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F-6(IL-6) , IR R IE K F -a( TNF-a) , Iba-1 0 B2 BT 5 52 /& (GR) mRNA £ ik if . G55 5IEH H L, LPS 4 /Ml 5 min
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[Abstract] objective: To observe the activation of microglia and the expression of inflammatory factors

in hippocampus of mice with depression-like behavior after mother-infant separation (MS) combined with
lipopolysaccharide (LPS) stress, and to explore the possible anti-depression mechanisms of Wenyang (WY) ,
Jieyu (JY ), and Wenyang Jieyu (WYJY) prescriptions from the perspective of warming Yang and relieving
depression. Method: Seventy offspring mice were randomly divided into a normal group (n=10), a LPS stress
group (n=10), and a modeling group (n=50). After undergoing 8 h-d"' mother-infant separation during postnatal
day 5 (PD,) - PD,,, mice in the modeling group were further divided into the MS + LPS group, WY group, JY
group, WYJY group, and fluoxetine (FLU) group, with 10 in each group. The birth date of the offspring mice
was recorded as PD,. The mice in the normal, LPS, and MS + LPS groups were fed a normal diet during PD,, -
PD,,, while those in the other groups were treated with the mixtures of corresponding drugs and feed, followed
by seven-day intraperitoneal injection of LPS since PD,, for inducing depression. The depression-like behavior of
mice in each group was detected in the open-field, O-maze, and social interaction tests. The protein expression
of microglia-specific ionized calcium-binding adaptor molecule 1 (Iba-1) in the hippocampus was assayed by
immunohistochemistry, and the mRNA expression of interleukin-18 (IL-18) , interleukin-6 (IL-6) , tumor
necrosis factor-a (TNF-a), Iba-1, and glucocorticoid receptor (GR) by real-time fluorescence quantitative PCR
(Real-time PCR). Result: Compared with the normal group, the LPS group exhibited significantly reduced
residence time at the central area within 5 min (P<0.01) and shortened total exercise distance (P<0.01). In the
MS + LPS group, the open-arm activity time and the total activity distance decreased significantly (P<0.01, P<
0.05) , whereas the training, discrimination and exploration time increased significantly (P<0.01). The
expression of Iba-1 in hippocampal CAl region of mice in the LPS and MS + LPS groups was remarkably
elevated (P<0.01). Compared with the LPS group, the MS + LPS group displayed significantly prolonged
distance of 5-min exercise (P<0.05) , increased training, discrimination and exploration time (P<0.05, P<
0.01), and up-regulated Iba-1 expression in hippocampal CA1 area (P<0.01). As revealed by comparison with
the MS + LPS group, both the total 5-min exercise distance (P<0.01) and the training and discrimination time
(P<0.01, P<0.05) of mice in each administration group was significantly shortened. The discrimination and
exploration time of mice in the JY, WYJY, and FLU groups was significantly reduced (P<0.01), and the
expression of Iba-1 in hippocampal CA1 region of mice in each administration group was significantly down-
regulated (P<0.01). Conclusion: The warming Yang and relieving depression method helps to inhibit the
occurrence and development of depression due to its efficacy in activating microglia in hippocampus of
depression mice and lowering the expression of IL-18, 1L-6, and TNF-a.

[Keywords] mother-infant separation (MS) ; lipopolysaccharide (LPS) ; warming Yang and relieving

depression; microglia; hippocampus
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Iy s XF F AR AE (1936 97 A I IFAR S 6 & I8 A
B 8 TR B B0 97 20, (R EE A AR
MR o WA 5T SR F T 9 e 22 BV S R
R WLEERE B0 B (MS) /N BUFE S 228 1 3805 1Y
AR AT Sk R S /0N e Jo 40 B %) A8 Ak, 38 IR BH
it 15 % ik B A 1S T 6F R N S /S BSR4 T R
e HE/ N 8 J5 400 6% 9 95 4 T, LA DI Y B R e JH
15 £ B o0 38 27 AR OR R 28 7 s T S0 A RE 1Y) SR 10
B 6 4 At I RIG 7 EL i

