- 6734 - F 8B 20235108 $54% $208  Chinese Traditional and Herbal Drugs 2023 October Vol. 54 No. 20

IHFE ALY B S ME AL A AR B K R R 253U A R AL HIR SR

}]\ 7?;}_1, _7%,} %1-2,3,4-#, é%%})ﬁ:_llﬁ i%‘%ll{s, 25\-5%7?%2,3,4,5, 55324%2,3,4,5, ,1/?\ j@JZ,BA, 74‘ %{2,3,4,
Ihom, RER DA, REE 23, EEMR

L =BG ARAF, HWN 22 730000

2. REAWITIAIG, RETHAREREWESTREE, KE 300462

3. REZWIBE TR, HABRHIFE HEEHIBARE R BA TR E, KE 300462

4. REZGIHAGE, APRAETN S REGHF MR ESEE, KiE 300462

5. REHPEARY, Rt 301617

O B BIERERT E RIS SRR AR 0 2580 E ) R AR LS. Fask kM SD K RRBENL S Xt B
. IR KRG, . EFE (081, 1.62. 3.24 g/kg) HAMMEEEN A (027 ghkg) HRARERIE A (0.86 ghkg) 4,
20 R, #LEig b4 7d, THAHE 4R, RACSMRHEILEFERITIIMKZ 72 h, BTN SRR P
S MIRIT AR BIRER R IR AT B H ST AR TR bR S A SR B S S I, PP T ALTR T ROR AR FAL
Wil £5R SEAA LR, RN KRATEMA . B0 AR B Sk, N 48 208 M 2 @3 M 1 35 PR
(P<<0.001), ATLIERALERR L mMEc. RIS KSR B ik A0 s & P i A%
20 A5 BB 25 BRI (P<<0.01+ 0.001), #REAHARELGIE ET & (P<<0.05); IMIEMALI TEMA L H4iliAN-2%-6 (interleukin-6,
IL-6). IL-1B. MEEEASERF-0 (tumornecrosis factor-o, TNF-a). HiFIHEZ B2 (prostaglandin B2, PGE2). y-T#t% (interferon-y,
IFN-y). —%AL% (nitric oxide, NO) /KFEZEHL (P<0.05. 0.01. 0.001); NI TEBHLF IL-6. IL-18. TNF-a. &
“l-2 (cyclooxygenase-2, COX-2). IFN-y. 3B —% A EEE (inducible nitric oxide synthase, iNOS) H: 3Rk &2 FEK
(P<<0.05. 0.01. 0.001). £5it JHRFAXN EEMHSHSMEREREERTEREE, HHTFRESROALT K. SER
R T A R VRG0S 2 R BRI T AR .

KHEIR: R AL St FEEs MUK, SO0 SN

FESES: R285.5 XEkFRERE: A NERS: 0253 - 2670(2023)20 - 6734 - 09

DOI: 10.7501/j.issn.0253-2670.2023.20.017

Pharmacodynamic effect and mechanism of Xiaozhi Pills in croton oil preparation
induced hemorrhoidal model in rats

SUN Ke!, LI Xin* 34 HAN Yan-qi* 34, WANG Chun-fang® 3+ 3, HUANG Ze-sen>** 3, PENG Ya-qian> %3,

XU Xu?34 XU Jun>34, SUN Yan!, ZHAO Zhuan-you? >4, ZHANG Tie-jun®> 34, CHAI Guo-lin'

1. Lanzhou Foci Pharmaceutical Co., Ltd., Lanzhou 730000, China

2. Tianjin Key Laboratory of Quality Marker of Traditional Chinese Medicine, Tianjin Institute of Pharmaceutical Research, Tianjin
300462, China

3. National & Local United Engineering Laboratory of Modern Preparation and Quality Control Technology of Traditional Chinese
Medicine, Tianjin Institute of Pharmaceutical Research, Tianjin 300462, China

4. National Key Laboratory of Druggability Evaluation and Systematic Translational Medicine, Tianjin Institute of Pharmaceutical
Research, Tianjin 300462, China

