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[(HZE] BT p38 Z T A TG (p38 MAPK) ¥R L P+ AL XS B N I 5 A0 E (EMT) JE&E 1 Y kA KRB
5 240 L MOL/M2 B AL B 2 0 . 73K - R BBOME PR SD R IR, AL B 06 7 IR TR B (PR b R R 4 (2.4.1.2,
0.6 g-kg) T ACZ A RIVG 25 40, SR VKK VA 66 1 1R 5 o8 TR A 1% A0 57 5 PN SR 7 i SR OB I I K BRI M 2 45 2
4 JE Ab FEIURE o 8 R G 928 W SO0 A 32 CELIS A) K I i g 46 I F--a ( TNF-0) L 140 LA 2 (IL)-18.1L-4 % A6 2B 1K [ F--B( TGF-
B) J M F 14 2 K VE A E 5 FLUR , SE B 22 6 i it B W 4% 20 7 (Real-time PCR) K Il — % fb & & 5 (iNOS) \ TNF-o f &
T 1 (Argl) H 8 85 52 1 (CD206) % 5% 7K V1T f B Wk 48 i A 1k 5 25 11 5 98 B 36 12 (Western blot) #1435 5 S 2 R (1F) 46 il
iNOS . Argl & 4 (9 F 15 /2 30E B W 40 Mo B2 fk . Western blot £l Real-time PCR ¥l p38 MAPK 5 Sl B X E L #Kih., BR: 5
i T AR A, B AL 1L 7 TNF-, IL-18 . TGF-B,1L-4 & i W] i T} 15 (P<0.05) , 77 N 4 4L P iNOS . TNF-a . p-p38 MAPK |
TR Ak 20 1L 4135 5 8 5 S (p-ERKO) 2 1 W i 7+ , INOS . TNF-a \MAPK .ERK mRNA 7K -] it F+ 5 , Argl .CD206 mRNA } &
2235 B BEAR(P<0.05,P<0.01) , 5057 PR 20 21 iNOS BHP: 41 M %5 IH S8 T , Arg 1 BH P 41 i %0 f2 (P<0.05, P<0.01) ., S A7
ALLHE , 45 45 2541 TNF-a, IL-18 . TGF-B, IL-4 3% ik 1 ¥4 A [6) 8 8 W 1K, 5 PH vy v 590 dk 401 A0 WG 25 406 o W B8 (P<0.05) , &
FwE R g R 2 L 24 2 K R P BE4L 41 iNOS \ TNF-a . p-p38 MAPK . p-ERK % |1 i [4 ik , iNOS . TNF-«
MAPK .ERK mRNA /KB i fE 1K, Argl .CD206 mRNA ;& & [ 3 ik B | 7t % (P<0.05, P<0.01) , S )4 Ju i i) 4 20 K b sk
2 VG 24 21 R B S A0 PY BEE 21 4 iNO'S 4 At BE A4 ik B S IR, Arg 1 28 1 BRPE B R FH 85 (P<0.05, P<0.01) , B PR JLAIR b s )
it 2 SR R S S VS 2T RO T . S8 L PR AU AT DR AR TR PR IR AN R I IR KRR 1 4 Mk R 7 a2
TNF-a IL-18.IL-4 \ TGF-B %ML [F T 1Y F 1k , {2 Al 5 40 o )L M1 AL i M2 IR Ak, AL AT BE 5 p38 MAPK {5 5 B A 6 o
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Effect of Wudan Pill on Polarization of Macrophages in Endometriosis with
Cold Congeal and Blood Stasis Syndrome Based on p38 MAPK Pathway

ZHU Jie, XUE Xiaoou, HE Zhiping, DAI Yong, LIJun, ZHANG Jiawei, SUN Haiyun’
(Dongzhimen Hospital, Beijing University of Chinese Medicine, Beijing 100700, China)

