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20 o) i PRIE FAAROCT4% Bae B A B
RN A 57

FTLA mHA RWE F O REN A # FENT
(" EIASH KA e 2 e I R AP e e, b T R T 5 T e T 4 i 4, B 2000325
? AT K A B RS B il R, B3 200030)

WE  AFAKL A-45 K F T 4(octamer-binding transcription factor 4, OCT4) & F e 4 g 3K
FBH T LF 09 % B fe LB (pluripotent gene). ¥ Fk A % M e RAT R IR, AR & F A4 £OCT4fH
Mgty &% TS £, B FOCT4RZ LK 5 69 — A F 20697 ¥eA7, 1% L A5 8hRNA(micro RNA)
M9 R BT A CDNAK RS i b B3R, IE OCTHEM IS5 e+ B 46 FoRds ik, S
R, 15-BLA—AT 20 I £ 1,(15d-PGl,) 5 4k = (desferrioxamine, DFO)2H 4, ¥ vA % 3 T if A AR 5% 48
e f OCT484 R A A B A7 e IIG AR R EF . MIRTLER B TE Y BRI TRt T, HH3 M
P42 OCT4R L BA R E ISR, TR AIREI B IE 8 77 AR T T3,

KA

J\ SR AR &h 5 %5 5% X -F4(octamer-binding transc-
ription factor 4, OCT4) J& T-POU(Pit-Oct-Unic) & FH K
15, 9w 5L K POUSSIAL 165 e 0 /R i 6p21.33
XM, OCT4 L 5 )7 51 X 1) )\ AR L 2 (ATTTG-
CATYRf MRS & A HE R AIA, 2 T Al 4eRF H 3k
BB SO AV BE B AZ O e s PR P (R AR SR )
FURI, OCT4R] A1 2 Fh S AR g ob B VR ik, JF HL
LR R R AT TR, OCTALE g Jih g 4 i)
TRIT R RR 2 —, TR T 2 AR S i B R

Jit 8 Mg 10 WAL AR 2 —, HOCT4
(2215 51U 5 A0 O, S b8 ) R YR B 4b
JE il ) 40 57 S5 il Ve T 40 it (bronchioalveolar stem
cells, BASC)uk H A5 BASC# Y ({117 it 4 4 Jifi (al-
veolar type 2, AT2) [ Ap013) T AT241 ffa
SPERIAMKE S T KT HIF20(hypoxia-inducible fac-
tors 20", SEEGURIH, HIF20. 5% 38 AT RL
IO, W RAIE I 7, I e P AP AL HIF 205 OCT4H%
RIEHING, It HHIF 205408 838 WU 211, 31
AR o, MG T-40 L h OCT431% 2 HIF 20 ) 4
SRR, $E 7R HIF 200m] REAR 2 fili i HH OCT 41 |
WA I . Je T RIS AT, A SCLAHIF2024 1657
B, 0T T L8 OCTA RSN U RN o

Jili I9EE ; OCT4: 2 FE RS PUE AN

I RS
L1 HH4y

B . DMEM X DMEM/F128% 7 3534 6
HyClone s #] o

SIS P F S s GRS ML AAR: £ 9T AOCT4%
SEBEDUIA(sc-9081, 5279), “F-HT NCCSPH. 7 [ T
(s¢-9770), Hit ASP-CZ v fE i (sc-13979), FHTLA
IRP1HL 57 [ 47144 (sc-166022), il 47T A\ Slug 1 5 [ 44
(sc-166902), % t: ZRhodaminebric (14 Hi i IgG. 4"
PLFIgG A I Bt fulgGHi A I [ Santa CruzA w; 4
PLAHIF202 5 [ HTANB100-122) 1 [ Novus 24 7

T 2R AR e B A WP ACD22141 44 HBD 2>
A, P RRIgG A iR F Miltenyi s ]

