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[ Abstract] Objective: The effects of anemoside B, on endometritis rats were studied through in vivo

and in vitro experiments. Method: Animal experiments used 25% phenol glue to prepare endometritis models.
60 female SD rats were randomly divided into blank group, model group, Kushen gel group (0. 005 g-kg"),
anemoside B, gel low, medium and high dose groups (0. 005,0.01,0.02 g-kg"), 10 rats in each group, except
for the blank group, rats in each group were injected with 25% phenol glue into their vagina every 2 days, and the
modeling continued for 30 days. Administration started on the day after modeling. Anemoside B, gel low,
medium and high dose groups were administered rectal daily, Kushen gel group was given daily vaginal
administration. The blank group and model group were given the same amount of normal saline in the same way
for 30 consecutive days. After the last administration, the uterus and its attachments of each group of rats were
taken to analyze the uterine morphology and index. Hematoxylin-eosin (HE) staining was used to observe the
pathological changes of rat uterus. Real-time PCR was used to detect tumor necrosis factor- « (TNF-«) ,
interleukin-18 (IL-18) , and interleukin-6 (IL-6) , signal transduction protein 130 (gp130) , signal transduction
and transcription activator 3 (STAT3)mRNA expression. Detection of IL-6 and STAT3 protein expression in rat
uterus by Western blot. In cell experiments, lipopolysaccharide (LPS) was used to induce rat endometrial
epithelial cells to prepare an in vitro inflammation model, and Real-time PCR was used to detect the expression
of [L-6,gp130 and STAT3 mRNA in each group of rat endometrial epithelial cells. Result: The results of animal
experiments showed that compared with the blank group, the model group had inadequate uterine cavity
adhesions, endometrial edema and hyperemia. Compared with model group, there was no adhesion in the
uterine cavity of the rats in the high dose anemoside B, gel group and the Kushen gel group. The uterine tissue
was relatively complete, and the uterine pathological structure was significantly improved. Compared with the
blank group, the uterine index of the model group was significantly increased( P<0. 05), the expression of IL-183
mRNA in the uterine tissue was significantly increased (P<0.05), the expression of mRNA and protein of IL-6
and STAT3 in the uterine tissue significantly increased (P<0.05). Compared with model group, the uterine
index in anemoside B, gel high dose group was significantly reduced (P<0.05), and the mRNA and protein
expression levels of IL-6 and STAT3 in the uterine tissue were significantly reduced (P<0.05). There was no
statistically significant difference between the TNF-« and IL-18 mRNA expression compared with the model
group. Cell experiment results showed that compared with the blank group, the mRNA expression of IL-6 and
gpl130 in model group endometrial epithelial cells was significantly increased (P<0.01) , STAT3 mRNA
expression was significantly increased (P<0.05). Compared with model group, the mRNA expression levels of
IL-6, gpl130 and STAT3 in anemoside B, high dose group decreased significantly (P<0.05). Conclusion:
Anemoside B, can improve the inflammatory response of chronic endometritis in rats and reduce the release of
inflammatory factor IL-6. The mechanism may be related to the down-regulation of IL-6/STAT3 pathway.

[Key words] endometritis; anemoside B,; endometrial epithelial cells; interleukin-6 (IL-6)/signal

