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ST -

BB ST R 2 EL A R VEGF siRNA $% 4L
RPE 2 g 19 F 5¢

B KR FRR OFAE ok ETHX BE O Fk

[(BE] BFx KWHEHWEHEHZS A0S AT G ERBREFERIT M, mEdk B a%r
PR BSOS PE S8 B PR S B AR PR AR B, T AR R A LA e M iR L R TE M H BT AT AN . B AT,
O-3% W 78 TR MH 1 /\ e 55 25 i 6/ IF [ i ( OQLCS/ chol ) JIg BT 444 Jy T 2 AR 9 AR SC R X S WL, B
WF5E OQLCS/chol g iR (M e S AR WA R R M G e Y 55 F. FHiE MR AN EE R K
(RPE) 4 Js #f s i 4% GeneBank A (NM-00171626) Ifi. % P4 Bz £ 4 K -F- (VEGF ) mRNA (1 & 15 51 il % il $2
i DNA SR A L Yk BEL W 125 F 58 OQLCS/ chol g B3 & 5 ik DNA 78 AN [R] 5 5t bb A [R] 4 FH Bsf (8] B & 75 77 #E I3
XA AL R BRE , O 18 A U0 5 e 21 5 SR 1R B B 0 R IR A T AR AP BRI Bl 2 SR 42 A SR TR N 4R 5
KEFR AN HE 42 OQLCS/ chol fig i {4 41 F1 Lipo2000 41, 2R A & 5% 57 3 43 5l 1 OQLCS/ chol fig Jii {4 F1 Lipo2000
e RPE 20 e, R A St L 98 6 8 1 (GFP) Yo 3k LU A8 A1 7 Ay o2 Yo 2003 5 1) T Al i 31 %50t 50 £ -8 ( CCK-8) £
W OQLCS/ chol Ig i fA % Y4 J5 RPE 20 Jift (1 £7 1% 2 , i & OQLCS/chol I Fi A iy S (1 5% e e Tt Wk ., 45 R
OQLCS/ chol Jig T (A 4 K KL V-2 b 45 2 134 nm , Zeta LA +39. 64 mV, (RSN BE 205 /R , 3BTk DNA
i) OQLCS/ chol JIg J5i {A% (1 {4 &b e 3 B i AH ZE e 90 5 d, BB B 29 70.0% , & 14 d Z R 2R S,
OQLCS/ chol [y /&5 22 4> Joi B W J& 2 20 we/ml, OQLCS/chol 5 Jfi ki DNA JE & b =2 : 1 & B 8 Jy 30 ~
40 min TG M5 85 55 55 R UL S Fef o 2850k DNA ) OQLCS/chol JIg Jii /& %% Yk 41l RPE 40 i % Y 36y
71.05% ,Lipo2000 % Ye4H g 70. 58% , 25 T LA 2F 8 L (x* =0.534 ,P=0.465) ., &5 [ 1Tl 4 009 B5 I ik
M 1) OQLCS/ chol JIE i {4 ELAT R A2 5] A3 B 4T Zeta FEA (55 20 B0 B4 /1 L RE 7 5 4 B ) B ke 5k B3R 97 i
Bk RE BB S 20T G208 PR B A R . OQLCS/ chol Jig T /444 VEGEFsiRNA %5 UL 21| RPE 41 fi i) 5% QL 508 5
Lipo2000 3t

[kgAE] EEGE; gokkn; JEmiaM; ANTH0 RNA; 4UHEE Y s W09 8 €0 28 1 52 4H fifd

Study of novel polymeric liposome as a nonviral vector for transfection of VEGF siRNA into RPE cells Gao
Yan,Liu Xinling , Li Xiaorong, Li Chunhui, Yang Jizhong, Wang Xiaowu, Peng Yao, Li Bing. Shanxi Eye Hospital,
Taiyuan 030002 , China
Corresponding author;Li Bing ,Email ;libingeye@126. com

