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&Rk O IR RT RSV Bt BALB/c /M, TLR3 &
2 SO I TS T SOCST 3k 4 VE
MEk EE AETR HER

WE BB AREKR2IRR A FRE S M0% 4 (RSV) & %45 BALB/c s R 4842 F TLR3 13 5 4%
FiE% fAEEF SOCST RE 1 & 69k ik A% iAEER, Fix 75 % BALB/c ) R A5 A EF
1 A Al EFRA ARG AN EARERFAANTH,F015 2, HaA5TRAZKX L0, E#FR
AR5 R AR, RSV il # & BALB/c A A &R, TAE FRF XA G A RBAFAL, Real
time PCR %714 RSV-M . SOCS1 #= IFN-B £ mRNA 7K -F &9 & £ 1 5L, 5 K Bl Western blotting #- ]
SOCS1 B GKF Lok, R SHEFHLE, BAAFF5X 1. 11SOCST.IFN-g mRNA &
ik % SOCS1 B @ kikH&H(P<0.01),FH X I aF IFN-B mRNA £ A A& (P <0.01), HAER b4,
ARk E FRANZA 3 AT RA X RSV-M mRNA R A EAK(3HP <0.01) , 2 sa TRy X1
B AR A F 3 ATy X SOCS1 mRNA k& BAK(P <0.01) ;2@ TaFas X I [ A4k
A AT X 1 IFN-B mRNA 5k ix %E4(P <0.01) ,,mae kA EHfeF A T8 Ty X IFN-
B MRNA & £2 75 (P <0.01) ;2 &M AT MRG X I RekFLN T 3 #F 5 X SOCST1 %
B F A B, S A Za TRy X1 SOCS1 Ha £k &, 5AMEH TR, 2 mFLNTH
F#iz X I .11 RSV-M mRNA F ik BAK(P <0.01) ;2 kM 2o F#a X I SOCST mRNA £ ik %
& (P <0.01) ;25 a7 3AFA5 X [ IFN-B mRNA # &k %1% (P <0.01) ,/2F 5 X [ . 1T IFN-B
MRNA #) & kA3 (3HP <0.01) ;2 F A T4 3 #F s X SOCST & & k& Bk, &it 2ok
REA B R A B3 s34 RSV & % BALB/c /) R 2042 7 SOCST 49 £k, A EA TH S
et | BFHREFREIMNMEERLRSVERAR —Z X%,

