.4 ZwA R AR, AR EE R T R R

Bl27~, SIERA g, B B4/
FUAIE . THARAZUIL-1B . TNF-o 2K ik 4 0
FhE, FEAMTRS, BAARYL AR 5
TRUZH P, e H 38 3 s ) e 20 MO R R .
/N AR . JHIR -1, TNF-a Kik & HA
ANFFREEREAL, RARH Y ERURAS [ R D

2.5 &2 KA MMP-3, MMP-9 % & % ik thig

K3, HIEWwH LR, BRI M MMP-3,
MMP-9 2 [ Fk#FHm (P<<0.05). SHERIL] FEs,
T 5 11 12 HlE ) 2 35 R AN 2 A I MMP-3
MMP-9 & 1 kR, i H 2E 3 a5 & 4 A i
MMP-3 2 AR (P<0.05). 3% 35 iR 4h 41 A
H 10 18 Jles ) i 2 2 (R & e s 25 R o4t i i
(P>0.05).

R3  AAUNRAMABES MMP-3. MMP-9 %4 (135 L
Table 3 Comparison of MMP-3 and MMP-9 protein expression

in the cornea of mice in each group (/B-actin, x+s)

2H 51 AL MMP-3 MMP-9
IEHH 3 0. 15+0. 02 0. 09+0. 01
[V 3 0.24+0.03” 0. 16+0.01"
Y BE TR AL 3 0.17+0.02"  0.110.01"
e 3 32 e 77 e 2 3 0.18+0.02"  0.11£0.01"
HERERIER Sy G ilb e 3 0.21+0. 02 0. 150. 01
HERERIER S C SR e 3 0.20+0.02" 0. 15+0. 01

. MMP-3, 4 EEAEE3; MMP-9, JER4EE M.
a) SIEWHILE, P<0.05; b) HHEA LA, P<0.05,

2.6 Z4R AR, BT miR-146a-5p & A ik

Fam, SIEHAMIL, BRI A BT miR-
146a-5p 2535 L (P<<0.01) ., 555550 26 A4 il 51
ARG, 15 H R R A SO IR N S s

Mg

.
Sl > e
;

IL-1p [N

Z g

Y
| £

il
INF- o

THAR
IL-1p

TH AR
TNF-

A B C D

T BOFERARE PR E

IL-18, FAIMEANZR18; TNF-o, MERSEH T o; A, IEHH; B, WA, C, WAMERSREA; D, WAMERTRRE; £, WA

EREBAEF AL F, ORI G, #Mahndl; H, MR,

B2 HAUNEANE, HIRSIER TRE (Bedifl, x200)

Figure 2 Expression of inflammatory factors in the cornea and lacrimal gland of mice in each group (mmunohistochemistry, x200)
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I 20 £ B K 3H R miR-146a-5p ik ¥ W% Tt
(P<<0.05) . ¥ H 1 & s 00 & 20 A B S OH R b
miR-146a-5p ik m TR IS4 (P<0.05). 5
WehFd s, W H @A R A B ISR AN AL
AT ) 700 21 FA B K TH B T miR-146a-5p 3R 3k FEAI

(P<<0.05). i HiE @A m el /A me . JHAR L
' miR-146a-5p i) £ ik 52 57 R PE FE AT (P<
0.05).

T4 FHUH/NEANEE, JHERF miR-146a-5p ik i

Table 4 Comparison of miR-146a-5p expression in cornea

and lacrimal gland of mice in each group (x+s)

415 Fl pitli THR
EH 4 3 1.00+0. 00 1. 00%0. 00
FORIZ 3 1.110. 03" 1. 29+0. 07
WEhi 4l 3 2.030.03" 5. 43+0. 04"
I 550 2 3 0.87+0. 06" 0. 81+0. 37
IR 3 1.24+0.03"7  2,28+0.07"7
T EMEEEAIEA 3 1.6520. 05" 4.06+0. 057V
AP AIEL 3 1.2920.029Y0 2.65+0. 19V
T HMERUE ] 3 1.22+0. 019779 1. 88+0. 09""¥

