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[FZE] BH - #RI% miR-185-5p 76 7 BUF B R i) 1 I 20 i o Xt 1 s %) D 9 FH R X B P9 23 e AT B AR A7 sl . T3k« il
RS # (Bacillus Calmette-Guérin, BCG) 4 N FAZANML M4 (THP-1) WL rY EVRAN N, 38 8 g0 15
Ay B AR I FIE W B S IAA s Sl Western blotting . 4K BURERES /3BT (nanoparticle tracking analysis, NTA). &5
F BB (transmission electron microscopy, TEM) 43 HIXFAMBRR) R MR EE M . K/ANROEEIITHEE , #5050t
FE1r PCR (quantitative polymerase chain reaction, qPCR) il BCG JE&Ye (1) 5 I 40 Ji 4 S b AR H miR-185-5p F ik K- .
SN A PKH26 e b 1o e e (gt 55 B WA it s %, WLER B W 40 M0 S A i A e 1 10 . B 3B (mimic) 1
P15 (inhibitor) 23 miR-185-5p £ B 40 Mg P () 3 B Ak E A, 8 i V& LA (colony-forming unit, CFU)
S 56 5 UE miR-185-5p Xt 5 4 i P BCG A= K A7 6 (U 52 . 3 4 Western blotting K5 I FH W A7 25 9 18 A DG 85 1 1 6% 3
(microtubule-associated protein 1 light chain 3, LC3) HAMEREK, PRI RE . M miR-185-5p LI A A A mg i il i) S g
(chloroquine, CQ) X E Wit [ W5 i 50 5 #E— 4 Ff] SensGFP-StubRFP-LC3 [ W XU Y618 55 B 46 I miR-185-5p X [ W
LAY . i ] TargetScan. miRDB Fll Starbase 4 % Xf miR-185-5p RS SE R AT HON , IFOE AR . AT FIZR & & R
¥ Y5 )% (Database for Annotation, Visualization and Integrated Discovery, DAVID) 1. B ¥E47 % [ A {& (Gene Ontology,
GO) M AET#RIEIN 53N H H R4 F (Kyoto Encyclopedia of Genes and Genomes, KEGG) IJREE £, &R - HH
BRI ) 43 B EAT AN, Western blotting ¥ DA I £ SN bR 8 T fE BT 9 (cluster differentiation 9,
CDY) . JM% 5 IR 101 (tumor susceptibility gene 101, TSG101); @it TEM, NTA %7, JMBAABUZBELEH, HiRY
150 nm, BCG /Y5, miR-185-5p 7E EL WG4 il P9 AN A HR i 2838 8 25 B (P=0.000), H HAE BCG J&YL ) B 40 i
DA ) 3R KT I IO T vRr o Ah IR S B MR AN LR %, TTREE MEAN A1 . 5 mimic A inhibitor (1945 [ X BEAR EL
mimic .3 [ miR-185-5p fiJ ik (P=0.000), Tfij inhibitor 1] miR-185-5p 13Kk (P=0.002). i mimic 51 H E W54 it 4
BCG 11y CFU ¥tht i 34 (P=0.000) , 1 inhibitor W {8 CFU ¥t s/l (P=0.041). BCG /&Yl E R h LC3 I HE A
% F#, T mimic 7T FEAK LC3 1 (95815, inhibitor 1] FF& LC3 1 235 . 76 CQAYEM T, di A inhibitor #1i miR-185-5p /5 HE
RGO E A M LC3 [ AR . AR A IS R R, AH LT A HAX IR, mimic 24 WK A AR B WL (P=
0.034), i inhibitor 2 A WM A A= G A (P=0.042) . 38 il LB LRI THM L K GO FIKEGG L RE & 4 /3T K B, miR-185-
Sp Al REE A R A A% Z AR WK K 1 A D M bt 1 (nuclear receptor subfamily 1 group D member 1, NRIDI), Ras#f5¢4E 1 Rab-35
(Ras-related protein Rab-35, RAB35). #3243 1 42 FJEY) (cell division control protein 42 homolog, CDC42) %%k
N &3 AR AR o G518 - S0 BOFF B 5 5 E G2 I P S SR i o miR-185-5p %3k L, miR-185-5p i il B Wit ik
B A B L AN AR Y B v AR, TR 328 4 L N 3 AT B 0 A K B A
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[Abstract] Objective:To explore the regulatory effect of miR-185-5p on autophagy in Mycobacterium-infected macrophages and
its influence on the survival of intracellular Mycobacterium. Methods:Macrophages derived from human monocytic-leukemia
(THP-1) cells were infected with Bacillus Calmette-Guérin (BCG) strain. Exosomes from cell culture supernatant were isolated by
ultracentrifugation, and exosome surface marker proteins, size and morphology were detected by Western blotting, nanoparticle
tracking analysis (NTA) and transmission electron microscopy (TEM), respectively. The expression level of miR-185-5p in both
macrophages and exosomes was detected by real time quantitative polymerase chain reaction (QPCR). The exosomes were labeled
with the fluorescent dye PKH26 and co-cultured with macrophages to observe the phagocytosis of exosomes by macrophages.
Subsequently, the overexpression and inhibition of miR-185-5p in macrophages were achieved by transfecting cells with miR-185-
Sp mimic and inhibitor, and the influence of miR-185-5p on intracellular BCG survival was detected by colony-forming units (CFU)
assay. Autophagy marker microtubule-associated protein 1 light chain 3 (LC3) protein was detected by Western blotting. The effects
of overexpression and inhibition of miR-185-5p and the use of autophagy inhibitor chloroquine (CQ) on macrophage autophagy
were studied. The SensGFP-StubRFP-LC3 lentvirus was further employed to detect the effect of miR-185-5p on autophagic flux.
Finally, TargetScan, miRDB and Starbase databases were used to predict the target genes of miR-185-5p, and the Database for
Annotation, Visualization and Integrated Discovery (DAVID) was used for Gene Ontology (GO) analysis and Kyoto Encyclopedia
of Genes and Genomes (KEGG) functional enrichment analysis of these predicted target genes. Results The macrophage exosomes
were isolated by ultracentrifugation. Exosome marker proteins cluster differentiation 9 (CD9) and tumor susceptibility gene 101
(TSG101) were successfully detected by Western blotting. The exosomes had a bilayer membrane with a diameter of approximately
150 nm through TEM and NTA identification. After BCG infection, the expression of miR-185-5p was up-regulated in both
macrophages and exosomes (P=0.000), and showed a time-dependent increase in macrophages. Exosomes, which were co-cultured
with macrophages, can be phagocytized by macrophages. Compared with respective control of mimic and inhibitor, mimic
significantly up-regulated miR-185-5p expression (P=0.000), while inhibitor inhibited miR-185-5p expression (P=0.002). miR-185-
S5p mimic significantly increased the number of CFU of intracellular BCG (P=0.000), while miR-185-5p inhibitor decreased the
number of CFU (P=0.041). BCG infection up-regulated the expression of autophagy protein LC3 Il in macrophages, while LC3 Il
expression was decreased by miR-185-5p mimic and increased by miR-185-5p inhibitor. CQ treatment combined with miR-185-5p
inhibitor transfection still significantly increased LC3 Il expression in macrophages. The SensGFP-StubRFP-LC3 lentivirus was
further used to detect autophagy flux, and it was suggested that, compared with that in the respective control group, mimic
significantly reduced the formation of autophagosomes (P=0.034), while inhibitor increased the formation of autophagosomes (P=
0.042). Through target genes prediction and GO and KEGG functional enrichment analysis, it was found that miR-185-5p might
play a role in autophagy regulation by targeting nuclear receptor subfamily 1 group D member 1 (NR1D1), Ras-related protein Rab-
35 (RAB35), cell division control protein 42 homolog (CDC42), etc. Conclusion*Mycobacterium infection can induce the up-
regulation of miR-185-5p in both macrophages and exosomes, and miR-185-5p can inhibit the autophagy process of macrophages
by inhibiting the formation of autophagosomes, which can promote the growth and survival of intracellular Mycobacterium.
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(RNA-induced silencing complex, RISC) H, Jfifid
miRNA 1 [ mRNA [ fife i B 1P i R 45 5 RISC UL
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miRNA I . 5 JAR 2 15 5 240 miRNA KP4 718
b, FIR A2 B miRNA A] DL 2 3875 5 K0
3 B 2 N 2 R B R R S ZEFRATT Y AT
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I TB I —FhARA W 71 s R A= bR i . fH miR-
185-5p 7E 73 A3 AT T8 /2% e v 1% B 1K 2y i w6 JC WF 52 Al
E{ia1