KR A IR ;SR A gm A Toll A4k 35t B 715 5 4% 474 B F 1

Regulation of Jinxin Oral Liquid for the Expression of Negative Regulatory Factor of TLR3 Signa-
ling Pathway SOCS1 in RSV Infected BALB/c Mice CHEN Zheng-guang, WANG Shou-chuan, XU
Jian-ya, and DAl Qi-gang Research Institution of Chinese Medical Pediatrics, Nanjing University of
Chinese Medicine, Jiangsu Key Laboratory of Pediatric Respiratory Disease Nanjing (210029), China
ABSTRACT Objective To investigate the regulation trend of Jinxin Oral Liquid (JXOL) on the ex-
pression of negative regulatory factor of TLR3 signaling pathway SOCS1 in the lung tissue of RSV infected
BALB/c mice at different time points. Methods  Totally 75 BALB/c mice were randomly divided into 5
groups, i.e., the normal control group, the model group, the ribavirin group, the high dose JXOL group,
and the equivalent dose JXOL group, 15 in each group. Each group had 3 intervention ways ( I, I, and
IT) with 5 mice treated in each group. BALB/c mice were nasally infected with respiratory syncytial virus
(RSV), and treated by different intervention ways. After intervention, mice were killed and their lung tis-
sues were sampled. mRNA expression levels of RSV-M, SOCS1, and IFN-B were detected by Real time
PCR. The expression of SOCS1at the protein level was detected by Western blot. Results Compared
with the normal control group, the mRNA expression level of SOCS1 and IFN-B, and the protein expres-
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sion level of SOCS1 increased significantly in the model group intervened by intervention I and II (allP
<0.01), but the mRNA expression level of IFN-B decreased significantly in model group intervened by in-
tervention Il (P <0.01). Compared with the model group, the mRNA expression level of RSV-M all signifi-
cantly decreased in the high dose JXOL group and the equivalent dose JXOL group intervened by 3 inter-
vention ways (all P <0.01). The mRNA expression level of SOCS1 significantly decreased in the high
dose JXOL group intervened by intervention I and Il and the equivalent dose JXOL group intervened by
3 intervention ways (allP <0.01). The mRNA expression level of IFN-B significantly decreased in the high
dose JXOL group intervened by intervention I and II and the equivalent dose JXOL group intervened by
intervention I (all P <0.01), while it significantly increased in the high dose JXOL group intervened by
intervention Il and the equivalent dose JXOL group intervened by intervention Il (all P <0.01). The pro-
tein expression level of SOCS1 significantly decreased in the high dose JXOL group intervened by inter-
vention I and the equivalent dose JXOL group intervened by 3 intervention ways (all P <0.01), while it
significantly increased in the high dose JXOL group intervened by intervention Il (all P <0.01). Com-
pared with the high dose JXOL group, the mRNA expression level of RSV-M decreased significantly in the
equivalent dose JXOL group intervened by intervention 1 and II (P <0.01). The mRNA expression level
of SOCS1 and IFN-B decreased significantly in the equivalent dose JXOL group intervened by intervention
I (P<0.01), but the mRNA expression level of IFN-B increased significantly in the equivalent dose JX-
OL group intervened by intervention Il and I (all P <0.01). The protein expression level of SOCS1 de-
creased significantly in the equivalent dose JXOL group intervened by 3 intervention ways (all P <0.01).
JXOL could inhibit the expression of SOCS1 in the lung tissue of RSV infected BALB/c
mice at different time points. Its regulatory effect might be associated with promoting the expression of in-
terferon type 1 and further fighting against RSV.
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W% 316 4 L5 75 (respiratory syncytial virus,
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8 JEIA /KT 18 ~22 g, SPF %%, 4N EE 2 B L 4 S 4
WFFE O 4RI, 3 ATHIES - SCXK (757) 2012 - 0004
RSV A 74 Long ¥ 1 210K 27 [ 52 i U 8% 5% 1) (T
RN/ AN

2 2y HuR RIS AREURL: 50 mg/t, DY )1
B2 A R 5T 7], 165 :080335, 43 Jik 11 R
(JEL25 TG Ml IR« SRR AL A R R
AR I B RS AL, SNV B H Y 255
TR H & B, 4225 1.351 g/mL. RNA
iso plus ik & : TAKARA Ki#EE4Y /A, RIPA
SR (o)« BB RAEWRHA I, 005 5]
&, TAKARA Ki#EFAYIAF] . R LK (Poly-
vinylidene Fluoride ,PVDF /0. 45 pum) , 3% [E Milli-
pore A, SEEFHEGE # PCR A&, TAKARA K
R AEYAT . PMSFORHIEBEIESR ) : 38 = KAEY
BHEBISET. bt SOCST Zapdiik, 25 H Abcam
sdl, $t B-actin Hiik, £ E Abcam A FE] . EPHIRDE
=0, £ E Abcam A H], BCA & w il il &,
Z%[E Thremo A #), Protein Marker (10 ~170KD)
(MR FabniE) B HOR (M) ARA
A, ECL Western Blotting Substrate, 3£
Thremo /A7, 5 x Sample loading buffer ( | ¥ %%
MR, AE AR (M50 ) ABRAF]. 1:29 bis-
Acr.10% SDS.APS, 3 [i] Bio-Rad 2 7, TRIS.
Glycine (HZR) , bt &K E A . BiEYIk, N5
ORI S B A A A BR 22 F . BSA, 35 [F Sigma
ol

3 U SERPOEE R PCR L, ABI7500 Y
EHE PCRAY, £ H AB 2wl & %82 43 H11X, Bio-
Photometer, 1% [¥ Eppendorf /3 #]; ImageQuant
LAS4000 mini #8 R ik &6 AR AL, 35 E GE &
Al bR, EXL800 Y, 3¢ [E BioTek /A Fl; Trans-
Blot-SD f-T#% E[ i, 3¢ [ Bio-Rad 2wl ; 1 {0 20
AL, FEE Eppendorf 23 F] ; 1 H HL KX, PowerPac
Basic, 3 [ Bio-Rad 7/~ Al ; K2 a8 ZR 20 L,
5810R, f# [# Eppendorf /A ],

4 JRFHFYP SN E RSV 7E Hep-2 4
WG IG S R VRl 3 K A R RSV Kl et
Reed-Muench 115 TCID50 , A #F 5% fifi Jil () RSV-
A 5 (Long #) TCID., 7 10 ~*%%°/50 L.

