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AE BHAY: 483 miR-483-3p 2 CD44 A a9iA3E4E M BRI S Uk 32 A 4i%i2 miR-483-3p #4697 A X A K BT (epidermal growth
factor receptor, EGFR) % 4 %% 3E /) 48 Bl 5 (non-small cell lung cancer, NSCLC)#94F A . F7i%k: i@ it miR-483-3p e Jk B 09 3038 & &
., CD44 T4t # miR-483-3p ty¥e ik W2 —, MM LR hae L3475, £ EGFR B4 R B8 B 474) 7 (epidermal growth factor
receptor-tyrosine kinase inhibitor, EGFR-TKI)## 2% 4 NSCLC #£R! s | 2 5| M A B R & & 7K T4 im) i 25 BE R R AR BE R o CD44 Y
%k, 12 HCC827GR #AGAEA W R A s Btk - &45% & -DNA (liposome-polycation-DNA, LPD)# 25 % %1% 1% miR-483-3p it
08I LRG0 £ KL, SR Wk £ IR S AL A 5535 & Western blot 523545 & 2 % CD44 /% miR-483-3p #93e ik % —,
H CD44 & EGFR-TKI i} 25 67 o %% & & ik (P<0.05). J§/h4h# 25 4 % LPD-miRNA-DSPE-PEG 5 & # Bk % 2% % % , Size
66.93+ 21 nm, Zeta potential # 8.7+ 2 mV,PDI (Polydispersity Index)# 0.1, i £ miR-483-3p /& At & 474 HCC827GR #5445 4 £
K(P<0.05), £51£:CD44 % miR-483-3p th¥e i W — At sh A P 2 834 | B8 Ak 3 25 A 4% T miR-483-3p 4k 4547 #] EGFR-TKI
25 I 0 K
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ABSTRACT Objective: To investigate the regulation of miR-483-3p on CD44 and the treatment of miR-483-3p in EGFR (epidermal
growth factor receptor) mutations non-small cell lung cancer (NSCLC) by liposome drug delivery system. Methods: CD44 was found to
be one of the target genes of miR-483-3p in the database, and was verified structurally and functionally. In the EGFR Tyrosine Kinase
Inhibitor (EGFR-TKI)-resistant model of NSCLC, the expression of CD44 which was detected from gene and protein levels in the
resistant and sensitive models. In the xenograft model of HCC827GR, miR-483-3p was delivered for treatment by the liposome-
protamine-DNA (LPD) drug delivery system to observe the growth of tumor. Results: Dual-Luciferase Reporter Assay System and
Western Blot showed that CD44 was one of the target genes of miR-483-3p, and CD44 was abnormally highly expressed in the
EGFR-TKI resistant model in vitro and in vivo (P<0.05). The LPD-miRNA-DSPE-PEG prepared by the liposome drug-loading system
met the requirements of intravenous administration, Size: 66.93+ 21 nm, Zeta potential: 8.7+ 2 mV, Polydispersity Index: 0.1, which
could inhibit the growth of HCC827GR-xenograft-model after delivery of miR-483-3p by LPD-miRNA-DSPE-PEG (P<0.05).
Conclusions: CD44 is one of the target genes of miR-483-3p and is highly expressed in the resistant model. The liposome drug delivery
system about miR-483-3p can inhibit the growth of EGFR-TKI resistant tumors.
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I7 PR T R AT AR AR, LAY EGFR-TKI i 245
MLfL G EGFR IR ZAE , S5 B0 , 415510 5™, microR-
NA (miRNA)JE—2E IR LR G i 119, 4 B 298 20-24 %
TR LAY 4% RNA 731, A 53R Y] microRNA AI{E
AR DR 1 LR R, 38 a4 [ 224 o o ek 11 % e
KESR KRR M, BEAEAF AT M U N i A
miR-483-3p BEAE A5 2L il EGFR-TKI i 25 ) NSCLC g 1)
A (R N ST B —E R R M, TE s RN IR

A5 10 1 WA TR Bl 15 ik R 5256 K. Western Blot 51
¥, & Bl CD44 J& miR-483-3p AU # & (1, H CD44 %
EGFR-TKI fif 58 i e i @ 33k, ib—20 R BB TR - fookh
1 -DNA #24 R 40 34 % miR-483-3p 78K Py 1Y 4735
57, LA h miR-483-3p 34¥7 EGFR-TKI fit 2/ NSCLC & {7
WIRYE .

