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I found that p63 was related to the mechanism of keratin 1 expression in keratinocyte
differentiation. p63 induces keratin 1 via JNK/AP-1 activation. I explained keratinocyte
growth factor, from dermal fibroblast, suppressed keratin 1 expression via ERK signaling.

I examined the relationship between p63 and sonic hedgehog. I overexpressed p63 in
keratinocyte and showed the promoter activity of sonic hedgehog increased. In vivo, I

showed that p63 expressed strongly in basal cell carcinoma by immunostaining method

SR TERR
(BAEHAT - 1)
[ERESETE LiEESE & &t
2008 £ 1, 800, 000 540, 000 2, 340, 000
2009 1,200, 000 360, 000 1,560, 000
R
FHE
R
&l 3, 000, 000 900, 000 3, 900, 000

WFZe5y 8y« [ty ks
BfEO5F - E - NRRIERES: - KERY
X—U— R R4E b, FREMBa{b. p5l/p63. pb3



1. WHEBAR S MO 5

KEITEE DIRICIEESE, AR)E. Bk
J&. RIS NS, REGHIEAEE % 72
iz (N e g B G =X 3 N [ R R

0. K IRFFRECRIMBIERE A R D 1H
W HEFF L TV D, TAMHRET D Z LI
X0, e BREEREEA LD, REMRO
SACEFNT T 5 2 L3, RIERE OIS % i
25 L TEETHD, FrITEMEET
p53 DHFLLEIAF p51/p63 1. T ZHEFEFRL
ML DI EHE RN FTh 5 LS 1L
TWh, pbl i, MRS T pb3 DARER
7L LT, 1998 4RI T Siure, el
HiE AR 1 p53 DAT R F X Z OMIZ p73 B>
%o pbl 1& pb3 LHEEN L SETEY,
transactivation domain(TA domain) . DNA
binding domain. oligmerization domain.
Sterile « motif domain(SAM domain) .
transactivation inhibitory domain(TID) 2>
bR STV D

L2 L., pb3 1dhkx Zelifias THRILL TV D
3. pbl (TFITHEK B /e & o> LPTHA THEBLL
TW5, pb3 LIFHEAYV | pbl LB FHEE
r2omHEeD 7 vE—% —FEEK (TA-type,
AN-type) 23d 0 . 3FIHDOAIEXAT T A
Yo (a. By v)EFOOT, HEOTA
VT = AR D, pbl (TR TITEL
LT, BEEZHFLICHERLTEY, bolk
HLZLEBLTWDLT A Y 7 —LI1FA
Np51B(ANp63 @) T %,

P51l D/ v 7T U b= AT, B TOHSHE
i bR L 2 DRI TERICRIE L, U
BRI E R R AL, DEH -
HIBH « P KBRAE T, WAKDTZDAEZRS
SIS L7z, £z, RATEIC pbl 23 Il
oL, MoRE LEPAEBRYLRO LD

& LTz, SbIC
E T H D
dysplasia and facial clefting (EEC) JiEfz
Bt . Hay-Wells JiE f& #% (ankyloblepharon
ectodermal dysplasia clefting (AEC) JiEfz
#) DOFRFEET 23, psl ThHH . ZTOIMER
2, RIZRELTepbl /v 7T U b U ADE
BRNEWZ LRy hhoTe, £, pblt/-~
U ATRTIC R D R TR E W ) i
bigEde, U EDOZ b, FRIZEBWT,
P51 [TFEIHIRIA T LV D K0k, D%
ARSI TEBRLBRWVWEBEFTHD
EEZLNTND,

BUfE, FLIT p51/p63 M BREZMIAD LD
AR AL G L TND,

. SERVEAMNRIET Al 4

ectrodactyly ectodermal

2. WHEDHP

p51/p63 12 X HREAMILD LD A T3 =X
LEHBNTTH T &,

3. WD Ik

FIZv U AOEBRREMEAHER L, Ml
LR IR E AT o T2, ZOM, X Ry
B DOFRBLR ENIT AR T2 T &
p51/p63 DIEELOFHHEIZ1T5y 1AW Tik
ZHWZ, ZL T, BHonERICED . K
JE B OFRREMREI 2 5 7o DITid, BRRES

HIZRFFE S I 2o T,

FRRRR DS AITEE R D T Vo 7 N
%L%éﬁé%“( QE';LT_

High Ca** medium &

Low Ca** medium

‘imatured’




