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SRR OBE (Fns0) : dTFEOMFSEH 5, transforming growth factor-beta (TGF-B)
MNZ D epithelial to mesenchymal transition (EMT) ®OF—& 5% A NHA L THDH
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WFIE R OBEE (F30) : Recent studies show that TGF-B is a key cytokine of EMT and
zinc—finger transcription factor Snail also is a master transcription factor of EMT. Our
group has been investigating on molecular mechanisms of expression regulation of basement
membrane proteins and examining promoter analysis of BBAGl and type VII collagen genes.
The purpose of this study is to clarify how transcription factor Snail induced by TGF-j
modulate expression of basement membrane proteins. The results showed that TGF- induced
expression of basement membrane proteins, resulting in suppression of EMT. Furthermore,

transcription factor Snail played an important role in this phenomenon.

AR ERA
(AL 1)
RS EEE e F

200 9% 2, 100, 000 630, 000 2, 730, 000
201 0F%E 1, 200, 000 360, 000 1, 560, 000

R

R

FEE
o 3, 300, 000 990, 000 4, 290, 000




FHIFRR 43R » MIE © PORLRBRIRIE 2 + SR RLE

F—U—F:Baf. Y IVEE, BIEGE, B5RT

1. WFEBRLE S ) DT5 5t

ARIEIR & < BERERMERIZHT BN
D, B2 TIEFR B & R SRR 23 2
WY TIEE D, TF., lx OMfas Z o LR
225 MR OIS 2 BLR N 5 2
L2 Z 0B R MN epithelial to
mesenchymal transition (EMT) & BEIE#LS
£ 91272 o7z, ENT 134 OB RE
FALIZIHEFICEETH DL Z EBP LN E
NTWDD, S HITEORIEME B OFRIEIZ
HEBEICEEL TV Z RS TE R,
TE DO TE NS,
factor-beta (TGF-B) 232 ® EMT D F%— & 7
DA NIATHHZERHRA L, &6
(2. T &EDOHIEHE zine—finger R 5
T T 5 Snail 232 D EMT LG 2 T 5
Vv A —HRBRF &l o TWD Z & AR
I, HEEE OFTRT 25LRTR P EF T
X EEE R BL T 5 59 D 76 B i g o
WRIZ NIRRT E Tz, HREH b EBRICE
B i o K i BE 2 A B 3 % bullous
pemphigoid antigen 1 (BPAG1) <° VII #l=
T—FrDT T =X =D 1T o T
ap

transforming growth

2. WEDOHBY
AFFEOEHWIZ, 1) TCF-BD L 7 F IV TH
WX AEEE R T Snail N ED L D 724y Tk
A& L CREMIEToORERIERE A ORI
EEALSELON, £722) KIEBES T30
59 2 /a0 IR~ D H2E CWEAE I Snail
BN EO LI ITHET L), O2HEHL
MCTHZLICH D,

3. WD kL

1) FJEEE G 1 O 7 v & — & —fif# 7 : BPAGL
BiEf& VII Bag—7 Uilfar7ret—
A —DNANAIRESOFREERE LY T
=7 —FELEFIEE LA NTF 7 b
AW, b MEFRREZMEEZEERE L, £
LDAANT T M EREMBICEALZ
#%. TGF-BZIML T T =T —FDiEME
ZRIE LTz,

2) 455 [KF Snail OFEEENLORIE : L

T 2T —ET v 0 bHER S U7 i)
bayvta—X—7ua/ F AT Sanil F
AL DGR & HEW L 72, BPAGL 'mE—X
— L OFEA AL & FAR O 74 U
IX T VFFREEK L, FnboA U A
X7 VAT N 2 REOWRETERITHEM
T 5, WICHERMRN S EAZ MMM, £
D%IEHE OB TEERAE L, F Ly
T N7 A BT,

3) VT FIAREDHRNT A EIOFFET E
DT F IWAREDMENN TN D 03 E ZEHIC R
5 O L o THUER A V72 EBR
EiTol, b MEFREMBEREEL, X
IEML AR a3 R T 7 SRR
BAL, 0%, Akt ¥ T —E 7 F LR
=HK| (PI3K, PDKI, Akt fHEE) ,MAP 7 —
BFHEA (ERK, p38, JNK fHFE) & TGF-B%
WML Ty 7 =7 —FPoiEEEHE L,
4) Snail OIRIEBLZR TOMGS : Snail D
cDNA ZAEEE L, HHL_ 7 X —(TH A L3 EL
R B =R LT, 62, T hTHA
7V COFERRERR7 X —H B LT,
e R SO MESE R B DR H
— % —RFIE A LR OB~ —
—THDHI RNV B AT 7Y R