1 ##

1.1 Y A2 R (2242) g 1Y
CS57BL/6J/INEREAT B0H , W 1A b 5% 4k 58 1) 48 52 55 3
WHEAA RN A, YA #IES SCXK (5 )2016-
0006, F [ r = B} 2% B v 2= % il 3 e B 5T T 3
W S 55 v S MR R R o AR BE 45%~55%
i 22~25 °C, [ HAROKSE & . 5256 3l Py b 2 A
o R R B P B 3 b B S A 9T T S50 B ) 12
FRZE 51 S AR BB SR o B /0N B4 - 4 1 A L 4B
PEATIR &, 28 B 1l B ) 57 o

1.2 259 Bk iR e R AR K
K CHIH HEE AT S Y IH CHAT CER R
A2 AT H R A b BT R R 25RO A
(4t 5 43 % A 180314005, 181008006, 180823017,
181109008, 181017004, 180601013, 170211003,
180824003, 181016010, 181101013, 180720012,
180524007, 181022005, 181019024 ) , i1 H [& H £ Bl
2 B rf B LAl B W 5T T R TR 9T B 4K s R TR
BT B (LR B MM AAERAF, ]S
20160029) ; H i Bk 11 (1g) G/AE W Z brid , ABC T
YEW , VKR U0 R A 38 70 B Bt AR B (b st v A2 &
WA W 5o R A BR A | 525 40 9 ZB-2050, PK-
6100, ZL1-9302, 2L1-9029) ; Iba-1 $T {4 ( %% [ Abcam
/N A, 5 5 ab178846) ; SV Total RNA Isolation
System, GoTaq" 2-Step 5 B 2% 5 1 3R A i 5 X )2
Jii (Real-time PCR) System [ ¥ 3% 22 #% (db 5t ) A= ¥ 4%
RABRA T LB 553594 23100, A6010] ; TRIzol( 3£
& Ambion /A w5 152104) .

1.3 W& 3K15 A IR 2.0 L (36 [ Sigma 28
Al ) ; E1x800 ! iff b5 1% ( 35 [ BioTek 22 A ) ; Pro200 74
F, 31 ) 3% %% ( 35 [/ PRO Scientific 23 &) ) ; AR2130

7B K F (36 [ OHAUS A Al ) 5 Ettan DIGE % %€ )
4 70 BT AL (£ B GE 2 7 ) ; N-800F 4 7%¢ )t 1 il 5%
(A BT kOB O 2E I A R F] ) CFX96™
Optics Module %! Real-time PCR ¥ ( 3 [#] Bio-Rad A
Al H W48 (40 ecmx40 cmx35 em) ;0 265 (|
MRS BRHCA R A H) .
2 Ak
2.1 S SERE A K70 HAF RS AL Ry
1E R (10 H ) i Z 8 (LPS, 10 B ) fil i & (MS,
50 H), MS J5 ¥ H o oy BE 225 85+ g 22 BE 240 (M S+
LPS), ik BH AL, i AR 20, i BH Ak A 20 K2 S 08 VT 4, &
H10 H .