E:oa) SIEFALLE, P<0.05; b) SHEMY K,
0.05; ¢) S#MEIFALE, P<0.05; d) SMHIF4 i, P<
0.05; e) SIYIBRRANAL LA, P<<0.05; ) S5 H 0% 5o &
AR, P<0.05; ¢) SidHEEBPREA R, P<0.05,
2.7 ZLNRK AR, BEPIRAKL, TRAF6, NF-kB
p65 mRNA & ik rbdx

K5, HIEFWAME, BRI ME. JHR T
IRAK1. TRAF6. NF-kB p65 mRNA ik FT} (P<

xS HK/NRABE. HET IRAKL,

0.05). SEEAIZH LA, BERSEREAZH M IRAKL
TRAF6 mRNA 35 K JH i o NF-kB p65 mRNA ik
REAG s I H s R A A S TH R R S AR AR
mRNA 23K ¥ FEAC ;1 B a8 b R 2 gl
IRAK1, TRAF6. NF-kB p65 mRNA % ik 1 iH i
TRAF6 mRNA F ik ¥ FEAL; e B i & Hkn & 4
{LIH R H TRAF6 mRNA AR s T sh 7 41 £ s
o & 48 PR mRNA K 35 JOH BR o IRAKL. TRAF6
mRNA FIEFEAL (P<<0.05). Sishild i,
HlFIZ AR THAR AT 8 mRNA FH&, 1 H i &
PRI e 2 A R b £ 46 bR S IH AR TRAF6 . NF-kB
p65 mRNA FiE T+ (P<<0.05) . 5405 41 Lt
B, BOBTRENA A B A 8P mRNA FRIKFER; 1
H 3 12 HIAS 79 e 4 A B rh 5 48 R mRNA 3235 R TH R
1 TRAF6 mRNA £ ik (L (P<<0.05). H3EIER
A TR, T HEE R . R a2 AR B TRAF6
mRNA FKIEFEL (P<<0.05).
2.8 XK AR, BT IRAKL, TRAF6, NF-xB
p65. p-NF-kB p65 & & & ik e

F6, RTIm, SIEHALE, BAIY M
JH%HF IRAK1, TRAF6, NF-kB p65. p-NF-kB p65
BEHFRBY BT (P<0.05), SHBIAHLE,
B0 2 . JH R b IRAK1, TRAF6. p-NF-«B
p65 T [ IBFFAL; PP ZTH iR TRAF6 2 (145
KThE s BEES TR AN A IRAKL . TRAF6 & 1%
KR, JHIR NF-kB p65. p-NF-kB p65 5 1% 1A
REAR s Vi e o ) A 2 A B P A5 AR A R 1 5k
S H 1 18 R ) e 2 T R T A e AR AR 1 R R R

TRAF6, NF-kB p65 mRNA H# ik

Table 5 Comparison of mRNA expression of IRAK1, TRAF6, and NF-«kB p65 in the cornea and lacrimal gland of mice in each group

(%+s)
a3 A ik i

IRAK1 TRAF6 NF-kB p65 IRAK1 TRAF6 NF-kB p65
EH A 3 1.000. 00 1. 00=0. 00 1. 000. 00 1. 000. 00 1. 00+0. 00 1. 00+0. 00
EAIZH 3 2.04:0. 06" 2.63+0. 1% 4.39+0. 08 1.79+0. 06" 5.41+0. 33" 1. 76+0. 09"
Bl 3 1.23:0.14” 1. 600. 20" 2. 460. 20" 1.200.05”  2.33+0.09" 1.32+0. 03
il 25 3 3.66x0. 05" 2.71x0. 119 3. 90+0. 02° 1.84+0.07”  5.66=0. 12° 1.72+0. 017
IR AN 3 0.98:0.02" Y 2.36x0.27" 7 2.99+0. 51" 1. 54+0. 08 5.05+0. 52 1. 32+0. 06"
1 H 3 3 A0S 7 2 3 1.19:0.07" " 1.49+0.16” Y 2.7620.02" ¢ 1.07+0. 11" 2.38+0. 05" 1. 25+0. 09"
1 H i E AP 2 3 1.53:0.01" " 1.78+0.06"” V< 3.01x0.03"” ¢ 1. 38+0. 17 2.77+0. 19" 1.39+0. 14
1T H 3 8 A k2 3 1.95+0. 117V 2.38+0. 11 ¥ 4.28+0. 05 1. 49+0. 15 3.47+0.15" 2V 1.5420.01° ¥

e IRAKL, MMM 2 1 ZRM S 1; TRAFG, RERSEIR T Z A T 6; NF-B p65, #HF «B p65.
a) SIEWAIE, P<0.05; b) SEAIE, P<0.05; ¢) S#hFIAE, P<0.05; d) SHlH41bs, P<0.05; ) HBiE

fRENAL L, P<<0.05,
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/N SA B IRAK 1/TRAF6/NF-k B {5 53 J% 8 11 33k L 4%