[ Abstract] Background Tt is a key step to transfect the therapeutic gene into target tissue safely and
effectively. Because of its potential pathogenicity ,immunogenicity and mutagenicity, viral vector is limited in clinical
application. Therefore, nonviral vector is becoming a study hotpot due to its security, low price and flexibility.
However, the study of octadecyl-quaternized lysine modified chitosan/cholesterol ( OQLCS/chol) as genetic vector is
rare.  Objective  This study was to investigate the optimal conditions for gene transfection by new polymeric
liposome-OQLCS/chol.  Methods Human retinal pigment epithelial ( RPE) cells were cultured in modified 1640
medium containing fetal bovine serum. Plasmid DNA was prepared and extracted based on the sequence of human
vascular endothelial growth factor ( VEGF) from GeneBank. The loading efficiency of OQLCS/chol lipidosome to
plasmid DNA was clarified by electrophoresis to select the optimal tranfected conditions, including the mass ratio,
action time as well as with or without blood serum. The dissolution curve of OQLCS/chol lipidosome was drafted by
supercentrifuge process. The RPE cells were transfected by OQLCS/chol lipidosome and Lipo2000, respectively, and
the transfected efficiency was detected by green fluorescence protein (GFP) and compared between the OQLCS/chol
lipidosome group and Lipo2000 group. The in vitro survival rate of the cells was evaluated by cell counting kit-8( CCK-8).
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Results The average size of OQLCS/chol liposome nanoparticles was 134 nm,and the Zeta potential was +39.64 mV.

About 70% of total encapsulated plasmid DNA was rapidly released within initial 5 days followed by a constant and

sustained release for 14 days. This new polymeric liposome was safe for biological use under the 20 wg/ml, with the

optimal OQLCS/chol;plasmid DNA of =2 :1 and incorporation time of 30—40 minutes in the free-serum medium. The

transfected cell rate was 71. 05% in the OQLCS/chol liposome group,and that in the Lipo2000 group was 70. 58% ,

showing a significant difference between the two groups (y = 0.534, P =0.465).

Conclusions OQLCS/chol

loposome is synthesized successfully with uniform size, better stability, less cytotoxicity, higher Zeta potential and

cellular uptake efficiency in comparison with Lipo2000. This novel polymeric liposome loaded plasmid DNA can

transfect VEGF siRNA into RPE cells efficiently like a Lipo2000.
[ Key words]
Retinal pigment epithelial cells

B e S SV QI DE= R e SIS RI D (DDt A s
AR TEFEPNA T ST, B Tl AE MBI Ky T2 R
L8 25 R GE N T C R i 3, FC R T 4 faT o0 4
F9 35 DR S 32 B A % G i S 38 I N o R A
R IR W B 22 B, 5¢ RO B A0 e #E AR T
ik 1 0 00 N PR L T S A o e A
Ik, 70 R WE B A e e 205 AR ORI HE 17 14 R Y
L AEORE H N T AT AR AT s O A v AT i
X i R 2 3 BE ), T 9 A Qe o o8 RAEATT
A WIAE M 2R MR B A BE ST R kT A R G Y
VER ABATS A7 72 5 G B R B AR 20 M 7 P RS Rl . AR
F 5 Hh 7 28 2 IR 2 T A8 M 1 O-9R Y Bk 7 R 1+
I\ ot A Z= g T /8 [# B (octadecyl quaternized lysine
modified chitosan/cholesterol, OQLCS/chol) i J& &, B
WA T siRNA 5 Ju 00 /) 5 4 28 | f7 (retinal pigment
epithelium , RPE ) 4fl Jifl , 5 1 f5 0 e e 25 7F, WL 48 H &%
QERCR A RENE , T — DR S et T fe i =%

1 HBSH®

1.1 200 KA
FERAE(F B AV ARARL ) AL HIHE
[E 1 (5 AE 1 26 2R W) BB AT IR ST AR 2 /) 5 I 4 17
(ZEE Gibeo 22 A ) 5 41 L T #i F £-8 (cell counting
kit-8, CCK-8 ) ( H A [ 1= 2 7] ) 5 #5 B Ik & i 1)
OQLCS/chol g T {4 ( K He ok 24 b 2 e 4l oK A W 48
ARBFFE A1) 5 Lipo2000 ( 32 [ Invitrogen 23 ] ) . JEOL-
100CX 11 2437 5 i 7 0 38 ( HASHL 7062 A vl ) 5
JERL AL Zeta HLALAX \BI-90 plus 4K/ HOK BOL KL
JE 3 A AR (56 [ A1 6 v g SCALAR 23 7)) 5 9% 7 46 L Drop
2000 B 5 Hh I3 OE 3 (3£ & Thermo 23 7] ) 5 B HK 4
PER A ( Fi+ Tecan A H]) o
1.2 Jrik
1.2.1 4ifesssE A RPE 40 0Bk ( Hh Rg Kk o o B2
B 4 M A0 ) BT Rk BOIR AR I TE 1640 5 IR B4 B