AR A ASE Y ) £ 1 oR H MS+LPS & il 411 A
i A5 R AT B 2 H A2 b PD,, F PD-PD i#E 1T R
PO K B R B AT R R E A
(32 °C, 8 h-d"), IE % 4 K& LPS 4 #: /£ A L
(10 min-d") , 3£ 10 d, 5 4% £2 4 3% £ PD,,. PD,,-
PD,,, 1E & 447 B LA IE 3 ) Rk 7, A 4% 4 AT BRI
DL R i 25 R bk, HF PD,, 45 T LPS(5 mg-kg')
I G 1R, QE R AN BRGSO A A B
ERIK PD AT HEATH 5 SE 5, O o6 B 5280 MAt 2558
AN SRV i AR T 5 A 2 BUR .
2.2 Wl K2 05E AR CORF 2 R A A
J7 ) B bt v B 2 e o B 7 I DR T W) B e 1
Az 0 25 A B (S 15 g, Y
115 g, AT 15 g, AR 15 g, K% 15 g, =35 g, i
fir 5 g, 5 HHE 7.5 ), MBI 9 g, ¥4I g,
CLEk K9 g, M99 g, JHE4.5 g, #A14.5 ), i PHAR
Tk —H AT T ERGY e womA 10 £ i
KR 30 min, i K & IF G SO 1.5 h OB,
2y A 8 A B K AR B B 2 IR E 2
TG I K W4 IF 118 2B T 4 cCUKAR h 4%
FH JHG v i 3 80 Al KO BH AR T 0 MR R Ay
Wk 25.4%, 26.9%, 27.3%. % A (70 kg) 5 /N
(20 g) P& T BT B, TR BH 4L, A S, 3 B ik A8 2 B
FLU 40 50 % 7 Z Al 38 38 B I FE A 68 7 K 46 1R
VT VT W, 4 25 R & A 5 D 5.85, 12.03,
16.71 g-kg',2.60 mg-kg', K A 5T 25 4 T 1 i i)
A WO FH 24 1R DRE BEAT 25 ) T B, AR /N B
By 5 ged!, 2/ kL & O 23.4, 48.12,
66.84 g-kg',10.4 mg-kg", W 25 iR A AT R R K
A i K R L RAR 60 CCHET A T .
2.3 M HA/NRAT RFER I RS R A
1% I3 B HE 2400 (40 mg-kg™) I i 9 5 R B, Ak 36 L
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G, #B ET 4% 2 B R [ WP R A I
T80 °CUKH R A7 45 F L4y F A Wy 2
2.4 fEbrka I
241 BHEE RN ERBAW 46 (40 cmx
40 cmx35 cm) o 4, B L S BT 20 ecmx20 cm
IX 45 A e X, 0 55 30 min /)y BB B0 2K BE R i
X {55 B8 IF 18], 45 005 FH 70% 2 B3R W 3 % B, %
JH Ethovision 3.0 {4 #4747 4 27 504G 43 B
242 OMFILE B/ BRI TF R | 3k m]
G LSS S min /)N BRI 0 45 B8 (P A
T 5% B BSF ) 09 Bl A AR 45 RS FH 70% £ B R
"% E . OXEHNME N 65 cm, NFE N 60 cm, 47
TF R RN A &, B M T 60 cm , > FH Ethovision3.0
A HEATAT 27 505 53 7
243 oL EINAER OXKER/NRET
W™ 46 HaE B 15 mine IR S5 B — HR A E [
P /N B A 6 emx8 emx10 cm B [ 58 1, SR 5
F51Z W SE E TF 40 cmx40 cm B 346 B9 — 00 AR A,
i B S 30 LTS T S A 00 O — M ) T )
FEl 10 om (1 X380 SR 42 fik X, B 5 10 ST 4 min Y,
2 50 B E A ik DX 4 B ) 5 )35 minf5 L TAR IR
7 AR N S5 B, %k ) — B Ak B OO R
4 min P32 56 BRE A i XA s TR] 5 D5 1wl i
S0 BRI A H22 fih DX B [RDAR Ry I R PR B T, 35 2
I3 S 6 B A ik DX s 8D B A 0 ) R 5 st
[, % J31) R % I () /P9 R R 4% ) [i] 22 A D SR % O3 L
2K ] Ethovision3.0 S AF #4747 R 22 500 4397 o
2.5 G 2 Ak i R T 45 4L/ BRI Sh DX /)N e 5 4
ML AS B Tba-1 R IK KT B T 4% 2 5 Wk
oh R ik 20 ZROK R DD R 4 S 0 2D R AT 4 L 10%
S LW £ P 1 hy —$3E (Iba-1,1:1 000)4 °C it 7 ; B
F% 5 2% vh i (PBS) W ¥k 3x10 min, B (Pl
1gG,1:200) % {7 4 h,DAB i (% 15 min, PBS #f
VR R BE K IR B B o BT R
HEAT H 4 R AR R WL /0N I JoT 4 i K i OB 25 %
Tba-1 £k 1E 4L -
2.6 Real-time PCR & il % 41 /) B & X GR,
Iba-1,IL-18,1L-6 X TNF-a mRNA £ik/KFE K
TRIzol 2 4 U 20 /)N BRI B 2 21 6 RNA, JiT A JE#%
PR il 7K 30 WL ¥ fif 5 RNA . il BB R 22 4 43 W X
M7 RNA VR B, HWOE R A, /Ay, 7E 1.8~2.0, WE
cDNA S # 72 J¥ , PCR ¥ 34 b Ji Jfi % % % 1A (GR) ,
Iba-1,1L-18,1L-6 &% TNF-a 5 Bt . DL B-Wl3h &
1 (B-actin) fE 2 9 2 3L B, I A R R 2 B0 B8
. 58 .