5. Tianjin University of Traditional Chinese Medicine, Tianjin 301617, China

RS EHER: 2023-02-02
HEEWB: ERARFEEEEHESTH (U21A20406); ZHMTHAABIHEMLIHE (2022-RC-2)
TEEEN: 7 B (1990—), 5, Wid, TR, #55mKNF25% . E-mail: skwind@163.com
HBIEMEE: IR, A0, R A AR A R SRR I K FE . E-mail: zhangtj@tjipr.com
SE[EAR, IEmR RN, F BT M 50 S 2 )R A% E-mail: 3136174195@qq.com
#EEFESE— R 25 B (1992—), &, Wik, BYERRFTLOL, WRIEIT MDA RN K 2455 T 2B ALK R . E-mail: lix6@tjipr.com



FEH 20236107 $E54% B 20 Chinese Traditional and Herbal Drugs 2023 October Vol. 54 No. 20 * 6735 ¢

Abstract: Objective To explore the pharmacodynamic effect and mechanism of Xiaozhi Pills (JH%% 1) on croton oil preparation
induced hemorrhoidal rats model. Methods Male SD rats were randomly grouped into control group, model group, Xiaozhi Pills
low-, medium-, high-dose (0.81, 1.62, 3.24 g/kg) groups, Citrus Bioflavonoids Tablets (+##% & il /i, 0.27 g/kg) group and Zhiyanxiao
Tablets (5 28 7H A, 0.86 g/kg) group, with 20 rats in each group. Rats were continuous ig administration for 7 d, on 4th day of
administration, croton oil preparation was applied to the anal canal to induce anal swelling for 72 h. The treatment effect of each
treatment group was preliminarily evaluated by measuring the area of anal swelling; Blood and anorectal tissues of rats were collected
for biochemical indicators and histopathology tests to evaluate the therapeutic effect and mechanism of Xiaozhi Pills. Results
Compared with model group, the symptoms of perianal swelling, mucus overflow and constipation in Xiaozhi Pills group were
significantly reduced, anorectal index and vascular permeability were significantly decreased (P < 0.001); The absence of squamous
epithelial cells, inflammatory cell infiltration and edema in anal and rectal tissues were significantly reduced. The number of white
blood cells and proportion of neutrophils and monocytes in blood were significantly decreased (P < 0.01, 0.001), while the proportion
of lymphocytes was significantly increased (P < 0.05). Levels of interleukin-6 (IL-6), IL-1pB, tumor necrosis factor-o (TNF-a),
prostaglandin E> (PGEy), interferon-y (IFN-y) and nitric oxide (NO) in serum and anorectal tissue were significantly reduced (P < 0.05,
0.01, 0.001); IL-6, IL-1B, TNF-o., cyclooxygenase-2 (COX-2), [FN-y and inducible nitric oxide synthase (iNOS) gene expressions in
anal and rectal tissues were significantly reduced (P <0.05,0.01, 0.001). Conclusion Xiaozhi Pills has a significant therapeutic effect
on croton oil preparation induced acute hemorrhoids model, and it has a good therapeutic effect on anal swelling, inflammatory reaction,
rectal vascular permeability increase caused by hemorrhoids.
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| 731 (5°-3))
IL-6 F: ACTTCCAGCCAGTTGCCT

R: TGGTCTGTTGTGGGTATCCTC

IL-18 F: AATCTCACAGCAGCATCTCGACAAG
R: TCCACGGGCAAGACATAGGTAGC
TNF-o F: CACCACGCTCTTCTGTCTACTGAAC
R: TGGGCTACGGGCTTGTCACTC
COX-2 F: AGTCATCAGCCACAGGAGGAAGG
R: CACATTTGATTGACAGCCCACCAAC
IFN-y F: ACAACCCACAGATCCAGCACAAAG

R: CACCGACTCCTTTTCCGCTTC
iNOS F: ACCACCACACAGCCTCAGAGT
R: ACCGGAGGGACCAGCCAAATC
F: CAGCGACACCCACTCCTC
R: TGAGGTCCACCACCCTGT

GAPDH
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Table 2 Effect of Xiaozhi Pills on anal swelling of hemorrhoidal rats induced by croton oil preparation (X £ s, n = 10)

KL TR /em?

