#RXF-19 ,} ﬂﬁ

N H |

HFEHREBEBRER (FNHREAEZBIRE) FRRRBES

Rk 2 54E4 F 3 0 AHE

HEIEE - 22604

MZRIER : KBS HRE

B2 EART : 2011~2012

SEREES 23657135

HREERL (F130) Ay PRy ITZHAMIEE FA A D ORABITIC K 2 HRFBENHRE
D PR B A4 7 BA

HEEREL (FE30) Novel signaling pathway in Patchedi.

MERERSE
JIIIE  4#2 (KAWAHARA Hiroyuki)
BEHRZER - KEREBEISFSHER - &2
HEEES : 70291151

MR OBEEE (Fn30)
Patchedi, MilatsE L ka2 b — AT 5R2EEEREO~ Yy UKy LT ¥ —T

bb, TOMEREITE MEFMEZFETD 2 ERMONTHN, MK ETo ) 1y REZR
THRBHEEFRBLOLG THOENITED L) IUBES LD NITHOW TR R BRI ST
Molz, Bz ldilr, Patched OCKRUGHTAIE N A A U BRI T oy v 7 aszif, AU
Wi AMENICREAT U RS B IR - 2 NIEHEL LT D 2 & W ORGEFRETRIC X 0 Rk
My ha—LINH 52 L EMHRATYD THLNT Lz, AWFIETIL, Patched 25 7HIARE K 2
Ao ut s TE, oBAT L IEEIREER. @m0 gt AR 2 REH L E M O HilH
R, 0 3 SICIHER LTEBI A HED | ~v Uk » 7&K & LTl refl i o8 LR Z 21
LERENLT 5 2 & B RS ENCT 2D TV D, 2HEBEICHTE52 0 1 2FFIZHBNTIE, &
NWETHADEBE LI RREAN ) oy SHICAMLa e EAE, —HD
BEREE T« PUIAR E ORFFEE % I\ C. Patched1DAIIE N A A > O & BERE D fiRMT %
D7, ZORER, Patched HTHIAE K A A > OYIW 22— LET 2{LFEHEDOFRIEICHKE LT,
S BT, PatchedZFH7HIRLE R A A > OFIRZEM O FERZH LM L>D2dH 5, F7z. Patchedl
DOMIE R A A ATKT DHBURES Z X7 () DORER SIS Lz, & 52, Patched
FTRIIE RAA % R¥ %A 27 U UAFAE R T, Wbl Ea BBl S 292XV, Patched#7
IR R A A v OBRTEEZ N LFFET 52 L 2N X0 TROERE KT O J/TE & 8515 %
I 2E2FH LWERI S AT 228 LS RWE Lz, 25 0RRIE, PatchedlDHMIEE K X A
VENLEBETHRE Y T 7 A FOABIERMAO KL D,

WFFERCR OBEEL (3530) -

Patched 1 (Ptcl) is a polytopic receptor protein that is essential for growth and
differentiation. Its extracellular domains accept its ligand, Sonic Hedgehog, while the
function of its C-terminal intracellular domain is largely obscure. In this study, we
stably expressed human Ptcl protein in Hela cells and found that it is subjected to

proteolytic cleavage at the C—terminus, resulting in the generation of soluble C—terminal



fragments. These fragments accumulated in the nucleus, while the N-terminal region of Ptcl
remained in the cytoplasmic membrane fractions. Using an anti—Ptcl C—terminal domain
antibody, we provide conclusive evidence that C—terminal fragments of endogenous Ptcl
accumulate in the nucleus of C3H10T1/2 cells. Similar nuclear accumulation of endogenous
C-terminal fragments was observed not only in C3H10T1/2 cells but also in mouse embryonic
primary cells. Importantly, the C—terminal fragments of Ptcl modulate transcriptional
activity of Glil. Although Ptcl protein was originally thought to be restricted to cell
membrane fractions, our findings suggest that its C—terminal fragments can function as

an alternative signal transducer that is directly transported to the cell nucleus.
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