Promage i 71| & 15 B A5 15 B, S S 50N 95 °C i AR
£ 2 min, 95 °C7ZE £ 15 5,60 °CiE & 60 s,40 MEH
e Sk M 96T 0 s HE i 4, R AR LG 4
B4l F 45 2 5 Y 5 K F B-actin (9 C (8 , LA 22923t
BT FRA . Bl RA T AY TR R AR
ARG R A LR 1

*z1 5|FE7

Table 1 primer sequence

519 Feo(5-3") K& /bp

B-actin I if CCGTGAAAAGATGACCCAGATC 73
T i CACAGCCTGGATGGCTACGT

GR - AGCTCCCCCTGGTAGAGAC 120
Tif GGTGAAGACGCAGAAACCTTG

IL-18  [if CAGCAGGTTATCATCATCATCC 190
R CTCGCAGCAGCACATCAAC

IL-6 | if AGAGATACAAAGAAATGATGGA 95
T iif AGCTATGGTACTCCACAAGACCAGA

TNF-a IJif CAGCCGATGGGTTGTACCTT 81
it TGTGGGTGAGGAGCACGTAGT

Iba-1  _Jif ATCAACAAGCAATTCCTCGATGA 144

Fif CAGCATTCGCTTCAAGGACATA

2.7 SiitsEabE SR JH SPSS 19.0 84k vE AT gt 4y
Br . R 5 BH 38 07 22 93 1 (One-way ANOVA) 47 20
] 040 LU A, P AL D) B A R FH A/ B M 2 Rk
(LSD)-t K B , S 6 KU 4 LA x5 R, P<0.05 £ R
SHEHAGI%E L.

3 &R

3.1 frheEgh

3.1 R BH AR AR B BH AT 5% A% 2 /N BR e X
15 B I 18] 1 18] K0z gl S gk R AR AL iy e 5 OE R
ZH e #, LPS 4 /MR S min L [X 52 B B ) A5 0820 4
P iz B B AR W 0 (P<0.01) ;5 LPS 41 He
MS+LPS 2 /)N B 5 min 70 X455 B B[] A3 3 20 i 34
iz Bl B AR B 3K (P<0.05) 5 5 MS+LPS 41 b #%¢
T BE L /N B S min Hons X057 B3 R ) A O 2 ke A i
IS 4, 35 PH A 15 4 K 360 PG 7T 41/ B S min H D X {5
BRI 1A] A B K e, % 25 25 4/ L S min iz B 5%
TR W 08> (P<0.01) . WL 2,

3.1.2 R PH AR i PH A AR 7 45 2/ B O 2K E I
T/ R I Bl B ) R0 ) B B R AR AR e e
IEH 2 LA LPS 41/ BRI i 16 8h B 1) A5 2
VGRS B )RR R G B o B R
Ui /b (P<0.01) , MS+LPS 20 /N BUHA & 1% 3l i 1] A
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F2 RPEEREDKIRPAMEER T X & AN R A X5 B A 8 A R
EHEBEETANZM (X+s5,1=10)