Gene delivery; Nanoparticles; Non-viral vectors; Small interfering RNA; Transfection;

10% B3R b, 1 37 C RFRI %0 5% CO, 05 5 48 N itk
(EEEL
1.2.2 &N EAEKE T siRNA it 56 m W
i GeneBank A ( NM-00171626) Ifi & N & 4 K K+
(vascular endothelial growth factor, VEGF) mRNA [ &
FFFH, H RNA structure 5. 2 BT H — 204544, R
BT SR ) R A TE AL RE AR, B LY
siRNA IE SCEEAIEL SCHE R DNA Bt 2 [8] ] 7 s
W) — B P81 b I, P55 3 53 0 A BamH TAI ECOR 1
YIfr & M gk 0 ¢ % 85 1 (green fluorescent protein,
GFP) , ¥t J¢ %1 Jy 5’ -GCTACTGCCATCCAATCGA-3"’
A VEGF siRNA J¥%1]; F;5’ -CACCGCTACTGCCATCCAA
TCGATTCAAGAGATCGATTGGATGGCAGTGCTTTTTT-3 ’
R:5’-GATCCAAAAAAGCTACTGCCATCCAATCGATCT
CTTGAATCGATTGGATGGCAGTAG-3’ , i1 i 35 9l &
R Z8 m) A BOFAT BURL DNA il 88 47 3G B 5 5 0 )
BIE
1.2.3 3 Pk B ¥ 55 30 309 OQLCS/ chol JIg BT 4 5 Jit
ki DNA 1454 G 1640 5% 3% 3L OQLCS/chol
BRUIA S Bkl DNA BBt b3 051 1:1.2: 1
3:1.4:51.5:1.6: 15 & 64 I35 1) 1640 35 57 H
OQLCS/ chol JIg Jii fA& 5 ik DNA (1) i & tb 4351 b2 0 1,
3:14:1.5:1.6:1.8:1.10:1 i85 EAKFI N 100 wl
(M2 F 1.0 wg BOkL DNA) o 85 37 W % ifi i & 30 min
J&i 53 AT o g K 1% BB B S HEL Uk, 120 VR IK
30 min, HLYKEE S SR AR 5 B I AR R G LA
JEAAIR . TCILTE 1640 B 55 Bk, 4% 8 OQLCS/chol &
JEORL DNA [ ik O 22 1(1. 0 g (9 ORL DNA) i
SERBUR 100 pl AYIR A TR A R 43 531 2 0,10 .20
30,40, 60 min, 7 0.75% 3 A5 i & B¢ HL Uk, WL %€
OQLCS/chol g i A 5 Fikr DNA 45 5500 .
1.2.4 R GFP B8 1 L% OQLCS/chol i BT ik 5
Lipo2000 )% Jesi % RPE 40 g4 Fp 3 12 LA, B AL
5% 10" A~ 41 i, 5 40 M @t & &= 70% B, 43 5 5
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OQLCS/chol Fi1 Lipo2000 Jy #k A& #4755 Y, OQLCS/
chol JEfE{A 5 DNA Jiglb b 2:1 L1p02000 HES R
VLI AL U 4 wg TR, $5Y 6 h 54,48 h 5
POLE B T W GFP iRk, LI 3 A~ A
FENE LT, WAEE 100 48 M, 155 BH 1 40 3
1.2.5 OQLCS/chol ig B A SRS K o 1 HL
OQLCS/chol/Ji i DNA JRE W 1 000 wl (124 F i &
HeFE 200 wg/ml siRNA) , N A S5 FH pH 7.4 1) PBS,
37 CHAE IR KR 3% (100 v/min) o 735 TR )5 1 h,
12h24h3d.5d.7d.10d.12 d. 14 d Bk:, B .01
A 6 cm,65 000 r/min .0 30 min, B F 15 3 pl, &4y
JEOGEE TN E 260 nm 4b FIE WA WO (A) H.
PBS b5 AH I Y I FE A i Ak SE 37 CRERIE R . it
SR I ] SR sIRNA RS i AR I 3 B = 17
W siRNA /44 K HE o siRNA 5 x100% , 2 il B

TR 26
1.2.6 >k CCK-8 %fﬂj*%?ﬂéﬂ}ﬂ@ﬂ@f?ﬁ% RPE
AN IEFD T 96 FUAR Hr , 7 40 G B 15, 45 i AR [