1 AR5 07

L1 #F#
1.1.1 SLIeempmAnzhyy  AIRIE/NANIENE 40 &R HCC827
ok A ERRE B AR O B A B, N JRAE /N A it
PR R PCY 2T RS K22 e i s 97 B #5
NI 295502 . HCC827GR J¢ HCC827O0R Tiif 24 4t ifd 5% i PR
YA AR S / AR JE it 2 Ak . BALB/c B : 3 JH i,
W, M T RSl R A BE A B S g s P
112 LK FIRALEE  RPMI 1640 533 POWER SYBR
GREEN, Opti-MEM , Lipofectamine 3000 ) H 3£ [ Thermo
Fisher Scientific 2\ &) ; Bg 4= 1.7E (FBS)W H Gemini 2\ &) 4l it ; %k
FEW cell banker2 It F H A ZENOAQ A v]; HER - BiHR .
0.25% Btk B F I IRRG A MR BRA W s i 25
(DTT).Random Primer 1 § F H EAYH R AL A BRA A ;
Wil SR & A IR 2 AR R A PR B s RNAeasy™ 3y
W) RNA SRR &0 B LR E = RAYRHEA R E ; CD44
Primer  GAPDH CHECK-2Vector-CD44-wt , psi
CHECK-2Vector-CD44-mut Il§ [ A= TAE 4 TRE( L) B A7 R
2\ ) ;CD44-FITC i s HT 4K 19 [ 3¢ [E BD 2 F] sNC K
miR-483-3p mimic (Cy5 #xic) NC } miR-483-3p agomir Il H
v B 2 HORA IR R 5 (2,3- MRS - IR =
(DOTAP), A IAL - B2 W - — 1 I8 ME w5 IR Bt 2 e i
(m-PEG2000-DSPE)lt) 5 3 [&] Avanti 2 ) ; IH [ i (Chol) , f1 f&
7 [ (Protamine sulfate salt from salmon) . /N4 Jifg Jig DNA (Calf
thymus DNA) Iy H 3% [& Sigma /3 7] ; Dual-Luciferase Reporter
Assay Kit W1 [ 9% Z A8 EWHRARA IR A

Nano Drop 2000c, # & PCR {¥¥J B 3% [&] Thermo Fisher
Scientific 23] ; &G 7 PCR AL B B G A 5 sl S JR AL
H 2 [# Glas-Col 23 i) ; Odyssey X421 4 4% £ G2 W) H 25 [H
LI-COR /A ] ; ZeissLSM710 38 B8 £ i 45 W B 75 5 Zeiss
/A ] ;BDAccuri® C6 jit 4 1AL 1 3¢ [E BD 23wl ; Modulus™
BRI Z2 T REAS I A 2€ [ Promega /3 W] ;R-200 JighE 75 K
AY W) A Fii + Buchi 4\ 7] , Zetasizer Nano ZS i 56 k7 BE AL ) H
Malvern A &) o

1.2 77k

Primer , psi

1.2.1 & RNA fiREN R - BAMEKRM(RT-qPCR)
YRS AL RRAI AL A B2 5 70-80% , 77 2559 3k, PBS
TE2 W, AU AL RNA, ARG 5 1 VR A7 g 20
YR B IAGE B RNA ZU70, B02S 573 0K i
TR LS 2 0 A 2O IR, VK B R AR E 20
min J5 B, FESA IR UR B0 IS B0 T
i HERNA SO & LW B#R e, HALUREM D &
RNAase, 7] i 7 24 him A DTT, $2 B 5 total RNA %
W, 3 RIE FrkKIE &4 . R A Nano Drop 2000c £ l] RNA
Al Rk, 260 nm 5 280 nm fi¥ FL{EFE 1.8-2.2 Z [A] R Fh A
BELIREDR

FEAF BN RNA FE G 42 BRI (47 2 53591 F DEPC /K ¢
% 30 ng/uL-100 ng/pL, F 43 1) RNA {£77F -80°C vk4 , #4218
WS OB AR R IEATRCH], TRAIE ALEEA T S S g4 2
cDNA,-20 C {77 % . H4% A CD44 fil GAPDH ff) cDNA J¥
GBS T 50 A -

x1 5|9F5!
Table 1 Primer sequences
Genes Sequences
CD44s F: GGAGCAGCACTTCAGGAGGTTAC
R: GGAATGTGTCTTGGTCTCTGGTAGC
CD44v6 F: CCAGGCAACTCCTAGTAGTACAACG
R: CGAATGGGAGTCTTCTTTGGGT
CD44v9 F: AGCAGAGTAATTCTCAGAGC
R: TGATGTCAGAGTAGAAGTTGTT
GAPDH F: GACCCCTTCATTGACCTCAAC