5 @l KAEEG s K 75 HU/NERBEL A IE
UL BRI L 5 MRA L ik ) 2 A IR A
Flrdl, B4 15 Ho MRS SCk e i& (14,15 ] il 1
RSV fili % (1 sh Py 7, Be 2, fik 10 mL 5] A A i g

R FORR R 53 10 5 4 ) Ho & AN BUBCA T FUiR
30 ~60 s, WLE /)N R TG B i 3% 2l b PRk iy | i
I 100 TCID, 1) RSV 2 YOS S Jis i v , 0] sk s
25 pL; IEW AR AL, 44 755 51 DMEM 1
FRdko BEHT/NRFRE AT, /N R S8
FRE PR o 15 AR B D bR i - RSV T 52 5 24 h B
PR TES B TR D R R

6 THEE ZSMSCHRIRE 16 ] 05N A 2
Flh, BRSO N 27.6 g/(kg - d), HY4T2 %
DL R 55 2550500 o 5 4 ik e 7 4 4 138 gl (kg - d)
(FYF 2 2 LEIGIR SN & 5 %) s M E F5 AR Ky
27.6 mg/(kg - d) (FMHH4F 2 2 JLE NG RERG =) |
IEH A AR T R AR AR R K, A N R AR
MEH 25252 K 0.2 mLMO g,

i N 1IN || T L B = WA 7 L R T e W
JUNR. Bl FHirC 1« E% 4/ T DMEM
B R S5 2 h AR K RN T
RSV JH&h, B IRIE S G 2 h TAMEKES &k
FlH RGN R T RSV &, HkiE &S 2 h
T AERIGR R K T IRV B 5 R R AR R
T RSV il &, Hkik )5 2 h THEHEMEEE e
BRI, EFHZRR 2 R, AR 0.2 mLAO g, 3t
PEAT 1 Ko THEEEE 2 RAFERREA , THir X 1
T2 RAHE = T w2 1 e R 525,56 3
RIEH A BRI 25 TR BRER K HE B |, 4k ) o 25
R AL 45 T ) SRR A T T AR T R
FTHALTHOFHMES , BK 2 K, 54 RAIEND
BUBCREAS . TH5 2 02 A 2 KAk 305 2R+ 3 5 =X
1 i 0 Mo B8 4525 565 3 ~5 RIE W 4 MR 25 T4
PRERKVE T, Ak e 0 ot L SR RIGN SR 4L 45 T S N LA
IR 4 TR 1 AR BOVE B, I B 5 AR AL 48 7 1 B 5 bR
BHLRR2 R 556 RIS/ RIHEA, Shy st
i BIRAE TR M A 1 HNR T 5 K3t
T, e 5 T B B0 il s 1 7 i J e, HAth S 56 41
KRIFET- o SEHGATI I}, 45 By 2048 S 56 s W e
BEALEEL 3 AFEA A

7 BAHZUREE RO EG S M, 4% 2 0 R
VAR R IO B K, A s e ) HE e fa,
H Rl N B 7E G e T I o At (1) il
JRER TCFT ML K b 4 20 B IS i s A TS K ik
W, RANMEE H, (2) Il 8 SR T b Bz 4 B AR
WIE A N TG A, SRS TR B A TR 4
LT S s 1 1 48 A AP IS, (3) A A2, Gn <
S MR AR AR B A B AR IE N 0 4 (BEARIE
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#),0.5 7 (B0 1 - (BB .2 43 (HEE) 3 43 (HE
BE) , BIMFTA R R T

8 Real-time PCR yLA /)N BRI 4148 H 45 7+
MRNA FR O B Il AL U A R TR i Ak
WA, il ZH 20 4: 100 mg il A RNA iso plus 1 mL, 3
P AR £ U IH B B ECA. RNA B AR 8R4 M AU
RNA 347 20, 4% 18 RT-PCR &7 & 1 B 456
2 RNA Sz %% 5% 1 cDNA, SYBR Green I S2HT%% 5
FEHE PCR AT H bR mRNA #53KF. 514
H A TAYEARGRAF G, R, a5
JtE R PCR U 45 CRAIMI AL )+ 95 C fiiAs 14
155,95 CZEME5 s, 58 CiB 'k 34 s, 1% & 40 1§
W, FIRHga el 4. DL BSEEe s A 3 K. Real
time RT-PCR 5216 i 5k i 27 75 1" b 4541
B,AACt = (Ct FEA - Ct NZ) gy — (CtFEAS - Ct
NZ) gm0