I /(o ko™! 2% /0

2H 531 i (gkg ™) on o Ji R A 61 3/ %
it — 0.33£0.06 0.58+0.04" —

A S8 A 0.27 0.33+0.07 0.45+0.09" 50.01+12.72

FERW A 0.86 0.34+0.07 0.48+0.07" 4422+19.88

VR AL 0.81 0.31+0.07 0.46+0.05™ 41.14+28.42

1.62 0.32+0.07 0.44+0.07""* 53.21+21.70

3.24 0.34+0.05 0.44+0.04""* 60.35+16.56

SR 0 h L #P<0.01; HEAY4L 72 h B4 "P<<0.05 "P<<0.01

**P<0.001

#P <0.01 vs 0 h model group; "P<0.05 *P<0.01 *P<0.001 vs 72 h model group

FER R Lo, Hpiaaim A B mn (P<
0.001, % 3), W EBMALIULNIhEEZ 0, iE
1EFRE T T B EL R (LR AG A SZFH . ARG S
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F3 HFEAXEEHMAL I MAKIER A R EMALE RS0
(X+ts,n=10)

Table 3
hemorrhoidal rats induced by croton oil preparation (X £ s,
n=10)

Effect of Xiaozhi Pills on anorectal width of

A5 FIE(gkg) BB EK/em

o e — 1.02+0.08

i — 1.4140.30%#

FH A B I 0.27 1.19+0.14*

FERIE A 0.86 1.1740.08"

TR AL 0.81 1.17+0.11*
1.62 1.06+0.07"**
3.24 1.1840.12"

HxIRAtE: *P<0.05 #P<0.01 #P<0.001; SR
. "P<0.05 *P<0.01 *P<0.001, FFEIFA
P <005 #P<001 *P<0.010 vs control group; “P < 0.05

"P<0.01 *"P<0.001 vs model group, same as below tables
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Table 4
hemorrhoidal rats induced by croton oil preparation (X £ s,
n=10)

Effect of Xiaozhi Pills on anorectal index of

R5 HBANEEHIESAITMARE KR ME BB
M (X+s,n=10)

Table 5 Effect of Xiaozhi Pills on vascular permeability of
hemorrhoidal rats induced by croton oil preparation (X £ s,
n=10)

2H 5 7 E/(g-kg™) INZEER
pagiict — 0.105+0.007
| — 0.188 -0.029%##
FH A B I 0.27 0.143+£0.010***
FERWM A 0.86 0.138£0.012**
TR 0.81 0.14140.010""
1.62 0.131£0.005***
3.24 0.121£0.011™
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BIERBE. Zk, BRIR B R R R E R
RN E BT K, BN R KAVE BRI
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red arrow indicates inflammatory cell infiltration, blue arrow indicates hemorrhage
1 SHAAX B S MBS IMAMER X RAL B ARRIERNSID (HE)

Fig. 1 Effect of Xiaozhi Pills on anorectal tissue pathology of hemorrhoidal rats induced by croton oil preparation (HE)
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YHRE TR 3 AR SN

W 6 fias, SiEA i, ALK R ANE
i AR T (P<<0.001), s 40 o Al k%
YA EL ) S 2 B (P<<0.001), bk B 40 i bL 451 i 2
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P T IORE RN, 0 40 M B4R T LA B AT o
SRRV A, M AR BT Fr 50 2T R i 2 PRI
S AR (P<<0.05), PG MERIgHIE S
B EL B (P<<0.05. 0.01). AS[EIFIE %A
AJ 2 PR A R AR (P<<0.001), BEKH
PERLAN S S A A b (P<<0.01. 0.001), JH#F
LR R A I bk 2 4R L (P<<0.05)
3.5 GEFBAN B EHEALT]MARKIRE KR I
IL-61 IL-1p. TNF-o. PGE,. IFN-y. NO 7kKF#8y
A

W 7 poR, STERAIE R, AR 2K R
W IL-6. IL-1B. TNF-a.. PGE;. IFN-y. NO /K°F1
BETHE (P<0.05. 0.01); SRR, HHEH
il F AT S 2 PR A TL-6. IL-1B. TNF-a Al PGE, /KT
(P<<0.05), ¥ 78 Al B P& IL-6. TNF-o 7K
(P<<0.05); AN [F] 7718 RT3 977 h mT i 285 B I 3
IL-1B+ TNF-0. PGE,. IFN-y #1 NO 7K°F (P<<0.05.