Table 6 Comparison of protein expression of IRAK1/TRAF6/NF-kB signalling pathway in corneas of mice in each group

(/B-actin, x+s)

2051 R4 IRAK1 TRAF6 NF-kB p65 p-NF-kB p65
EH# 4 3 0. 14=0. 01 0. 1520. 02 0. 15+0. 01 0. 100. 01
A ZH 3 0. 40£0. 03" 0.22+0. 03" 0. 220. 00 0. 1420. 01?
Tahi 3 0. 17+0. 02" 0. 08=0. 01" * 0.22=0. 01 0. 12+0. 01"
i) 26 3 0. 45+0. 06’ 0.25+0. 03 0. 26=0. 00°’ 0.1920. 01
PCHETR AL 3 0.18+0. 01" ¥ 0.17+0.03" 0.21=0. 01 0.1320. 01"
T H 3 3 A0S 7 A 3 0.25+0. 03" < ¥ 0.1620. 02" 0.19+0. 01" © 0.100. 01" 2 ¥
HENERIER S/ & ebnlf il 3 0.37+0. 047 ¥ 0. 200. 04°’ 0.21+0. 02 0. 14+0. 017 ¥
HERERIERER: /¢ iR R el 3 0.28+0. 03" < ¥ 0.21+0. 03" 0. 230. 01 0.15+0. 019 ¥
FE: TRAKL, FIAIMIA 2 | SZARAHOCUEE 15 TRAFG, MURSRAEIN T2 A1 DCIN T 65 NF-kB p65, #INT kB p65; p-NF-kB p65, Wl bi%
HF kB p65.
a) HIEWAILE, P<0.05; b) SEIRAILE, P<0.05; o) SEshR4lbE, P<0.05; d) SMbG4lbss, P<0.05; e) 53

FRENAL L5, P<<0. 05,

R AAUNEIHIR IRAK /TRAF6/NF-kB {5538 JH 8 11 234 HL AR
Table 7 Comparison of protein expression of IRAK1/TRAF6/NF-kB p65 mRNA in the lacrimal gland of mice in each group

(/B-actin, x+s)

205 Uk IRAK1 IRAF6 NF-kB p65 p-NF-kB p65
EH A 3 0.710. 03 0. 95+0. 02 0. 19+0. 02 0. 340. 06
EAIZH 3 1. 3120. 06 1. 50+0. 03" 0. 4620. 02" 0. 7620. 07"
Wl 3 0. 56+0. 02" 0. 65+0. 00" 0. 26+0. 04" 0. 53+0. 04"
B bl 3 1.37+0. 13 1. 57+0. 03" < 0. 48+0. 04 © 0. 66+0. 05 '
BB AN 3 1.24+0. 117 1. 48+0. 02° 0.30+0. 01" 0. 55+0. 04"
T8 H i 3 A 7 k2 3 0. 85+0. 07" 2 ¥ 0.54+0. 01" 2 ¥ 0.25+0. 02" V) 0.36+0. 03"
i H i AT 3 0.91+0. 08" < < 0.73+0. 02" <V 0. 30+0. 03" 0. 49+0. 03"
T8 H 3 8 A 2 3 1.01+0. 05" @ ¥ < 0. 74+0. 03" 0 ¥ 0.35+0. 04" ¥ 0. 48+0. 03"
H: IRAKL, FIEUMEANZE 1 SZIRAHOCH 1; TRAF6, MIEIRSEHEFZ ARG F 6; NF-kB p65, #IHF kB p65; p-NF-xB p65, L%
[KF kB p65.
a) HIERALLE, P<0.05; b) SEMAE, P<0.05; ¢ S#aRALLE, P<0.05; d) SMHIFIALLLE, P<0.05; ¢) HBH
AN LSS, P<0.05,