VII Blag—47y hTUAT VT I F—
Y DI DL % RT-PCR THIE L 7=, [FIFF
2. FOHW OO~ —I—Th b
TrATaRxsFr ALxuTaTRr—A
B L I A2 5 — 5 > O%8BLE RT-PCR
THeEN DTz, EBIZT TV A 7Y TOD
Snail FFEFHZTH. T HMIEORHBLL
TERED A% FL T,

5) Snail OHHIR TOMES : Snail TN
T glycogen synthetase kinase—3 (GSK3)

MHDY UMb ESZT D EHIEEICEE L
THREND, FDT=8, GSK3 ZIEH
HZLI2X Y Snail ORBAIHEITX 5,

ZZ T, GSK3 DRI X —ZET 5,
RO MESE I B A L ERE L
fRFDFEE %A RT-PCR THIE Lz, X,
siRNAL DO IHIFERZ1T 5, FEx OESI D
SiRNA Z/ b EfERk L, 8 AR CTH R



fal~E A U Snail FEELINHINS % H 7z,

6) AR TORG : MO CHEE T AR
L LT, BRI SOHE O HE I U B2
BT 5, £ZC, EROETHFEITIUL,
Snail SIEHIC ) v 7 F U REEIC LT-F#
R ABRRE CAMS IR o OB LR 21T\,
RN & BRIy 1 DR BUR L & Bl53 5
HTECTHoT,

4. WFFERE

1) BIEPGEAR 7 O 7 1 & — Z —fif 47 : BPAGL
B & VII ag—r U a7 eEt—
A —DNANAIRESOFREERE NV T
=7 —BBETFICHEELEa AN 7 B
EHWE, B NEFRREZMBAZREL, £
BOALANT T N ERIMBIZEALZ
%, TCF-BEIRMLTAY T =T —FDiEN
ZHIEL-EZ A BPAGLD I A KT 7 K
PAWERTIIANY 72T —BoEED -
ARBOHONT-, EBEVIH T —F 0o
YA RNT 7 NTHIREBEOEREI TS T2, D
R OLY T 25— P OIEMED EHBED 5
N7z, ZOFER, TCGF-PIIiL/CHlg CREJ
LIEEMREADORBEEZMZ D Z EBH 50
L0 EMT 285 2 & oz,
2) BB 7 Snail OFEAENLOFRIE : L
727 =BT v ANLHERN S N iEE D
bayta—XZ—7ua /7 AT Sanil
AL DGR 2 HEW L 72, BPAGL 7'mE—#
— FOREA AL & R OB 724 Y
IX7 VAF REEGR LT, & O A~FEE
THEEADFEE RET DRER AT,

3) VT IAREORENT « A RIOAIET E D
T FAREME N T D 0 % SR et
T2 DLW O CTHESZ AV ERE
1To7=h, DR ELRT DL, 4lF
DEBRTIIRE TE ehoiz,

4 )Snail OIRFEBLR TOMF:Snail @ cDNA
ERESE L BT H— A LB &
—EE L, S, T NIV A7 VT
DOFEA[RE/R T X — B AR LTz, M
SOMRHME A W ORI X — % —BF
FINCEA LR ORR~—h—Th D
BNV AT TV R, VII RIS
— PN T AT NS I F—BDORBDE
{b% RT-PCR CHIE LA, Zi D DOBEIE TR

DFBLOEAIT < | & HR DTN MLET
ool RIREZ, O ORI D~ —
H—Thhr7rATaxrsF o AZarn
TR —ARE, 1, 111 BT =7 038
% RT-PCR CTHED D=8, TN HOELH R
DN noT, LENS BEART X —D
HHAMEORED RE S T,

5) AR TORmE : 4 FEIOER TITEMRR
TORmBZLT 9 BT 72 <, Snail DHL
R CRPEMMBRG O 2 T o T2y, et tE DMK
<, TR TE o T,

5. TR L
(WFFEEE . WFZEoHE M OSBRI 728 12
ER 7Y

CHesEamsc) (BE 13 1)
1. Takeuchi S, Nakano H, Rokunohe D,
Kenoko T, Aizu T,

Nakajima K, Matsuzaki Y, Sawamura D.

