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HOXASXT R IR M g TR Bk 4T ¢ 2R Th sE AY
AR IR

RREG AL HleE Rk TAHT
(GRS B 2 B 35 U BB, L7 200025)

HE ZIRA G A THOXASH Ja 22 b ik JR AR AT ¢ 2 I 8 T v o0 AT Ay 69 % of, VA
HOXAS*T 4m it A pS3:8 B4 E A 0 R4 4E A . BB 38 A Mo R Aol RTE 4L LR, 4 B B IR AT ¢
e, FFHOXASIE & GA F o 44 4 p e, 1@ i3 CCK-848 ) 2 I3 74 15 1, 7 X m I ASAE ) 4m it 8 =
5 DL, TranswellAs ) 2\ it iE 7% 6% 77, Western blotd& ] 28 J&L A o-F 7 LALZ) & &) (0-SMA). 5k & 5%
& (vinculin) A &1, A AT IR Ik 69 & & &5, FFH A AT 4 4 R 4 I R M R (FPCL) 340 4m Ak
Yt ). #—FBEp53 BT K AR BEIRE AR NHOXASH p53id #4498 7% 1E A, ChIP PCR#&
MHOXAS 5535 3) T R4 ATTASHOXAZ S 4565 71 49 456~ F sL. Western blothp53 T i ¥e., &,
p21F=MDmM2%& & 4%, 4RI T, #4 THOXASIT R AR b) mIe3gsaE M T IE, 45, K% 4E
N RFG, mB AT A E, @i o-SMA. vinculindA AL, TIA TR R KRG EOLERY . ML
M 3t — e LB B R & L, HOXASE R A ST AR #Ep53 8 3 F 5% 6 & Bedk 4 2L 49 & 1%, ChIP PCR
ol £ B, it A AHOXASE, p53/4& 3T R g A ATTARTHOXAZ & 4 4 7] R %4 & 49HOXASE
%, St HpS3F ¥ fp2 1 feMDm2 & & 2 R 53, 42 L, 1% F8ESE T HOXAS VAR y 22
IR AT 4 4 L A pS3 B T BK SR IR T, A e 3R . E AR GE AL ) .

K497 HOXAS; p53; s BRI JHT:

A Study of HOXAS5 Function in Regulating Fibroblasts Activity from
Pathological Scars

Liang Yimin, Zhou Renpeng, Yang Yiyuan, Chen Jialin, Wang Danru*
(Shanghai 9th People’s Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai 200025, China)

Abstract The study is aimed to detect the HOXAS function in regulating the activity of fibroblasts from
pathological scars and p53 pathway. Fibroblasts harvest from both hypertrophic scars (HSFb) and keloids (KFb)
transfected with HOXAS5-overexpressing plasmids, and were then detected for the ability of proliferation, migration
and contraction. Apoptosis was also evaluated. Protein contents of a-SMA, vinculin, Col1A1 and Col3Alwere mea-
sured. We further detected the combination of HOXAS with p53 at the hox core motif. Protein contents of p21 and
MDm?2, the downstream targets of pS3 were also measured. As a result, we demonstrated that HOXAS promoted
the apoptosis of both HSFb and KFb, inhibited their proliferation, migration and contraction. Further study through
ChIP PCR demonstrated that HOXAS transactivated p53 expression by combining ATTA-rich core sequence at the
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promoter site for HOX binding. HOXAS was also proved to be able to induce the expression of p21 and MDm?2.

Our results suggest that HOXAS is able to activate p53 pathway in both HSFb and KFb, promotes cells apoptosis,

and inhibits their proliferation, migration and contraction.

