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H OE B TAB4RIAMT LR A G SRR X (BAE) B X KR 5 R . 7 % IR Wistar X R 60 X, AL A
SEE AR (A2 K )4 BEA (AR K )4 PR R 2 MBS R R AN B 5 mg/(kg-d) 4L Fe G 4k ] Ak P L& A &[5.8.10
mg/(kg-d)]20,H40 10 R, PRAEF SR RAEALZE SN, A K2 K R VA H-M 4 RAR A i 30 R S EAEALR A 5 X FF48
ip TG, E516d. SHELRRAYE I AT IR0, WAL E Ao AR 20 2R 2 5 AL A ) 391 ) o P F 4 &y (IFN-y ) |
a@eE4(IL-4) B0 X &G 1a(CCL3) Al HEILEF T kil 5 bt AILEAF(CCLE) W 4%, 4R 5%
xR 2 AR, B A A K R 89 AT 22 T 3R 4 Fe IFN-y \CCL3 ,CCL5 4 3¢ , IL-4 4 F 54K (P<<0.01) , 20 2% 2 ILEE 35 ALk A Kt 2m
JOiZiE ., AR LA, PR 2 4 A 0 4 R S ANAK P LS A B K R A9AY 2 AR 9 A2 CCL3 .CCL5 4 & 4K(P<<0.01) , BLAE
3K P Fo FVE am IR A 30 %, T 25 40 Fe T 4 R B) 40 3 A B ALK R A9 IFN-y & B AR IL-4 &8 38, B 4k 8] P Al 20 K
RIL-4 485 m(P<001), LA RMAEFAGHFEL(P>0.05), LRz R EF BRI, L. 1Y%k 5 4Maeh 20m &
EAE AR X A 35 L K Ao Ko 20 I i, U] =T A8 5 8, ¥ Sh ) o P IFN-y-&-% 3§ m [L-4 8% . #7%] CCL3 4= CCL5 R A A % .
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Protective Effect of Sivelestat Sodium on Experimental Autoimmune Encephalomyelitis Model Rats

ZHOU You', ZHANG Lingshu’, YANG Yuan', ZHANG Shujiang', LI Zuoxiao' (1.The Affiliated Hospital of Lu-
zhou Medical College, Sichuan Luzhou 646000, China; 2.West China Hospital, Sichuan University, Chengdu
610041, China)

ABSTRACT OBIJECTIVE: To study the protective effect of sivelestat sodium on experimental autoimmune encephalomyelitis
(EAE) model rats. METHODS: 60 Wistar rats were randomly divided into normal control group (normal saline) , model group
(normal saline) , positive drug group [prednisone acetate tablets 5 mg/(kg-d)] and sivelestat sodium low-dose, middle-dose and
high-dose groups [5, 8, 10 mg/(kg-d)] with 10 rats in each group. Except for normal control group, other groups were given guin-
ea pig spinal cord homogenate as antigen to produce EAE model, and then given relevant medicine ip since the same day of model-
ing, for consecutive 16 d. The neurologic function of mice was scored, and pathological changes of brain and spinal cord were ob-
served; the content of IFN-y, IL-4, CCL3, chemotactic factor CCL5 regulating and activating normal T cell expression and secre-
tion were determined. RESULTS: Compared with normal control group, neurological function score and the content of IFN-y,
CCL5 and CCL3 increased, while IL-4 content decreased (P<<0.01) ; myelinoclasis and inflammatory cell infiltration occurred.
Compared with model group, neurological function score and the content of CCL3 and CCL5 decreased in positive drug group and
sivelestat sodium low-concentration, medium-concentration and high-concentration groups (P<<0.01) ; both myelinoclasis and in-
flammatory cell infiltration relieved; the content of IFN-y decreased, while IL-4 content increased in positive drug group and sivele-
stat sodium high-concentration group; IL-4 content increased in sivelestat sodium medium-concentration group (P<<0.01) ; there
was no statistical significance in other groups (P>0.05). Above effect depended on drug dose. CONCLUSIONS: Sivelestat sodium
can relieve myelinoclasis and inflammatory cell infiltration, and the mechanism may be related to the decrease of IFN-y content,
the increase of IL-4 content, and inhibition of CCL3 and CCL5 expression in peripheral blood.

KEYWORDS Sivelestat sodium; Experimental autoimmune encephalomyelitis; Rat; IFN-y; IL-4; CCL3
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TI-6 K& 250 HL (26 [ Beckman 24 ), B .02F44:10 cm) ;
B8 6 080 (H AR Olympus YA A 1)) 5 722 Y6
SR (35 = ) .
1.2 #Z@m5iFH