transduction and transcription activator 3(STAT3); inflammatory response
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1.1 zh¥ 60 H SPF 4 5L % SD M # K i, 190~
210 g, i/ W7 3k s e ik SE B B W A BR S w] VR AT IE
5 SYXK () 2016-0002, 52 56 8 {7 fd JH 3/ 7] IE 5
SYXK (#)2018-0002, 5 % % 3 it 1§ 1% ¥ 52 T 14
I 10 N PR SR 3 dJE R IR AT SE . AR S 42T
[N TN R W s B K (B L U A || R i N T =
JZLLSC2018-0116.,
1.2 4l 259 Jeidon] KRB 5 B 40
(BDE v P AR A IR | L ik CP-R049) , H
KT E IR B R 40 B 5E 42 8 37 Ak (WHO01111906
XP) T 37 °C,5% CO, ¥ A h i FIFREE 255 3
5 L F B AT BB K, BVL P A BR T 3i AR A B
oy AR AE(HE S 20180402) , ISk H 2 H BB R BLR
BRF B PN R R 0 52 4 % 3R 5 R R IC R R R
HHE N 100 mg- L BRI, 0.2 wm A5 FL U8 B it 8 5%
WA L 4 S AR Sk S R B IR N A
(5mg L") M EF & 41 (20 mg- L") JG LA 4 °CIKF
PL#s 5 95 5 88 e (5 N 3 R 24 I8 4y A5 BR A D, ik
520180207) ; I& Z ¥k (LPS) , 75 A % -fJF £ (HE ) 4
0 (€ 18 Sigma 2y 7], 4iL45 43 %1 o4 L2880, 517-28-
2) s A, H Il (7 B B By A BR A F L it S 43 S
4720180202, 20180314) ; 74 8 & i (1l 45 74 3 1k 2%
ey A5 BR 2> W), 4t 5 F8745) 5 i %k 5E i £, SYBR
Green mix i 77 & ( 3¢ [E Thermo Fisher 24 7 , #it 5 43
5o K1622,4472908) ; RIPA 2 fif i , BC A 46 il i 7
&L ECLE# A& ( LEE s REWEARARA
"), #t 5 43 51 4 PO013B, PO012S, PO018S) ; IL-6 #i
P& (€ E Abcam A F] L, it 5 ab7291) ; STAT3 $i {4,
p-STAT3 Hi A& ( 3& B CST A &l , L5 43 51 4 49048,
9134S); — 4t , B-IL 3 & 1 ( B-actin) Hr A& (dt 51 FE Ny
e A Y B A BR A | IS 4 B A0208,
T0022).
1.4 Y#F CKX41 A{E E ¥ H# 5 ( H A Olympus
25 H)) s RM2016 B 43 5 U] 7 ML ([ Leica /A A ) 5
W YB-6LF U A 4 20 £ 4 il 40 3 ML (3 08 W
BE T HOR A R 7)) s RWDS 10 844 R [ HIL
(YN T H IR F5 /3 7] ) ; SpectraMax 13 % £ T GE il b
A (B4 B MD 23 7] ) ; Centrifuge58 10R % 7 1 ¥4 ¢
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B AL (15 [# Eppendorf /A & ) ; Chemi Doe XRS %Y %
Jist A% AN, PowerPac %Y B, k1% ( € [E Bio-Rad A 7] ) ;
ABI750 4 5215 2% 5% %F & PCR(Real-time PCR){X (3
B ABI/A ] ) ; DYY-7C U5 AL (AL st i /s — A= 9
BHEARRAF) .

2 FHik

2.1 FSRHEBERMH S FrakH 2B,
JERN2 (1.2 @) MR 7E 72 mL XU K b R AT 1% 1 5
FELEA 45 CAMFNHM L h BEHLF BT B,
IV, S U A . FRECR U 1 941(0.4 g) 2212
A E B KIE Wb e FE, R IR A A
H (8 mL) Ak £ 3+ 3 min, B I AEE N =2
B i 8 15 pH 2 6~7, #E B FE X AR A 30 min J5 , 43
S AR Sk SR 1T B, UK BE I R 0.005, 0.01,
0.02 g-kg' MR, 2 B A 4 °CUKEE L4 H .
2.2 ZhWadl GERE I A2 % 60 L SPF 2% SD ik
PERBBEAL R 28 Al BRI A sk 5 2 1Y B, BE
JEE AR 7] 1 2H (0.005 g-kg™) , FP R HEZH (0.01 g-kg™),
B 41(0.02 g-kg!) , TS HEHL 4L (0.005 g-kg!) ,
BUL10 B, SISCHk[6-7] 7k, R H 25% 1Y 2K 1
JEESK (R M 5 mL, PR E I 1 g, Hil 4 mL, inZ& 08
K ZE 20 mL FC il 75 25% 0 B i 3 ) o il 45 18 v 7
BN R B BRZS (AL AL, 45 4K RV 2 d i B
A 25% KB IS 0.1 mL. 25 (41K R i H
B3 P9I A A B4R 7K 0.1 mL, #5742 30 . #8552
FIN K BBEA @ W, 138 2 M, B E N
Foum' . SEE A F AT 45 R R SR A
P B T RE 45 B R S5 v 1 Sk S R B YA R
L R 0.005~0.02 g- kg, K 3 T B 5T, AR S
RS 3k 2 BLTE 0.005~0.02 g~ kg 7] 42 Y [
PIXF R B R IR R B R S 2R i
B R FF R 45 25, 11 Sk 55 2 17 B, BE I 43 ) 4 R
0.005,0.01,0.02 g-kg' (U F B AT I A 2" 35 S
HE 3 1R 0.005 g- kg BRI UEATBHIE 45 25, Sh 25 4
oM 1 mL-kg', 25 4R AL 20 R B TR) R 9 O ik
Y TR B K 2 /A RS A 2 &= 30 d.