Keywords

Gt SRR R AR L F T T B B D R4
BRI T BURIR G AR, 3G R4 23 B T A T e
BERG . IX &5 G118 5 FN 20 23 AR AT ok T AR
22 R B e AT TR PR S AL AR T TR
Z R W], o BEAE ORI B 08 AR RN, B35 1S A=
PERRATRRIZIE) 0 TE BGRB8 17 5 i Q1 T & & i
M2, 1X 2 T4 N R T AE S R,
T T2 52 B, 3 BT 4 4 AN 4 i A0 R BT R R
R BRI A R B R A, AT BUR B
FRR & BEFUR I, ELFE Bk 4 e -2 A
(B-cell lymphoma-2, Bcl-2). Fas?}:[F|(fas cell surface
death receptor, Fas). smad % J% 32& A (smad family
member 3, smad3)Flp337E P ) — L& Tk O PR Rl
BYIERZ S R HEERR A RGOS R, T dps3
P T IR B RIS 2 T BUR IR AR LR Z P
T R H — A B B JEE RS, SR T e SRS e e 9 42
533 B T A BRI B, H AT AN B o

AS VR A A PR TSI 7 R B, [ I A AE 3 A
AS5(homeobox AS, HOXAS)fE % & 25 i 3t fZ ik f
J5T T FSCE P R T, O LA AR S R i = 4R
BB KA . BRAEWT 7848 FL R 40 i b CE S,
HOXASi#H i Wi p5 33 #% K 75 S 4 i 1200 55
HMEARIE R 1) 7E, HOXASHA W LE 140 MR Y R
(I1EH . nStelnickiSE" A I, HOXASTE IE i B2 Jik
KA R AR E WS, JUHAE R E B R
P M AE BB YO, TR S IR I 1) B R A T B A
TR A HRFE. XHE7R, HOXASATRe s 1 Ik
NG G B RR 12 5

BEAh, A URAH N 5 — Tt 7U ik & B, HOXAS
FEY™ 5K Ja B A2 1 B Bk A 3R R 2 O, e T
HOXASX B i A B B R . H 2R,
B IR TC IR (AL 52 A 2 B P AR 1 — Rl =K,
KNF RO E AR R T — AN .

PRIk, AT 5T 5 AE 1 BT HOX A SRR IZ & Bl
£T 4E 41 i) (keloid fibroblasts, KFb) AN A= PR il £F
#4410 o (hypertrophic scar fibroblasts, HSFb) 4 ifd
TANGAMIAT J IFERE, LARF AL N p 5 33 PR s B

HOXAS; p53; pathologic scars; apoptosis

T ApS3 8 (Al B A6 10 2 4E F, B BTHOXAS /&
75 BE A o B [ M S p 5338 1%, R B A, SEEI
TR AN THEE .

1 MRFnEE
1.1 % M RIR AR E 55 B AT 4 4 pa s 75
SIRPTACEIZE T2 Httite, A A MERER AR TZ
P& B 5 PR R ERRR A 2, o BB IR A R
AT 4 20 B (HSF) AR IR JZ 95 I A 4E 40 O (KFb) . i
HYHPONEEN L, TR 8w . T R4
(15 BB 35 AR Z AT SCEE R O AR 1, B
KL, KRS BR ZH 2] 1.0 cmx 1.0 em*0.5 ecm K
N, AEB1%E R TR, BRAREE 5 2 A1 1 5% =B
IPBSIE L%, SR )5 R &1L e JR (0.5 mg/mL)
FFERBF0.2 mg/mL)¥AERAE3T °CHEFE 6 ho JRARLN A
FHA 10% 164 1L B DMEME; 72 (Gibeo A & )7
37°C. 5% COIEE FH9%.
1.2 HOXASE®EF 5 ZHSFbFIKFb
By 2R RCDNAW B Filg & AR AR . %
T HOXAS S| ¥ N F: 5'-GAG GAT CCC CGG
GTA CCG GTC GCC ACC ATG AGC TCT TAT TTT
GTA AAC-3', R: 5'-TCA CCA TGG TGG CGA CCG
GGG GAC GGA AGG CCC CTC CTG-3". JHiLFR i
W V) g (Agel) ¥4 51 4 T 7 B 2 pGC-FUTS 95 B 2 4k
15 A 93 B Rk R G0 (i A MR A R 3
HABE. HET10%064 M7 FIDMEMER: 77 F 5 77
[JHSFbAIKFb4 fh T 6fLHR(BD Falcon’Aa @), 24 h
J& i JeHOX A ST 08 A4 R R34 . TR4H 7 1%
A DL UR 2 2 T SCHR[9]
1.3 CCK-8% N 4HRaE A F 5
ML G 2 96FLHR(BD FalconA &), BA2x10°f)
FER T ALY, AT H10% PBSHFTA R
100 mL DMEM#£; 78 . SHSANEE . W H24 h)5
£FFLINA10 pLICCK-8(Dojindo A &), 37 °CTHHIF &
3 h, 1£450 nmAb A IR Y BE R 7 4 M v
1.4 SRS BRASRE T 28 AR
HSFbATKFbA il FH75% LB [ 52, LA 50 pg/mL
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BAL I BE (PT)F150 ug/mL Rnase IFPBSIA W & % &
DNA 30min(37 °CH5%), 48 J5 At =040 i { (BD Cal-
ibuy ED)EEI, _EHLE NS 000~10 00040, K H
ModFit LT 73 B 51 A% 20t AS 5] () 248 e 1A (Verity
Software House/A &) ).