ik (P<<0.05). Sishilga i, il 50 2 /i
THR A FEbR B R IA T BEIEIRENA fA i rh
TRAF6 £ |1 # i5 F17H B IRAK1, TRAF6 & 15
kTbEr; T B E SR A A IRAKT, TRAF6
A K MH IR b IRAKL & B KA TR, A
o NF-kB p65. p-NF-kB p65 & [ fil {H It TRAF6 .
p-NF-kB p65 £ [ IR FEAL; T Hag b . R
B2 A IRAKL, TRAF6. p-NF-kB p65 #5115
KT E, AR H IRAKL, TRAF6 % (R ik T & s
e B 13 UG AV H R NF-kB p65 2 A THE
(P<<0.05). SHIHIFILH LE, BERPREAZ FniE H
T8 38 T R AL B P IRAKT . TRAF6, p-NF-«B
p65 £ IR IA AL, T B s ) a2 TH b 45
FEAREE (R B I FEIL (P<0.05). SBEEMRNA
Fes, T H 8 e 7 4 A P p-NF-kB p65 &

BESSUV M) LR v AR Easvsa] 2 R E BIER S
B 4L IR P IRAKL . TRAF6 £5 H # ik
A (P<<0.05).
3 itig

(Fm - EHHSRE) &
B, (EEIEIEER) 5
KAk, SRR TCH, B, m@mﬁﬁmﬁt
R GG, STk, KER L, ATRESR,
HATCIE, WIHW ., 1550, Tﬁﬂm Al itk
K, KIAFE S A AR ARG T R 1) & R ML
PR A AT Btk A LA H . AT, FFZAR
POETHRIGT S MITFE T, GBS . =B
H. i H & S e E O fe 7. w54
HACALIINR , AL T AN . SRR E

A - BT
KRIEEW, ZM
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WEATNMA B, HEETFHE, =2 AT
2, BIETEA, ERREOL; PR R Bt LA i
R, BE TS KBRBUTRE R, AP
Kt B ANFZ . BFR, IRITERNSIZZ; (A
AR, SUAIFRINL. RIFEA; MIHVIE, FRiTE
M, U AT S S A, ORI R
FEFRTIBIF T IR ARES | H R 25 A NG o )
WEo 2R, SLIR &35 IS . F=BI 0T H i)
o AWFRAR R, SIER4LE, BRA/NR
THW Ay W /0 | THIERE ST R 4R 08 . 5 B Fe i
PR R, NEUA B e BRSO Y, A7 B A
R0 5 o B A L R R R, P R
UMM, SR HESIEEL . K, TH R AR AN
JRFE A, HESIZEEL, HB s reasfe . K
RUEAMIRE , UGB, SRR,
H @ fs . R AU B B AR B 4 T BUS TH
W 22, THRE R S R, RO
A, R TR, MM, THIRR B 20
ARASIRES, DA H IR0 . R B B R
BT IRIR AR, HACR T 255
BAREF ST o, MRS Z B0, WIS o0
SAE SNLTE B AR FE A4, it BE 5 AR E
PR, NF-wBIE BTS2 R0 5AE LR 21k 1
Jb, WIL-18, TNF-a. IL-17 Z5585E K FF1 MMP-3 |
MMP-9 %53 i 4 J& 26 (R i 2k Th s . | akak
(% IL-1B F1 TNF-ou AT FF- U0 B AE 20 A 9 452 11 FN T
b, SETTH A R e 2 A IR . HESI R
AL AT e s R B, SRR
A, e A A ) R B B AR A A TH R
HRER 7 TNF-oc, TL-18 iAW/, 1 H i 8 5w
791 H2k 20 R B B R A 4L A FBE MMIP-3 . MIMIP-9 4K [ 3%
IRRRAR, B A4S 245 T T 00 3] IR 3 4 E S
ST UERAYE B 3 HOR 15 8 o miR-146a-5p il
IR 22 A S, AR 5256 R FH miR-146a-5p 1) 3 3
FI AP 7] agomir-146a-5p . antagomir-146a-5p XJ /]y
LR 2 1 AT XS B . agomir-146a-5p Fll antagomir-
146a-5p 2K H LAH F BEAE 1 miRNA, 7] A InZ54)
MR 2Rk, 45 20 P AR /o 1,
SR = B 0 111 A NI T B T S P
J P sl 700 A A RERTH BTG B S BB 407, it 0 7
A L R HES R L, MR S AL . K
Ji, TH R A AR R, R AR B HES KL D)
Ah, BB/ . TH PR miR-146a-5p F k5L
BRI TL 5, IL-18. TNF-o 3635 & A AN [F) Fe