[Abstract] Objective: To investigate the effect of Wudan pill on the polarization of macrophages in the
rat model of endometriosis (EMT) with cold congeal and blood stasis syndrome based on p38 mitogen-activated
protein kinases (p38 MAPK). Method: Female SD rats with regular motility cycles were selected and randomly
divided into sham-operated group, model group, Wudan pill high, medium, and low-dose groups (2.4, 1.2,
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and 0.6 g-kg'), Chinese patent medicine group, and western medicine group by the random number table
method. The method of ice water bath + autologous endometrial transplantation was used to establish the rat
model of EMT with cold congeal and blood stasis, and the rats were executed after 4 weeks of continuous drug
administration to collect materials. Expression levels of serum tumor necrosis factor-a (TNF-a) , interleukin-13
(IL-18), IL-4, and transforming growth factor-8 (TGF-B8) were determined by enzyme-linked immunosorbent
assay (ELISA) to assess inflammation. The real-time quantitative polymerase chain reaction (Real-time PCR)
was performed to determine the inducible nitric oxide synthase (iNOS), TNF-«a, arginase 1 (Argl), and human
mannose receptor (CD206) transcriptional levels to evaluate macrophage polarization. Western blot (WB) and
immunofluorescence (IF) assays were used to determine the protein expression levels of iNOS and Argl to
corroborate macrophage polarization. WB and Real-time PCR were used to determine the protein expression
levels of the p38 MAPK pathway. Result: As compared with sham-operated group, the levels of serum TNF-«,
IL-18, TGF-B, and IL-4 of rats in the model group were significantly higher (P<0.05). In the model group, the
protein levels of iNOS, TNF- «, p-p38 MAPK, and phosphorylated-extracellular signal-regulated kinase
(p-ERK) in endothelial tissues were significantly higher, the mRNA levels of iNOS, TNF-a, MAPK, and ERK
were significantly higher, and the mRNA and protein expression levels of Argl and CD206 were significantly
lower (P<0.05, P<0.01). The number of iNOS positive cells in endothelial tissues was significantly increased,
and the number of Argl positive cells in endothelial tissues in the model group was significantly decreased ( P<
0.05, P<0.01). As compared with the model group, the expression of TNF-a, IL-18, TGF-8, and IL-4 in each
administration group was reduced to different degrees, which was especially significant in the Wudan pill high
and medium-dose groups and the western medicine group (P<0.05). The protein expression levels of iNOS,
TNF-a, p-p38 MAPK, and p-ERK in endometrial tissues of rats in the Wudan pill high and medium-dose
groups, the Chinese patent medicine group, and the western medicine group were significantly lower, the
mRNA expression levels of INOS, TNF-a, MAPK, and ERK were significantly lower, and the protein expression
levels of Argl and CD206 were significantly higher (P<0.05, P<0.01). The number of iNOS positive cells in
endometrial tissues of rats was significantly decreased in the Wudan pill high and medium-dose groups, the
Chinese patent medicine group, and the western medicine group, whereas the number of Argl positive cells was
increased (P<0.05, P<0.01). The low, medium, and high doses of Wudan pill were dose-dependent, and the
efficacy of the Wudan pill high-dose group was similar to that of the western medicine group. Conclusion:
Wudan pill reduces the inflammatory response in rat model of EMT with cold congeal and blood stasis syndrome
and decreases expression levels of TNF- «, IL-18, IL-4, and TGF-pf, thereby prompting polarization of
macrophages from M1 to M2 type. The mechanism is presumedly related to p38 MAPK signaling pathway.
[Keywords]  endometriosis; cold congeal and blood stasis; inflammatory factors; macrophage

polarization; p38 mitogen activated protein kinases
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Il PR E 30 4%, Xof 57 PN RS 0 9 28 1 3898 1)
BAR A LR T iR R SRR I A YT A

1 ##

1.1 3% SPF 2 ik SD KL 49 2,6 JA I, 1A 5
1(200.51+10.63) g, M [ Ik 50 2 58 1] 45 5256 2 4y v
O, B R IE S SCXK (51)2016-0006, 52 5 5h ) 1] 77
FI P EGRFRENTERE AL 4 T HER
2 N (2242)°C , FHXTIR B 45%~55% , F 12K
ROk BEHJEM 12 h @ 3R 7 d R T AL
B, SR RAI RN REN YRR RS
HEAE (G5 19-52) .

1.2 Zifh SRR P E A KRR T B B
B P 50 (HEAE S 17031, 84 g/&0) , i FHS R AT Bk
1= HEPE R = ORI KR R S 2
i~ 5 22 R 25 4 R, ELA I I AR T R
IR ZIR, A TRy FENBERAE, L H 3K,
1 H 4 g; PR dum o G50 A A 25 3 & o ik
2.4.1.2.0.6 g-kg'. MiEA R B (GFE/REE 25 -l A R
o wl LSS WES4US) , 36 T8 R S 4 5E
AR, A H 1A (2 mg) ; #8h 200 e % (VTR 40 24
v B AR FD L B 25 M 220030127) , B R
WAk A ER IR 0 TIRIT R A A &AL
BN S RE S, TR, 1 H 3, 1K 4807 TR 2%
18K 50 mL H, 3¢ 5 B PR IE A) T Ok R
0.05 g-mL", & T 4 °CUKAi 5 H o