Table 2 Effect of Wenyang, Jieyu and Wenyang Jieyu
prescription on changes of residence time in central area and total

exercise distance of mice in each group (x+s,n=10)

5 min U XAE 5 miniz 3 SR

A ke ™ s /m

EH 26.20+8.62 12.46+1.20

LPS 17.57+4.10 2.04+0.75"
MS+LPS 13.30+2.36 12.37+0.96
i BH 2 5.85 10.52+3.13 6.90+£1.319
AT 12.03 16.08+6.75 4.03+0.87Y
15 PR e Al 4L 16.71 20.88+8.91 6.14+2. 06>
FIGIT 0.002 6 24.41+6.94 6.22+1 87V

5 IF % 2 i Y P<0.01; 5 LPS 4H [ %% 2 P<0.01; 5 MS+LPS
20 15 Y P<0.05,4P<0.01.

B S TE ORI B B TR) R T sl A i AR 0 o b
(P<0.05,P<0.01); 5 LPS 41 k. # , MS+LPS 41 /) i,
TF TR 3% B0 I () K% 3% Bl B R A e i A
T Bl 1] A R KOl e, 5 MSHLPS 4] e &, IR BH 41
/IN BRI R % 2 I [ A ek 2 o e i T TRk B A A
2 B FRVG T AL/ BRUIF O 18 sl BRI B R %
o5 24 21 /0N R 6 5 2l B D AT e/ 3 T B 4
BRI Bl A R A I A, i A T B ik AT 4 % O
PEITA/NRIG s B A K s, Wk3,

%3 RREMERBERETIMEANROEEFH/MEBED

A 18] B2 i B B EE AR AL IR (xts,n=10)

Table 3 Effect of Wenyang, Jieyu and Wenyang Jieyu
prescription on activity time and total distance of Open/Closed

arm of O maze in mice in each group (x+s,7=10)

MAE JFECETES) MR

45 /g kg i 1] /s BB A /s 3 B E R /m
EH 21.13+7.31  3.23+1.44  3.04+1.01
LPS 12.46£545  6.50+0.29  0.58+0.06
MS+LPS 8.03£4.22"  6.66£1.96  0.53+0.08”
it P 5.85 7.8842.44  5.04+2.35 0.36+0.07
fif A 12.03 15.1244.86  1.02+0.51 0.84+0.12
i BAfRARLL 16.71 15.19+13.94 551535  0.54+0.18
FIGIT 0.002 6 16.54+3.85  1.34+0.77  1.72+0.74”

W 5 0F W 4 AV P<0.05,2P<0.01; 5 MS+LPS 41 It # P P<
0.05,

3.3 BH A A S R B AR O Xk 4 2H /N BRI
B PREE I AR AR B2 R 5 TR R4 LA, LPS 4
/N BRI G5 B 590 43 A 10 18] A T i 3, MS+LPS 4/
SR 9 31 8 A N 1) S22 3 T i (P<0.011) , B 51 L

WA RS 5 LPS 41 e, MS+LPS 41 /) BRIl
Y5 HE R AR A ) S 3 T (P<0.05, P<0.01) , BE 5
Fo FR A Th a5 MS+LPS 4 Fo &, 4% 4 25 4
N BRI R 308 A B[] 47 Jd 3 (A1 (P<0.05, P<0.01) , ifik
BH 20 /0N BB 31 6 e 1o [0 A 3 I 32, i 1S 4 I P
fiff A ZH RV 7T 4L /0N BB S R A B ] 2 G 3 IR
(P<0.01), BE LA T, Wk 4,

4 RABRERRIR R MRAR T & ARG B R R

G800 (X+s,n=10)

