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Study on mechanism of Mevastatin protection from neurotoxicity
induced by amyliod-f

Mei-mei Huang', Hong-zhuang Li', Ji-peng Ouyang', Guo-xing Li', Yong-xin Li', Yu-hong Gan’
(1. Department of Neurology, Shunde Hospital of Southern Medical University, Foshan, Guangdong
528300, China; 2. Key Laboratory of Natural Medicine Research and Development,
Guangdong Medical University, Zhanjiang, Guangdong 524023, China)

Abstract: Objective To explore the possibility of Mevastatin treatment for Alzheimer's disease from the
perspective of the mechanism of reducing amyloid-p (AB) neurotoxicity in vitro. Methods Neural cells were
cultured in the laboratory and Mevastatin was added to observe whether Mevastatin could activate adenosine
5'-monophosphate (AMP)-activated protein kinase (AMPK), and the hyperphosphorylation induced by AB
could be suppressed. Results AP reduced the number of SK-N-MC, the situation was improved after adding
Mevastatin. Western blot revealed phosphorylation of AMPK in the SK-N-MC after exposure to Mevastatin for
24 h. Conclusions We hypothesized that Mevastatin may be against the toxicity of beta-amyloid protein through
enhancing the activity of AMPK, and further inhibit the phosphorylation of Tau to achieve its neuroprotective effect.
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B-TEMFEE T (amyloid B —peptide, AR ) J& 1 il
AD FYSCHERN R . JE—2BRRoEde H, —Fh R A TR A
4 Tau, HIEHE AD & BAHICED) " HHEIRIE
HESE, AT 225l fe i AT IRYY AD RIRCR ™, 1
HAEFMLEI TR . AFIER A2 A0 ik i
MBS T2, SRS AR T A A s b
A=, IRENAIT AD HAY.

1 RS

Mg g o

N2 b Rz i (SK-N-MC) ( £[E ATCC 41
M), ANKpg 4l (MC65) (Y5 [ SK-N-MC 4
ML, TR EE A BE R SR 2 R Y 5 T R S S50 =
#), M &M (bovine serum albumin, BSA ) (3%
[ Sigma Chemical 22 ) ), NaHCO, ( Vg B4k T4
R FD, SEdisbiiR (s U KR A R AR ),
PP, RPN A ¢ Biotium A F], FARIERNE;
F2 4 (minimum essential medium, MEM ), 75555 %
XA . PBS I At trh EE Y, Sefkfhi] (SEE
Sigma 2y F] ).
1.2 EFERAF RS

HZET RS (5 B2 ) ), Western blot
KA TE22 ( Holliston, MA ). Thermo 310 4fiJfi} 5%
AW A BRI TR AR, gk E (SERE
Scientific Industries 23 & ), SDS-PAGE Lk ( 36 [
Thermo Fisher 23] ), AP BER % M (LE
Bio Pioneer Tech A ] ), K250 #L ( 32 E Beckman
ANHED), POLBMEE ( HARREAHR ),
1.3 FHik
131 AvZmjaidss  BEELSK-N-MC. MC65 4l
Pk, F MEM 53203555 . & 10% Ba2R 1S ( Fetal
bovine serum, FBS) W}iFRHE, 1% HRE - #H R
MUPTA IR0 MBS 723 (100w /ml AT 100 w g/ml ) ()
FiFRILE F 37°C. 5% — 45 Akfk CO, 553246 h 1 3%
MM E 90%, HEATHIE, A JCHE PBS wiik,
TERFFEM A ANA 1 ml 0.05% Trypsin £l 0.02% EDTA,
FABREAE, KBRIRILE T 37 CHRIRA T,
1 min 5 REAM E 555 ML T ik T2k, 1000 r/min £
> 5 min, BETEW