1.5 Transwell’/)) Z 1 M HSFb FIKFb 4 A1 91T 7%
gE

W 3 N B AE K T HSFb AIK Fb 41 i £L0.25%
i A AL B J5, LG I JE DMEMES 77 5t 51 241 g
DUGE, 2Rl 1<10°4 41 e T Matrigel £ # [¥] Transwell
INE L NE A IN500 pl10% FBSHIDMEMES 77
FeEEFR24 he NG e /N E (VK £ 12=3:1) 10 min,
IIAKE Jett . TG T W %% % i Matrigel 42 I i J
THI 1 4 L, 10045 ' 2% B AUB% T v 25010/ 9L 5T 1) 48
Ji, BXAAA
1.6 13 & B LT 4 48 B 7Y AR SR I 22 (FPCL) 46
HSFbFIKFb AU 45 6E

¥ HSFbAKFb LA3x105/mLk B i A T8 i 2 K
R, IRE E A3 pm 2 BRI B8 5 /N fL(Millipore 24
a]), M JEAE37 CCHABEEEE 0.5 h, SR 5 A& 10%

B4 MG DMEME; 77K, T 37 °C. 5% CO, 3%
TR RE 9548 ho WS SFUS L 15 1
1.7 Western blot4&;1

HSFbAI KFb4H i % fi# Jo B9 0015 B3l . BL25
nglfE A EFEE 10% SDS-PAGE#178E A
Mk, % EPVDFE. KR MWE, —di4 °Cit
Bo —HLW R RPURPUAE a-SMA(1:500, Abcam).
BB R PUAK vinculin(1:500, Abcam). EHL R PLIA
Col1A1(1:500, Abcam). =EFi Pk Col3A1(1:500,
Abcam). IR TIAP21(1:500, Abcam) G H7i R 47t
AMDm2(1:500, Abcam). PBST¥E3X, 4 X10 min,
FEARN —Hi= IR A1 h, PBSTIE WG, ECLA GIR
P& AT B A A .

1.8 Real-time PCRA&

SRNAH Trizol#2 U5, HX500 ng RNAHE 1T X
543 BcDNA, FF F 2 )t 44 BH I HSFo MK Fb4H
fiH 0-SMA. vinculin. Coll A1HI Col3A1KIAH M %
k. SI¥FF%: GAPDH Lif#5'-GCA CCG TCA AGG
CTG AGA AC-3', Fif5'-TGG TGA AGA CGC CAG
TGG A-3"; 0-SMA _L{i%#5'-AGG TAA CGA GTC AGA
GCT TTG GC-3', Fi#5-CTC TCT GTC CAC CTT
CCA GCA G-3'; vinculin_Ei#5'-AGA GAC TGT TCA