2.3 MR Koyl KEUCFE B L R 40
B v PR A A B A PR R R BT
R A M 58 ARG IR EE T 37 °C 5% CO, 85 FR 46 b ik
Ti8s IR I R AL 2 48 3ARAEAT L8 . LRI a8 1
A BRI kA R B R 4 (5 mg- L) A
a4 (20 mg L") o 440 L AR B 2R 1 N 1
Ji AR LA 1< 108 A /1L ¢ BE Ff AR T 60 mm 4 fifd 15 57
ML, 28 713k $ 2 A7 BRI 41 (5 mg- L"), il it
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4120 mg- L) HEAT WAL HE 24 h, 25 (AL FIBE AL R SIMES

1@}%%%#}3‘%%%}@ 24h, 2405 , [;//%gg Eéﬂyl\ ,Fﬁ Table 1 Primer sequences

A AN BT 0.1 mge LAY LPS ol # 24 h, 7] i} S FFA(S-3) K% /o

BRAR A 2 A0 45 T H Sk 5 B BT 2y IR YT i IL-18 % AGCTTCAGGAAGGCAGTGTC 167

WA A ML AT R — 20 S
2.4 FEhnA
2.4.1 KREFEMSHERIEN RKKRAGA)E,
WA 2K B8 S L . & AR5 B
TR, O E AR AR BN X R AR
=1 E WER T (g) /MR HE () *x100%
2.4.2 HE Js {8 00 2 K B+ & 20 40 2 2 8 fk
4% 40K R 5 4 20 10% H R [ 72 24 h, ik
AT AT, VIR S pm, 9K FR K
gL e oK E B e rb e v e B [ 45 0 TR IS T B
BE R AT SN R
2.4.3 Real-time PCR kil 4% 4 mRNA (1) % ik K
FOBRIRRFEHS G4 iE RNA, A trizol 24
W1 mL, BFE IR ST, 80 S minJ5 L A =S W e
400 pL, IR 2§ ¥ , 4 4 °C, 12 000 r-min" & 0>
15 min J5 , W B b 35 WM A = DI B 400 L, YR 5T #i
#,4°C,12 000 r-min" &.0> 15 min, 7 F3WEE,MA
LA 75% L% 1 mL,IR2I 4 4 °C,12 000 r*min”
B0 5 min i, 5% BIE 20 0006 BE I 2 B RNA 1Y
JoT et RV B R 0 SR R e A5 R AR R AT
55k LLA L cDNA, AR o 72 2 B3 e 5 a2 30 & i
W4, MRAE PO E IR & UL T A s E
RCR ) v 3 47 52 B o2 6 9 38, 97 3% 55 1F 4% 75 1k
50 °C 1 min, 1 PMFEF; A PE 95 °C 3 s, 1 MG 5 48
Pk 95 °C 3 s, 38 ‘k 60 °C 20 s, 40 4~ 95 3 vk 47 . WU
B-actin fE K P92, FH 27491 31545 41 mRNA A X %
ki A S H RN AR KL R B A BR A A A
B EI T A L 1
2.4.4 A RIZENTE P (Western blot) Kl K 5T
EALUPIL-6 MISTAT3 M RE WARTFE
ZH VTR T3 1Y RIPA R vp 64T &) R AR 21, i Js Wi
KR FEHLLSEN, M HBCAKT & 1TH
FUAE B o FH 8% e JE A 112 474 - 2R D9 445 Tt g 458 g 2k
frHL Yk, ¥ #2 2| PVDF K I, 1 5% BSA 7F TBST
£} 4] 60 min, Il A N 2 B-actin—FL (1:1 000) ,1L-6
—$(1:1000),STAT3 —HL(1:1 000),p-STAT3 —
Hr(1:1000),4 CHEF LK. 4 TBST VL 3K, &
15 min J5 , 3% LW B 5 B IR A &R i A )
AR B —PL(1:8 000) , = HF F 60 min, F{ TBST
PRI 3K, AR 15 min, i 5 AL 2% &6 B8 ik AT