JoT 8 Yk i OQLCS/ chol , fif 5 4 T 2 ¥ Ji£ 4 0.0.2.5 .
5.0.10.0.20.0.40. 0 1 80. 0 wg/ml, & A4~V £ % 2 4~
AL LA Lipo2000 1 Sy PH 4 X B, 42 158 B 45 4 L in
0.5l (MY FAEEWE S pg/ml), JF &K
OQLCS/ chol 5 Lipo2000 {75 [ %F B2, 73 5 5 3% 12
24 48 h J5 &L M A 10.0 pl CCK-8 i, I &) J5 4k &
Br A% 4 b, FHBG R G 45 I A AE 450 nm 3 AR A T A
{8, 84 5& OQLCS/chol %% Yy i) e {42 4> Jot it Wk Ji . 2
MOAEG 2 = S0 00 4 A {E/ 25 FL X BR 4L A {x100%
1.3 Siil=rik

K SPSS 13.0 Gt 8 Ak #1758 it o B A BF
ST 6 B B RO FEORL 22 WK B IR 52 5L O S0 A, DL
xks FooN oK T YA o A B0 R 3R T 1S 50 13, 45 4
T bR Y B A 22 S L R TR 2R 0 22 40 b, AL TH) 2
FLBR H LSD-t K 50 3R 10 25 53 AR I X K 3. R
AR A Y575, P<0. 05 Sy 22 5 A Geit 2@ 5 3L,

2 #R

2.1 OQLCS/chol j% 5 {AFAF

OQLCS/ chol JIg TR TE K & i fd e tE4T, TRES
UUVE . AR I3 A 7E 120 ~ 140 nm, 747 7347,
R4 RORIAZ M 134 nm, Zeta HL A7 S +39. 64 mV |, £ 2
T i ki DNA [ OQLCS/chol fg Jii 1A %7 42 7£ 230 ~
240 nm , A A, A OB S 236 nm i
L I OE T A8 OKORE 52 /N Y 55 1Y (BT s 18 L
T HARZ N 100 am (K 1), 50808 70 8 85 R A AT .

N
100 nm

B 1 2ok Bk B9 E 5 R F BAUGE T R SHHE (A5 R =100 nm)

2.2 OQLCS/chol I A5 Fiki DNA By4h& 15 0L

OQLCS/chol ig Jit f4& 5 5 ki DNA 11y Jit & L ik 5
25 1LA BB AT A B K GE S FEA 2986 4500, Ui
JikL DNA © 958 2, NRETEHL I h ik g (181 2)
OQLCS/chol Jif B fA 5 Bk DNA DAL 2 LR B G
30 min }% 40 min 57 ¥E 5%, IR S )5 60 min B H B 55
i (B 3) o AE & Mg I 1% &L F , OQLCS/ chol g it {4
L BORL DNA A BT Fk ) 4 TRL B, Uk 08 A A
R (E4) .

1 2 3 4 5 6 7 8

B2 FEBKREH OQLCS/

chol f§ it 5 Rz DNA H ik
R 1.DNA Marker 2 ~8:
B 01 1:1.2:1

9 3:14:15:1.6:1 HE3

OQLCS/chol fE R & 5 & #I
DNA M 2:1RAEAERM B REKER 1 ~6. AN HIH 0,
10,20 30,40 .60 min B 4 & miE P%%*T\Hﬁsttm
OQLCS/chol f§ &t & 5 R #L DNA K 8 ik & 1: DNA Marker
2~8 JREL A N2:13:14:15:16:18: 1\10:1

2.3 OQLCS/chol fig J5i 4 {4 Sh e i ik %

KL DNA ) OQLCS/chol Jig B K 7E{A 5N 12 h
IF AT AR DU 3 Bk DNA (R, 4 ~ 5 d Bk DNA B
R 22 70. 0% , 5 B R 72 W T B L7 d B BRI iR
AR, 14 d BRI 91. 6% |, T Lipo2000 4 Jif i 2
BP,S d BB 29 R 95.0% (&1 5) .
2.4 OQLCS/chol i[5 4% 1% 20 g 2 £

AN A B i R B2 OQLCS/ chol fig BT Ay RPE 41 fifg 1
3312 .24 48 h J5 ,40 pg/ml 2H 1 80 pg/ml 24 A\ RPE
A0 LAF 5 3 B R B, 20 we/ml 4 M AF TG AR 2 TE
70% L) 1, W 5 & T Lipo2000 41, 2% %4 it 2 & X
(12 h:t=2.760,P=0.009;24 h;t=3.280,P=0.002;
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48 h:1=6.260,P=0.000) (% 1), H tt, OQLCS/chol
TR 199 B 1R 22 4 T VR B O 20 g/l