ALK DR % % 2 IR B i 410 761 571 IGF-1(insulin-
like growth factor-1)I [ Serotec /A 7], EGF(epidermal
growth factor)¥yJ [ Serotec/A #], p38 MAPKHI i 5]
SB239063. il 517 Aeily -3(GSK-3) 4171 BIOJ
Sigma’/A ] .
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K A SR 2 JE 42 (N0.30872952, No.81101770). | i 117 &} 2kt
HF JE 4:(N0.09411961700, No.10411968600)F1 L 3 7 11 2E )&y Bl HF 3 4
(N0.2009198, No.20114184) % B 15 H
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15- it 48— 41 13 2£J2(15d-PGJ,)(Cat.No.18500)0i
| Cayman/ &), 2o i#(desferrioxamine, DFO)(D95533)
I [ Sigma /A 7], CCK-8(Cell Counting Kit-8)J [ Dojin-
doA ], &5 S G I(CO121) I H 35 = RADHAB ST
it
1.2 7%
12,1 @i il SPC-ALRIAS4941 Ju ity
B E Rz B A R B AR A S A AR )
SERIEST T AN 2, it AR e PCOAN i H |] 5% K 2 Bt g
IR I ot YL TN 2 42 R, ] P 3R 4 A 5 10%
G2 M . 100 U/mLT5 75 2% F1100 ng/mL%E 75 2% 1)
DMEME{DMEM/F 1285573, 37 °C. 5% CO,fH i £
Fro SLIIEPENT HOG TE B0 B, £80.25% B AL IS
k.
122 MR Faafesmit 53s  WEESPC-AL
ZAJ0, BEO S FEE T 500 uL PBSHY, 4%2 ughifk /106
20 i 1) B N BBt N CD221904k, 4 °CREOGI &

30 min/5 FHPBSE/LaEik, 40 Ml H 81500 uL PBSH,
TNt il 1gGHE R4 °Cilt ' 5% 7530 min, PBS ) L
YLV e RN 1 50 S AE(MACS) 5y B 3k 13 CD221°
A Mo (4% 26 7 R S U 1K o B ik A). 2R R Y
CD221"4ll Jiid /- SMC(stemness-maintaining combinations)
FRPp R FRIE P AEACER 7. SMCHL )7 : DMEME; 773k
10%Ji6 4 13 « IGF-1(20 ng/mL). EGF(20 ng/mL).
SB239063(5 pmol/L)HIBIO(1 pmol/L).

123 R&EHMME NP EA
POUSITH:N 14 miRNATH 7 51 (R 1R 26 8 73 Py
), AR B 21 B O 45 B4 X miRNA oligo, i K
JRRUE I P AR 8277 & BLOCK-iT™ Pol 11 miR
RNAIi Expression Vector Kit with EmGFP(Invitrogen
N r))BEATE A ERE, 234 A\ %A Wl miRNA A
W AKpcDNA™ 6.2-GW/EmGFPmiR 1. [ ] it % ik
AR, miIRNAFE JL g1 i 52 45 (5,9 ' 1 11 GFPIR I Ak
FHPECE D).

%1 OCT4 miRNAF3
Table1 OCT4 miRNA sequences

miRNA % # miRNAJT41(5-3)

miRNA miRNA sequences(5'-3")

SR80-1F TGC TGA GAA GGC GAAATC CGAAGC CAG TTT TGG CCA CTG ACT GAC TGG CTT CGT TTC GCCTTC T
SR80-1R CCT GAG AAG GCG AAA CGA AGC CAG TCA GTC AGT GGC CAAAAC TGG CTT CGGATT TCG CCTTCT C
SR80-2F TGC TGT TCT GCA GAG CTT TGA TGT CCG TTT TGG CCA CTG ACT GAC GGA CAT CAG CTC TGC AGA A
SR80-2R CCT GTT CTG CAG AGC TGA TGT CCG TCA GTC AGT GGC CAAAAC GGA CAT CAAAGC TCT GCAGAAC
SR80-3F TGC TGT GTT CTT GAA GCT AAG CTG CAG TTT TGG CCA CTG ACT GAC TGC AGC TTC TTC AAG AACA
SR80-3R CCT GTG TTC TTG AAG AAG CTG CAG TCA GTC AGT GGC CAAAAC TGC AGC TTA GCT TCAAGAACAC
SR80-4F TGC TGA AAT TCT CCA GGT TGC CTC TCG TTT TGG CCA CTG ACT GAC GAG AGG CAC TGGAGAATT T
SR80-4R CCT GAAATT CTC CAG TGC CTC TCG TCA GTC AGT GGC CAA AAC GAG AGG CAA CCT GGA GAATTT C

Ell miRNATFH RS 3R ok iR E

Fig.1 Scheme of cloning miRNA sequence into the expression vector
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124 X HEH 3 64L B (Costa’s )N %E FL Fh Al
2.0x10° CD221 41 Jfi(1.8 mL % MG FE4L), 57724 he
FFExgen 5007 44 K i 441X 71 (Fermentas 2\ 7)) 5545
OCT433E I bi(£5 1 pe)ii £ 710 minj5, LN
N200 LTl e Geaskn), 24 77 i A e/ 7
1k, RigR48 hJm 4r e 41 .