1.3 0 R R R A (MR T R A
B AT 20 |, B4 25 57 080111221) 5 4% Y R ik — st v
W EEEF Y RS2 RA A,
HF 25163232511 5 141 A % (IL)-18.1L-4 F% 1k
4 KW F-B(TGF-B) Ji 8 YK FE A 7 -a( TNF-a ) i K
B 8 W B 2 % (BLISA) 3 3 & (BT MM BE AL 9 2
A, it 2 4> 5 2~ EK301B/3-0 . EK304/2-01 . EK981-
01.EK382/3-02) ; BCA & [ & & i | & (Jb 5t MDL
SN E]L RIS MD913053) 5 S22 00 & i B 4 i
% 7 2 i (Real-time PCR) & 7 £ . TRIzol .RNA &
fi e (B 4 X4 A A HiES 4 B AQ131-01,
H10318 H10323) ;.44 RNA 2 BUR F) & ( P 4= 4=
Y BF A RS |, S 00266) 5 5194 B FastKing
cDNA % — 8 & Ul R & [ R s £ TR A R
Al RAR A AR (E50) A BR A AL i 5 KR118-
02 ] ; 45 4 f 5 B[V 375 3 (Western blot) Az 1P 41 Jitd 2 fi#
W BRSPS B B SR % BR AR B
(Ig)G(H+L) i ( i3 = RAEWHE AR A RAF,
#5451 PO013 . A0216) ; B R 1k (p)-p38 —Pi (£

Abcam 23 Al , 1t 5 ab47363) ; 2 1k 40 Mg 45 5
5 4 B (p-ERK) — i ( 26 H Affinity 2% & , it 5
AF1015) ; — & fb & & L (iNOS) K5 & 2 i 1
(Argl) — #i ( # [# Proteintech 28 & , fit = 4 5 Ky
18985-1-AP, 16001-1-AP) ; 7 A ZE - 41 (HE) Y 4
W (b 5t 3 T N A= W H R A R | S 43 51 oy
MC-28-2 . MC-87-1).
1.4 Y%% BG-subMIDI % By ¥k AX (b 52 /& b B4
ARG AT ; VE-586 RUFE A% v Pk s ( i K REFL
A BRY T ) ; ChemiDoc MP B4k 24 & 6 IR & 5 .
SDS-PAGE B Hi ik & 4t . C1000 %I 4% 4% ( 3€ [ Bio-
Rad /A 7] ) ; CYTATION 3 % £ 1) i il b A ( 3% [ Bio-
Tek 23 7] ) ; LightCycler 480 II # PCR 1¥ (it Roche
3] ) 5801 B WAL (H A JE A ] ) .
2 Ak
2.1 BRI RS SRR BEALECT R 49 HOR B RE
BUR T AR BRI 5P o ARG 2 sl
MG HILTH  BHHTH ., FRALSMNI 64
R 1 H AR A T AR + UK K IR 90 3210 i A R RS AR
il 8 o VKoK B HR K RIR LT 0~1 °CUkKIR &
N RN A R E S IR AN R R E NN P
g5 IRV R D 8 R A H Bl R UL R
FESE 7 HAEE 14 B, B2 RIS 0.1% SRR 'S 1
# 0.8 mg-kg',4 h G R TG, 2 kA G Z [\t 17k
KI5 min, 55 14 Kl , A rEpid KRILAE2 ¢- L
2 R ME — % 0.1 mL-kg'-d", %42 d, LS K
AN . T ARAN TG AFEEIK 0.1 mL-kg'-d's
1.5% [ L6 % 3 mL- kg™ ¥ K BRURR Y, 419 I8 I L 76
M FE MY R S mm £ 4 B B, BN TG T B R
HZ P (PBS) 7 B FE NS ILZ , R AR ] K
RAMERE 2600, BTFARAAFEFES. &
JC G shbE S, TR I v S b AR R T R
FAR VG 4G 7] 1 RS B F B 7K B A, Rk oK
IKVERIEE LR o TR 4 8 Bl AL O AL 3 1 g
HL 2% S8 W 0 o1 55 I 45 JE B 1RSI 19 RE AR 5 I 0
B85t A I L RS R S B Sk A TR 5 R
TR 2166, B BE 9, 7006 2 WY B v AR, 3R T w5 R
L VAT L, 5 R B2 ARG i R R R
o WER LT AR, B KOKEIR T 3 H,
22 HESHY FE N R AL RE FEEE I IR R
FRE TR 3o 5 B ) Ji5 45 24, AT AR A NS AU 21 4
R Az 3 4R 7K 10 mL-kg'; 4% BN H FH A 4 (26 g-d™)
R AR RN i 2 S R e T R U R B S AL
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E o R (2.4.1.2.0.6 g-kg ) FEE LAY TG K 2.4.4 Westem blot Kl 51 N i 41 21 iINOS | Argl .