R: CTTCTCCATGGTGGTGAAGA

FI FHAS 8] A AEHR DNA, Fit il PCR N1 & IR SIS 6L
AT SR S AR 8 ¢cDNA, 20 C R4
1.2.2 HRMAARIN CD44  HANMEIRE O, PBS EMiE ;
3= PBS, BN A 100 pL PBS } 1-2 wL E#r FITC ik, &
UM, 7K L E 30 min', WA 2K B R B0, B kR T
YU IIIE R e EASOR , VERR T AR R . [Di—Pt, PBS PRk
2-3 X, PBS E B ZE 100 WL, % 40X CytoFLEX
LX ksl s G 5 S5 .
1.2.3 NSCLC BEBEERENMARBNEST  BOTHEEK
191 HCC827 k¢ PCO A fifs, 1K AL 4t A8 W 5 5.0, PBS PR il
M) 4%, IF A PBS Wi BE R A8 107 440 /mL, v B0KE 21
MUSIRSAE K& E R A o SR 4 AR AR IR, B, i
ST AR M AL A X, 4510 B S S IR R
TP 0 BB 75 o R, B LR AR A o R AR B
T4 AEST MR 100 pL, — &5 WSS . SRR
PRFRE] 100 mm?® B, BEHLASAL, 43 A BRER K X B 20 I 25 25
M, HEHAZ, HIERCHET 0.5 %R F R4 Z 4, Xt IR
T ALK, IR AL T H IR e W E Dy 12.5 mg/kg/day,
B — M I SRR AR AR fh . MRS AR (ABEA 5] 1000 mm?
B, KRR BRAGSE , TS IR 2 SR B TR R A g 2 281 4
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RS, —FRTE T 4 N2 R ACRAE, T TR ET
-80°Cvk4fi -

1.2.4 PAEFRE R R BIRT # 3 miR-483-3p 4 oirs 4 22
FIAEBCR L, AR 2RI A R TK 30%-50% /5755y . Ll AW,
JH Opti-MEM #% B¢ Lipofectamine3000 zf, LPD-miRNA-DSPE-
PEG,IR%), #E 5 min, B B ¥ , 1] Opti-MEM 4 miR-483-3p
o NC Fi e 3) 20 pM-100 p M, 2520 A TIRS)  HiE 5 min, ff B
WA AW, 22 TIR AT, IR E 20 min ¥ AB HAW
JnEmA, 6 h J5, EiE R, BT 37°C .5 % CO, 4
FFRAR T RS 48h, R O IR A W A AR e LR

% 2 miR-483-3p F %l
Table 2 miR-483-3p sequences

Genes Sequences
sense:5' UCACUCCUCUCCUCCCGUCUU 3'
miR-483-3p
antisense: 5' GACGGGAGGAGAGGAGUGAUU 3'
sense: 5' UUCUCCGAACGUGUCACGUTT 3'
NC

antisense: 5' ACGUGACACGUUCGGAGAATT 3'

125 WESHSLEEREERESLE O NIH293T 4iffudesh+ 24
FLARHh, 42Fh 24 h J5 R ] Lipofectamine3000 ¥4 44 1t i-fY) CD44
XL FE NG B2 Fok & miR-483-3p mimic 322 B8 DL T ¥k BE AT
BEYY J7ukUL 1.2.4, %FHBZH :NC(100 nM)+CD44 3'UTR %¢ (2%
it e 5 22 A 4844 (2 ng), F2 55 2 : miR-483-3p mimic (100 nM)+
CD44 3'UTR %6 K FE 4t 5 & 3K (2 ng). %M Dual-Lu-
ciferase Reporter Assay Kit {3845, 34T 40 ZL0% K 56 6 K i
R A B o o FH Modulus™ HUAE R 22 Dy BERIAY , XU
FEEMRGIFL T ; 1564 1.5 mLEP A 10 wL I
T 15 WL 2 GE BRI 22 b 11 J5 Fe 00 IR 5], eGR4 T H
A KIS (R Sk SO R PR 5 B EP 45 H
L BEIA 15 uL Stop&Glo Reagent, £43R4] i EE S L —2 MK
FIAH R VER , 2O B ¢ 3R WS PE(E ; TR A0 g 1 2t
RS PR 3 K RSO R BN SIEE LA, IR