9 Western blotting 32461 /)N Uil 21 24 H b5 25
FIor FRRA TG Kl Z ZUR A TR TV 1 BIF A N
A F BRI 20214 100 mg A 500 pL RIPA J25 pL
PMSF, vk ii 7 21 28 7,4 °C,15 000 r/min

25,0 30 min, BRI S, 7] BCA REH
GRS IE B WA R S E AW EE, A
FREGR W, 97 CAEPE 5 min, SDS-PAGE #E I Hi,
7 (80 V,30 min; 100 V,1 h); 455 (25 V,
10 min) s JEME,5 % B WIF £ 2 h; e, 18: 1000
—PiEE 4 C BB, 1:5 000 il F , = i,
2 h; L, ECL Western Blotting Substrate i {4;
imageQuant LAS4000 mini # 7 1k 2 & 6 UR X
1% . Western blotting 5 & 45 £ & F| Photoshop
A AT IR EAR AR

10 it edrik Kol ik Bk AT EXCEL A
SPSS 15.0 Seit it 45 HRLL x £s KR, ZUIR
FHEALR 2R 07 2557 B, AL 1E) W L3R L t R, P <
0.05 H2&EFAGIFE L,

& R
1 RUUBHSUR LRI (8 1,%2) RSV
&Y BALB/c /NS #1391, it 20 23 P9 A2 5 B T[]

Jit, 2R BN il Y BE 3 VS S AL, A H A e v L 20 A
AR AR PR T e S i A v R AR B A

&1 HEH 575
HEH FiEE1 (5" -3") TGI8 -3") PRI (bp)
TLR3 TGGAAACATACGTGAACAAGC TGGCCGCTGAGTTTTTGTTC 137
SOCS1 GTGAGATGCCTCCCACTTCT CACAAGCTGCTACAACCAGG 108
IFN-B CTGCGTTCCTGCTGTGCTTC CGCCCTGTAGGTGAGGTTGAT 219
GAPDH CGT GTT CCT ACC CCC AAT GT TGT CAT ACT TGG CAG GTT TCT 178

HAF K BIERW4,B .G.L R4, C . H .M AF B4, Dy
K LLF~J BTG, K ~ O N FHr = &k e b i A fp sk
&1

A AN AN R 07 =i 2

& o Bt
CTLEEAR e
RS R

e

TG e S

N S ik A 2, E L J O Sy B RS ORI b 45 A ~ B S T 307

LA (HE, x200)



R E Y PSS A ik 2014 4F 12 46 34 #4512 1 CJITWM, December 2014, Vol. 34, No. 12

- 1503-

YA, BEE SR I (] A R RS i ) s 28 i o, [
I GAE 58 B K /NS Tt A B SR I e AL
WA IR SERE 7 1) b B A0 e R AR TS W, ol e
T ML W, e 2R b, HIER 4
FeAs, BRI 3 b+ WU S W T i, 22 R BA
GeiteE (P <0.01) s SHORIZ HAL, M F5 R 1
B Aok A A5 7 20 Y 3 A 7 syl
o i ¥ A AE , 22 A Je it R (P <0.05, P <
0.01).

R2 HUMHLUNERIEIE (1 x+s)

4151 AR LVEN LN

EH I 0.70 £0.67 **
1.70 £1.20*"
1.50 +1.17 **
3.60 +1.52
4.90 £1.14
6.80 +0.87
3.00 +1.58
4.20 £1.75
5.30+0.97 "
1.70 £0.76*
2.50 £1.00**
4.30+1.64"
1.60 £0.42"
3.30+0.97 "
5.00+0.61""