I 4.2 1A B B 4 R IR 0.48 g-kg '
oM X K02 me-ke' FEH L ELS
2y 4.
23 WA RERKAAZ R 240, 1% L L%
BB, IF IR AE IS £ S kA >R i 5 mL, 8 S B
(3000 r-min"', 15 min, .0 48 7 em) |, Y I0L3E R
FEAE—-80 °CUKAR 3 Ul T A 2H 1 5 N s 2H 4L
HAAS A 0T 5 B 20, B0 5 45 5T B 0.5 g i
FEBRA TS BRTEHLET 4% ZRP
WP SR CRENOK RO E A
LU RN S wm B9 H B EE D) Ao
2.4 RS AR
2.4.1 HE 4.0 WS AE A S 50 P R 4 2905 B A% 4
Wb i, 34T HE e 8, rp PR IS 38 1, 0l 2 B 6l
BE N WA AL B 2B A
2.4.2 ELISA F il i v h RAE R F Rk K AHK
B IML ¥4 7 4 °Cf# 7% , 3% TNF-a . IL-18 .IL-4 . TGF-B
ELISA 271 & ud B 43 1 25 Bk il
2.4.3 Real-time PCR £ ] 20 41 iNOS, TNF-a,
Argl .CD206 . p-p38 MAPK ., p-ERK % 5t /K F  H
WA AT 2L, i A TRIzol RNA-solv Regent &) 3¢,
PEHUS RNA I 22 Wk B, ¥ B Real-time PCR R 5l £
PR AE UL W] 300 5 S B U — BE cDNA , #2533
W1 #E 4T PCR ¥ 14, PCR J i 4% 14 : 95 °C Tl 745 1
1 min; 95 °C 4% ¥ 30 s, 55 °CiE & 20 s, 72 °C %E fif
20 s, A0 DNPEIR . PHG S AT 200 B A
A AL SR AR AR BR A A A Wk 1.

=1 5lMF3
Table 1 Primer sequences
ElE7) il K B /bp
GAPDH ¥ GATGACATCAAGAAGGTGGTGA 250
T ACCCTGTTGCTGTAGCCATATTC
TNF-a ¥ CTCAAGCCCTGGTATGAGCC 150
T GGCTGGGTAGAGAACGGATG
iNOS | i# CAAGGTGACCTGAAAGAGGA 160
T GTCCAGGGATTCTGGAACAT
Argl ¥ TAGAGATTATCGGAGCGCCT 250
T i TCACAATTTGAAAGGGGCTG
CD206 ¥ TCTGTGTACTCTGCTGGCG 280
T CACATTGTCCACACGCTTCT
ERK1/2 ¥ CTTCCAACCTCCTGCTGAAC 209
T TCAGCTGGTCAAGGTAATGC
p38 MAPK  [iif ACATCGTGTGGCAGTGAAGA 240

T ACGTGGTCATCGGTAAGCTT
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p-p38 MAPK .p-ERK & 1 & ik Kl ik /7 15 4
210.5 g, {8 1 $2 BULR &  BCA ) & F2 LR
B I s LR B 4% 4 BUER P RE 20 pg 1E
FL KSR R AT R, B T, I 5% 1 JBE g 5 K = iR
P 2 h, il A iNOS ., Argl . p-p38.p-ERK (1:500) .
Argl(1:1000) —PLIE W 4 °CHF F 2L 7%, i F TBST
EYE 3, MAEY iR WMIE R ERMYE 20, H
TBST U 3 K, R AL 2% KRGk B, L% I il &
A B GO X R AT 43 BT 45 45 4 2R 119 A
xRk,

2.4.5 RPEWRICERKN INOS Argl EHEIX A
WU R LR AE S AL B i — T Zhi vk, DAPI & 4
Y% R B MM B LSS . DAPT >k iy
Y0 B A% AE SR AR T S A B e 3k Ol A R 9%
JEE IR IC LR,

2.5 Gt Orik A SR B SR AT SPSS 20.0 48
T IEAT ST i T R R x £ s Fon , 24
] L6 AT, A & TR 28 20 A R TR R 7 26 53 b7, O
25 5T 4 8] LBk F /N 3 M 25 5 (LSD) -t K 5
AFEEIER Sk HAE S B 5, DL P<0.05 2 2 5%
EE RIS -9