125 AXN@IRFACS) 4L miRNAFL G 5 11
CD221" 41 i FH 0.25% 5 1t 71 A4 B 5 40 g, 2500 25 |
i, TR AT 10%)16 4 3G PBSH, o Je &
JE i &, Z2FACS Aria IR 40 H A (BD 2 7)) 73 1k Jf:
W HEGFP & GFP 4 ffd

12,6 £AEFLEN KA H(1x10°40 L, 50 uL
B IR MM T B A TG W B (12491 B (Costa 2y
ml)H, B RS 404% % 5 RS [ 5230 min, PBS
VE3WR(BERYE3 min, F[A]), 0.25% Tritonifi% 15 min,
1% BSALf I AER: 7 4543 h, PBSYE3 G A —
PL(1:100F5 %), BRI IR PBSAAEE —$i), 4 °Cid
W . PBSYE3 R J: bR ARG AP a in —Hi(1:100% %),
ZURBEGT h, PBSUE3 X, 4 llHoechest 33342(1:507%%
Fo)YLA%5 min, PBSYE27K, st} 71 7-Olympus I1X51
RPN BB T MEL

127 e AREEEFE DRSNS IRME
FECSC X I AL, OCT43 I8 JUER 40 i ok 5256 41, 42
IR RNA G 4% A 7™ 7 45 4E 5 74, K FHhuman-12T
[lumina Beadchipif 17 4> HE K 41 R IA i A . [H 1%
ik Je 75 e B IR FE R 4% UL bR dEff a2, A S R BT A
AR S RIS SR S S R AT
G, PRGBS T S S AR gt
2 0 2 7 5 (P<0.05), PN PHME R IL . #7520 41 5 0]
SR A AT N 3 R P45 5 (A 25 L5 A s AL, T
12.8 o ey k5 PCY4I I(2x10%)K; 7%
125 e85 F8 0 P L B, $e i o B BRI 0k
10 umol/L 15d-PGJI,A1100 pmol/L DFOf#J10 mL 10%
JA2F I35 1 B R 5, b R4S N 2 98 6Ky Il % 4
129 @R L% R ER K
FCCK-8LL Ak Aa i, {E96FLk H &EAL I A 1x10° 4>
41 L f2 100 pnL A5 10%6 24 I3 1) 85 9% 2, 559748 h
Ja a4, 43 0 F A TR FE (115d-PGJ,. DFO4) jjl)
Boph kb P 55 15d-PGI,+DFOZH 45 4b #H48 h, 4L A
100 pL CCK-8, /£ H4 hJ5 71492 nmi K Ab A W

o 9 A7 175 28(%)=(SE 50 41 W ' B/ % A0 RO
H)*x100%. £ V% JE K FH 45 il 28 e (v i I, 76
FUB N BEFL NI 10N 41 g S22 mLA5 10%i 71 IfiL
T R IR, A MG BES b5 oy 21 (R A3 9L), - AN IA
W £ 15d-PGJ, Sy DFOALFE72 h, B 4l F5 5L i 4k 1%
F27 do AMIEETR £04% 22 5 HEE [ 52 10 min, 1 mL4%5
AR 10 minfEHE . N OARTE P & SR
3%, 76570 nm KA IR GAE . TS
SRR, 110 ~1x 1041 iy Bl i, W61 5 4
Jf £ ) S e 1 DG R (B R )

1210 Sttt X SEEG 25 B Bl v Rl AT
HER P Ge vt 2 Mo PR FE A G A SR I ek 36y, LA
P<0.050 =R gt 2 X

2 FHR
2.1 FiBRE TR OCT44E T RIS SR B EH S 4

LA koEtY—3%, SPC-A141 fu bk ) CD221"
CSCYESMCHF R TR AT IR RIE IR 1R1A0CTH4.
CCSPRISP-C(KI2A). 2T Fik~F-f, AR H gl
KA T 10 25 DR e AR A il i s CSCRIA POUSTRF
5 PEmiRNA ., FCM(flow cytometry) ] & 7 % 4 35
(GEP*LLA5) 1 17.9%([E2B) ., 431 3K 15 GFP FIGEP 4
JRLBE JS EAT S g 58 AR, F S A B Y IR GF P41 fild %
IKOCT4, imiRNAK YL IGFP 4l it OCT4RIA B3
T R(E2C),