T iif ATCCCACGAGTCACAGAGGA

TNF-a if ACTGAACTTCGGGGTGATCG 123
Fiif GCTTGGTGGTTTGCTACGAC

IL-6 3 CCACTGCCTTCCCTACTTCA 111
T ACAGTGCATCATCGCTGTTC

STAT3 3 GAGTGCTGGAGATTGTCCCA 200
I TTCCAGTCGGCCAGTTCTTC

gp130 3 CCCTGAGTTTCCAGTTGTCC 344
Fi# ATGGTTTGTCTTCCACACGA

B-actin 3 ACAGTGGAGAACTGTGAGCA 150

i CTGCTCCCGGTTAGAGTAGG

Wi, TR RGh RERZE R, LA B-actin
N2, H Image T8k 7 B 45 241 85 45407 19 K
FEAE -
2.5 it ot Seit BodE H SPSS 21.0 #E 4T 4k
IR A IS0 UL s R, 241 [A] LA
K BN & J7 2270 B (One-way ANOVA) , 4 7] 1 3%
R e/ B 2 M 25 B LSD, LA P<0.05 22 H A 48
ES-9'8
3 &7
3.1 X CE KR FE LA KT 5 NE2 5 500 5
o (gl g SR AL R BT e B P ik
WG s SRR A L A, 1Sk A R T B BRI R AL
A B S R R S I AR KB R
NN S S A (2 I 3 B B e R =
e, 52 Hdl R, B K R R R RO B
FH 5 (P<0.05) ; SEIAI A 4, 14 3k 55 2 B, BE IR
f A KRR s B R B (P<0.05) .
W2,
3.2 XMCERRFEALRIEMEN S5H
A BRI KRB B R EA S, T8
49 56 Bk B B IR, oA S B K b R S o s R
F W] CE BB 55 i) ; SRRV L8R, Ak B
B, 15 Ji¢ 1 77 e 4R 2 8 I 41 KRR R R TE RS
HERG, T E AL R B 18 N R K A A
I ) 75 L 5 4 A 8 B A P A . LI 2,
3.3 X CERBRFHHL H TNF-,IL-18,IL-6 Fil
STAT3 i) mRNA RiK MW 525 (T4 i, Bl
UK BT B 44U IL-18 F1 IL-6 () mRNA A X 36 ik
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D E F
A% BRI Co S BEC A s D. 11k 5 B 1 B, BEAILS IJ%
41 E. A S 5 2 B BEIR R i 4L FL Sk 8 T B B e R
(IEIZIZJ)
E1 IEEFBERM CEARFERENZ M
Fig. 1 Effect of anemoside B, gel on uterine morphology of CE

rats

*x2 BLHEBREKRMNCEAXRFERHEMNZM(Z+s,n=10)
Table 2 Effect of anemoside B, gel on uterine index of CE rats

(x+s,n=10)

2 541 Fl /g kg! FERE
g - 0.73+0.16

s - 0.98+0.28"
TSI 0.005 0.78+0.18
Mk 5 2 H B, 0.005 1.000.20
0.01 0.80+0.22

0.02 0.72+0.05>

525 4 B D P<0.05,2P<0.01; 5 18 4 [ AP P<0.05,
YP<0.01(F£3~5[[),

5 9 5 FF 5 (P<0.05, P<0.01) , 1fiif TNF-a i) mRNA
ATk B 2 SR A ST X-%*ﬁ?"‘”éﬂttﬁ
i3k # %ﬁB&%Hﬁam%ﬂﬁéﬂjﬁﬁ% 41 1L-6
E’\JmRNA*HXﬁ%LE%EENEE(ROOS) M 1L-1
mRNA X A B ER LGEITEBE L. 524

BE2ALSEFEBERNBEAXARFELALAREFNIM
(HE, x50)
Fig. 2 Effect of anemoside B, gel on Histopathology of Rats
(HE, x50)