3 &R

3.1 XTEMT KRWBEHALREIEEENZm &
FARA F 5 N RS E5 40 15, AT UL B 5 PN
B B T 2 U W, T S DR 2R 44 R DLW
B AR AR A TR N R S M R, N
PR AA B B A AT st (] 0 4 DL 20 40 R R
e R T N B AL S R R R R DK Y R
PP AT UL 43 43 W 9, I AT UL /b S 4 RE AR IR
B PRI R 4 e N I 2 ZE R R S IR AR
P A 500 A0t AT L S Ak, OF AT DL 2D R 4 A0 i 12
e o B PR G 4 5 P B2 S A rh R R
220 P AT U AR LR NS — 3 43 AT A L TT D
2T 240 M 352 31 B 38 43 4 o 20 MR 5 P B2 4
FE 20 255 0 5% B SR R P AT DL b AR L OF
AL S AN MR . TE 2 AT R 24
B SE AU A IR B iR . DU 1,
3.2 %FZEEE I B EMT K BUIM % TNF-«. IL-18.
TGF-B.IL-4 52 SR T AR A AL, B A i E
TNF- o, IL-18. TGF-B. IL-4 & & ¥ ¥ B 7 &
(P<0.05), 5HBIARIAL L5, 45 45 25 41 IL-18 . TGF-B.
IL-4 3% 3k i B4 AN [A) B2 B B AIG, S PR L v 3
ZH PG 25 20 0 S B B (P<0.05) o 15 PF LA FI i 41
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TE AT AR, BBAIE ; C~E. SBPHIL e o AR 54 F PR 25 20 5 G. 74 25 28 (18] 2- 181 5 R])

Bl1 BERAANKRFENRALRERSHZE (HE,x400)

Fig. 1 Effect of Wudan pill on histopathology of endometrium of rats (HE, x400)

A H R 25 41 n] B R I TNF-a 3 35 (P<0.05)

W2,

K2 A EMS EMFE KR MES TNF-a IL-18. TGF-B.IL-4 & BHI &M (X+s,n=6)
Table 2 Effect of Wudan pill on serum levels of TNF-a, IL-18, TGF-8 and IL-4 in EMS rats with cold clotting and blood stasis (x+s,n=6)

ng-L"
21 51 Fl /g ke TNF-a IL-18 TGF-B IL-4
BT AR 2 88.15+4.27 527.91+11.96 111.50+11.02 42.61£2.25
R4 141.33+16.22" 1171.00+23.51" 188.20+6.64" 73.03+8.49"
Ly Pt i ) 20 2.4 110.22+9.41 821.00+23.63% 117.70+10.91% 51.08+6.29 Y
Ly Pt a2 1.2 111.17+6.90 916.35+31.10” 134.30+22.08" 59.09+4.52%
L P AR 21 0.6 124.25+9.80% 1 060.79+14.39 163.80+4.76 66.93+6.98
2 0.48 111.65+8.02% 992.78+18.15% 158.80+14.86% 59.94+2.61%
e 2x10™* 109.71+2.66 804.04+30.42% 117.50+16.70% 44.70+2.23%

T 5T ARLE Y P<0.05,2P<0.01; 5HEI4] Y P<0.05,% P<0.01(F3-% 5 % 7))

3.3 XL AU FEBE M EMT K BN 4 2L E
W 20 fifs M1 %! (iNOS . TNF-a) \M2 B (Argl .CD206)
Ak 1 5 1)

3.3.1 X} iNOS.TNF-a,Argl .CD206 mRNA ik fiy
o 5HFARM L, BEAAH K RN T H WK
4 41 h INOS ., TNF-a mRNA i # 7} 5 (P<0.01) ,
Argl .CD206 mRNA 3% ik B i 7t 5 (P<0.05) ; 5 45
RUAH WS, B P o o R A Py PE A
KEBRFE AL T8 N B2 INOS \ TNF-a Bt 35 B fIK
(P<0.01); 5 PFALET R a4 v B2 R0 G 25 24K
BLTE AL T8 N IR ZH 40 Argl .CD206 3535 5 2 T+ 55
(P<0.01) ; ik 7 & 40 CD206 mRNA H . 3 & (P<
0.05). W3,

