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Fig.1 Comparison of joint inflammation scores of rats
in each group(x +s n =10)

a: Control group; b: RAHLD group; c: Low-dose AME group; d:
High-dose AME group; e: High-dose AME + LPS group; ** P <0.01 vs
Control group; #¥P <0.01 »s RAALD group; ““P <0.01 vs Low-dose
AME group; 22 P <0.01 vs High-dose AME group.
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Fig.2 Comparison of lung tissue wet-dry weight
in each group(x +s n =10)

a: Control group; b: RAHLD group; c¢: Low-dose AME group; d:
High-dose AME group; e: High-dose AME + LPS group; ** P <0.01
s Control group; *P <0.05 P <0.01 vs RAALD group; ¥P <0.05 vs
Low-dose AME group; “# P <0. 01 vs High-dose AME group.

. AME \AME

RA-LD

. AME +LPS
AME . 3.
: RAILD
AME \AME
. AME +LPS

AME . 3.
2.5 MyD88 /TLR4 /NF+B
p65 RA-LD Beclin
1.LC3 T/ 1 (P<

0.01) MyD88.TLR4.p-NF«B p65/NF+«B p65

(x+s n=10)

Tab.1 Levels of inflammatory factors in rats in each group(x s n = 10)

Group IL4B (ng/L) IL-6 ( ng/L) TNF-a ( pg/L)
Control 26.78 £2.82 22.73 £4.37 63.56 £8.37
RA4LD 101.69 +14.06** 86.04 +10.53% 251.67 £29.39* *

88.72 +10.71* *#
46.80 +5.06* &
93.07 £10.09* * 44

Low-dose AME
High-dose AME
High-dose AME + LPS

202. 18 +23.61 * *#
120.34 + 14, 58 * *##&&
243.37 £26. 15 * *8&84

60.92 +8.73" #
30.97 £5.3]1#&&
75.98 +8.06* *#EAA

" P<0.05 **P<0.01 vs Control group; P <0.05 *P <0.01 vs RAALD group; *¥P <0.01 vs Low-dose AME group; 22 P <0.01 vs High—

dose AME group.
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HE x 100

Fig.3 Pathological staining of knee joint and lung tissues of rats in each group HE X100

a. Control group; b: RAHLD group; c: Low-dose AME group; d: High-dose AME group; e: High-dose AME + LPS group.

2

(x=s n=10)

Tab.2 Comparison of related protein expression in lung tissues of rats in all groups( x s n =10)

Group Beclinl LC3 1I/1 MyD88 TLR4 pNF~«B p65/NF«B p65
Control 0.94+0.17 0.88 +0.15 1.26 +0.18 1.17 +0.23 0.22 +0.05
RA-LD 0.28 +0.06* * 0.29 +0.05** 2.78 £0.34** 2.98 +0.45** 0.89+0.15**
Low-dose AME 0.45 +0.08* ** 0.47 £0.07 **# 1.72 £0.25%*# 1.87 +0.28* *# 0.66 £0. 14 * *#
High-dose AME 0.79 £0. 127 #&& 0 68 +0.10* *#& 1 36 £0, 22 1.45 £0. 24 0.46 £0.06* *##&&

High-dose AME + LPS 0.32+0.09**22

0.33 +0.08* *&A8 5 55 4+(. 33* *&&AA 9 63 1, 35* F&&AL

0.83 +£0.13**&A0

" P<0.05 **P<0.0l vs Control group; *P <0.05 *P <0.01 vs RAILD group; ¥P <0.05 *¥P <0.01 vs Low-dose AME group; 2% P <

0.01 vs High-dose AME group.
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Fig.4 The expression of autophagy factor and
MyD88/TLR4 /NF-«B p65 pathway related proteins
in lung tissues of rats in each group
a: Control group; b: RAHLD group; c¢: Low-dose AME group; d:
High-dose AME group; e: High-dose AME + LPS group.
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Effects and mechanism of astragalus mongholicus extract on lung injury

in rats with rheumatoid arthritis induced interstitial lung disease
Zhao Yue Yang Jinliang Luo Huan Xi Wenxiu Wang Junlu Zheng Xuejun

( Dept of Rheumatology and Immunology The First Affiliated Hospital
of Hebei North University Zhangjiakou 075000)

Abstract Objective To investigate the effects of astragalus mongholicus extract ( AME) on lung injury and the
myeloid differentiation factor 88 ( MyD88) /Tolldike receptor 4 ( TLR4) /nuclear factor kappa B ( NF+«B) p65
pathway in rheumatoid arthritis induced interstitial lung disease ( RA-HLD) rats. Methods SD rats were randomly
divided into a control group RA-LD group low-dose AME group (5 g/L) high-dose AME group ( 10 g/L) and
high-dose AME + lipopolysaccharide ( LPS) group ( 10 g/L. AME + 1 mg/L TLR4 activator LPS) . Except for the
control group rats in all other groups were injected with bovine type Il collagen Freund’ s complete adjuvant

and bleomycin to establish the RAJLD model. The arthritis index and lung tissue wet-dry weight ratio of rats were
tested. ELISA was applied to detect the levels of inflammatory factors interleukin ( IL) 43 IL-6 and tumor necrosis
factor-o. ( TNF-o) in bronchoalveolar lavage fluid. Hematoxylin eosin staining was used to observe pathological
changes of rat knee joint tissue and lung tissue. Western blot was applied to detect the expression of autophagy fac—
tors Beclin 1  microtubule-associated protein 1A/1B-light chain 3 (LC3) /1 and MyD88/TLR4/NF-«B p65
pathway related proteins in lung tissue. Results Compared with control group knee joint tissue and lung tissue of
rats in RA-LD group were damaged the arthritis index lung tissue wet-dry weight ratio levels of ILAB IL-6

and TNF-o the expression levels of MyD88 and TLR4 proteins and p-NF-«B p65/NF-«B p65 ratio increased
(P <0.01) the expression of Beclin 1 and LC3 [I / I proteins decreased ( P <0.01) . Compared with RAJLD
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group the low-dose and high-dose AME groups showed reduced tissue damage in rats the arthritis index lung tis—
sue wet-dry weight ratio levels of ILAB IL-6 and TNF-o the expression levels of MyD88 and TLR4 proteins
and p-NF—+«B p65/NF+«B p65 ratio showed a dose-dependent decrease ( P <0.05 or P <0.01) the expression of
Beclin 1 and LC3 [ / | proteins showed a dose-dependent increase ( P <0. 05 or P <0. 01) . Compared with high—
dose AME group the tissue damage of rats in the high-dose AME + LPS group was worsened the arthritis index
lung tissue wet-dry weight ratio levels of IL4B3 IL-6 and TNF-o the expression levels of MyD88 and TLR4 pro-
teins and p-NF-«B p65/NF—+«B p65 ratio were higher ( P <0.01) the expression of Beclin 1 and LC3 II / I pro-
teins was lower ( P <0.01) . Conclusion AME inhibits the MyD88/TLR4 /NF«B p65 pathway and alleviates
lung injury in RALD rats.

Key words astragalus mongholicus extract; rheumatoid arthritis; interstitial lung disease; lung injury; MyD88/
TLR4/NF—+«B p65 pathway; inflammation; autophagy
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