1.2.6 LPD (liposome-polycation-DNA)-miRNA-DSPE-PEG H
& CRAIEBOKAIE S5 PR E FRR FiA, K DOTAP K Chol
T =Mk, Z9REESH 10 mg/mL M9, 4351 249 pL
DOTAP J% Chol(Jlg B2k i & 10 mM, FHIA 3502 L =4
e FHE S WOMA 500 mL R BeI, & T 37 Clefh 75 %
A% 60 min , {ifi HAERENIT I L5 51 (1 HEASE; A 1 mL DEPC
K, EF37°C,250 rpm FRIRHUKAL 1 hy seorKAbfE, w1
min ; 545 2 (1) TR B R KGR 53 400 nm, 200 nm, 100 nm, 50 nm
PSR IR PR AR, SR ORI AR AR BT AR AR, R /N T
100 nm,PDI/NF 0.2, AT AT R — 24541, HL 248 WL Hilf3H9A8
B, A 30 wL k5 FI (1 pg/pd,) & 22 L DEPC K, % i
#HE 10 min, 5L [EE, B 180 pL miR-483-3p agomir (20 pM),
4.8 pL /NEJ )R DNA(10 pg/pl),115.2 wL DEPC /K IR &, &
T # S 10 min J5, CFF AR BT - AORE B IR A WOm A B
agomir-DNA JRA WP, RS R AT, 2 i & 15 min J5 /)
% LPD-miR-483-3p, %4} 100 wL LPD-miR-483-3p fill A 10 pL

m-PEG2000-DSPE /K% (20 mg/mL), 7F S0°C /KA hFE
10 min RV AT F#k 424

127 miR-483-3p AN%EZE ST Fi MR, 200 mm?
B, [ R 007 132 ) 50 L miR-483-3p agomir & NC (20 pM),
BERR = KRB Z—IR LR, PIRTEEH IS . RAEAZY 5k
TRABUA 200 mm® B, i B BUA B HEIT R Rk 4 25, 1.2
mg miRNA agomir/kg, il 15 £ LPD-miRNA-DSPE-PEG % i

10x PBS VAR AL A BRI, Bl — KA —k, L=k, —K
Jei B gRE

1.3 GitZE 5

JIT A B4R Fl GraphPad Prism6.0 G225 44 1647 Gt 112
58T, LA meant SEM R, B[R] LU RCRH t K56, Z2 41 [6] 43
MR AR 205 220047, 24 P<0.05 RHA AR G F 25,

2 R

2.1 CD44 2 miR-483-3p HEEE R

i# 73 7F TargetScan ,miRanda 4% miRNA #1 5t K] 1 ) %) 2%
XT miR-483-3p A] GE 45 & By 47 5 4T FLIN , & L CD44 1)
3'UTR AA—Bt 5 miR-483-3p [FJIR IR 41, D CD44 &
miR-483-3p f— IR (18] 1), ¥ CD44 3'UTR £ 51| K iZfi
H5 9 9 iR psi CHECK-2Vector J& /i psi CHECK-2Vec-
tor-CD44-wt N psi CHECK-2Vector-CD44-mut, Jf 5
miR-483-3p mimic —[a]#44: %] HEK293T 4Hir, #i5ctE
B B35 P (Renilla/Firefly), %54 78 miR-483-3p if 32 ik /5,
CD44 1 3'UTR %563 Fi i 1 B i T [%:(P<0.05), LL 455 A
ZERKF4R R CD44 & miR-483-3p (HEE (18] 2).

3’ uucugeccuccucUCCUCAcu 57 miR-483-3p

5’ gttatatcagAGGAGThg 3° CD44
gttatatcagACCTAAct mut CD44

1 CD44 1y 3'UTR EF—E 5 miR-483-3p FiRARTFFI
Fig.l1 The 3'UTR of CD44 has a conserved sequence homologous to
miR-483-3p

[ NC

EE mimic

150 -

100+

50-

Relative luciferase activity
(Renilla/Firely) of NC

0 1 ]  } L]
vector CD44 mut
B 2 YK EEIREEERN CD44 M3 EEE

Fig.2 Relative luciferase actvity of CD44 in Dual-Luciferase Reporter
Assay System.
Note: Data are expressed as meant SEM, n=4. ***pP<(.001, compared

with NC group.
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it RT-qPCR K it =X 40 Jf A 4 i) HCC827 . HCC827GR
F1HCC8270R 1 CD44 f32ik , R IMMT 25 4l h CD44 (1)3Eik
LI T RRAMI(P<0.05)(K 3), AiiHHTFT R W] EGFR-TKI Tif
2% NSCLC ZHfirh , miR-483-3p 22 ILFRIE . M5, RATE