332 XJiINOS.Argl HH KXW EmW HKFAR
20 LA, M A K BUEE 0 7 N R 4L 4P iNOS
ik & B W T L Argl 2R R A B I B AR (P<

0.05,P<0.01) ; 5EERIA de, B FF L 4l
Ko 24 (VG 2 4K BRUFE A - P R 4 2P INOS
HE RSB REAR, Argl 8 1 R IK W WS (P<
0.05,P<0.01). WLEl2.5%4.
333 HREVOLMLEARIE SEFARALE,
R A AE 7 15 N IR 21 INOS R ik i & TH i
(P<0.01), Argl 335 B 8 B AR (P<0.05) ; 5 B Al 41
Fods, S Au s e R b 2 AP 2 4R
FULE L 157 N IR 4 21 b INO'S 26 3k 1 1 8 B I (P<
0.05, P<0.01) , Argl % ik & 3% 7+ & (P<0.01) . UL
5 K3 K4,
3.4 XF EMT KB IR 41 21 p-p38 MAPK . p-ERK
mRNA J 8 1 3R 3K 19 5% 1)
3.4.1 Xf p-p38 MAPK .p-ERK mRNA % ik it 5 iy
SR T AR b, 157 20 K BRUAE A 8 IR 4
H p-p38 MAPK . p-ERK mRNA % ik I & 1 75 (P<
- 109 -
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£3 SHAIIEMS ERMFIEARAEHLEINOS. TNF-a.Argl .CD206 mRNA B &M (X+s,n=3)
Table 3 Effect of Wudan pill on iNOS, TNF-a, Argl, CD206 mRNA in endothelial tissue of EMS rats with cold clotting and blood stasis

(x+s,n=3)

2 5 b /g ke iNOS TNF-a Argl CD206
BF A4l 1.00+0.06 1.01£0.15 0.97+0.13 0.65+0.07
TR 2] 5.35+0.37% 5.58+0.18% 1.41£0.18" 0.99+0.06"
L 3 7 a4l 2.4 2.05+0.12Y 2.81+0.09" 2.36+0.31Y 2.63+0.20"
L FH AL 2 1.2 3.06£0.21% 2.99+0.21" 2.02+0.23% 1.90+0.12%
Ly PR AR 4 41 0.6 4.82+0.24Y 430+0.24" 1.71£0.17 1.36+0.217
LRl TR 0.48 2.85+0.25Y 3.12+0.15% 2.11+0.19% 2.50+0.25%
e 2x10* 1.73+0.19¥ 1.47+0.14" 2.41+0.45Y 2.76+0.41Y

iNOS u--‘-“mma

Ae e
oon () () EDEDEDENED
A B c D E F G

EH2 KRAWEHZLINOSArgl EHRIZEK

Fig. 2 Electrophoresis of iNOS and Argl protein expression in

endosomal tissues of each group

K4 BEAAMNKEANREALRINOS.Argl EERENHE M
(x+s, n=3)
Table 4 Effect of Wudan pill on iNOS and Argl protein

expression in endosomal tissues of rats (x+s,n=3)

2H 5 FHE/g-kg'  INOS/GAPDH Argl/GAPDH

it F AR 0.31+0.05 0.35+0.02

AT 241 0.52+0.09"  0.58+0.06"
L5 FH AL e 7 2 2.4 0.52+0.09”  0.76+0.08>
Ly AL 2 1.2 0.59+0.08%  0.67+0.08>
L AU B 2 0.6 0.77+0.07"  0.57+0.04

2 2 0.48 0.66+0.05  0.63+0.05>
[ 2x10™ 0.45+0.06  0.84+0.03>

x5 SRAAMARFENELALR S INOS Argl FHIEMERIEHN
B (x+s,n=3)
Table 5 Effect of Wudan pill on iNOS and Argl positive cells in

endometrial tissue of rats (x+s,n=3)

215 F /g ke iNOS Argl
BFAR 4 0.14+0.04 0.30+0.01
A 21 3.3140.55”  0.56=0.06"
1 PF AL R ) 4 2.4 0.36+0.04"  2.14+0.13"
1 P AL ) o 4 1.2 1.02£0.20"  0.96+0.16"
1 3 AT 2 Al 0.6 2.46+0.28"  0.59+0.06
Tk 2 4 0.48 0.77£0.10Y  1.29+0.06"
R 2x10* 0.27+£0.03Y  2.38+0.06"
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0.01); 5 BRI L, Pk b ) o 4 R b AR
2 74 25 24K BRUFE A T S 2 20 p-p38 MAPK |
p-ERK mRNA i & (P<0.01), WK 6,
3.42 X p-p38 MAPK . p-ERK % [ £ ik B 5 i
SR F ARG b 45 R 4 K BRI F B Y B 4L 4