120

100

80 - A

60 -

TRAMETAH A (%)

40/
/!
/

20 -sd

O 1 1 1 1 1 1 1 J
0 2 4 6 8§ 10 12 14 16

t/d
5 E#JRA DNA By OQLCS/chol BE Rk Sh i fi &8 OQLCS/
chol; O J2 F 5L 58 RAF 1 /Ul 31k 2 e &/ IR [ e

#£1 FEKERE OQLCS/chol fg & ik
1E P B Bef ) 40 B 7 7 2R (s, %)

TR I ] 520 LA

0QLCS/chol J¢ /&

HAR

5 e B g/ ml) 12h 24 h 48 h

2.5 30 0.99+0. 01 0.97=0.02 0.92+0. 07
5.0 30 0. 890. 08 0.930. 04 0.840. 11
10.0 30 0. 830. 06 0.78+0. 18 0. 780. 09
20.0 30 0.79:0. 12 0.760. 10 0.72:0. 15
40.0 30 0.49:0. 19 0.510.23 0.42:0.31
80.0 30 0.34+0. 12 0.24+0.16 0. 330,25
Lipo2000 30 0.730.29 0.7120. 15 0.59+0. 21
F 15.09 11.56 16.24

P 0.00 0.00 0.00

s QLS chol s O~ Fi 4 5% 3 -+ /\ 5 36 75 b 4/ 1 [ e (36 2
%5007, LSD-1 K )

AL BT B8 Lipo2000 £ 4t RPE 41l B: A B Y96 2%

BFWE(GFP)  Coob® BB T B OQLCS/chol i i 1A #% Yt
RPE 4 D:C 5% W58 T W4 (GFP)

2.5 OQLCS/chol IgJFtfA 5 Lipo2000 % Yesk R 14 L

62 B T W R, OQLCS/chol i Ji 14 15
Lipo2000 43 5|%% Y RPE 4113 48 h J5 41 o s b 15 % , 2&
KRS BLAF, 526 TAMCE T WLZEAR 1 L BF T GFP 1y 3
45 BR GFP REMCR I 508 nm B4R (458 6 , T
B LRI TG (J 6) o A FLIEHL 3 AN HAG A% Fe bk i 1L
BF VR B 0 1 1 43 % . OQLCS/ chol i 5 1A 4% U
R L Lipo2000 W5, H 2% R H i 8 X (=
0.534,P=0.465)(F2),

%2 OQLCS/chol f§ Rk 1 Lipo2000 % 7t 357 Z I L % (xxs)

. FHPEANAI%  A0ME s Hgesk®
24 5 i . ,
AL FAR i) G (%)
OQLCS/ chol i i {4 41 20 103.0+4.8 145.0+11.3  71.05
Lipo2000 £ 20 96.0+5.6 136.0+20.4  70.58
e = = 0.534
P = = 0. 465

T OQLCS/chol ; O-F2 1 452 B 1 /\ Jo 42 25 b £/ IFL [ B ; — . oK Wb AT
Beib 2o b (x° K

3 it

FE SR SR A A5 e R AR R T, ER O IR ot A ] A
Jitd \RPE 4l g F1 1ML 55 N 5z 20 Bf 43 9 VEGF, JE LA RPE 3
iKHY VEGF fr i 3 FE B & A F & B 3 i il £
A RPE 20 Jfg 5 % 3% A fs 47, o4 RPE Sh 57 i
TRAT S Bk 28 RSB A il 8 AE AL I B b 28 R P AR K,
[FE RPE 43 W6 & 1 40 B R, 2 08 A 1 45 A
JC R RPE 40 AR S5 AT 1 B A4

FER AR Ry R RR T RS R R e A
A5 b A7 U R PR S A B A IO 1 AN O A DA 3 R R Ak
LRI I G, PR R, FHE T 2 R EIK LK
FaE , HAHXS 43 B it TR G W) 2 el 3%, AT 51 A% A
i S I i) e R ] R R R ol A A 1) 1 RE L, BN BIE Y
s