LA A R 2 K B T B 41 40 P STAT3 mRNA FH X
%L%E%ﬂ%(ko.m);Lﬁﬁﬂéﬂtbi&,E%é‘:&%
1 B, &E i A i 41K R s 41 4 b STAT3 1Y
mRNA X 2 35 it B 1 BE A (P<0.05) . WLE& 3,
3.4 X KRB FEHLT IL-6,STAT3 l p-STAT3 %
FIRIAR N 54 s, g kR TE4d
21 TL-6 Fl p-STAT3 % [ £ i5 B B 7 5 (P<0.05) 5
SRR A, Sk A R BB R R AL K R
T B 4 40T IL-6 Fil p-STAT3 8 1138 ik B 5 A AIK ( P<
0.05). WEI3,%4,
3.5 X} CE KR T & WK b & 400 IL-6, gp130 Al
STAT3 mRNA KL M 525 HA R B AL
KR 5 W B E R 40 Bl b IL-6, gp130 F1 STAT3
mRNA A7 X} 1k 1 B 1 F+ 55 (P<0.05, P<0.01) ; 52
R R, Ak R B, M A KR FE N L
Fz 40 it v IL-6, gp130 Fil STAT3 mRNA % ik 4 B i
FEAK(P<0.05), W5,

#3 ALSEFBREIN CEXRFEHLH TNF-a,IL-18,IL-6 1 STAT3 mRNA FiX B F M (x+s,n=3)
Table 3 Effect of anemoside B, gel on mRNA expression of TNF-a,IL-1B,1L-6 and STAT3 in CE rat uterus(x+s,n=3)

2053 /g kg! TNF-a IL-18 IL-6 STAT3

HRER - 0.75+0.33 3.05+0.93" 5.09+1.422 2.57+0.352
M3k &1 B, 0.005 1.23+0.47 5.2742.75 7.01+4.70 4.38+0.80
0.01 1.16+0.76 5.45+3.56 3.61+2.90 3.44+0.77

0.02 1.21+0.70 5.16+3.43 2.37+1.249 1.45+0.54%

2 F 4145 mRNA &
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4 ALSEFBHEHEMNKXRFEHL P IL-6, STAT3
p-STAT3 & B RIZMF M (x+5,n=3)
Table 4 Effect of anemoside B, gel on IL-6, p-STAT3 and STAT3

protein expression in rat uterine tissues(x+s,n=3)

p-STAT3/
20 59 FlHr/g kg IL-6/B-actin
pactin R ————— i D: STATS
A B C D E Foi 5 - 2.07£0.31V 1.90+0.26"
A ZS AL BB AL C. P13 A5 5 TE B, B A 5415 D. P13k 4 k521 B, 0.005 1.730.25 1.7720.25
B BRI A AL B Sk B B R ) B 4 001 1405030 1274031
3 AR FES AL IL-6,p-STAT3 1 STAT3 & H F ik B ik
0.02 0.93+0.15% 0.93+0.32%
Fig. 3 Electrophoresis of IL-6 , p-STAT3 and STAT3 protein
S 14T el
expression in rat uterine tissue TR B FAL R HAGA RO 1
K5 BALSEFBINARFEHRE KM IL-6,gp130,STAT3 mRNA 3% 8 800 (f+s5,n=3)
Table 5 Effect of Anemoside B4 on mRNA expression of IL-6,gp130 and STAT3 in rat endometrial epithelial cells(x+s,n=3)
2 5 F /g kg! IL-6 gpl130 STAT3
R - 7.89+1.23% 2.49+0.22% 1.31£0.10"
M3k 5 24 B, 0.005 5.20+1.17 2.09+0.33 0.87+0.38
0.02 2.76+0.38%) 1.53+0.35% 0.74+0.25%
4 itig Xf IR, SR AR o H Sk F B, BEIK &

T A IR M L AR T R G — SR T R
DL8 CE B 0 A IE R R N RRIE . CEJB T
T RNV B — A R T N IR R RE AR, A
¥ 5% 41 T8 R LA 3 3k 2 B i 3 i 4 CE sh g B AL,
R T e 3 RT LA | A B oA T 4, e O A B A
FEBEL 0T PR I AR S 36 SR FH 25 % % T Ji 2 A il 4% K B
CE B 955 B 4% IR {2 /R CE B 4 KRR 5 41 41
R, 5 N FE I, 42 7% CE K RS 7 il £ s 2
A VR ZH Hi 3 O 9T A B Sk S R B — 22 g
A Bl Wy AR Y 1 A IE B R AR IE P R AT B
MCEAE Y, AS R E B X E S H B B CE K
B A9 245 2427 A T RAE FE LR 2647 T WF 58, HE 3L 8
Z5 R WoR LS BT BB AE U] 2l R R
A TS K i R 7 It 28, A0 R B TR RN 0 K
B AU SRR W R R 8 K T B CE R
BB B AR AL