1 p-p38 MAPK . p-ERK & [1 % ik 2 & J+ & (P<
0.01) ; SRRV AL, B PFHuvEy L b o 20 S Bl
2y P 25 4K BRUAE AL F 5 N R4 20 p-p38 MAPK .
p-ERK & 1 i 3 [# K (P<0.01). WK S5 %7
4 iFig

EMT 2 2o P 1 5 UL 18 o R E M 0 , FLARRME
BT ENBEALEET TE LN, 2 10% 1)
B Lot AR R AE R 5 5 1 s B R A
ATz AL R BN A AR
9 B A2 58 1 LAY | % 46 = 2 B9 i 7 0 AN BAR B 2 58
PN AT 25 88 AN T 3 1 0 200, DA S E A S5 11 4 14
P O F 5 0009 I 2 T A B O k. W 9 R SL
A5 G5 rp S 25T 1AL 2 IR 97 EMT, o] I 4 2% U
o i3 EMT 48 M g

T H BRI R FE 0T B, FE AT 5
P i 2, 5 o BELA L A A bk A AT AN g, K TR B
BN A . MR IR R 2 A LR & WIE fk
IFE A5 DA, I AT D) B, 3 RE B L AR T S
P Jrh P S RAT BT PR R AR, =
Be FEA SR Kb B I TR RS T IO G T 4 D
AR R B A, 88l on <, AR AR 6 L B 25 SR
B RCIE AT AR R, A o I 2R g, Il A5 U U R
W, LLIKWRGE TG i . DL 25 FLAR W) IEE R AT
SR 5 LAPF S 3R A9 AL, 2 RN B B RE, LA S
A P2 B0 ANTE IR~ OIE I A E AR T, LB
T B, L2800 i 25 VR IR 2 ).

IL-4 25 B PE T 40 M 2(Th2) 433 i AT 300 il £ R
DAL 7 B ) B 2 VRV PR L A TE Sl 2R B R N B



28 B 24 1)
2022412 A

HEXBAFZRS

Chinese Journal of Experimental Traditional Medical Formulae

Vol. 28,No. 24
Dec. ,2022

B3 SBAAMNKRRUFEHRERALINOSKIL

GRS (FER LIk, x400)

Fig.3 Effect of Wudan pill on iNOS in various groups of ectopic endometrial tissues of rats (IF,*x400)

4 BAAMAXBREMFERNRAR Argl KX

*x6 SRAAMNARAEALp-
(x+s5,n=3)

Table 6 Effect of Wudan pill on p-p38 MAPK and p-ERK mRNA

p38 MAPK.p-ERK mRNA K M

on endothelial tissue of rats (x+s,n=3)

21 51 Fl /g kg p-p38 MAPK p-ERK
BF A4l 1.00+0.08 1.00+0.10
AL TR 2] 6.47£0.76"  8.13+0.56"
1 P L ) a4 2.4 3.49£0.40%  2.74+0.15%
Ly P34l 12 2.27+0.39”  3.50+0.42%
1 P IR 2 0.6 3.65£0.44%  4.97+0.58%
R 25 2 0.48 2.08+£0.32  2.33+0.24%
P25 4] 2x10% 1.82+0.29%  1.82+0.29”

T 5T AR VP<0.01; 5HH 2 Y P<0.01

(LA B LT IR S bk 2 AT R A B T TL-4
AR TGF-g L2 —F b & 4 M K 7, 1

IR (FRBETEN , x400)
Fig. 4 Effect of Wudan pill on Argl in various groups of ectopic endometrial tissues of rats (IF,>x400)

p-p38 MAPK . --..-ukna

—
p-ERK : 43 kDa
B C D E G

E5 KMHEAHNEHLAp-p38 MAPK. . p-ERK B B F Ak
Fig. 5 Electrophoresis of p-p38 MAPK and p-ERK protein

expression in endothelial tissue of each group

AT DL i B8 30 i B 20 T Ak, DT T I 58 M A
KT . WFI5IESE TGF-BAIMH LA N F2 5 75
PN BEE S 0 E B & e e AR . M2 I A0 T LA B
IL-4 1L-10 3% TGF-B ¥ , 1 2 5 5t & F1 4 4U4&
E\ﬂu%@iﬁiﬂ]m%ﬁm%ﬂca TNF-a J2& 4 Jf X 5 il
oA 48 RE A T A B BT T L R R R
- 111 -