0.01), . 7l & RV R FU ] 2 32 PR MIE h IL-6
K (P<<0.05. 0.01),
3.6 HBEAXBEHEALIMKIREKRALINE
BA¢A %R IL-6. IL-1p. TNF-0. PGE,. IFN-y. NO
IK RS2 NE)

mk 8 fior, SxHHRAILLE:, AN E
HZH IL-6. IL-1B. TNF-a. PGE;. IFN-y. NO /K
PRI ZETHE (P<0.01. 0.001); SRR bEs,
AR S 5505 28 V8 T B BRI B 2R
IL-6+ IL-1B+ TNF-0. PGE>. IFN-y. NO /K*¥ (P<
0.05+ 0.01. 0.001), AN [FIFFIE 19 5 AL AT 5 2% PRI
NI E A 4 IL-6. IL-1B+ TNF-0. PGE>. NO 7K
F (P<<0.05. 0.01. 0.001), =\ @& IIHEREALAT
BEFCILITE AL F IFN-y KF (P<0.05.
0.01).
3.7 HEAX B ZMEAL M AKIE B KRR AL 4R
£0ch JL-6. IL-1f TNF-a. COX-2. IFN-y. iNOS
mRNA FiXHIFN

HUEARE SR, O SR AN LS f5 m
SRIERMN, FIE IL-6+ IL-1B+ TNF-0. PGE, %5
RAER T /K22 Ty, DRLG,  RFAH 56 28E IR 126
RIKF I RIB AT H S Wk 9 Pros, SHREAL
8, WERIYL IL-6. IL-1B+ TNF-on COX-2. IFN-y.

*6 HEAMEBEEMFSAIMAEE KR 2 M B MRS LR (X+s,n=10)

Table 6 Effect of Xiaozhi Pills on leukocyte count and its classification of blood in hemorrhoidal rats induced by croton oil

preparation ( X = s, n =10)

20 ) 7 E/(gkg™) /(1 X 10° 4L e 40 /% FAZ YN/ % IhR B 4T /%
pagicl — 5.19+0.81 16.73+1.97 2.1940.33 80.95+2.07
iRt — 9.22+1.82%# 23.9541.71## 2.890.29%# 76.7441.63#
FH A7 B B 0.27 7.55+1.30" 21.65+2.40% 2.574+0.26" 75.7242.62
FERW A 0.86 7.60+0.86" 20.17+2.37* 2.524+027" 77.1742.60
MEEES R 0.81 6.71+0.80" 19.09+£2.29*** 2.49+0.25" 77.69+3.30

1.62 5.3940.90" 17.73£2.38"* 2464037 79.18+3.27"
3.24 5.514+1.29" 18.45+2.31" 2.38+0.36" 78.75+3.08

R7 EHBEANBEEHIESAL IMBEER KR ST IL-6. IL-1p. TNF-a. PGE2. IFN-y., NO /KEHEM (X+s,n=10)
Table 7 Effect of Xiaozhi Pills on levels of IL-6, IL-1p, TNF-0, PGEz, IFN-y and NO in serum of hemorrhoidal rats induced

by croton oil preparation (X + s, n =10)

i A (g ke) IL-6/71 IL-IB{ | TNF—({/] PGEZ{ 1 IFN-«{{ | NO/ }
(ng'mL) (pgmL™") (pgmL™") (pgrmL™") (pgmL™")  (umol'L™)
it R — 0.45+0.04  12.69+3.65 4.19+191 74.63+8.34 0.11+0.01  3.20%0.78
R — 0.560.05" 167.56+34.42% 2204015420 161.99+53.68% 0.224+0.12% 14.94+6.84%
ARG B 0.27 0.48+0.07° 120.65+25.58" 2724+1896" 88.70%+41.17° 0.15+0.06  7.13+9.07
PRI 0.86 0.460.07° 130.58+33.53  40.75+15.88" 112.50+44.25  0.13+0.02  7.41+5.66
THFEAL 0.81 0.47+0.11  129.82+9.44"  26.19421.12"  68.54+34.48"™ 0.10+0.04" 6.71+3.78"
1.62 0.45+0.08" 119.25+31.94" 26.78+30.52"  23.72%5.12*  0.07+0.04" 4.87+1.63"
3.24 0.43+0.06" 124.414+26.08" 27.50+17.46" 20.84+21.73" 0.11+0.03° 5.95+347"




- 6740 -

FEH 20236107 $E54% B 20 Chinese Traditional and Herbal Drugs 2023 October Vol. 54 No. 20

=8
n=10)