Mk

EANGE

A Gl L

W W W WwWwwWwwowowowowowoww s

EE—EE—-ER—~EAR—~BE=

w

T SRR, P <0.05, ""P <0.01

2 BAMIHLA N RSV-M mRNA 5545 5B 4R
(#£3) RSV-M mRNA J7 i, 58 2 4[5+ U7
S, A AR ik SFRGRI 2 3 BT Iy
R ATFEE RSV-M mRNA ik, 2 R H S5 X
($P<0.01); S5 EF AL AHF T 7 A g, &
RE AR THO T 1 R4 R =4 T Wiy
T RSV-M mRNA ik FEAG, 0 42 ik i L 55 2000 i
AT H )M RSV-M mRNA £ikTHE, Z R WE S
THEE (¥ P <0.01) o 54k E il 4l = AT 7
FRE, EREZFEHATH AT T RSV-M
MRNA FAFEIL, Z 5 A5 2#E L (P <0.01)

3 KM SOCST mRNA Kk g5 R AL
(¥ 3) SOCS1 mRNA J5i, 5 1E# 4 A0 R T
A BRI T 1L 1T SOCST mRNA (13
BTE L, ZRYA SR L (¥ P <0.01) ; S5
AR 075X oA, 1 B = AR 2 A4 ik s il e 4l
Wi 1T B 4 R A0 F 4 3 R T il 5 28 SOCS1
MRNA £ IRFEMR, ZRARITFE L (P <
0.01) 5 5 EL 3 MR ZEAR [A) T3 5 =X bl , 46 ok v 1) o

M= T SOCST mRNA E£ikTt i, Z R A5
(P <0.01), H 4 ik &5 800 = 4 = 1
SOCS1T mMRNA Fik[EML, ZRA G ¥ E X (P <
0.01) ; 5&fkm Al dl b, 4R RG =411 Wiy
A1 SOCS1T mRNA FiEFEML, ZRARIT¥E
Y (P<0.01),

4 RAMMHLP IFN-B mRNA 22k 45 B
(#%3) IFN-B mRNA Jy i, 5 iF & 4 AH A 115 5 X
Fed MR T 17X [ LI IFN-B mRNA £k 7t
L ZEF A G E L (P <0.01)  (HEE A4+
#5010 IFN-B mRNA [FRERR, Z R A GiTFE
(P <0.01) ; SR AH R 97 =X Ho g, 1 EL 55 4k
ARG A EA T IR D T &8 R &SN A
Tz 1 IFN-B mRNA [F2ik %05, 2 a5t
SR P <0.01) , 14 ik a7 2 4R S5 3000 i 4
FH M IFN-B mRNA HFEiATHE , £ R E 5T
2R SL(¥ P <0.01) 5 SR B 5 ARgL AR ] T3 7 =X L
B, AR R AL 3 AT 10 2R 4 ok A AR e 4 T T
J520L 0 IFN-B mRNA (R8T, 22 33594 Geit2#
B (¥ P <0.01) ,HAEREERGN 20 17 )5 X1 IFN-
B MRNA [RIEREAL, ZRA G E X (P <0.01);
Sa AL, SRRSO R T 1 =T IFN-B
MRNA PRIRER, 22 7 A G2+ L (P <0.01) ,{H
SIRERGA AT U 2N IFN-B mRNA 55T
L, SRS EE X (¥ P <0.01),

#x3  H4/NRMYIZUN RSV-M,SOCS1 #il

IFN-B mRNA BJFRBKFHE  (x+s )
a3 T . RSV-M rr\]RNA SOCSt @RNA IFN-B m‘RNA
VES XA XA E Sy
% I 3 — 1.00 0.00 1.00 0.00
I 3 — 1.00 £0.00 1.00 £0.00
m 3 — 1.00 £0.00 1.00 £0.00
TR I 3  1.000.00 11.68 £0.85 * 84.81£0.92 "
I 3  1.000.00 2.75+0.20 " 1.57£0.12*
I 3  1.00£0.00 0.92 +0.04 0.17 +0.01 "
FillaSEiN I 3 072:0.03%  6.84:0.40% 35.18£0.73%
I 3 016+0.014  2.60+0.15 0.260.02%
M 3  083:0.04%  0.66+0.072 0.22+0.01
Bk I 3  0.89:0.04%4 9.17:0.13%4  58.42:0.40°4
I 3  045:0.01%4 2.41:0.29 1.01:0.1024
I 3  048:0.05%4 0.62:0.042 0.45+0.0424
SMERE T 3 0.74:0.012° 5.86:0.6744C 24.93:0.6724°
I3  0.26+0.0124° 2.010.28> 1.44 +0.084°
I 3 055200424 0.69:0.08% 0.52:0.0644°

