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Fex1xTsc227 7 2V —X L XIED—>TH 5 THG-1 (Tsc22D4) DHERE & fifiT 9~ 2 e T,
THG-1 23FZRg, RiE72 & OEE R LR OREEMIaIC R RN ELT 5 Z L2 R L7z, HIK
AR XA N TETIE L AAL E BB b > TNWA Z & h . B, A0S T LA %
T, THG-1 ORBBUZIOWTHRFI L2 E 2 A, BiE, Mo/ B AN THG-1 A E3EH T
HZEHERM LT, + 2 CRIEAMIAEIC THG-1 23 E87- L = A, EGF T L AHifagtE
DOEA, FOMEHE, JEEMENTTHET D Z ERBO O, SBHIZa T —F 7L ETEREEE
ARG IE T2 L 2 A, THG-1 B CIEAME LR ~D b3l sins Z L 2 R L
7o ERIED AMIERIZEB W T THG-1 & OIS 2 et Lz 2 A, —HORENA
AIARIZEBWTT X REB ALY BRNGFET DI ERHALNIR ST, S HIZEDOERIK
I%. EGF |2 X D HFRIEERE N IEFE AR CIL#ET 2 2t 2 A L7z, Ui EX Y THG-1 1%, &
SEEERADOFIRPABLETE LU THERET D2 EREBEEINT, 5% THG-1 OEFEREAZ
DOHIFE . 553t BAACIZBIT DB ZH ST L. & BICHHN AOZKIEDRRZE ., KO THG-1
DN R 8% A I L7 FrBISIEE O BRI O TV E 20 e E 2 T 5,

WFFERCR OB (3530)

THG-1/ Tsc22D4 belongs to Tsc-22 family members. However, biological and physiological roles of
THG-1 remain unclear. We found that THG-1 is localized in basal layer of normal squamous epithelium,
and overexpressed in squamous cell carcinomas. Knockdown of THG-1 in tumor cells suppresses cell
proliferation, invasiveness and tumorigenicity. Moreover, overexpression of THG-1 suppresses the
differentiation in squamous epithelium formation. We also found that THG-1 is phosphorylated by
Ras-ERK pathway, which is required for the promotion of cellular proliferation by EGF and
Ras-mediated tumorigenesis. Furthermore, we found an oncogenic mutation of THG-1 in tumors. These
findings highlight the importance of THG-1 as a novel oncogene of squamous cell carcinomas.
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b LG IRREAIIEERE 293T. b b A LA Ia Rk
HaCaT 1% 10%FBS. penicillin streptomycin
solution Z ¥sHN L 7= DMEM % T 37°C, 5%
CO, DT CHi#E LT=,

[EBfz 7 A]

HaCaT-THG-1 % EFBIMRIX, HaCaT HEfdIZ
pCAGIP-FLAG-THG-1 Z#E AL, EAMLE 1
pg/ml @ puromycin TR L7z, HE L 7=
n——%sn—=,7 1., $l FLAG PiiE&% H
WTTHRHME 28I L7z, TEI3THG-1 / » 7
207 HlRAIE pSUPER-shTHG-1 A A L, &

N Z 1 pg/ml @ puromycin TR L7-,
W L/7-aoo=—%/7n—=v/71L., il
THG-1 PR Z AW CHRBMe 28R L7,

[t e 1 ]
THG-1 ZEFRBIEE, % 12 well plate 12 1x10*
cells/well OEE Tl X | Z O MERFFME
ZHAWT6 HEE T HBXICMIEE 1
v b U, HEIEEEEE AR A 157

[Scratch assay]

HaCaT #HfE, TEL3 THG-1 / w7 ¥ v L fifia %
FNEN 6emdishiZiitx, =702 M2
70D ETEFE L, 0. 1% FBS/DMEM K512 A2
L7-, ¥ H 1000 ml HF v 7 CEBRAIHIE
ZHIVIELY , 48 KERElA v F =2 X— L7,
3. 7% formaldehyde/PBS C 10 4y [&E & L7-%
\CHEBERE 217> 7=, TGF-B& EGF (XA Z
v F T AHRENS 2.5 ng/ml. 100 ng/ml DIEE
THIF L7,

[He s e tayh]