I W 2 A% 200 0 PR 3 TR ) 4 T I fip ik
2, T LA TR I W AACRE G i 4128 % 3155 il A o
FrRaAE o AT Sy — T2 ) 200 PR o DA 174 2 K B )
BLH, 25 MTBC 5 15 W 40 g /9 4 B 7R 2,
GUTIERREZ % "' ¥£ 2004 4F fr AR IH T [ W — b
M BCG LA I3 BOFF 18 B Bk H3 TR TR R 7 I e
14 L 0 b AT B B AR - I8 W A L 1
AR EOTBT T AT AR A AR WA A, M40
il o3 AT R FE AN N A7 . MTBC tatE b i 22 FhbLa]
B ON S e A I e e e A N S e el
(enhanced intracellular survival, FEis) ¥H . 5
H W A G ) miRNA ., 3l 55 T 9L &% vy (interferon-+y,
IFN-y) V50 AWM & A Y SRR,
W E 2 E B g 20 6 MTBC B R/, il
il F WA AT MTBC RO N A6 o PRI, FEASBIF
g, AL BCG g N FAZ 40 A (A 1 (THP-
1) A S L B LI, 32— fiA BCG
X} miR-185-5p Kk BYFZ M, I 4K 5T miR-185-5p X B
Wik 240 . 1 Wk )55 i) L2 B 7 i 0 D AR B AR v &