HENN B ERIESFAL TR R K RAIE B AL IL-6+ IL-1p+ TNF-0. PGE:. IFN-y. NO /KRS (X s,

Table 8 Effect of Xiaozhi Pills on levels of IL-6, IL-1p, TNF-a, PGE2, IFN-y and NO in anorectal tissue of hemorrhoidal rats

induced by croton oil preparation (X + s, n =10)

7/ - B - PGE>/ B B
ZH B IL-6/(ng'mg™")  IL-1B/(pg'mg™") TNF-o/(pg-mg ™) _ IFN-y/(ng-mg™") NO/(pmol-mg™")
(g'kg™ (ng-mg™")
pagit — 5833+12.66  38.59+5.08 33.78+6.13 0.12+0.04 0.26+0.05 0.37+0.08
et — 94.57+22.51%# 8124+15.96"# 595341580 0.68+0.25*# 037+0.05%  0.80+£0.24%#
MEHE R 027 35.17+11.44™ 50.67+13.93" 2721+5.73"  0.45+0.25" 0.26+0.05"  0.44+0.14™
FERW A 0.86 41.47+17.09" 55.59+15.80"" 33.08+10.29"" 0.46+0.20" 0.26+0.05"  0.53+0.24"
HEEEHAN 0.81 4136+17.76"" 47.81+10.38"" 32.80+12.01"" 0.44+0.25" 0.32+0.07 0.56+0.24"
1.62 387241521 43.05+£5.01"" 3230+5.88"  0.34+£0.24™  0.2940.06" 0.53+0.16™
3.24 44.60+16.24"" 449841138 35.40+7.70"* 030+021"" 027+£0.07"  0.56+0.13"

=9

20 (X+s,n=10)
Table 9 Effect of Xiaozhi Pills on IL-6, IL-1f, TNF-a, COX-2, IFN-y and iNOS mRNA expressions in anorectal tissue of

hemorrhoidal rats induced by croton oil preparation ( X £ s, n =10)

HEAX B RIESAL MR K RAL T EAA RS IL-6. IL-15.

TNF-a. COX-2+ IFN-y. iNOS mRNA FKiEH)

g 7 &/ mRNA X R iL &
(g'kg™) IL-6 IL-18 TNF-a COX-2 IFN-y iNOS
o B — 1.01+0.20 1.1440.67 1.014+0.19 1.03+0.29 1.0940.57 1.02£0.25
it — 1.86+0.34"  425+138%  1.92+0.65" 2.894+0.72"  3.394+0.61"* 2.43+0.18"
7 B I 0.27 1.08+0.18"  1.75+0.20" 0.73+0.34™  1.69%0.59 1.04+0.11""  1.42+0.05
FERWH 0.86 1.06+0.14"  1.69+0.32" 0.72+0.20"  2.15%0.70 1.91+0.64" 1.42+041™
MEEESAN 0.81 1.31+0.31 1.8940.55" 0.82+0.13"  1.26+0.17° 1.23£032"" 1.63+0.67
1.62 1.024+0.07"*  1.80+0.62** 0.63+026™  1.34+021* 121£037" 0.88+£0.36™
3.24 0.97+027"  1274£032™  0.70£0.10™  1.09£0.32* 1.14£029" 0.90+0.26"

iINOS mRNA Fix/KFRETE (P<0.05. 0.01.
0.001); M AR LA 5, & JORER T R %
RGN FEIRRFER TR, A SR A AR5 23
AT BARAL T VB b IL-6 IL-18+ TNF-a-
IFN-y. iNOS mRNA Fik/KF (P<0.05. 0.01.
0.001), AS[FJFIE 19 5 FL38 vl 2 25 PRI TL-1B.
TNF-0. COX-2. IFN-y mRNA Fik/KF (P<0.05.
0.01. 0.001), ™. =75 5 AL AT 5 35 PEAIK -
6. iNOS mRNA Fik/KF (P<0.01).
4 e

FHERA A LT (R ANE) 2 (R4S
Kw), 5: “Hme, mkeEm, mkess”,
HH TR (R0 DR AT AR B AN A9 ik ot PR 7% g 8 st
FKE . AR XTI R R AL R E A TR
Fo2Eul BBk Mok U055, T RR2EUNA, 1
JI5 S v S5 R L P ) 45 4 A SRR T T L
FIWGIRTIAN Gh. BZY, ATHR R N RS, B
HLTT ARt bk thok i, R ms
FEF KN L sk AE I ARG . T IRk R St