2008 FEJE FE Tl pbl/pb3 2k ED K H 7%
T FMBEDTEWZALSE Z D . £ DfER,
PR STEIZ ED KD IZBFR L TV 2 )
EEBRICE > THLMT Lz, REMBEOSS
LRI BIT 277 F L 1 ORBFEA =X
LT p51/p63 NEHE- L TV DRSS oT,
p51/p63 1% c=Jun N-terminal kinase (JNK) %
ML L, ZOTO AP-1 LT, 77
F 1 ORBLEZIERT HHEN o7, Lin
L. REOIEEE TILp51/p63 ABAFHLL T
HICHEb LT, 7T 1 ORBLERD R
VY, ZAUZDOWT, BERNLDORENRDHD b
DEEZ, ZFD—ED keratinocyte growth
factor (KGR IZLD LD THDLHFEERE LT,
KGF 73 extracellular signal-related kinase
(ERK) 24 LC, 7 7 F 2 1 OFBL%E p51/p63
WZHLL T, B ESED LWV ERSIoT,

2009 4EFE1L, p51/p63 D FifLD L 7 F L &
L C. sonic hedgehog 5% E x T, fiidr
L T35, sonichedgehog 1%, W% BEps
DIERETERUC BER R Ch 573, BFHRD
— T D EEM R & & T b Em I B
LTWAENMLN TS, £7°. REMK
T pbl/pb3 ZIBEIFRBLI /L Z A, sonic
hedgehog ® 7' v — 4 —JEKMEN EH 55
EREDDTZ, KIZ pbl/pb3 ITIXZE DT A
T —LARHLENHNOLNTNDDT, £D
IBLEDTA YT F—LTIHEMILE D
BT, THE, p5l/p63 DH T, £
Tt % < FET 5 ANp63 o / ANp51B T
HaE—F —IEEN LR T D EPEND
bivlz, L EoFEND | BIFE, KEHIE O
JRREZAL & p51/p63. sonic hedgehog (21X R
b RHDDOTIEIRNNES 2 HR DT
ZHED TN D,

<FADZEZ TWA KL EIFEI A =X 15>

JNKIAP-1

Epidermis:
Spinous leyer
Basal lsyer

5. ERFRERCE
(BFgEfFeE . WFFE o3 K ONEEARF TR 1
IR

(MRG0 (R 2 1)

1.E Ogawa, R Okuyama, T Egawa, H Nagoshi,
M Obinata, H Tagami, S lkawa and S Aiba :
p63/pbl-induced Onset of Keratinocyte
Differentiation via the c—Jun N-terminal
Kinase Pathway Is Counteracted by
Keratinocyte Growth Factor. THE JOURNAL OF
BIOLOGICAL CHEMISTRY VOL. 283, NO. 49 :
34241-34249, 2008, #Hid v

2.E Ogawa, R Okuyama, T Egawa, H Nagoshi,
H Tagami, S Ikawa, S Aiba Ectopic
expression of the pb3 homologue p63 is
linked to  squamous metaplasia in
extramammary Paget = s disease with
invasive adenocarcinoma. Histopathology,

54 : 374-393, 2009, &V

(Fa3E) G214

Lo ANIEAE, B, MBEF. HIER
BR. FHIRHEIH. p63 prevents growth arrest
via Sonic hedgehog induction, HAWFFEK
JERM TR 3 4 FHFERFIT RS - e, 2009
F£12 748, &

2. BLLIFE-, HRED A1 ANIAE, H)IE
KEB. FHEEHEIH., Notch2 down—regulation in
wound  healing is contributed to
acceleration of cell motility, H AWF3ZE
FIER P 3 4 RIFER TP RE - B,

2009 4F 12 A 4 H, &M

(XE] GO )



(PEETY PEHE)
OmRd (F o )

Py
FIE
MR
FHYE -
&7
HEEFEH B
ENA DR -

ORI (G0 )

LW
LR
MR
T
g
BAHFHHE
ENA DR

(Z Dfth)
R AR—

6. WFIERER

() wrgefRaEs

NI BE/E (0GAWA EISAKU)
HWALRE: - REFEEFRFTR - Bh#
9EE % 5« 20451586

(2) WFFE53 184

C )
WHIEHE &
(3) HHETTEA

C )