PR 1B P AR R A R LR T B e N
JIEE 20 245 1 e A BUAR B AIE N 2 1 T I AR Y
— e B A R R A LR RS L BT R E
AL )2 2 SR s R AE L AE I, 5
W P59 1Y & A 5 Ok . Hitf TNF-a, IL-18,10L-6 %
S T BT SRE A0 A IR, AT ik & AR R A A 9 K
L AT 3508 S R R AE R . O T RS Sk B
AT B BE BB RAE R T 45 0 R R A
PR 48 4 i I F (IL-18, TNF-a, IL-6) iy mRNA 4

AR BT B 4 40P IL-6 19 mRNA 3k K A
N2 B RS X% IL-18, TNF-a mRNA # 35 7K 37 %
A EN AR X RV Ak S S AT B, BER AT
3 A 9 /D TL-6 B AR 08 % CE K BRI 98 i B o
IL-6 & — Fh i AL /) Z T RE 4 i I+, J& 7
ANTR] B 25 oh 22 Fl A0 B 60 465 P B2 40 B 3 4 it
LI A0 B = A o IL-6 R — R B ) ARG
P2 28 40 K7, T FE S R YT L SE JNE MR
KA A R R R ¥ EAE Y, T O IL-6/STAT3 {5
Sl R FE A WSROV . TIL-6 15 TL-6 Z AR5 AT ik
5245 5 T VT A MR R TH Y gp 130, I TS A
XAl Sl %, 4 JAK/STAT i J% , Ras/ERK/MAPK il
% N PI3K/Akt i [ K 2 5 41 M {5 5 7% 2.
JAK/STAT 5 5 i [Hf & — 28 34k A2 IR % 2 R v Bl 1
S0 e e < I O S I R o W IR
B JAK K% E B ALHE JAKL, JAK2, JAK3 K
TYK2, J& il 5t P Al 52 U R mT i M i 0 1R 4R 11 3
fitg' . STAT Z W& 45 7 4~ W 5, 4 %y STATI,
STAT2, STAT3, STAT4, STAT5a, STAT5b }2 STAT6,
STAT n] 5 1 Uife i #0255 A AH BAE H, AT 9 4% DNA
ML R L RZ . JTAK/STAT 15 538 B i 26 35 £ 5
O30 3 SRR AL A SR U A OC 32 1A i S R T
fiti JAK Fl %% 5 [ STAT'" . 7E JAK/STAT & 48
il IL-6 5 Z RS AN E G ZE A YT
b B5% 3% 1T 1) gp 130 32F — 25 Ak JF 5 B0 2R 11 gp 130
. 59 .
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HUE AR, 15 gp130 M1 5C B AY TAK 8% B 8 52 1k imi
BEING IR STAT3 9 638 38 o 3 ol 98 iy 2% K J
AT E— A5 W R Ak STAT3 i 22 fE W% UE A 40 i A% 1Y,
T TG 2 P 44 L DR 9 3 Gk AT R 45 . 1L-6/gp130/
STAT3 >y H v g 1 22 (19 3 [, 2B W) WL A4 3 LA 5
AR RSB R AR R T RE T

AW EE R WoR B3k S R B, BE RE W] %
i CE B8 K B+ & 41 21 IL-6, STAT3 1) mRNA
FER (1) 2R 387K F , HLAE F 8 STAT3 19 1 1k JE =X
p-STAT3 By 45 11 235 5 KB 75 IR E B 40 i 52 4
25 SR R 113k 55 2 1 B, B B 0 R AIK LPS Il i
KEF BN E R 98 4 /Y IL-6, gpl30 il
STAT3 mRNA Fik7K V. £& b, ] LU A 3k 55 2
11 B, BBt & VE F HL I AT 58 55 #0  IL-6/gp130/STAT3
T A O AR S 25 B S 1 Sk A AT B ETR YT
M 2 A I I DR I FH 4R (I T S AR A L S F R Bt
M VERIE R W B E T R .
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