B IR—H T A% A= 6well dish 12, FjaE
% 2X10* cells THE, 24 BFffIEE L7,
Dish 7> b ffEEEFR W A B2 L, PBS TS L
7-1%. 3.7% formaldehyde/PBS T 10 4y [LIHE
E L7, PBS T 104y, 3 [E¥E&#%. 1%BSA in
0.3% Triton X-100/PBS T 25 /7w v ¥
7 UL RUAR &2 SRR T LR RS S8 72,
D%, PBS Th 4y, 4 FIVEEE., 2 kEukz
SRIET 1 BB S, /G, PBS T5
4y 4 Bl RE . ZREK T 2 [BIPEE L. BIA
FEZHNCTATA RHT A LRIZE AL,

[foE R4~ v A TORET R HE D AT ]
2X10" @ TE13 fifz . < b U ZF/VZIREIA
Z* NOD-Scid v 7 AR L7z, B2 » A
BICIESZFIR L, K& S, BESE2WE L,
SIHIINRT 7 4 O EERLL T, B THG-1
PURCRIEG B EIT -T2,
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[THG-1 #5547 fiiehr ]

Tsc=22 77 IV —=H LU RIBED—DTHD
THG-1 DOFFEAFULZ FHVT, THG-1 DORERk
AN DN TG LT, £ ORESR., THG-1 1%
&, ‘7 & OEE R R O R R
BB D2 a2 R LT, AEEHRIC
TN TEE L AL L BB - T
WAHZ END, BE, MRAOHEBT LA &
HAWT, THG-1 OFETUC DN THRETLTZ & Z
A, BB, MO ER D AN THG-1 23 &3
B4l ZAMLT, 6T THG-1 OFEEL
IR ORI L 2R BT,



[THG-1 DHMALIEFHE - /3L~ 2]

WIZ e - AL HaCaT 12 THG-1 236 &
W7ok 2 A, ERHEEEIK T EGF 12 X A fifaiz
REDZA b, S OWE5, EEMESTLET S Z &
NRDOLNT-, EHIaT—F U7V ETF
G2 SR TR ST L 2 5,
THG-1 ZEELARIE TIZHRNE D b 3 ] < 4,
FORETE 2N TLHE L T WA Z E NS T
o7z YL EDZ &2 THG-1 1% EGF 12 X Bl
JarEsE A ToHE L, Ml bix sl 2@ = %
FFOZ BB ST,

[THG-1 @ EGF >~ 7"z X 5 U “ig{k]

THG-1 @ EGF > 7 F Wz 5% B8 o\ T
Fd 5728, THG-1 FEEMITD EGF Tk
> 7 umE (ERK, Akt © U U {lb. c-Myc,
JunB DIFEHL) ITHOWTHEF L=, LoxLaen
5. THG-1 I TN G > 7 vinE
Wiy b — LR THEFE R ZITRD
bR oT, LINLERRb Y2 AZ T n
v MZ XV, THG-1 1% EGF RLERIZ L v &4H5T
WA Z DR RS T7 v T5Z2 ERHG
Mo, 2Oy R 7 bk
phosphatase JUFRIC L > CTHHELT-Z &b,
THG-1 1% EGF ALERIiZ L0 U b Enb Z &
D LMo Tz, S HIZTHG-1 @Y Vgl
T 5 BGF v 7 MBI OV TRET L
7-& Z A, THG-1 IZ Ras—Raf-MEK-ERK %% T
VU b EN5 Z ENHLMNI o T,

[THG-1 @ EGF |T X % A rN Js{E])

HaCaT-THG-1 #f . EGF OEE FICBIT D
THG-1 OFAFN JHLEIZ DUV THREF L 7=, THG-1
1% EGF FEAFAE F CIEAMIRE I RFET % 23 EGF
LR 5 31412, TDOREIZT v 7 U 7 &R
Z L7 MREA~D JJEEAL B bz, &
DZ LG TH-1 IFHIRE 721X 7 7V 7
JECHERET 5 = L VR S T=,

[THG-1 DIEIE sk~ B %]
AE D KR TE13 AIBIC 38U T THG-1 /
o I BT URRERINL LT, F L CE OfIfan
Wi, WEE. MRl O W TREI LIS 2 A,
THG-1 / w7 X U HlE T, WIN BT
LTCWABIZERHLNNI 2T, EHIZZ
a4 NOD-Scid ~ 7 A IZBAE L CTFDEE
BRI OWTHRET L= Z A, THG-1 J v
7 X2 R CIREE I RRE R T35 2
EBBH LMo T,

PAEE Y THG-1 1%, R EEEDS A DFHLD A
BEFE UCHRET D Z LR sz, &
. THG-1 OEJER VRO, b, »
MIEIZBIT DEREZH LT L, S HITHR
DA DZWHEDBRFE, KT THG-1 25144 5
R A= L= B BRI E O B R IR O
DIFTNETZNEEZTNAD,
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