Nishizawa A,
Disseminated lupus vulgaris
misdiagnosed as port—wine stain.

J Dermatol, 37:916-918, 2010. & #iA
2. Takeda H, Tkenaga S, Kaneko T, Nakajima
K, Harada K, Hanada K, Sawamura D.
Proliferating trichilemmal tumor
developing in nevus sebaceous
Eur J Dermatol, 20: 664-665, 2010
e
3. Rokunohe D, Nakano H, Oshima H,
Nakajima K, Aizu T, Kaneko T, Sawamura
D.
Giant cutaneous granular cell tumour
with papillomatous appearance. Clin
Exp Dermatol 35:e7-9, 2010. &I A

4. Kimura Y, Kaneko T, Akasaka E,

Nakajima K, Aizu T, Nakano H, Sawamura
D. Multiple eruptive dermatofibromas
associated with Hashimoto’ s
thyroiditis and myasthenia gravis
Eur J Dermatol, 20: 538-539, 2010. 4%
AT

5. Takiyoshi N, Nakano H, Kaneko T, Aizu
T, Nakajima K, Akasaka E, Rokunohe D,
Sawamura D.

A linear basal cell carcinoma



undergoing spontaneous regression.
Clin Exp Dermatol 34: e411-413, 2009.
i
6. Takiyoshi N, Nakano H, Kaneko T, Aizu
T, Nakajima K, Akasaka E, Rokunohe D,
Sawamura D.
Multiple desmoplastic
trichoepitheliomas with ossification
and cholesterol deposition.
Clin Exp Dermatol 34: 634-635, 2009.
i
7. Nishikawa Y, Kaneko T, Kakiyoshi N,
Aizu T, Nakajima K, Matsuzaki Y
Nakano H, Sawamura D.
Dermascopy of eccrine poroma with
calcification.
J Dermatol Case Rep 3: 52-54, 2009.
HHi
8. Rokunohe A, Nakano H, Aizu T, Kaneko
T, Nakajima K, Ikenaga S, Matsuzaki Y,
Murai T, Tamai K, Sawamura D.
Significance of sentinel node biopsy
in the management of squamous cell
carcinoma arising from recessive
dystrophic epidermolysis bullosa.
J Dermatol 35: 336-340, 2008. A& #HA
9. Nakajima K, Tamai K, VYamazaki T,
Toyomaki Y, Nakano H, Uitto ],
Sawamura D. Identification of Skn—1n,
a splice variant that is induced by
high calcium concentration and
specifically expressed 1in normal
human keratinocytes.
J Invest Dermatol 128: 1336-1339,
2008. #EHA
10. Nakajima K, Nakano H, Takiyoshi N,
Rokunohe A, Ikenaga S, Aizu T,
Kaneko T, Mitsuhashi Y, Sawamura D.
Papillon-Lefevre syndrome and
malignant melanoma: a high
incidence of melanoma development
in Japanese palmoplantar
keratoderma patients
Dermatology 217: 58-62, 2008. e
A

11. Minakawa S, Nakajima K, Aizu T, Nomura

K, Kaimori M.
A case of zosteriform metastatic skin
cancer.
Clin Exp Dermatol 33: 808-810, 2008.
e

12. Nishizawa A, Nakajima K, Nakano H,
Sawamura D, Satoh T, Yokozeki H.
A de novo missense mutation in the
keratin 13 gene in oral white sponge
nevus.
Br J Dermatol, 159: 974-975, 2008. 4%
i

13. Rokunohe A, Nakano H, Aizu T, Kaneko
T, Nakajima K, Ikenaga S, Matsuzaki Y,
Murai T, Tamai K, Sawamura D.
Significance of sentinel node biopsy
in the management of squamous cell
carcinomaarising from recessive

dystrophic epidermolysis bullosa.

J Dermatol 35: 336-340, 2008. ##i

(¥R Gro i)

() G o)
(PESEIA PEHE)
OHRERDL (G0 1)

TR
LR
MEFIZ -
TR -
&
HFEHEH B
EPWS DRI

OBAHRIL (G0 1)

AN
I
MERIFE
FHYH -
HG
BASFEH A
ERS DI

(Z D)
AN A -



6. AFFERERE

(D) WFgEfFRE
g BERE (MAKAJIMA KOJI)
SLRTRS: « KEFBEEFHIER - Bh#
WF7e &5« 70374832

(2) WFFE5 184
C )

WHIEHE 7
(3) LN TEA