HeHUGFP* ) GFP 4 il 5\ RNA J, % Filhuman-12T
[luminaBeadchip AT T 4 S A 41 R I8 i A AR I
Boyer 5418, TATNE F Bl FE hifid 7 HA
Octameric motifff]OCT4HERE A, K ILGFP 41 Hg (K[ i
R B CSCYBH 7 K IA271 N OCT448 3 X, Herfr1294
FEDTEGFP 4 i b 22 7 3R, Q4543 KL R SR L |
PFNBON A R (FERIAR Bar). R2HH T 22 3k
IR B SR 20N JE TR, S0 25 S i BH OCT4 A1 it i i
CSCrh B He s Ry Uhfig
2.2 $BEHIF2a T HOCT43Ri%

h T BRITOCTA Rk W, FATTLAPCOfiti it g
AN TN % PCOYN & T EGFRIR 24 R 4 s
R X R 98745 (delE746-AT750) 41 Jiid, XJEGFR-TKI
A% Je (Gefitinib) = 5 B5UK, (HiX 4N RS 25915 T )5
A TE R A R I 2521220, SR FHCCK-8 L £ 76 % 4
WLREAT PR A0 258500, 45 3 87l AR e I > B
170 B (ICs0) 20 42,5 pmol/L, iF S HL LA M 254k, 5
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A FEVESESPC-A LN bk T ICD22 1 4N 0 E, )% 92 6 CD22 1 W BFh OCT4, CCSP. SP-CZE [A1H#1k; B: # YL POUSIIFS S:EmiRNA
Ji, Wi i 43 Y6 GFP (GFP-Neg) F1GFP*(GFP-Pos) 4 it WV 15 C: 4y 9 Gl GFP (a) MIGFP' (b) 4 it OCT4 45 4 ) ik .
A: the CD221" cell subtype was sorted by MACS from SPC-A1 cells and was subjected for immunostaining of OCT4, CCSP, SP-C proteins; B: after
transduction with POUS5f1-specific miRNA, the GFP(GFP-Neg) and GFP'(GFP-Pos) cell subtypes were sorted by FACS; C: immunostaining for OCT4
protein in sorted GFP(a) and GFP'(b) subtypes.
E2 OCT4FRiENE S A Ik
Fig.2 Silence of OCT4 expression and cell sorting

A: Gefitinib} PCOZI AU (1) 4 LRI/ L ; B: PCO4I U Slug. OCT4. HIF2a. IRP12E (A KIA M F 7GR,
A: growth inhibition of Gefitinib in PC9 cells; B: immunostaining for Slug, OCT4, HIF2a, IRP1 protein expression in PC9 cells.
B3 PCOHARAYFREL K Gefitinib AT 18 58 I 35 L
Fig.3 The phenotype of PC9 cells and growth inhibition of Gefitinib in PC9 cells
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SCHRARIE —2(BI3A). e OtR Il R, PCo4i
FIR T AR JE IR 24 1 1 5 R Stug™) ) 12 40 i b B
P Z150CT4(&13B).

TR 7R, OCT4RIEZARA S 5 R THIF2a

AR, TG 3 1A 13 X 5242k R 5 I1IRP1 (iron regulatory
protein 1)1 15-Jii 45— 51 [l 2% Jo(15d-PGLy) il 1924,
TRATRI T PCOAN iy T HIF20 IR P 125 14 ) F A 1 1,
BRI 3 R E(EI3B). J Lk, KePCO4 i &

R2 KNEOCTHRERFTIEREER20NMEEE
Table 2 The top 20 OCT4 target genes differentially expressed after OCT4 knockdown