VAL E A TR R (i B R 2y i s R A BR A H]
45 :201677-61-4, HLAS : B 100 mg) ; BEER Uk JE A A G L
QTR ZE A A B2 w652 140146, 4% - 55 A 5 mg) ; 584>
5 [ (CFA, 6 [ Sigma 28 A 5 #UA% : B3 10 ml, & KiG 45
KA1 1 mg/ml) 5 Bz NTES R A O8RS o o
45 :S20013057 s BUA% : R A1 0.5 mg) s /KA E A (F5 1
IEXAE T ) 5 K BUIL-4  TFN-y i 56 G0 5% W B (ELISA) 5] £
(At PUIEAA A= PR A BR 2 F]) s KL CCL3 .CCL5 ELISA i
#l# (L£E R&D Systems 24 ) .
1.3 zh#¥
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K SPSS 17.0 #4401+ 404 , Bl LUx + s 3R 11
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it T One-way ANOVA #5565 Jy 2555 1] Kruskal-Wallis H 5
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0.05 A SAGIE L.
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55 15 H R AT Fb A, BRI 20 K Rl 2 D RE R A3 i (P <<
0.01) ; SHITIZH LA, BRPE 25 2 Fnpa 2k w4 . b L il
21K BRI Z T RETE 4008/ (P<<0.01) 5 5 75 4k Sk = 4N 41
FL A, BRI 245 0 4 R G 20 w40 v 7 A 2H K BRUR 2 T BB PE 4y
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Tab 1 Neurologic function score of rats in each group

415 no R 2R 3R AR AT
E A HRAL 10 0 0 0 0 0

TR 10 0 3 4 3 2861031
M2 10 7 1 2 0 031£017°
T4k AR A 10 3 3 3 1 1644022
PSRRI 10 3 4 2 1 1294048
[ AT e . ) 5 3 2 0 046%0.13
F 8437

P <0.01

T S IER ST AL A, P<<0.01; S RI4] Hu s, "P<<0.01; 578
Ak ] AR A g *P<<0.01

Note: vs. blank control group, * P<<0.01; vs. model group, ‘P<<
0.01; vs. sivelestat sodium low-dose group,“P<<0.01
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Fig 1 Histopathological change of cerebral tissue of rats in

CC mdk A R

each group (x400)

2 HOA, PR v g ) ek 2 K BB SRR AR RO B
(P<<0.01), HARK 2R TLGI#E X (P>0.05). FiHR
SRR o 25 20K UM I TFN-y \IL-4 CCL3 Rl
CCL5 it A LA 2.
#®2 HBHAKARSIMNEMAIFN-y IL-4 .CCL3F1 CCL5 &£t
B (¥+s,n=10,ng/ml)
Tab 2 Comparison of the contents of IFN-y, IL-4, CCL3
and CCL5 in peripheral blood of rats in each group
(¥+s,n=10,ng/ml)

Vil IFN-y IL-4 CCL3 CCLS
ER IR 0224002 20274095 1182141127  151.19+951
TR 0394003 11.69£094*  26438+1523°  3201.52+11.37°

Pt 0.24+0.10"  1853£0.77*"* 14326+21.53"* 203.87+13.91*
PRI LA 03340.02°  1445£044°  15921+8.82% 2292741335
TRk AP AEAL 03440.05° 164310827 179824691 24129+ 18.54**
PUAER Al BRI 02740.02°7 183710617 199344936 2672541124
F 10475 25377 100.35 214351
P <0.01 <0.01 <0.01 <0.05

T S IEH X I AL, “P<<0.01; SRERIZH L AL, "P<<0.01; 574
Al ml BAMRR - 2H HL A, “P<<0.01
Note: vs. blank control group, “ P<<0.01; vs. model group, "P<<

0.01; vs. sivelestat sodium low-dose group,*P<<0.01
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Effects of Thymalfasin for Injection on the Apoptosis of Humun Lung Cancer A549 Cells

YANG Zhaohui', DUAN Ruixiang’, YANG Jing’, XIONG Dani', LANG Jianmin' (1.Dept. of Respiratory Medi-
cine, Qingdao Economic and Technological Development Area First People’ s Hospital, Shandong Qingdao
266555, China; 2.Dept. of Surgery, Diabetes Hospital, Shandong Academy of Medical Science, Jinan 250014,
China; 3.Fifth Surgical Department, Zaozhuang Mining Group Zaozhuang Hospital, Shandong Zaozhuang
277100, China)

ABSTRACT OBIJECTIVE: To study the effects of Thymalfasin for injection on the apoptosis of human lung cancer A549 cells.
METHODS: After treated with 0 (blank control), 25, 50, 100, 200 and 400 mg/L Thymalfasin for injection for 24, 48 and 72 h,
the cell proliferation inhibitory rate was analyzed with MTT and calculated. After treated with 0 (blank control), 50 and 100 mg/L
Thymalfasin for injection for 48 h, cell apoptosis was detected by flow cytometry, and the expression of Caspase-3, Bcl-2 and Bax
and the phosphorylation level of Akt were deteced by Western blot. RESULTS: Compared with blank control group, proliferation in-
hibitory rate of A549 cells increased after treated with Thymalfasin for injection, in concentration and time-dependent manner (P<<
0.05). The apoptotic rate of A549 cells increased after treated with Thymalfasin for injection 50, 100 mg/L for 48 h (P<<0.05).
The expression of Caspase-3 increased while the Bcl-2/Bax and phosphorylation level of Akt decreased in A549 cells after treated
with Thymalfasin for injection 100 mg/L (P<<0.05). CONCLUSIONS: Thymalfasin for injection can inhibit the proliferation of
Ab549 cells by activating Caspase-3, decreasing Bcl-2/Bax ratio, inhibiting Akt signal pathway and induce the apoptosis of A549 cells.
KEYWORDS Thymalfasin for injection; Human lung cancer A549 cells; Proliferation; Apoptosis; Akt signal pathway
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