GAC CAC TGA G-3', Fiif5'-CAT TGA GTT CAC
CAA CAT CAC-3"; CollAl L7 5-AAG AGC TCG
TGG GAA AGC CTG GAT GG-3', Fil#5'-AAA GAT
CTT TTG GGA CTT ACT GTC TTC GT-3"; Col3Al
Ji#5'-CCC AGA ACA TCA CAT ATC AC-3', Fiff5'-
CAA GAG GAA CAC ATA TGG AG-3'.
1.9 RN REGFMHEN

HOXAS5IE 3% Jifi ki flp53 )8 8 7 ¢ % & B i
i B ORI T S AR A . R YT
24 h, ¥GKFbEHSFb3: Fl 124 7L MR » A Flt Joi AL % e
HAL3L. FIHLipo2000%% %457 73 A K HOXAS it
FEIE BRI MIp 53 J8 31 R 't FR Bl A5 R kL LA &
o HE 23 885k 3 [R] 5 N AN [R] 24 40 i (KFbERHSFb) 1,
24 hJE BRI, #2at EmEHR E ir R B, H
Promega /> 7 %< 't 7 i vif PR A 48 77 B I 2 e R
% /7
1.10 &R %EELLIEPCR (ChIP PCR)

I EEHOXAS I 3528 At i 25 3 [ K Fb B HSFb,
% ChIPiR 7 £ (Millipore 2 &) B 15, Jin A\ H g
E, B 10 s/R, S B G, B0 LBRUUE; &b
TR 5 23 0 N B Bk B T FTHOX A 547144 B 1E 7 Te Gt
PR(BH T R, 4 °COF B 1 o 4 o 2 L UTHERE i (IP)
Alnputhf i — [7] FHDNAZE AR5 & dh 4, R St
€ FEPCRXSDNAM & (£ 1E BLEE T AL, PlInputfE A
SR A .
111 FitFESH

B HdE WA 5 4 B R HISPSS 12.00RA< . JiT
AL E 3R, 45 R L Ebn il 2= 1) ARIE, I
PG I3 AT GE i 22 00 MT « P<0.05KLNAT Giit24 25 5%

2 R
2.1 HOXAS5H#H|HSFbAIKFbRIIETE

I T 9 AV 43 8 1 AR M R 4 2 (HSFb) Al
TR IZ T B AT 4 20 i3 (KFDb), 383 CCK-83 % 41 fitg 184
FETE L, & 2H S R UDMEIIER R .

I F CCK-81a Ml & I, 7EHSFbAIKFbAH fig ik
FIAHOXASH] LA HIHSFoATKFbZH A i) 2 ff 1 7
EYE(EID) . fEHSFbAH i o i K IAHOXASf5, 5%
#fRvectorZl A Eb, HOXASYLLE 553 B 40 i 1% 1 &5
FZPEFEAR(EI1A). AEKFbZH g it % A HOXAS G,
5 a8 vector2l #H B, HOXASALAE 3K F 5K
(1 20 M v 1 Y 3 M PR (1B
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Lenti-HOXA S5 ZH 2 Hfd i 3 T 52 225 14 38 i (&12)
2.3 HOXASPE{EHSFbFAIKFbZHAa T 8
FEHSFbAIKFbZH fit it % IAHOXAS 5, #

2.2 HOXAS{@#HHSFbFKFb T
1E HSFb A1 KFb4l iy i #3158 HOXAS J& , I
i A B SR 43 AT B, 5 Lenti-vectorZHAH L,

(A) HSFb (B) KFb
3.0+ 2.5
-¥- HOXAS -¥- HOXA5
—&— Vector - 2.0 —&— Vector *x
2.04
E 5 1.54
& < s
g g
G| S 1.04
O 1.0+ O
0.5
0 L] L] L T L] 0 L T T T
1 2 3 5 7 1 3 5 7
Time (d) Time (d)

A. B: HOXAST FikFF{CHSFbAIKFbZH A it 14 58 i

o *%P<0.01, HOXASIT R IAH 50 AL L .