VERI DI LA TB KRR K BL FIi 7 )y
AR 0T B
1 HENGE

L1 SRR

11 AHMUFITA R SR 1 Il THP-1 28
W H EHER IR AR BR A F . BCG R A A
S AL A TR

1.1.2 RXFIAXAE  Middlebrook 7HO A ¥ HE Al 15 57
SE . Middlebrook 7HI1 B g & fih Br 7% Sk |
Middlebrook OADC 1§ T Wi I F Jb 50 R 3 T RHE A R
ovw]y B IREEFRE I A BRI DR AW H ARG RRAF .
RPMI 1640 }5#: %L | TRIzol, Lipofectamine 3000 Il [
2% [ Thermo; Jii 4 Il (fetal bovine serum, FBS)
W A L) {4 %)) Biological Industries; i lif (phorbol
12-myristate 13-acetate, PMA) . PKH26 %¢ )G 42} iy
H % [ Sigma; miScript I RT fil BB ¥ ik 7 & .
miScript SYBR Green PCR i 7| & 4 [ 7% [¥] Qiagen;
miR-185-5p B4 K X HE (mimic/mimic NC) . 1]
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¥ K%t B8 (inhibitor/inhibitor NC) W [ )™ N 85 TRk
A PFR/AT]; SensGFP-StubRFP-LC3 1255 #5114 [ L ifj 7
YU R R A R ), Triton X-100, qPCR 5| #11 [
ATAYTE (BE) BROARAE; 4% 2R PR
(paraformaldehyde, PFA). PBS. RIPA ZLf#iR . K
O B mE R
PMSF) . BCA & ¥ B2 2 1070) & . i i ECL Ak~
KOG & . B A A ) B AR 0 L AE TR IgG
(H+L) WA B REMHARARAE . HAEH
FEH 18553 (microtubule-associated protein 1 light
LC3) . 40 M 2 b $1 & 9 (cluster
differentiation 9, CD9) . & 55 B IE K 101 (tumor
susceptibility gene 101, TSG101) Hf s EHTIARI H
5 [6 Abcam (57 7 73 il iy ab192890. ab236630.
ab236630) . AWML . “HEALEREEFRA . qPCRAY
>k F 3% [# Thermo, % % W (4% . Leica TCS Sp8
STED 2R £ W i ok [ 18 1E] Leica, &4+ iR
(transmission electron microscopy, TEM) K& H H 4%
JEOL, 44K UKL B 5% 43 H7  (nanoparticle tracking
analysis, NTA) {3k FH7%[E Particle Metrix.