A

etk

relative CD44s mRNA
expression (arbitrary units)

HCC827GR #il HCC8270R 13} # ik miR-483-3p, % i CD44
FXEETH (K4, DLEgREMNIEE LRKIET CD44 &
miR-483-3p ML E T,

B HCC827—— HCC8270R
3
8
- A
= -
o
O -
Q.
o T lI"lII[ L 3 Illlllq T IIIIII’.‘ Ll Ill"’l‘l[ ll lll'm‘ LELARLL
o 10" 102 10% 10t 10% 10°
B525-FITC-A

3 BB R M Z540AE CD44 BRIk L%
Fig.3 Comparison of the expression of CD44 in NSCLC cells
Note: Data are expressed as meant SEM, n=3. ***P<(0.001, ****P<0.0001, compared with HCC827 group.

NC mimic

NC mimic

CD44

B-actin

| [——

HCC827GR

HCC8270R

[E 4 Western Blot #:lliE %% miR-483-3p f§ CD44 By KA E
Fig.4 Detection of CD44 after overexpression of miR-483-3p by Western Blot

2.2 KA Z5#EE 1 miR-483-3p P T CD44 A

£ HCC827 K¢ PCY 4 fifd #4) (14 75 AE 5 Je 1A A ifif 24 485 741
1 Western Blot 32 RT-qPCR #4:illl 45 5 i /R H: CD44 5 13534
K LU SRR IR LA 3 O, R U =A% 51 CD4ds
CD44v6 ,CD44v9(P<0.05)(/&] 5). %F EGFR-TKI i} 24 1) £ A ¥
R JRURE Y T 5 miR-483-3p agomir, [l 4k 2L 25 T AE &
JE, BUR S K I ZH 41 h CD44 13k K-, R BIRGT
miR-483-3p J& CDA44 [133A 3 F A& 6).
2.3 BERRfK - B #5E A -DNA 25 R4 3% miR-483-3p K%l
B RITHS

3 3o AR A ) 25 BH 29 7 g B, 15 miR-483-3p agomir
F 4122 i LPD, Pt i Je 4 A B9 77 30k m-PEG2000-DSPE
X i ST A 45 B AT 3R AR 9 o X 45 9 LPD-miR-
NA-DSPE-PEG (145 B i AL AT 22 , Size iy 66.93 21 nm,

Zeta potential 7 8.7+ 2 mV,PDI i 0.1 .24 (K 7). HE)5%
miR-483-3p AT Cy5 FEIGHRIL, 435 # RLRS S A 09 % e i
| Lipofectamine & il 45 F g B A A0 ML 5: 4y, S5R 8w
A miR-483-3p B Ui % YL sl % 5 Lipofectamine #H ™4, i
O M, 41602 Cy5 FRic iy miR-483-3p(/& 8).

AR B BT LLVE R i% miR-483-3p [ #kik, 78R
I HCC827GR #4 # ¥ #% #H J8 B% & b # Jik 45 2§ LPD
-miR483-3p-DSPE-PEG % LPD-NC-DSPE-PEG. %25 =K%,
SRR L, 55 BR 45 T miR-483-3p ] T R
K (P<0.05)(# 9).

3 ¥
WF 5% 32 W1 miRNA E A7 I 45 1 45 A B i 46 H L 461 4
miR-194 {75 o A5 85 B L L6 A /NI LS A4 S 34 L T RE e
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EMT HI# 8% o 8 22 /E T, miR-214 3 i #L) PTEN 134 32
AKT AN NI T, S BUT U ERAR, BETERTY
278 miR-483-3p i i FLHEHL A B3 3R B3, il NSCLC 4ty
s FE AN EAR MR T, B4R 25 NSCLC 2 X 5 AR e Y

a HCC827
sensitive resistant
CD44 [ '—“—g

B-actin | D = ——— < |

HCC827 mouse xenograft models

N

o
T

=
o
:

°
1

[
o
i

relative CD44 mRNA
expression (arbitrary units)

o
o
I

CD44S CD44V6 CDA4VO

B-actin

[ sensitive
E=3 resistant

TR . ABIEFE P, FA T4 miR-483-3p HAB AT RELS &5 (L5
PEATHIN, BL CD44 [ 3'UTR HAT—Br 5 miR-483-3p [A]¥R
HPRSF TSI, HEDN CD44 & miR-483-3p HUHLE

PC9
sensitive resistant

B T
— - — — -

CD44

PC9 mouse xenograft models

4-

ke

[ sensitive
2 B3 resistant
(4 34
ES
28,
o9
"3
2o
8 M
[
0- " K

CD44S CD44V6e CD44Vv9

5 BURALRMMZIHARAF CDM HRIKLLER

Fig.5 Comparison of the expression of CD44 between sensitive and resistant tumors

Note: Data are expressed as meant SEM, n=3. *P<0.05, ***P<0.001, ****P<0.0001, compared with sensitive group.