Fefik . DL 45 R UM miR-146a-5p 25 1 BB 44T
JNE o T 3 2 A 7] e 2H 5 3 1R Ak 2 A
{H % miR-146a-5p ik T, 781 B i i 5O 3
B R B0 ] BB AL 38 o 45 5 miR-146a-5p 3325 M 1T 4170 il
RAE LI

W98~ , TRAK1/TRAF6/NF-kB {553 f%
miR-146a-5p {F Jy NF-wB i PEIE R, L #: N AR
RAEAIML IR T 1974, 1 A5H)H 15 TRAF6 #1 TRAK1
B Y IRAKT FITRAF6 38 toll FEAZ A& (TLR)
FE S, WAL 58U S NF-xB % 5
B, FEAER RGN F TNF-a FITL-6 ', NF-kB
VE RS S, R RAE . T MEUR
N 5 ALA L A AR BRI B A AR R AT OGS A
2 SRR ZFBRE VI, k=i .
SEECPEIRS . TR . BELRE A Y BEUESE,
miR-146a-5p A TRAK1 FITRAF6 AN IEMERHIEY) 22,
AR R, SIEEAH LR, BRgMEE. H
PR IRAKT, TRAF6, NF-kB p65 mRNA K £ [ 4
B TF e, UL IRAK1/TRAF6/NF-kB 15 5 1 1 ¥
PO SERZ g, T H A R R A AR A
mRNA S (I RIB N, MBI mah 4 A B i
R R A R AR mRNA MR AR A
VA, B E S R A EERTE B IRAK 1/
TRAF6/NF-«B 15 53 7 il 76 FH & W 25 . 53 9k,
SRR L, BEhRI . HERIRAKL, TRAF6
mRNA J2IRAK1, TRAF6, p-NF-«kB p65 &5 [ 3¢5 [
1%, VB S A S R4 T B 3 RO AR .
SR A A, BRI H I IR g
IRAK1, TRAF6, NF-kB p65 mRNA ik 7, iH
B TRAF6. NF-kB p65 mRNA 235 FTF, ¥E HiE %
B KGR AL . JHIR IRAKL, TRAF6 %
Fik BF, (A AT LUE A0 IRAK1T/TRAF6/NF-kB
15538 B3R B R IR 3R AR E |« 2 Mgk MR e IR A AR
o g54 SR AR e, i H s 5 w4
JE . JHAR /Y IRAKL, TRAF6, NF-kB p65 mRNA
KRN TR, ROEE Bl seayy 1Rl g e
i AT J ] IRAK1/TRAF6/NF-«B {5 5 38 [ 1) 17 16 Ik
BRIERN, WM RETFIL-18. TNF-a (/774
Mo, SPEERRENAA L, W H i E A Rl
AR . JHAR T IRAKT, TRAF6, NF-kB p65 mRNA
N A RIR IR TR, DR E R S B R 4 [R)
FEEA Wl IR R S8 0E SO AR o

gr bk, 1 HilEseT LG [ miR-146a-5p
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Effects of Runmu Xiaoyao Powder (i HiiE#) for Dry Eyes Mice with Liver-Meridian Constraint-Heat
Syndrome on miR-146a-5p and IRAK1/TRAF6/NF-B Signalling Pathway in Cornea and Lacrimal Gland Tissue
LIU Tingting', CHEN Yankun', LIU Pei', JIANG Pengfei', TAN Kang', YAN Chunwei', PENG Qinghua'’
1. Hunan University of Chinese Medicine, Changsha, 410208; 2. The First Hospital of Hunan University of Chinese Medicine