1.1

132 MTT #* AUV 24 fLa, 440
oA K = 50% i, A 0.5 ml/ L MTT (0.5 mg/ml ),
W 24 FLEE T 37 CHE R T 30 min S5 RF MTT I,
RNEER G, ¥ MTT BB A 0.5 ml = H 361
( dimethyl sulphoxide, DMSO ), #J2J#%5) 3 min, 540
MRS 2s ihin e, I 96 FLEL, Fmti Y
TEPA 550 nm AR EWOGIE , HBAMARRT TG 2
133 S#ERKEE  MABSA, F37TCHE
30 min, AMHIMA—dT. Zhibilk, Ve 3 K. En
Vision"" BA5 i A2 2 FESCHR (7]
1.3.4  Western blot #0  RJ] 12% SDS-PAGE 43
50w g SR, FOR T SR U BSIRZF 4 28 Bt 1A o A
3% BSA ) TTBS[100 mmol/L Tris—HCI ( pH=7.5 ), 0.9%
NaCl, 0.1% Tween 20], TEVES 1 WKJE, 2051 2 OMA
FHOGPLIR, W¥E 1 he BGUER 3K, E 30 min, ¥
w3 WA, FHEBISYIREE 5 min 5 56,
1.4 GFitEHE

B TR SPSS 20.0 Geitiiidt, HaRR
B = bR (xxs) Fon, B K25, P <0.05
HESRBGIEE L,

HR

EXRMITAILURZE AR SERMEMMIET
10w mol/L A B YEFH 48 h Ji7, SK-N-MC #iZ41 )iy
AR 5 FRIRHINA 20 w mol/L E4%ABTT, SK-N-MC ##i
BB G DG, R S HRABTT AT LAZE A B
SEEPLAIEIET: (LA 1), A 10pwmol/L AR,
SK-N-MC # &40t th AL T, 36 h J5 41 i M T R
2 (2026) % ; [RIBFIIASERMIT, FHLA It
LR 36 h 5 AHMLE P T REZR( 60 £ 15 )%, 2 ¢ Kol
ZERAGHFE X (1=12.6491, P=0.012) (WLE 2),
22 EXMITHEERIPIERS AMPK EHIERR

TEXTRERE S P AN A 10w mol/L A B 1F, AMPK JC
BERRAL IS . M ASEHARTT 20 AMPK #Y {2 37 571 B
KHHr 24 h J5, SK-N-MC #Z:41f1 AMPK A B %19
IR Ik . AMPK Thrl72 B {05 HAOS AR L SR AHSE,
GERIR, BRI AMPK #EATRILIRZS . 64k
fhyT T REE L R AMPK 361k, Xt AR Fik, ki
PRy PER . WA 3.
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Tau & H & JE @R LR AD B ZER K, Tau &
F R A6 AMPK 55— R 5 G 1 ¥ 245
UESE, BTG AMPK AT LASR ] Tau 25 FI8ERR 1L, AH )
) AMPK AT DL3E I Tau 25 FH BERR L. BF TR,
AMPK J& Tau F& F1BE R 10 19 DB 1 PR & ™, RS
AR A, IMAERMITIG, Mg EAa iR
1 AMPK 1 8E 1. I AMPK B35 P X T 26t 7T
Xt AD B RAPRCR IR . TEZ T R Aty T
J& . AD B33 Tau & (1 SRR AL R E. 5
HWFFE RN, AMPK Fll GSK-3 B il i A [l 5 & 4% 1
., PIE ATREAEAE DM RIZLN " BRI, SEfRfhyT
AT B LG A AMPK AT Tau BERRIL, AIEIRI
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AR AR+ FERATT

( x50000)

PRZTER

HICHER BN, AB 7E AD By &bl h B A S
YER . DRIt A B X 2 20 M 75 PR AR DSBS o 5
TR A B AR BRI R, TR B S PA
X} AD W R B E AR " AR R, T
2o B AMPK W6 1 FE, IfE— 20 U 240 i g
=P

TEARSZIGIER, SEARMTT T LIUREE A B T EUW
PAYIMIAET . %18 Tau AT, ZHRENMS
Ji £ A 4 25 FIAT B 0TI TR R 1 BOR AD I 2
. AWFFEHE—UESE, AMPK 83 #4072 Tau 8 F11#%
BLELTE Ser396 Hl Ser262 1 S BERR {L Tau 1, I
SHFEAT R ", R AMPK 7E Tau 2 (A #E2 1L
WEEEN. HICEENEL, R T AR 4R
AMPK &P, XHC AR #tk, KR PZER,
i Tau 2 BRI .
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