Table 4 Effect of Wenyang, Jieyu and Wenyang Jieyu
prescription on changes of training, discrimination and

exploration time of mice in each group (x+s,n=10)

- i UNZRERARE ] BRI AR A |

215 fe-ke' fe /s Bt
EH 46.36+5.49 40.11£2.90 0.48+0.03
LPS 56.04+6.63 42.44+4.55 0.44+0.03
MS+LPS 84.41+7.05"%  70.42+5.88"%  0.46+0.03
i PH 5.85 51.89+8.76°  56.18+4.44 0.54+0.03
f#AL 12.03 58.54+8.81%  49.22+6.56)  0.49+0.07
IR fRARLE 16.71 49.18+5.61°  44.21+4.47°  0.48+0.04
FPGIT 0.002 6 50.74+8.38%  42.86+4.31°  0.52+0.07

5 0E  4H AV P<0.01; 5 LPS 4 [ 2 P<0.05, 3 P<0.01;
5 MS+LPS 4 4% ¥ P<0.05, P<0.01.

3.2 IR BH AR K BA AR X 45 AN B E CALL
X Iba-17Z84b 52 M 5 1E % 41 Hh 4, LPS,MS+LPS
ZH/NEUEE T CA L X Tba-1 23K 8 % TR (P<0.01) ;5
LPS 41 Ho 3¢, MS+LPS 41 /)N Ui 5 CA 1 X Tba-1 ik
WE T E (P<0.01); 5 MS+LPS 2H H 4%, £ 45 245 4 /)N
B 5 CAL X Iba-1 3R ik 1 35 B ik (P<0.01) . UL
#5001,

x5 BMAEMEEBERABHATNZHENRED CAIKX Iba-1EH
RIS (X+s,n=10)

Table 5 Effect of Wenyang, Jieyu and Wenyang Jieyu
prescription on changes of Iba-1 in hippocampal CA1 of mice in

each group (x+s5,7=10)

45 Fl /g k! Iba-1/1A

EH# 8206.52+199.85
LPS 15 118.15+480.94"
MS+LPS 20 933.51+451.42"%
it FH 5.85 14 120.94+793.06*
fife A 12.03 15 192.24+1 232.73Y
1L PR AR 4L 16.71 13 776.04+571.60%
FRPETT 0.002 6 13 952.72+519.00%

S IEW AL E "V P<0.01;5 LPS 41 4 ¥ P<0.01; 15 MS+LPS
2H P P<0.01,
. 59 .
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E F G
A. IE#W 41 ;B. LPS4];C. MS+LPS 41 ;D. iR A4 E. AR F. iR BT ;G. S raiT4
E1 RA.EEEEMAMBEBANSHNREIHLE CALX Iba-1 T F M (REEL, x100)

Fig. 1
group (IHC, x100)

3.3 ik BH LA AB S i BH A AR x5 AN B S i T
2041 GR,Iba-1,IL-18,IL-6 &% TNF-a mRNA ik /K
TR 5 IR 4 A LPS 4/ U T 41 41 GR
K TNF-a mRNA 3£ ik K F A7 B ik ¥ %, IL-1B8
mRNA KKV A F+ i #, Iba-1,1L-6 mRNA 3%
5 K OF 5 FH 5 (P<0.01) , MS+LPS 41 /) B i 55 2
41 GR mRNA 3 ik KV B Ik & %, Iba-1, IL-6,
IL-18 J& TNF- « mRNA % i5 K F & & 7+ &
(P<0.01) ;5 LPS 4 He % , MS+LPS 41/ il i3 T 41 4L

Effect of Wenyang, Jieyu and Wenyang Jieyu prescription on changes of Iba-1 in CA1 area of hippocampal tissue of mice in each