SERMER RS F 2R, AR TE Ry AT
[ N o A S 7 b T e 0= R o SR Ty
P g L 3 2% 00 3R A B A — A Y Bl S, AR
P RAE KW T o A BRI D, A Gy AT 3%
&, Dy BE B — 5 I DN 3 e R R (IR 45, BR ) 177 HLAE I
PR WL PR AT ol A 2 19 22 T BB I o iR 2L T
) R R RS I E . A 92 R F 8 ) 5 IS k1S
i i) OQLCS/ chol FARHERR , A1 FH BE B 14 i & H A, i
il £ 1 T A IE B O [ S A R AR
fig A/ Fr B PH B+ & 4r 7 s BT iR OQLCS/chol,
OQLCS/chol Jg &R H45 LA T 45 . (1) ¥ 5t R F 4%
b, 3 T 7S R IR BTk i T i M o ROp g
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5 40 0 52 TR oK R BT o0 O T, 4R R R B OB AL
UL (2) 4 K OQLCS/chol JE Ji 4 i #2 44 Ny
134 nm, LERIE , 0 A5 3950, TR B 4, HoK 5 WBE
Mo (3)Zeta HLA AT 3K +39. 64 mV | fIg it {4 3% 1 77 7£ 3¢
% 9 5Kk T B B T TR R — PR E B RUZ S5 4, /)N
A3 JIE [ e e HL v R B AR E MR . IE PR A
IR T 55 7 v T () 200 LSS 285 4, S LB T RE )
(4) OQLCS/chol Jig 5T {4 [] B & A 2 5& F1 AR 56 %5 ' fig
W, 75 5 4T 2 ShRe 4l

20 19 R AR S5 A R 5 ) e 2 R 1 T
ko I TR IOk SR 0 T 0 A5 e 3 B G 7, T R
200 I R 200 T M T S R DR R X B
JUR Ao 2 IV 4% 1 Y BR85S CR L T A G 2R )
JTHE 0, 6T A B A 1 BRI o AR B 5 R o A Y
5 B RK 1B 11 ) OQLCS/ chol i JFi 14 5 Lipo2000 f) 4% e
RORA Y, R 2 5 el R 5 Bk DNA (9 5t 5 1 ol
3:1 ~5: L, AT 58 42 f 35 DNA, JE J 48 44 - J5 ok DNA
BAW T LR T R A R SR R HER
AT AW TR e e o (H 5 e 1Y e e i )
FEPERER, PR A 283 55 R 10 2 G i AR AT 3 R 1 i A
Yo Ye %' R BLTEIRBE/ B 2 W/ B LB (CS/
PEG/PEI) 5 ki DNA f) JFi &t Ho e o 5 ¢ 15 ks St (A
SEAME, ABEG B R 8 5 T 5 A S R DNA
JRRE LI E 20 LN B AT DL 52 4 f 3L AL R R B e R
AW ERTIE T AR 84 KT RE
FHUEE DNA 5 5 aEf R ai G /e 3 e
Tt

FoE R AW AT 2 DNA 2R 1T, 5052 20 g
PN AN R T 2, L ey T 8 g R A 7T T TR 1 1 %
R PRR . MR, B R 22 1 A W0 T LLAR B
R BR X DNA {40 88, i J5 % 75 20 i o 1K S % 0 A
Tok S AT AR R DR I R 5 o G R S ) A i s B
TR e R S ARBESE P 2 TR A 12 bt
AR E Bk DNA (BT, 3 ~ S d IR X2 70. 0% ,
B S B F R B8, 14 d BE AL B K 91.6% , 5
Lipo2000 AHLb A 2 B 4, B8 b 25 ) Wk B g 4 ¢
HAR ]

TG RGP0 1 T 0 5, 56 DR AR 19 55 4% vT 40
2 T L T N AL R R, L ep A I R R
RN E T bR SRR Y B
R VAT e A 3 %o 58 SR R 5 LA A
BT 5SRO AR G 4 1 R
WB/IN A M R I L O A R O S IR e b
B WS T, OQLCS/chol fig 5 4 i 4 e & /)

20 pg/ml, CCK-8 H Kol 3 [l f5. RPE 20 i 47 1 %
Ha X B LA 70% L b, 5 Lipo2000 5 14
fiCo FHES 7 IR Joi 1 5 & 0 0 i 1 &8 42 50 i o 8 ~
10 Mg/ml“” VRO TN 10 Mg/ml[m , A, AS B 5T
T £ OQLCS/ chol Jlig 5t 422 4x ¥ il B o

g5 bk, 5 BRI A6 1) OQLCS/ chol A A &4 b
¥t RPE 40, ¥ e 5 FEL Lipo2000 W w5 , A3 B2 0
Tt RPE 22 5 | 2 1% 1 190 55 01 Jik 28 B 1) AH 5C 5 0 19
HEIRIT .
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