A,B: HOXAS overexpression inhibits the proliferation of both HSFb and KFb. **P<0.01 compared with the vector group.
E1 HOXASHIH/HSFbAKFbZH Ak 1E5E
Fig.1 HOXAS inhibits proliferation of both HSFb and KFb

(A)
HSFb
Lenti-vector Lenti-HOXAS
E | 1 100
10° Q1 Q 10° Ql Q2 < .
107 3.81% 10°3 12.80% 1.02% < 5o
£
< 10° <107 & 601
:'2410 3 54103- g
: : T
1073 © 1072 Z
. O-
03 3 0FQ4 - 3 &
jQ Q 1 Q Q 8 O‘\-v
92.60% 2.76% 84.40% 1.71% & 9
10° 10° & &
L L | Ty L | Lk IR | ™y L | T T L A \55‘
100 100 10*  10° 10* 10° 10° 100 100 10 10° 10* 10° 10°
Comp-FL1-A Comp-FL1-A
B
(B) KFb
Lenti-vector Lenti-HOXAS
1073 Q1 Q 10° Q1 Q
103 0.47% | ‘1.47% 10°3 12.20% 1.04% _ 100
< 80 2
$10% 5107 2
3 g E 601
[Fagpe oy s =1
1073 c10°3 =
[SRpes Ot E
1072 103 E 204
z
10F Q4 Q3 10'F Q4 Q 0-
o 95.70% 2.39% 100 85:90% 0.83% eo@‘ 433’
MRAR L BIURAL L IR L R L B L B URAL L B LD SRR L BRI L B L AL L ,\,A Q\O
100 100 10 10° 10* 105 10° 100 100 10* 10° 10*  10° 10° & &
VS
Comp-FLI1-A Comp-FL1-A A

A. B: HOXASH FIA e EHSFORIKFo A A T #*P<0.01, HOXASI I S HEALAE EL o

A,B: HOXAS overexpression promotes the apoptosis of both HSFb and KFb. **P<0.01 compared with the vector group.
E2 HOXAS{ZFHHSFbFIKFbZERATET

Fig.2 HOXAS promotes apoptosis of both HSFb and KFb
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Transwellf& 5347 & I, 5 Lenti-vectorZH#H Et., Lenti- T HSFb4i My, 5 Lenti-vector4 (59.36+5.37)%AHLL ,

HOXASZ4H i (3L 7% BE 77 535 1 PR (B13) - Lenti-HOXAS5ZH (84.70+2.84)% 41 Jil iIUS 45 fiE /1 55 2
2.4 ARTHHOXAS{E 3 5K 214 AR RV U e P B A% (P=0.005 2); XF T-KFb4llfiid, 5 Lenti-vector4]

T8 o ) A AT 4 4 PR R R I BE(FPCL) (53.20+2.66)%H L, Lenti-HOXAS 41 (73.36+2.81)%
PEAN 20 B WS 48 8 J0 . R FH JRE AT A BT R B, 6E Al A e g 3 1 R (P=0.000 85)(1Kl4).

Lentl vector

HSFb
Number of migrated cells

KFb

Number of migrated cells

HOXAS I ik FARHSFoATKFbAN M I RS BE /1. *++P<0.01, HOXASIESRIE 4 50 fRALA L .
HOXAS overexpression impairs the migration ability of both HSFb and KFb. **P<0.01 compared with the vector group.
[El3 HOXASXTHSFbFIKFbRAEIT# &8 IHIEZN
Fig.3 HOXAS inhibits migration of both HSFb and KFb

Lenti-vector Lenti-HOXAS

Gelatine area (%)

HSFb

Gelatine area (%)

HOXASi 1% FEAIKHSFAIK Fo2H i US4 BE 1 . **P<0.01, HOXASI ik 20 5l fRARLL .
HOXAS overexpression impairs the contraction ability of both HSFb and KFb. **P<0.01 compared with the vector group.