GR mRNA % ik KV B ik # %, Iba-1 & IL-6
mRNA % ik KV A & %, IL-18 & TNF-«
mRNA 3£ ik K °F B & J & (P<0.05, P<0.01) ; 5
MS+LPS 4 It 58, & 45 25 A /D Ui & 24 21 GR
mRNA R k7K VA T a3, b fig AR 55 3 BH fige Al
ZH A 5 T 25 (P<0.05) ;Iba-1 mRNA ik 7K V- P&
e, L R B i A 2 W 3 B IR (P<0.01) 5 1L-18 K&
TNF-a mRNA 7 ik 7K F 35 B B % % (P<0.05, P<
0.01);IL-6 mRNA Kk KA FEMESA ., K6,

R 6 RFA.REBEEMEBABANZHNREIEAELA GR,Iba-1,IL-18,1L-6 & TNF-a mRNA RKikK EHEN (x+s5,n=5)

Table 6 Effect of Wenyang, Jieyu and Wenyang Jieyu prescription on GR, Iba-1 and IL-18,1L-6 and TNF-a mRNA of expression level in

hippocampus of mice in each group (x+s,n=5)

215 Fl /g kg GR Iba-1 IL-18 IL-6 TNF-a
IE# 1.10£0.47 1.51+1.11 1.110.44 1.37+0.83 1.29+0.74
LPS 0.88+0.53 7.13£0.62" 8.06+2.81 4.98+0.44" 1.17+1.11
MS+LPS 0.820.22 8.63+2.73" 14.26+73.87"% 6.86+0.80" 4.27+0.88"Y
it PH 5.85 1.00+0.25 3.74%1.71 0.93+0.49% 5.19+0.62 1.19+0.80°
fir i 12.03 1.41£0.35Y 2.54+1.40 12.28+8.00 5.97+0.53 0.61+0.23"
T B i IS 16.71 1.49+0.42Y 1.39+0.41% 8.01£1.95% 4.43+0.30 0.84+0.50"
FGTT 0.002 6 0.85+0.24 3.65+2.23 6.31£6.84% 4.73+1.00 1.94x1.140

0 HIEH 4 VP<0.01, 5 LPS 4H L4 2 P<0.05,%P<0.01, 5 MS+LPS 41 1% ¥ P<0.05,% P<0.01,

4 itig
TR VR S — s DL e TR 10 RS P 2R R L e
LR % AL 22w 8 . A7 2 4R I R M 2 0
JoE 0 P Al 2 R PR R e 2 A I R AR R
T RE Y S AL 2, TR AR S 1 R ORI 3 A A P
. 60 .
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KE, Rt —aH; A2 K%, Hit—BEHH", A
A N LA R BH A A g T D) T L K B i
DL s CH R N 2 - Fn) - A KGg Y E B
ERE N T i R A= = R S 1 A N e W =
A R 2 [ B FH o T B 2 A R Wy AR S ML T BiE
K MRS EE LRSS, R Z 0 A B
L35 o fi A Rk % B A A T AR T 4% ol 3, B A B
FEPH A, T EBA PH 2R, e 0 Ak A
XiF R 5 IO W R 5 3R 20 0 S R I A A R 4y
DAy A B G B TR AR AR AR
AR X% 2 i, B fili BHARE S o 30 B4 98 R R
WO BH AT FEAS L, 2o HILAAR 1 3l I 3 i A2 03 B SF B
B AN RO R B RN 5 o K I AR 8 ) )
FH A AS 8 M 2 T 3k BE A i AN 9 B ¢ e R
Al BRSO AR IE A