FEH LR 2 X Genbankf; R 5 OCT4'BASC/OCT4-KD
Symbol genes Gene definition Genbank access No. OCT4BASC/OCT4-KD
Upregulation
RABSA RABSA, member of RAS oncogene family NM_004162.3 44749
DKK1 Dickkopf homolog 1(Xenopus laevis) NM_012242.2 4.228 6
FGF2 Fibroblast growth factor 2(basic) NM_002006.3 3.9353
KLHL5 Kelch-like 5(Drosophila) NM_001007075.1 3.8430
HIST2H2BE Histone cluster 2, H2be NM_003528.2 3.8030
CABLESI1 CdkS5 and Abl enzyme substrate 1 NM_138375.1 3.6813
DDX21 DEAD(Asp-Glu-Ala-Asp) box polypeptide 21 NM_004728.2 34116
RBBPS5 Retinoblastoma binding protein 5 NM_005057.2 3.369 3
ALKBH1 AIkB, alkylation repair homolog 1(E.coli) NM_006020.1 3.3642
KIAA1279 KIAA1279 NM_015634.2 3.2817
Downregulation
FOXBI1 Forkhead box B1 NM 012182.1 —51.5573
KIAA1244 KIAA1244 NM_020340.2 —47.906 1
HIST1H4L Histone cluster 1, H41 NM_003546.2 -8.874 6
OTP Orthopedia homolog(Drosophila) XM 937572.1 —7.080 3
CYP26B1 Cytochrome P450, family 26, subfamily B NM_019885.2 —6.489 2
FLJ10374 Hypothetical protein FLJ10374 NM_018074.3 —4.453 1
GLI3 GLI-Kruppel family member GLI3 NM_000168.2 -4.3307
DSC3 Desmocollin 3 NM_024423.1 -3.896 5
RFX4 Regulatory factor X, 4 NM_002920.3 -3.7529
HOXBI13 Homeobox B13 NM_006361.4 —3.2579

10 pmol/L 15d-PGJ, 1 b #1148 hJ5 A5, K ILHIF2a
FOCT4HE A F ik [F 20 F (4B). 415d-PG, 5
100 umol/L DFOZH & N, 3X A 3 R i 24 b 5 24 W]
(E4C). DFOJEER & 257, AR P LHE e
0t A A B AT TR P p 0 1 Sk B il 5 A8 W RNA
S54 RUIRPL, M 1 58 J 8 1) A el i v T, R
SO R IR 25 5 I SR A, BRIl g A i
1E7EOCT436 35 (FIRP1-HIF20iff 45 5l . o) 12 18 425
FE ML EE— 22 20 irrh . AR, B T PCO%H i
A, EFCAd e 41 i & nSPC-A111OCT4 BASCHI]
i, A Mg 2] 7 IX AR RN (PR R R .
23 HIBMTIHOCT4RIENNSG T i 1E5E & &
&R RR

I AF SR OAT 22 T0UOMST BT 9% R, U W it i e
YL OCTA%E 1 W3R I8 B A 18 38 1 AR A7, 3R
OCT4AJE Z M (1) — /N F BRI T AR ARSCH IR

W% £]15d-PGI, 5 DFORE A AFE H B AT 22 T M OCT4
FIEHREN, R0 AT T % 4L & AR P 1
FHo 92361 56 R CCR-8 L (032K 10 240 i 458 4 25 1,
KISA R, 15d-PGIX PCOAR 14 G (140 il 8 ) 52 5]
KK E, 1T DFO E-300% R AN R(EI5B), (HH
100 pmol/L DFO 5 /A [fi] ¥k £ 15d-PGIL4H & I, K 31
DFO 5 fi% ¥ J¥15d-PGJ,(1.25, 5 umol/L) [ii] 17 7
) 280, FL P R 45473 ) 240.26410.23(K15C)

K VRS T S 90 30— 2 VR AL T 15d-PGlL Y
DFOXPCO4H il 1) 5 [% ¥ g 71 & IL100 pmol/L
DFO 510 umol/L 15d-PGLEEA 11172 hJim, PCO4H iy
SEA LT L RE ), HISPC-AL. A5494i i
(1) OCT4'CSCHL.IKMF T HH IR 25 L (Kl 6 R 3). ¥4
100 pmol/L DFO 5 AN [R] ¥k J# 15d-PGL4H &t 77 4 T
FH A N (R 4) . 4 T PEAYDFO 5 15d-PGIL X 4R ¥4 TE
I =3 Ok &R, AT X DFO L 15d-PGLIE 1T & 4]
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PCOA 1 £215d-PGI(B) 2 15d-PGIA+DFOAL A ()R ELIR, S SOUKMHIF20 % OCT4 ik o« ARZEAEHL 40 HLAF A X B (A)
After exposure to 15d-PGJ,(B) or 15d-PGJ2+DFO in combination(C), the expression of HIF2a and OCT4 was analyzed by immunostaining. The un-
treated cells were used as control(A).
El4 ER[EHIF2a T HOCT43R3i%
Fig4 OCT4 down-regulation after targeting HIF2a