HCC827

QA
S . )
2

Treated With gefitinib

(C

Treated with gefitinib
6 Western Blot #iU4& i 5T miR-483-3p j§ CD44 HIRIZE
Fig.6 Detection of CD44 after intra-tumor injection of miR-483-3p by Western Blot

FEZ NS TP 223 CDA4 BA 258 10 1S AE 4 iEAR i
W o ASBIGE TR F KT KT B4R TR 200 MR i 245 4 i v
CD44 £k ZES, 45 R BRI AR E -0, 8 =1~
EGFR-TKI Ti 2 () 4 f A58, 38 /& HCC827 J PCY #4114 Iy

NC mimic

CD44

B-actin

NC mimic

—

CD44

B-actin

it 2542 B Ra i) | it 2540 CD44 F2ik B H0 WS F, NS5
KIitig 3k, A58 A CD44 J& miR-483-3p (Y4 EN . 7F
RN 2588 rp 98 P95 45 T miR-483-3p agomir J§ CD44
BETIH, #2300 T miR-483-3p %F CD44 335 1EH .
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A Size (d.nm): % Number: St Dev (d.nm):
Z-Average (d.nm): 107.7 Peak 1: 70.47 100.0 21.69
Pdl: 0.115 Peak 2: 0.000 0.0 0.000
Intercept: 0.945 Peak 3: 0.000 0.0 0.000
Result quality : Good
Size Distribution by Number
25
= 20
[
@
S
s 15
e
2 10
€
>
Z s
0
0.1 1 10 100 1000 10000
Size (d.nm)
B Mean (mV) Area (%) St Dev (mV)
Zeta Potential (mV): 7.31 Peak 1: 7.31 100.0 536
Zeta Deviation (mV): 5.36 Peak2: 0.00 0.0 0.00
Conductivity (mS/cm): 185 Peak 3: 0.00 00 0.00
Result quality :
Zeta Potential Distribution
300000
€ 200000
s
=3
o
=
2 100000
0+
-100 0 100 200
Apparent Zeta Potential (mV)
& 7 LPD-miRNA-DSPE-PEG y$7 12 & BB i
Fig.7 Size and Zeta potential of LPD-miRNA-DSPE-PEG
Lipofectamine LPD

& 8 LPD-miRNA-DSPE-PEG 5 Lipofectamine 35330 R L4
Fig.8 Comparison of transfection efficiency between LPD-miRNA-DSPE-PEG and Lipofectamine.
Note: Blue : nucleus, Red : Cy5-labeled miR-483-3p.

CD44, —FhZZ5MMERer SR, BV
HA) )z, RRSEBRMARAMHNFETHS ©, i,
CD44 5 HA FiH fih ECM 43 ¥ () 45 & © B ik B 77 %%
Nanog-Stat3, Oct4-Sox2-Nanog 5%, c-Src i S, IS
FH LA miR-21 3 F 8 miR-203, [Ktk, CD44 GEiH 15 b ygg 4t
WIS, BTGB, diREbeaigyr bt B2, i CD44 {E

miR-483-3p 1 ¥ & 11, — & 0 fa 8 %5 NSCLC 40 ffd %
EGFR-TKI HTit 254575 2 it — 9T

Je PNV T B SR REAS T L 245 0 30) 35 e 2 sl i A e
(R Tk IRl Bk B e AR A B ekt , Toikiz B R , 75 R
ZRE I P AT TR TR B Bk o R TR AR T
SR BRI v D B 7 ARS8 1) £ AT , AN R A 20T
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2.0+ -
o
£
32 1.5
S " °
g 5
= 1.0 o]
-
g
= 0.5-
©
o
14
0.0

1 1
NC  miR-483-3p mimic
& 9 LPD-miRNA-DSPE-PEG 73447
Fig.9 Efficacy analysis of LPD-miRNA-DSPE-PEG
Note: **P<0.01.

PR 5 305 AR i B ATE 255 ik vh VR 2 A
S B AR, AR R AR AR R T R R BE 129
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