TERBORE, NAKHILST B RN S 3 T R 5 ik
J1Ft s SMREE S R IENET & Tk &R AT
SECEFRK TR BREEN R WAL R 2
—, H¥r 2 AEE B RERAC BTG AR REER
RUUNHMT R AT A . 70 i 2000,
e NRFFA BN, R BB A DU
P BRAARRAE N H U, H AR sh B i A T v
w2, R (B BERE) FS, MEE
S HLTTE B R kG, kol ks, e A AR
BRI RGBT AL 25 R R S RO VAN TR
B2 g R T L P 2E 4P /N e R 4 R
IL-6. TNF-a ¢ GEF -, 0 iINOS Ri&, &k
FERETBCHE 2 (1) NO, Ams i sl FEOK LT
M, BRI EIGIR ERE N R R B2 01, [t
AT R B G IR A RAE A T RBATTT B AR
I, RRIhAEE TR SRR, R K
T AL 2R AR, e AM SO B R
B i R G AT R B g B =Y kK, [H
I 2 20 BRI 82— PR SE T IX — . TTH R AL
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A 2 O T P BOR BRI E AEAR, PR
A EO B S S B, HIINL ] B 2H 2R 6k
R RN IRIE . RIS, ¥
F VR ALRE D O S R A B KM H A
RIE, HGE S ERER R  RE

P R B A V) g BE AR B AT R g, (H AT
e 5 LA MU A7 « B KRS I« R 4 2 BRI 1
X 33 I S DA S A R O, E It 2 B
FETE R AL, SERE S NGB, DRIk, ZE
AT BEAE 793 B A 9 B MR S R 14 m B v R 3
PERIUO, fE4RiE, FFAZH S TNF-o. IL-6. COX-2.
INOS &5 Al B3R 1A & T 1R L 2300, ATy 5]
SRR T A e B HEAR, 51k R A A (R 43 W f
Dige Ryt PR H 22 R R, AP R B
My KAEPURAE R E Ry, XM Xk EiG
SEERFVBOCT S P . H R /)N BR 36 K A
PN B 2% P 00 s T A L A S MR e AR A B A
HER, AT B 4E R P& R PGE, &
G, FEL N H B R A R R KR AR UL, PR
TR A AR AR 2 K BRI T 4R £ S TNF-0 7K
e, P IR RS, PURTE R AE R RO, M
TR Rk 2 O SR P0G DA A
BEARAI ZE IS A1 RIS R IR B MK, 1%
RIS s B4 A 8 E P, 38 ] R e 2 0 R B
RAW264.7 B4+ 1L-6 7KF, #)1i] NO I PGE>
B, R REFRHT RGNS, [J 77w 3 A
Sk JEMAENL; B CaE XU FIKEM A
ARABMEE S SRR, R M E R 2
JRAERl . WEIUERE, A R RE RN BT R Ik A B
S B PR RS BELR IS P B AR IR B RIE, ab n] il
Eilg 40 iNOS. TNF-a f1 IL-1B FIRIE, Mt
finds, RYEHEMAENIERDS, B O Kbk
KEEER 2 &5, OBIRIRR T H 2 PRk
A, TR FERKAE T R 20 —J7 T )
WIFIE Toll FEZAR 4 HORME 22 2 )55 10 B 2 e
(mitogen-activated protein kinase, MAPK) Fl%
T-xB & 5 %1% R ME0E, 2 NO. fjZEk
EEH G MAME T3, H—J7EERS
IEC-6 4l 2 fic &, MU Ca? k¥, BiE%
fe-kvl.l {551EEE, R bR dr T, (i
Jan i 08, TR PR (SRR R KR . A
BIF 702 WV RE FUPT I 325 PRI v b = A B i e b
PERIANAR .. SR b, 2 B s AT T B

J HZA T B R S BRI F IL-6. IL-1B. TNF-o.

PGE>. IFN-y. NO )& &, fM$IAL 1 Eimd R IL-

6+ IL-1B« TNF-o~ COX-2. IFN-y. iNOSmRNA [V]

RIEKF.
gi b, R AT IR s B SR

WA i, EZLEL ] IL-6. TNF-a. PGE2 %%

R ST S SO 4 1 AT RO 3 AT L Fr) R

FEIRYT R . AR AV RR I SEAEF, JEEA

WEFR IR S I 2 T I KD 0 Stk
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BT TSR
RBAR FAEHH P AT LA ST R

SE R
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