PCOYN & ANl £ [¥115d-PGIy(A) . DFO(B)k 15d-PGJ,+DFOZL 4 (C) A ¥ Jii, CCK-8A5 M 41 48 5
The PC9 cells were treated with different concentrations of 15d-PGJ,(A), DFO(B) or 15d-PGJ,+DFO in combination(C), the cell growth was measured
by CCK-8 assay.
&5 ZHIR % T IHOCTHNHI PCOYH REHETE 5 S
Fig.5 Pharmacological down-regulation of OCT4 inhibited the proliferation of PC9 cells

PCOZIfU(A) SPC-AL4 i(B)FIAS4941 Jfi(C) 28 15d-PGI+DFOAL & AL B3R5, 45 W SR AL LS AR ¥ T (N HE3 L) AR AR BRAT A o HE (L
HE34L)-
After 3 days exposure to 15d-PGJ,/DFO in combination, the colonies of PC9 cells(A), SPC-A1 cells(B), and A549 cells(C) were stained with crystol
violet(3 wells in lower law). The untreated cells were used as control(3 wells in upper law).
E6 15d-PGJ,FIDFOLE & X 85 7% 4 < R 25 S
Fig.6 The inhibitory effect of 15d-PGJ,+DFO in combination on colony formation
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i B, &5 SR W 7 A 5 v 6 B J2(6.25 pmol/L DFO 5
0.625 umol/L 15d-PGL4L ), £ ¥ 0l K ATy ik £

89.5%(K4), i B 88 [\ HIF20/OCT4 EL AT 55 3 (R Ak Ab

%3 15d-PGJ,+*DFOA & By & % 0 I %0 5L
Table 3 The inhibitory effect of 15d-PGJ,+DFO combination on colony formation

7 X 1 15-PGJ,+DFO Pl
Cells Control 15-PGJ,+DFO P value
PC9 4.2513+0.252 1 0.062 4+0.016 7 0.001
SPC-Al 4.551 8+0.268 8 0.022 9+0.016 1 0.001
A549 5.023 6+0.062 0 0.030 8+0.007 2 <0.001

Bk (1El6) At Ja IR A i 2 3% IRV HH, 5T 570 nmA (WO
The crystaol violet in stained colonies(Fig.6) was soluble in 3% actate acid and measured for absor-

bance at 570 nm.

F4 A EIKRE15d-PGI/DFOLE & X & A I 200
Table 4 The effect of diffident combinations of 15d-PGJ, and DFO on colony formation

K BE (umol/L) 570 nm/ Y6 {8 WJE (umol/L) 570 nm G AE
Concentrations(umol/L) Absorbance at 570 nm Concentrations(umol/L) Absorbance at 570 nm
DFO 15d-PGJ, DFO 15d-PGJ,

0 0 4.786 4+0.640 7 0 0 4.685 2+0.305 6

100 0 0.215 5+0.019 7* 6.250 0.625 0.492 5+0.035 4*

100 1.25 0.165 7+0.035 4* 12.500 1.250 0.158 4+0.010 0*

100 2.50 0.078 9+0.012 8* 25.000 2.500 0.121 4+0.005 3*

100 5.00 0.070 0+0.006 8* 50.000 5.000 0.118 7+0.007 5*

100 10.00 0.066 0+£0.009 2* 100.000 10.000 0.114 7+0.007 8*

#P<0.01, AL LA

*P<0.01 in comparison with the untreated group.