(phenylmethanesulfonyl fluoride,

chain 3,

1.2 98 )ik
121 MBS B S . AN IRRHEIC o i 4R
BCG &Y 5 A JRYL 1) THP-1 554k B Wi 20 b 35
W, TE4°CT, MRUKAEIRLLT &R 850 . 300%g,
10 min, 2 000xg, 30 min, 12000 xg. 45 min, ZF&
FEHNBEAIRE F, 110 000xg A3 #.0> 120 min, PBS
EULHE, 110 000xg #2505 70 min, FFAFUT3ERI A
NIRRT . HE ST PBS, FLEEH A E-80 °C¥%
YREs H . eI T Western blotting £ 7N AR
1 CD9 A TSG101 AYZRIA . F38 2 NTA EAKG I 4k
PRBRLAR K/ INFTHR BE S L, FEASHR RS 8 000~10 000 1%
o BRI, )5, ik TEM AT AMNRATE B4 5E
b AR N = ) I I R 3 I S~ £
20 min; ZJ5 7RG M LN 2% WA ER . #HE 20 s,
fETEM (80kV) TWMEIFHIIE,

W53 B A5 3 (1 SR BCG Y I 40 it rp A &0 s A
FH PKH26 %4 5t 3L kL 347 bR i, 8 Ar i 19 S0 W 1k
(20 wg/mL) 5ARBYL BCG Y B M4t 1 55, fdiF
4% PFA [ 4, 7E2SE W AUBE T WA [R] o [a] o5,
(0. 12, 24, 48 h) 4ifipy PKH26 5 JCBE A1 53 o
1.2.2 RNA £ B fil qPCR 43 #7 THP-1 40 8 &
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75 nmol/L PMA 5 5 48 h Ji5 434t Ay It BE (1) 5. M 240
AL 2% (multiplicity of infection, MOI) 4 10
1) BCG /&y FL M 4 ff , k2% 4 h 5 B 4687 fif RPMI
1640 15 55 5 (5 10% FBS), #4kZe 1595 2y 12,
24 48 hiFISCAE 41 il RNA, 38 i TRIzol 43l $2 B
41 i RNA FIZR A RNA, i miScript T RT I %
B E0KF RNA K5 5%k ¢cDNA, il ] miScript SYBR
Green PCR i 7 & % miRNA #f 17 qPCR ¥ 1] . miR-
185-5p ) qPCR ¢ 5 V£ 1E W 51 9 )57 51 4 57 -TCTGGA-
GAGAAAGGCAGTTCCTGA-3", J I 514 ik &
B, qPCR W ARF N : 95°C, 15 min; 40 MEH
(95°C, 15s; 55°C, 30s; 70°C, 30s). i U6
ERNZ, IEMTIYITFS]R 5 -CTCGCTTCGGCAG-
CACA-3", R5¥F5) k5 -AACGCTTCACGAA-
TTTGCGT-3" . R 27 I %1155 miRNA M X} %5
KF-s

1.2.3 CFUZLE JEATECHE 7H1 A5 A, HI3.8 ¢
Middlebrook 7H11 i JEfili £ 7% 5L T 180 mL 2518
K, 1 mLH 3, 121 °CiE K 10 min, BEHE
50~55 °C Ji ¥ /il Middlebrook OADC 4 i ¥ 20 mL,
{58 TS Mz fr 45 1. THP-1 20 3% S0 BE 5, #e IR
Lipofectamine 3000 fif FI 136 W] % i %% ¢ miR-185-5p
mimic/mimic NC H1 inhibitor/inhibitor NC, % &
“1.2.27 RN AR . Y NI, & MOI
910 A BCG L 40 4 h ), i ] PBS Ve 3 1K,
FERAMI AN BCG, 785 B 15 95 35 vh 4k 22 15 J 4 i &2
BCG &t 48 h, H] 1% Triton X-100 Z i 41 1, 73
WAL 4. 48 h 4 ffL N BCG, PBS #2275 B 10,
100 5 )5 B FP T TH11 3R A, 37 °C¥53E21d, if
T & TE 2L (colony-forming unit, CFU) 1%,
A3 S T 434 L 40 i A% W BCG 1 BCG 7E L I 401 it
HAEIE A L

1.2.4 Western blotting LC3 £ FH A Western blotting
Kl . THP-1 40 B35 3 W BE %% % mimic/mimic NC
Al inhibitor/inhibitor NC 24 hJ5, JIA BCG#&4% 24 h,
WA ] 577 & (chloroquine, CQ) Ak ¥ £ [w] s} fin
AL FE A 10 wmol/L A9 CQ 4k # 24 h; i FH &
1 mmol/L PMSF [ RIPA %&fif i 24 40t , Wi 4R 8 3R
M, BCAEMATHEMER; 1] 12% SDS-PAGE #
&, FFE20 pgfEH, 780 V. 50 min & 120 V,
60 min 2cF FHLJK, 7£300 mA . 70 min 2514 R 5 I
(PVDF ), 5% Bifg Wik = iR EHA 1 h; 4 CHEH
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LC3HLik (1 : 1000/i%E) i, =MEHE 4 (1:
10004 #E) 1 hj5, X&EHFWHET BRI, LC3
U TT LR & LC3 T MLC3 T 2 458 1 4571,
i H LALC3 /NS Al F s 1k