Wit 5 XoF 0 BB A BIF 9 TR A, e 3 9 M Al U 14
Z RN LB IR R SR RGOS S S
JiL R S 5 43 W6 O BRI E & 1 TT RE AL . AF T
2 W0 AT R AR N A7 A 22 9 IR B AR E T
T3 WA R AT IR 4, I IL-18,1L-6 K TNF-a 55 7%
s Fh Y R & PR R Pl 7 AR R R &
T B Akt S N I S TL-6 2638 K P 1 T oKl % AR R
RGDTER N, 82 AR LD MIas s &S
Il Z AR R )28 I B A R LT T R AE A
T T A AR, 38 R WIS 19 R A AN AL R E 2 )
A, B4R |48 g n] 48 5 58 RE 2 W Y AR S
MS N B E AR R R &5 2 — , o] 300G i i
Ty XA G A G S I, 0 T 5 W YA T F) 45 g B o 2%
KAFENIIRE, M2 RN D X R AE R
A ST O = 1 2y e o S| RN S|P B ) o
Bt R A AW ABAE o A 22 M RE 0% 51 R R LAY &
iE G 28 T2 50 G T 0 BB L 4 Toll BE A7 1k 4
(TLRA)Z5 G, AT 00 /NI T 4 LA Sl rh AR i 22 R 4
14 G 228 20 L, T R 22 o R A T 4 I8 2 i
TP KA SINVHITIRE , e 2 BUWARE 9 & 4 .

B2 I 38 35 A2 VAR AR S — o AR A 114 32 1R 7
T T X 1K U e AR R R AT R T R
5 S N F-kB(NF-kB) FI G T8 H-1(AP-1) , 41l 4l
XA B A SR R T R 1) A 6 R IR e it T
W& ik IL-18, IL-6, TNF- o 25 48 4 B T 9 B i k
SR N BN 2 U E HPA T g, 5 20U D IX
GREIK T, AWFFEEE R o, LPS 1 HlJ5 Mk A /7N
G S5 200 A B3 o LR S A 20 A R A ol e Y
“PIK B RE . MS+LPS 4/ Uit 5 X Tba-1,1L-13,

IL-6 J¢ TNF-a mRNA 3 ik /K & 2 J+ & , 1 GR
mRNA £ 35 K VA Bkt e, R MS /N Rl &2
LPS il 350 Mg P9 /I e J53 40 A s 38 0%, O e il R o A2
S, 51 R E R R, S AR AE & A= 1 1T g
Sz — o i BH AR 5 BB 45 2 5 1 H X Iba-1,
IL-18,1L-6 }2 TNF-a mRNA % i5 7K 3 5 25 P I , 4
ST GR mRNA (1) 3R 357K 1 1 3 F+ v , 3 W1 B i A
J5 B BT AR VE I AT RE 5 AR 4 0 IR F i R ah A K.
MS+LPS 21 /)N fil 5 min % 30 min % 30 B 6 A2 0 25 4
S, LPS 41 LU IE 5 4 /0N R0 T 2l I R W 3 4 L R
MS /N U A7 LPS H s H A £ 832 215, i
AHTH 20 B 5 AT A X IB % H R RIT A
U 55, HLPS /s BG4 i ) 38 5 R 0% . MS+LPS
21 /0N BRULE T 555 3l it 1) A0 3% Bl A A A I 4 0, R
B MS /N LR AE J5 18 52 LPS il 345 22 90 5 hn 42 &
TET XoF ST B 45 B R R R TR 55, X i ek o R 1 2
PR BRI, LPS+MS 20 /)N B 04 I 25 4 A 15 18] 0 %
SR A B ] 25 SE A, 8 B MS /N BRUZE 38 52 LPS
WhE o BA AR TR 28 0 A 5 M G e 4t S 3 B I R
. T W25 Kk B, A | R R B %
15 7 ¥4 0T 2% fif MS+LPS /N BRUHY B A 45 08 SDER AR AT
g, T BE A AT 75 %5 MS+LPS /I B R iR /)N it 3t 240 it 3
il DR A5 78 £ 1) R 1 FH B B, T v P A ORE B R
F AR Ik BT Al A0 A TR B A AR
Dy WA FH B Sk 4 TE Az

NS e TV = B R i B ]
W1 TR BE 43 B N BRULE T 6 AT o i i SR
(8 S5 AT Sy RIS B 5T 40 B Y R B AT B s A
FH AT 8 27 RV |4 07 )5 BT RBORH O RE 1Y) R 4
B I B2 A JEL B A S B0 AR B
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