3 Wit

W RAER, B CSCHFFTIIERN, JoRs e i
)RS i) A H 2 5 R A AR A SRR ANl e v,
OCT4Z% ¥ fig Bk IR 3 ik A I PR T FTAIE S 2 B &6
B AT BOSEAE HUE BR, BRIOCTA4MER 1
Jiis B A CSCH — AN B IR 7 48 i T, A SIS 8
B, Notehfi 5 1 il FIDAPTHL & 4k 4= DI 1k
F=)1,25-(OH),D; 0] LL N I OCT45R1k o ALt —20
i, 15d-PGLEL & DFOH HLAG A A M. Bh b Fk
AR, X FPOCT4R 3K A F 55 il i 41 B 1)
AN I H B B BURe % VIR OC, $on H R
AR RS U RN

Hl, 551 15d-PGL AU AL A 78 423 28,
Z R FEIN N 15d-PGIAF by iod S8 A0 W g A 15 2 )i
I 5% Yy(peroxisome proliferator-activated receptor v,
PPARY) ) 771, 0 1k 400 1 40 o J) 31 RH S ity e 3
ST R EEPUEAE P HZimmer PRI, Br TN
{LPPARYS}, 15d-PGLfg 1% 14 B IRP1-IRE ) A 1. 1

FI T S ABIHIF 2088 (1 3. 3t 0B BEHIF 20
o SR 5 (R B R TR, R ILHIF 203 5 35 AL OCT43
KPRy, MIDFOIE I {12 i & Sk R M W) mRNA &5 &
RITRP1EE AL 17 K AF T AED2, iR, ZHRET
S B £ 45 Il 9 CSCH A7 75 T #2 OCT43% 15 I IRP1-
HIF2aif 456, AR, IR AN HTIRP1-HIF 20t £ FHIHL
7 A 2% 7 11 i B2 CSCRE [ Va7 T B it
WU, X7 TH I IE AR T 2

BT SCPIAE, AR SCIERE T A JE (Gefitinib)
i 245 (YPCOZH M R AE A B 706 %o FH20004F DAk,
AR e A G IR 5 2o TR R P Ak
I o 2GRS EGF RS ) [l 4n a3, ot
HRIL R GEAR 22 WL L PR E WA 1) il e J6 . qHL
I PRI 7E R IR, 5 B8 e 16 2 W AT 3 46~9
AN, SRAF VR 24 2% R S b S8 g 397 W PR 7 28511
—ANFFREP, R, SR 80 R BRI
2P — MR . A SRR 9T 45 R
R, 5N M 25 an I Er A AR, i e 7 A e
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BRI

(11 24t 5 CSCH VAR O, 12T 24 40 1 JH 0k
OCT4., %A B FFEERIEOCT N LR IR T —
ASBRAL PRI, W ST 45 R I 7, PGl +DFO4
BN T HOCT433%, T HAE IR 52 47
BT e B AR KRR ), SR ISR T A ] Al AS
e G I7 RS PGk & . R, 15d-PGLIE &

DFOX 1% 41 Jid (1 V& A SU8 e 15 fig

DA R B PEVEAS,

REBATIEAERR I T
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A Study on the in vitro Anti-cancer Effects by Targeting OCT4 Pluripotent

Gene in Lung Adenocarcinoma Stem Cells

Ning Renli', Huang Jinsu?, Wu Lixia', Li Rong?, Xu Huili', Zhou Jin', Dong Qianggang'*
('Laboratory of Cancer Stem Cells, Shanghai Cancer Institute, Renji Hospital, Shanghai Jiaotong University School of Medicine,
Shanghai 200032, China; *Department of Pulmonary Medicine, Shanghai Chest Hospital, Shanghai Jiaotong University School of

Medicine, Shanghai 200030, China)

Abstract Octamer-binding transcription factor 4 (OCT4) is a pluripotent gene critical for the maintenance
of self-renewal in stem cells. In recent years, emerging evidence in clinic has indicated that the presence of OCT4
in lung adenocarcinoma portends a dismal prognosis for patients, suggesting OCT4 as a potential target for the
treatment of this tumor. With microRNA-mediated gene silencing and cDNA microarray techniques, we reported
herein that OCT4 is functional for transcriptional regulation in lung adenocarcinoma cells. The studies showed
that treatment with 15-deoxy-delta'>'*-Prostaglandin J, (15d-PGJ,) and desferrioxamine (DFO) in combination
significantly down-regulated the expression of OCT4 and inhibited the proliferation and colony formation in lung
adenocarcinoma cells. These data documented that pharmacological regulation of OCT4 expression possesses a
markedly anti-cancer effects, at least in the in vitro setting. Thus, the results provide a novel avenue for exploring
targeted therapies in lung cancer.
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