El4 HOXASEZFIKHSFhAKFbAAAAIULLERE
Fig.4 HOXAS inhibits contraction of both HSFb and KFb
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2.5 BAFFHOXASXTHSFbFIKFbZAA - HE X £ E
RIFRIAVEE

I Western blot# il /& 21, 7EHSFbAIKFb4H
i SvectorZ A LE, Lentil-HOXAS4 Ha-SMA. %
& PE & Avinculindy &2, LA AT T A R i Bk 1) &5
H R IE B R(E5A). AR, ) HReal-time PCRA:
RI, FEHSFOMKFb4Hfiu T, SvectorZHAHEL, Lentil-
HOXASH Ha-SMA. %% 5 & Hvinculin®s &8 DL X

TS 17 15 JiR IR FRImRN A R IA BRI (I SB AT 5C) o
2.6 pSIBENFRAEEREEEKRMHOXASST
pS3E B BHEIER

¥ HOXAS I 33 iR Fl p5 3 )8 8h (3 ikt
SR A7 AL B2 Kb) 2 't 2 Bl ik 2 5= DRl iR A [ 5 v
FIHSFbAIKFEbZH A, A8 I 5% ' 2% Bl 1, R ILAE
HSFb(E6A)FIKFb(E6B)4H fitd 1, HOXASit 3% 1A 1]
DA Ep5 3 JE 3T 98 6 3R Bl 15 2 DM (1 3R 08

(A) HSFb KFb B) ©
& FH & S
& o N OArF'
® N 1.5 15
g T === Lenti-vector -] == Lenti-vector
. = == Lenti-HOXAS m= Lenti-HOXAS
a-SMA .« -_— 7
Z1.0 1.0
Vinculin - <
T T . . P
m %k 3k 3k
€05 *¥ 0.5
Col3A1 W - e o =
3
Collal N~ © == == 0° 0

o NS NS R NS \’
& o & o @ W

ot I B |

A: Western blotiZ 7, #EHSFbAIKFbAAfiEL Y, a-SMA. vinculinBA 1. IR G5 Ik ¥ 8 (1 FIAFEAIS; B C: Real-time PCRIEIR X PU/MBFRAE
RNAZKF AR **P<0.01, HOXASIT FIA 4 5 LA .
A: Western blot shows HOXAS overexpression decreases the protein contents of a-SMA, vinculin, Coll A1 and Col3A1 in both HSFb and KFb; B,C:
HOXAS overexpression also decreases the RNA expression of a-SMA, vinculin, Coll1A1 and Col341. **P<0.01 compared with the vector group.

&5 HOXASHIHIHSFbAIKFbHa-SMA. vinculin, CollAI and Col3AIEFE IR IA

Fig.5 HOXAS downregulates a-SMA, vinculin, Col1A1 and Col3A1 in both HSFb and KFb

(A) (B)

84 ok

Relative luciferase activity
) = :
Relative luciferase activity
N

HOXAS5-vector + + - — HOXAS5-vector + + — —
HOXAS - - + + HOXAS - = + +
PGL3-vector + — + — PGL3-vector + — 4 —
PGL3-p53 — + — + PGL3-p53 — + - +

A: HSFoAM L, HOXASI FRIA A iipI 3 J3 31 9t 2 MR 71 ZE N 1 2R3A; B: KFOZRJIEF, HOXAS AR iip I 3 15 3 9t 2 MR 1 2R DR 1R 2R
B ##P<0.01, HOXASI KL 50 BEAAH LE .
A: HOXAS overexpression promotes the activity of p53 promoter luciferase reporter gene in HSFb; B: HOXAS5 overexpression promotes the activity of
p33 promoter luciferase reporter gene in KFb. **P<0.01 compared with the vector group.