CD9. TSG101 %K [/ Western blotting #il] : 4
] (4 S I T E IR £ FH % 1 mmol/L PMSF () RIPA
S, J5 20 PR IA LC3 4 ) Western blotting
AL, CD9. TSGI01HLAY 1 : 1 000/ F%,
1.2.5 AMEHAN  SensGFP-StubRFP-LC3 185 1 L
MOI 2y 50 &4t THP-1 4 i, 4fis+ 600 xg. 37 °CES
090 minJi7, FRAERTFRAE UYL 24 he JTA 2 pg/mL
WERS R R e 3 d, THERABYAA, & AmmA
1 pg/mL S8 E4E 4+, L3R5 SensGFP-StubRFP-
LC3 R E FRIA M THP-1 400 . K b 3R 20 Sl Al T B8
K 24 LA, PMA i 5 40 g U BE | % 4L miR-185-5p
mimic #l inhibitor, Ff-iIA BCG /&4 24 h. 4% PFA
SEANML, JH Hoechst 34 Bh X 20 il A% 44 4, , 3 i Leica
TCS Sp8 STED 3 5 £& 1 1355 L5 241 it PN 5 DI Bt 55 1)
43 GFP (4€a) FIRFP (Z165) 43 310 4R
LC3 25 FI7E 1 W R R [ i il 1A o () SR AR IS 00 5 7
pH HPER) A gAY, GFP HIRFP—i = W (55,
11 pH HUBE Y GFP A5 5 75 A WA 5 BV v WA il 5 J=
155, FECRFP LI A GHE 5
1.2.6 HYMEBH 4 TargetScan (https:/www.
targetscan. org/) . miRDB (https://www. mirdb. org/)
1 Starbase (https: //starbase.sysu.edu.cn/starbase2/) %%
P e UM miRNA 45 5 7 45 LA 5 mRNA B AH B AE
Mo a2 dl 5B (Venn) EIFF 2 3/ 4 1Y i 5t
RIAg 8, SRS TR . Al AL A 2R 6 e BT 122
(Database for Annotation, Visualization and Integrated
Discovery, DAVID) T.H. (https://david.ncifcrf.gov/)
XF ixX 26 8 mRNA # 17 2 I A< {K (Gene Ontology,
GO) Zrhr Mg 5ENA AR 21 (Kyoto
Encyclopedia of Genes and Genomes, KEGG) Ijjfig
w4 AT, 3 R A clusterProfiler 23 i W] A4k <
NS

13 Bl

fif F§ GraphPad Prism X4 AT G AT £ A .
A OB xks Ko o 2 1 IH) ORI N7 FE AR ¢
5, ZHE BRI R T 2508 (ANOVA)
P<0.05 F/REFA G FRE X,
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2.1 BCG J& 4 B Wik 41 e A 20 K P Fin§b 3 44 v i

miR-185-5p ¥4k I

FEFRATZ AT TAE R, 38l 7 oA 45 S 4 I
A3 AT % B BCG Al H37Ra i Y 25 ff Z1 b 14 1 miR-185-
Sp M FRIAK V2 B, #78 miR-185-5p Al GE7E 43
BT g — 2 e . b Tk — 15
miR-185-5p 7 BCG /& YL rh ¥y Dy, FRATTE e Xt 2w
(1) J2 B AT E— 20 00 o 38 2o S 0 VR 43 8 A b
A, Western blotting 45 Il ] ] ik {& 47 i 25 (H CD9 1
TSG101 Y3k (JB11A); NTA KIS AR A% K ik
FER/AN (FIB), 4R ER, SMNBAEREZ 150 nm,
W PE 27104~ /mL; TEM WS B S R (1 RUZ I 45+
(F1C) o LA 45T, SR EUE] 19 S b A 1) 28 B A
kb, TR