5528 B4 24 ] HEXBAFZRS Vol. 28, No. 24
2022412 H Chinese Journal of Experimental Traditional Medical Formulae Dec. ,2022

£7 BAAWNAKRAEALp-p38 MAPK.p-ERK E 5 KA
fa (x+s,n=3)
Table 7 Effect of Wudan pill on p-p38 MAPK, p-ERK protein

expression in endosomal tissues of rats (x+s,n=3)

Gkl /g ke p'i’éi?ﬁf ¢ /pr;{;(H
BFARH 0.36+0.06 0.50+0.04
AR 2] 0.84+0.03"  0.89+0.02"
L3 4 ) 4 2.4 0.57£0.06"  0.61+0.06"
Ly PE AL ) 2 1.2 0.61+0.03"  0.67+0.07>
L PR 2 0.6 0.75+0.03 0.73+0.03"
R 25 2 0.48 0.67+0.03  0.69+0.03
LUl 2x10™ 0.53+0.06”  0.57+0.06>

PLAE Y & HoAT AR . BESEUE S AR T E N
S AN P 9 R R KO L O 5 o ™ R
FERI L B TNF-a 35 97 7 90 461 55 56 1 K U7 5
P S5 57 14 % TR O 8 M N8B PN SR 6 A
KRR o TL-18 2 H BLAE 1496 36 op 3 22 3 1 )
T B E N - PN S 07 AH G R 1Y) 23 7 g
PE YT B A AE HERR vh 4 i B A IL-18 R
55 EMs i A8 TR B 52 TE AR G, I RIS P9 B A
L 3 0 A% 4 i R Ak AR 1 (MICP) -1, 8 1k PR A 440
HEARE I, 58 E VEAN Y [ A5 AT A EMT
Yk SRR MR A B FR R 28 O
g1 TR =W S 7 S L e TR ) B ) e A
IR, FE PR S A L P B S TR PN R R 4 i
T AL B 25 8 MR AR R AR L M2 TR 40 i S
PR R 75 T U 36 A R 55 40 L 3 o A AR BT
B I AR RN AL 2R R e S A gl > v
2y Jo rp 24 52 5 vl L3 gk 9 T I 4 A R B
HAE RN, O A B Y MAPK {5 5 38 I 7
BN RS ORE S R B v B 2 R E T MAPK 7E
TR A ER R A S 45 1 5 A0 4 A R T
TSRO T I SR AL R, iR 2 5
PE AR B AN AR AR TR IS RE % A L
AT AS WA, (1S P 98 0E 3 i MAPK [ 5 18 I 2 4% %
HEER . WRoE R L, S0 A TR p38 MAPK Z ] JE
I AE Bk N, St R B EMT (4 % A & 282 i
FE K BB P IE S 67 6E 41 Hh p38 MAPK I 1 1 384
Jon 3 5k A 2 JR S R RE PR BT HF B N B S A RE 1)
FARALE S FEAF - e 5 K OF b B W A Y
p38 MAPK (1 3% 15 5 A 28 B B 16 1 65 P9 I 53 437 i
BT AR B A AT 9% 3 T MAPK {5 5 3 % %
P FF AL G EMT [ 48 5E A S AL -
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ABESE KB, 5T R 4L b, R A I
TNF-a.IL-18. TGF-B.IL-4 & &4 B E Tt i, & 45 2%
AR AE T R A BRAL, 5 AR R 45 1 Lk 8
FE RS RE B A AN A I KRB R 4 RE R T
KT 38 AR AF o 5 P L IR BE % B IR M G 3
(iNOS.TNF-a) i ik , 34 hn M2 A0 3¢ 2 A (Argl |
CD206) [ F 1k , H 76 F 4 i 40 it 5% £ 31 M2t 4k
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P VE R, 45 R % B0 H AR B 4 M2 A 4 i
PR ) CD206 , Arg-1 % ik, /5 /N 4 P g i % 1L-4
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T $58 1) - A5, A1 4F 1 I A4 A 1) MO L R A 3 i 4
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JUREAR EMT F€ 5 1l 58 F K BUBE AL 787 P4 JIEE 52 47 Y
[ p-p38 MAPK .p-ERK mRNA FlI%E [ %15, #0127}
JUVE P B A M Ak . S AE A T T p38 MAPK {2 i
EMT i) & A4 % i , 5 PF AURE A% BH T A1 5 p38 MAPK
FIK FEIRYT T E NS ARE Th R HE A G E R

25 b, S PR ALXS P RS A6 FE BE I UE K
FRASE 70 58 1 2 IO A — 7 1) U0 6 4 P, 008 S A6 o 20
2P I 20 i ML ] M2 B AL, I3 46 1 TRl 28 3k
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