Elo ps3EmhFrROtREEREEREE AN

Fig.6 Detection of p53 promoter luciferase reporter gene activity
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2.7 ChIP PCR#&M HOXASH pS3B s TXE
ATTARMHOX#ZILEEFIEE

T A 2 O 2= i 4 5 2 DRRE I &% I, HOXAS AT
PLAE #Ep 53 )5 3 1 [X 5 ' 2 i 4 o 25 DR 1 Rk, Tl
H 4133 — 5 F| FIChIP PCRAG I /% 31, 7ZEHSFb(E7A)
FIKFb(7B)4H il h, HOXAS 5pS3/E 8 7 X & &
ATTAHOXZ 0456 7 41 45 &y i R IEHOXAS G,
p53JABNT X E & ATTATHOXIZ Lo 45 6 17 51 X 33 45

(A)
0.8 7
- Vector
®%
[0 Lenti-HOXAS
_ 0.6 1
=
2.
g
§
w 0.41
<
X
o
junt
0.2 4
0 -

Anti-HOXAS 1gG 6 Kb

A: HSFoZUfL, i RIXHOXAS G, pS3JH 81 X & & ATTARHOXZ 0

T X 5 & ATTARTHOX I O & & 7 41 X IR A 4 o

A HTHOXASHE 2 . HHEN, HOXAS# IS 5ps3)8 3l
T X & & ATTARTHOXZ 0o 45 55 7 51 45 4 A 5 p 53 1
Rk,
2.8 HOXASEEpS3tZLERRE T ap21
FMMDm2EHRIFRIA

| I Western blot# il & Bi, 7EHSFbAIKFb4H i
(EI8)H it R IAHOXAS AT LA i pS3 11 1k LA Sep53
TR IE K p2 IRIMDm 21 23K

3))

ok
0.6 - —

. Vector

[ Lenti-HOXAS
Bl
a.
k=
S
vy
<
=
)
jani

an -
Anti-HOXAS 1gG 6 Kb

S5 A XSS A THOXASHE %2 B: KFbZH A, HOXASWAE 5p538
##P<0.01, HOXASI RKIAZH 5% R AL

A: in HSFb, HOXAS overexpression enhances the HOXAS combination with p53 promoter at the ATTA-rich hox core motif; B: in KFb, HOXAS
overexpression also enhances the combination of HOXAS with p53 promoter at this hox core motif. **P<0.01 compared with the vector group.
[#7 ChIP PCR#&MHOXASSpS3BEIFREE
Fig.7 ChIP PCR detection for the combination of HOXAS with p53 promoter at the hox core motif

HSFb KFb
SRSe) e
& S & A
& S Q‘O‘.«r & \}’:294*
MDm2 —_—

-, .-

Relative protein expression

oo (-

0.51

HSFb KFb
] == Lenti-vector 1.59 wm Lenti-vector
== Lenti-HOXA5 | == Lenti-HOXA5
g
%- 1.0 A
g
g
2
g
x 2059 ok
ok Kk g *k -
23
e
04
4 ) ) > ) \
& ¢ ¢ & ¢ ¢

HSFbZi fE ATKFb4HiH, HOXAS{E#Ep53 FiF#l Ap2 1 FIMDm2:K ik . *P<0.05, **P<0.01, HOXA S ik 41 54 IR AH .
HOXAS overexpression increases the protein contents of both p21 and MDm2, the downstream targets of p53. *P<0.05, **P<0.01 compared with the

vector group.

El8 HOXAS5EZps3t L ER R E T ERp2IFIMDm2E 3Rk
Fig.8 HOXAS increases the protein contents of both p21 and MDm2, the downstream targets of p53



1084 - BRI -
3 e W S BHP . AT GEE G, 7E B SR TR

AT 5T K I, HOXASH PL A i KFb FTHSFb4H
MR T, PO RS . SR AR AR RE ST TR
IR AT 4 2 M 13X — T R, A L A K e i AR 4
MOAMEERT . & R FE R AR B R R . BHATIE
ESE, HOXAS AT DAY il 985 6 40 . P -5 i B 3k
P 1 AR B 47) A0 E [ a-SMA. B %5 BE 5 [ vinculinL
JI. AL HT R B AR F Rk . gk — Pt iR
THOXAS™] LLFIKFb FTHSFbZH il N pS3 a3 30 7 X &
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