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WFFERCR O EE (J530) :Cellular protein homeostasis (proteostasis) capacity, or buffering
capacity of protein misfolding, is related with aging and aging—associated protein
misfolding diseases. One of prominent mechanisms of the maintenance of proteostasis
capacity 1is the heat shock response, which is regulated mainly at the level of
transcription by heat shock factor (HSF). In this research project, we first demonstrate
that HSF1 controls proteostasis capacity by regulating not only heat shock proteins (HSPs),
which facilitate protein folding, but also non—HSP proteins with diverse function
including protein degradation.
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A g v 7 IREERET 50N g v
7 HREIR - (HSF) THh V., FEIZ HSF1 23EEA
AR LVRIZE DB g v 7 EAERE (HSPs)
DFEEH Y, B a v 7 EAEIL. 51y
y_XerlLTEE, BEHEO T A — VT 4
VIR T x— T 4 T Rt B, L
23T, HSFI1 IX HSPs #5842 Z & CTHllA
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PP ERTE R 2 Il 5 7m0 O EHE &
AFAB ARG T EBEZLNTWVD (B
i : Morimoto Genes Dev. 2008)., T4, &
AERAFTAZ S ZADWFENT LY NA =
—J, N—=F VU, RUTAH IR,
hZEREE R LE, T LT/ el Y 7 o)L
b 3 T 7 & ORISR 0D B R
RTHLHZENRHLNI - TE T (R -
Balch et al. Science 2008)., FEPERIZ. ketE
KEKRT 2 & CEAEHEZRBET S
AU ZNE I VEEEEREEE S 58
B O FEERZ A T, HSF1 NSRRI &
L<HlL, FEmrMETLZENHLNE
7257~ (Hsuet al. Science 2003; Morley and
Morimoto Mol. Biol. Cell 2004), L7=-723-
T,V U AZEIIU® & T HILEMW) TO HSFI
DOENER AR S iz,

REEH HIX, RS HEBRT C HSF1 R T >
AV =~ AOIERICKIL T2
(Nakai et al. EMBO J. 2000), Z D~ %
I%, HSPs Z @3Bl L, T E B0 LM<
% O KIFEZTTTE Z v L= (Zuo et al.
Circulation 2003; Tanaka et al. J. Biol.
Chem. 2007), 22T, RY I VEZ I EH
FhRRETHRY Z XI5 R6/2 TV
Y URALHITAEDEL L TEAEIRY
+ =T 4 VIR T D HSF1 O %
NR7=. T R6/2 T~ 7 AL HSPTO kT
VAV =y U R EHITAEDPETHH

DNRIRRED S E & RO TV 72V (Hay et al.

Hum. Mol. Genet. 2004), #&\ /= Z &1z, HSF1
ZEIBT D R6/2 BT~ T A NERKG &
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fmOME 2/ 7~ (Fujimoto et al. J. Biol.
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L7ze LZL7e23 5, HSF1 KRB~ 7 2% W
ToBIR L~V DT IX A2V, — 5, Fllfg L
JLDEBRIT LY | HSF1 73 HSP LIS D s -5
Bz L CRERmEIcRE < EboTn
5 Z & (Fujimoto et al. J. Biol. Chem.
2005) . & L CIREVZ® T 2 Ha D E7F E HSP
PIA OB T HENEETH D (Inouye et
al. Mol. Cell. Biol. 2003) & ™9 FT4E4f
REENHLNIZR>TET-, Lo T,
HSF1 242 LWEAERAL AZ TR

RRIE & 2 ORI Z RT3 5 o0 1A % fiF ]
T5HZ LT, BEER AL AZ L A DM
OB RKE S BRT D B 27,
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BETOHLDOZENHLENE ST,
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FIZX LT, Ya— T EVRNA 2T HA
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(Hahn et al. Mol. Cell. Biol. 2004;
Trinklein et al. Mol. Biol. Cell 2004),
ZHUT B B9 HSFL 135D 70 iy iy
72 HSPs OFFE AT L TEABERA A A
AEHMRFLTWHWAEEEFELLATWS
(Morimoto Genes Dev. 2008), —J7. Hh
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ETHDHIEEEIRE LTS (Inouye et
al. Mol. Cell. Biol. 2003; Fujimoto et al.
J. Biol. Chem. 2005), AHFFEIZ X Y. HSF1
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Science 2006), FD7) T4, & AELME
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ELTE Y a3y 7 8B EE Uy Nm UE
HEOREMENERM I (B : Landles and
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X TWA (Kieran et al. Nature Med. 2004;
Katsuno et al. PNAS 2006), L2>L7Z23 5,
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Fox OWFIENHHH 50 TH D (Nakai et al.
EMBO J. 2000; Hayashida et al. EMBO J.
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ERBIET, EAEFRA LAY U ARED
A 2 X DI LT <,
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