miR-185-5p it ) LM I (1 e e By b Fr e i | 703

B J5 X AP AR RNA #E47 qPCR 4317, & B miR-
185-5p 7E BCG J2% Yk i L Ik 240 i &0 I A4 v 1) 2 31K 7K
BE E# (K 1D, P=0.000). [, &40 T BCG
JE U o L 41 L P Y miR-185-5p ik B2, K
B R e Bf ] 3 fm L 48 i 9 miR-185-5p B K ih K
Wz EE (K 1E) s AL TG40 h, /8L 48 hif
miR-185-5p Y % ik /K ¥ I FH i B £ K (P=0.000) .
miR-185-5p £ BCG /B YL 114 1 I 20 Jitd 7 &b s 4 rp 24 3%
ik B, 4278 miR-185-5p 78 /3 B FF 1R & e b A 5
FAEH

FA T HEHCH A9 BCG JER YL Y 1 I 240 it &b il 1k
HEATHE Y, O L5 A YL 1) 0 4 A S
I, RISMBRT] DI SR B E A, H
TEERE % 48 h I Lk 40 6 S AR AR R R f s (1]
1F), $E&/RSMBAR AT REAE A Bk AT ) £ 58, HIL
B 2 P BB AT I T A 2

A B C
cul  BCG 30 cul _ 30 Bea
2o 000 5 g 25 “i g 25
= = =
CD9 ££20 g5 20
% 3 1.5 £ x 15 :
TSG101 44 000 8 510 S 310 &
” =B £ 5 }
41 8 g 0.5 8 g 0.5 S 100.0m
g 2
0 200 400 600 0 200 400 600
Diameter/nm Diameter/nm
D E
el = 6 Ctrl = 6 BCG
o g z 2 ~
% o = 2 )
R 54 3 ’
S5 b4 Zon 4
2.8 g = g =
S5 %‘% %Fé
U v o g2 o g2
0 X z 3 z3
i "0 Lo
LE z ol 2,
~ Oh 12h 24h 48h

Ctrl  BCG

Bright

Oh 12h 24h 48h

Note: A. Western blotting analysis of the expression levels of exosome marker protein CD9 and TSG101. Ctrl—uninfected macrophages. B. Detection of

exosome diameter and concentration by NTA. C. TEM analysis of exosome characteristics. D. The relative expression level of miR-185-5p in exosomes from
macrophages with BCG infection for 48 h. E. The relative expression level of miR-185-5p in macrophages with BCG infection for 0, 12, 24 and 48 h.

F. Cellular uptake of exosomes extracted from BCG-infected macrophages by uninfected macrophages after 0, 12, 24 and 48 h of co-culture. ©P=0.000.
1 SR EREETE JBEUR BCG B3 B L2 B Fn S i 4 o miR-185-5p ik 7k F KIS0

Fig 1 Identification and uptake of exosomes and the effect of BCG infection on the expression of miR-185-5p
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2.2 miR-185-5p ¢ ik BCG {& THP-1 i % 73 fL 1
LA A £ 06
KT R miR-185-5p 76/ LA B G o VR,
AT JSIIE T miR-185-5p X il 4 BCG 1y 4= K A7 1%
ERAEW, B THE K miR-185-5p mimic/mimic
NC F1 inhibitor/inhibitor NC, %%t THP-1 155501k )
EmEAnf, 58 8R: #HETF mimic NC, mimic 3%
9 miR-185-5p Kk KF- (K 2A, P=0.000); #H
It T inhibitor NC, inhibitor i 2 1 1l miR-185-5p Ay
KK (E2B, P=0.002). ¥4« T mimic #l inhibitor

B E W40 2: BCG &Yt 4 h F148 h)m, 43 Wi = s
A
S 150 o
£ 100l
= o
S@ S0t
I
S 207
o E L5}
z 10}
= 05t ﬂ
&~ 0
mimic NC mimic

mimic NC mimic

inhibitor NC inhibitor
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NN B BCG#E T CFU L. 45 R, B4 hirt,
mimic NC 205 mimic 241 BCG %ia 22 R L4 1245 X

(P>0.05), [A#f inhibitor NC 415 inhibitor 41 BCG # &
ZRWM TG 2EE L (P>0.05), F£W] BCGERYL 4 hi}

miR-185-5p A< BH (5% i B W 4 i X BCG AW /E A
IMAEBCG /YL 48 hits}, AT mimic NC4l, mimicZd
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