o SIEFA AT Rk, P <0.01; SR R T W7 X 1k
B, 4P <0.01; 5H B FA T H5 Xt e, AP <0.01; 547k
Fl 20 R AT R Hede, P <0.01
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5 RKHMIZHLIN SOCST kKT i (&
2,%4) HIEEAMFET R R, B T
X T .0 SOCST FEHKKLH BT, ZF a5 1T2#
B (¥IP <0.01) ; SRR AH R T30 =X b A, Al e
FHATH AT T EkEAEA T T &4
JRAF G ALR) 3 T 17X SOCS1 IR iAH B
REAIG, I B =5 bRk 4l B 4 ik s 7 4l T oy oK T
SOCS1 I\ RSB, ZR WA GITFE L (HP <
0.01) . SHIE AR LB, 4 ok 55 500 o 41 T i
LTI AEmEREA T T T SOCST & H
KibTtm, 225 A5 X (P <0.05, P<0.01),
5 A R R A F A, A IR AE RG] i 4 3 A T 1 5K
SOCST H K KMEM, ZRASLIT#E XL (P <
0.01).

; I, soCs1 (24 kD)

— &— S s 3-actin (42 kD)
, B SOCS1 (24 kD)
P 3-actin (42 kD)
- R SOCS1 (24 kD)

‘; B T B-actin (42 kD)
A B € D E

1l

A NIEHR 4B N BERIAL; C M B 5 bk 4l s D
G R A 5 B O RO 4
B2 A4/NEUT41Z1N SOCST Rk %A

K4 KA/NBRITAL N SOCST HEHFEEKFEHE (x=s)

2159 T SOCS1/B-actin

E# I 0.88 +0.02
1.09 +0.01
0.70 +0.01
2.41+0.07"
1.62+0.12"
0.77 £0.02
0.88 +0.03%2
1.06 +0.03%
0.82+0.01%
1.41+0.11244
1.63+0.05
0.94 +0.022444
1.01 +0.0824°
1.18 £0.0.0524°
0.64 +0.032°

A

FEF5 K

EAONTk

BIREFRGH A

H—EE~EE—-EE -
WOW W W WWWWWWWWWW WS

=

- SIEFARFTE R, *P <0. 01 ; SR 41 [W]Fp W7
R EE, 2P <0.01; 5 F B 35 bk 41 IR Bb T 91 05 S He 4,4 P < 0. 05,
ALP <0.01; 54 kEFIRARF T H R i, ©P <0.01

Wi

BRI IR O TR 25 47 B LR ST 2 L Hd%
i PR B AR bR B H S B i S AL i

B, RS I E A R AR RS TR R
BLEEA AL, SR IR, TFE S LA Wy T s
FEUUHORS s A= A B I 3 ORI TS Ml A LA S
iR JUL LA 375 4% 5 A5 A i 638 1 s /= P W % 5 a0 i 5
il 1 0% | S 1 B A I ST Wity R T S R R | AL i B
T 0L 35 253 i e 2 L 1 2 AR B T P AR
B AR IEZZ D8, A T7 G ad il RS RS2 50 i 5T
IESZAEIAYT /ML RSV % Jr i BAT BT "%,

SOCS & A F S — 2 vh 40 B 7= A e B 5t P BEL I
MM 5 55 B A TR Y R, B 8 AN
i CIS 1 SOCS 1 -7, SOCS & 4 KWk i it
FESEE_EAT AR, & — A RSFIY Sre [R5
SH2 ,7E C i & A — i A W R I, il SOCS
HE(SOCS box ) *"', SOCS1 & SOCS % 1 5 1t i)
FTER A, AR EE AR T H AT
IR SOCST it LR 4 oy 2%k 4i i F 715 5
FEHEATIRAT : (1) E i SH2 254 55 5 40 2 R AL
I B A 3L 4 4, i JAK BB N AR 3 26 5 T
HfE S 25 (2) SOCST i N A Ui 25 A 34 1 741 X
(KIR) , o] B $E34h JAK [ % R 34t 1 3% 15 (3)
SOCS1 a8 &4 STAT 14540 &, M1 Y 1 4
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