ABSTRACT Objective To explore the possible mechanism of the treatment of dry eye with liver-meridian
constraint-heat syndrome by Runmu Xiaoyao Powder (i HitiiE#i) by miR-146a-5p and interleukin-1 receptor-associated

kinase 1/tumour necrosis factor receptor associated factor 6/nuclear factor- kB (IRAK1/TRAF6/NF-kB) signalling
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pathway. Methods Eighty C57BL/6] mice were randomly divided into normal group, model group, agonist group,
inhibitor group, sodium hyaluronate group, and Runmu Xiaoyao Powder high-, medium-, and low-dose groups, with
10 mice in each group. Except for the normal group, the mice of dry eye with liver-meridian constraint-heat syndrome
were modeled by using benzalkonium chloride solution eye drops combined with chronic pain stimulation. Beginning
on the 30th day of modelling, mice in Runmu Xiaoyao Powder high-, medium-, and low-dose groups were given 29,
14.5, and 7. 25 g/kg of Runmu Xiaoyao Powder respectively twice daily by gavage ; mice in sodium hyaluronate group
were given 5 pl of sodium hyaluronate drops twice daily; mice in the agonist group were given 2 nmol of agomir-146a-5p
drops in each eye at a time, and those in the inhibitor group were given 5 nmol of antagomir-146a-5p drops in each
eye, with every other day, 3 times per week; mice in the normal and model groups were gavaged with deionised water
at 1 ml/(100 g+d). The intervention was continued for 14 days in each group, and mice in each group were examined
for tear secretion, tear film rupture time, corneal fluorescein staining, and irritability scores on the day following the
last intervention; HE staining was used to observe the pathological conditions of the cornea and lacrimal glands in
each group; corneal and lacrimal gland inflammatory factors, such as interleukin 18 (IL-18), tumour necrosis factor
a (TNF-a), miR-146a-5p expression, were examined; matrix metalloproteinase 3 (MMP-3) and matrix metallopro-
teinase 9 (MMP-9) expression in cornea, IRAK1, TRAF6, nuclear factor kB p65 (NF-kB p65) protein and mRNA
expression in cornea and lacrimal gland, and phosphorylated nuclear factor kB p65 (p-NF-kB p65) protein expres-
sion were detected. Results Compared with the normal group, mice in the model group showed reduced tear secre-
tion, shorter tear film rupture time, higher irritability score (P<<0.05), and pathological examination showed stain-
ing in the centre of the cornea, obvious corneal damage, increased volume of lacrimal gland follicular cells, disor-
dered arrangement, a large number of inflammatory cell infiltration, and increased neovascularisation; corneal and
lacrimal gland tissues showed elevated expression of IL-1( and TNF-a, decreased expression of miR -146a-5p, ele-
vated expression of IRAK1, TRAF6, NF-«kB p65, p-NF-«kB p65 protein and IRAK1, TRAF6, NF-kB p65 mRNA,
and elevated expression of MMP-3, MMP-9 protein in the cornea (P<<0.05). Compared with the model group, all of
the above indexes were significantly improved in high-dose group of Runmu Xiaoyao Powder, while some indexes were
improved in the sodium hyaluronate group and the middle- and low-dose Runmu Xiaoyao Powder groups (P<<0.05).
Compared with the model group, corneal and lacrimal IRAK1 and TRAF6 mRNA and IRAK1, TRAF6 and p-NF-kB
p65 protein expression decreased in the agonist group; compared with the inhibitor group, IRAK1, TRAF6, NF-kB
p65 mRNA and protein expression in the cornea and lacrimal gland in the Runmu Xiaoyao Powder groups decreased
(P<<0.05). Conclusion Runmu Xiaoyao Powder can negatively regulate the IRAK1/TRAF6/NF- kB signalling
pathway in the cornea and lacrimal gland of mice with dry eye of liver-meridian constraint-heat syndrome by up-regulation
of miR-146a-5p, so as to inhibit inflammatory response and reduce the damage of the ocular surface tissues, and the
high doses group showed the best effect.

Keywords dry eyes; liver-meridian constraint-heat syndrome; Runmu Xiaoyao Powder (i Hi3%#0) ; cornea; lacrimal

gland tissue; inflammatory response
Cchi H 383 2024 04 -24; &l H . 2024 -07 - 18)
[%hdf: XF 4]



