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PS1 Mutation Effect on AR production Exon Location in huPS2
A79V 5 N/TM1 A85
V82L AR42 overproduction 5 ™1 V88

dell83/M84 AR42 overproduction 5 ™1 189/M90
V96F AR42 overproduction 5 ™1 V102
T113-114ins 6 HL1
Y115H AR42 overproduction 6 HL1 Y121
Y115C 6 HL1 Y121
T116N 6 HL1 T122
P117L 6 HL1 P123
E120K AR42 overproduction 6 HL1 E126
E120D 6 HL1 E126
E123K 6 HL1 P129
N135D 6 ™2 N141
M139V AR42 overproduction 6 T™2 M145
M139T AB42 overproduction 6 ™2 M145
M139I1 ARB42 overproduction 6 ™2 M145
M139K 6 ™2 M145
143F AB42 overproduction 6 T™M2 149
437 AB42 overproduction 6 T™2 149
M146L AB42 overproduction 6 T™Z2 M152
M146V AR42 overproduction 6 T™2 M152
H163Y AR42 overproduction 7 HL2 H169
H163R AR42 overproduction 7 HL2 H169
W165G 7 T™M3 w171
L166R 7 T™M3 L172
S169P 7 T™3 $175
S169L 7 TM3 $175
L171P 7 T™M3 L181
G209V 8 TM4 G215
G209R 8 ™4 G215
1213T AB42 overproduction 8 T™M4 1219
L219P 8 TM5 L225
A231T AR42 overproduction 8 TM5 A237
A231V 8 TM5 A237
M233T 8 TM5 M239
M233L 8 TM5 M239
L235P 8 TM5 L241
A246E AR42 overproduction 8 TM6 A252
L250S AR42 overproduction 8 TM6 L256
A260V ARB42 overproduction 9 TM6 A266
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L262F 9 TM6 L268
C263R AR42 overproduction 9 HL6 C269
P264L AR42 overproduction 9 HL6 P270
P267S AR42 overproduction 9 HL6 P273
R269G 9 HL6 R275
R269H 9 HL6 R275
R278T 9 HL6 R284
E280A AB42 overproduction 9 HL6 E286
E280G AB42 overproduction 9 HL6 E286
L282R 9 HL6 L288
A285V ARB42 overproduction 9 HL6 A291
L286V AR42 overproduction 9 HL6 L292
S$290C (delEx10) AR42 overproduction splice HL6 S$296
E318G 10 HL6 E322
G378Q 12 HL6 G359
G384A AR42 overproduction 12 ™7 G365
L392v AR42 overproduction 12 T™7 L373
N405S 12 HL7 N386
A409Y 12 TM8 A390
c410Y AR42 overproduction 12 TM8 C391
L424R 13 TM8 L405
A426P 13 T™M8 A407
A431V 13 Cc A412
P436S 13 o P417
P436Q AR42 overproduction 13 C P417
PS2 Mutation Effect on AR production Exon Location in huPS1
N1411 AR42 overproduction 6 TM2 N135
V148l 6 ™2 V142
M239V AR42 overproduction 8 TM5 M233
M239I1 AR42 overproduction 8 TM5 M233
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PS1N
anti-PS1NT
anti-G1Nr2

PS1

K& 7

PS1L
anti-PS1loop
anti-G1L3 PSC1/2
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PS2
2972 antl-PSZIoop .......... . PSZC.?:
anti-G2N2 SEssssesssmssannansnas
anti-PS2N anti-G2L

pSal

anti-PS2C
Antibody Antigen Dilution (X) Reference
PS1N PS14.2 500 Tomita et al., 1997
anti-PSINT GST-PS146s5 1000~5000  Thinakaran et al., 1998
anti-G1Nr2 GST-PS1,7¢ 500
PS1L PS130¢.336 250 Tomita et al., 1997
anti-PS1loop GST-PS1263.407 1000~5000 Thinakaran et al., 1996
anti-G1L3 GST-PS1497.379 1000~5000 Tomita et al., 1999
PSC1/2 PS1462.467 200 Tomita et al., 1997
2972 GST-PS24.57 1000 Tomita et al., 1997
anti-G2N2 GST-PS2,.6;7 1000 Tomita et al., 1998
anti-PS2N His-PS2N.s1 1000~3000 Oyama et al., 1998
anti-PS2loop GST-PS269.304 1000~5000 Thinakaran et al., 1998
anti-G2L GST-PS2301.361 1000~3000 Tomita et al., 1998
PS2L PS2346.339 500 Tomita et al., 1997
anti-PS2C PS2357.336 1000~3000 Oyama et al., 1998
PS2C2 PS2443.448 100 Tomita et al, 1998
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103— A - & -
68— A — —
45 =— el - < fl = < fl
N 35kDa - a 35~40kDa
29— NTF  — ;‘;:D - 23kDa
= - JCTF " = —<qCTF
19— - - - <19kDa
16— - - CTF
2972 PS2L aPS2loop
B § _PS2wt_ _PS2uu, § _Psawt_ _PS2u.
E a b ¢ a b ¢ E a b ¢ a b ¢
103 =— m 103 ==
68 = , 68 = :
. o w—— <l
e WenWe *:fslskn i
- s a
20 w— _— s o NTF 20 ==
23kDa
— s D a=s GED > G <4
19 = 1Q = CTF
2972 PS2L

B#*E 12 PS2®EI N2afifady X470y MR

A. —B%IC PS2 #RIA=H/- COS iDL >4/t— b (10pug) &1EEMIC PS2 #RIFL TS N2a
DL SAtE— M (20pg) 27 754 LTIz RY 70y hEIRICKY 7Ot vy &ait L.
COSHIfRLE B/ U N2a#ifla TIEPS2L DI E F—7 & U N KIFHEITUIEF= 41,35 kDa NTF & 23 kDa
CTF IZlE-TWB &EEZ BN,

B. [EEMIICPS2 #RIAT S N2afile®./ 2 O0— ¥ D#FHT. 35kDaNTF (3 fl DRIZE(Z/S U TEML
7=13. 23 kDa CTF (3—EBLL ML IZD >,
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AL

44=

8=
18==
13=—

97 =
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44 =
28 =
18 ==
13 e

M 13
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anti-G2N2 anti-G2L anti-PS2C2

Y
&
a8
& S
&S _~s~ > 07 =
Tk 71
anle « o
— — " ‘ 28_
18 =
anti-G2N2

anti-PS2loop

& 13 FADZERMPS20 7Ot U JICRIZTRE

FADZRNM COSHifRICEITE P20 7Ot U/ ICRIFTRHBICOVWTRIILZ.2REH% arrow
T. NTF % black arrowhead T. 23 kDa CTF % white arrowhead T. 19kDaCTF #7 A7 U R T
Rl WENDERLKELHEBESA LMo,
FAD ZR/ N2a #ifaTD PS2 07Ot U FICRIFTHEICDODVWTRILE, WThOZERHAE

A.

LEgE5x o=,
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140

01 AB40
120 | 1 W AB42
100 - -h .
E +
e 80 I
Q 3
< ol
40

b
20
1

mock PS1 pBAPP PS1w M146V A246E P267S A285V vector

+ BAPP

40

3Br

30F

25 |

2 F

%Ap42

151

10 F

mock PS1 pAPP PS1w M146V A246E P267S A285V vector

+ BAPP

H% 14 FADZRT PS1 /S AR EXICRIFTRHE

A. COS #IB2IC—@ME(C PS1. RAPP DRIRZE. L ENSDHRERZITL. 60 FEER. P (Tai#
ENT<L % AR % sandwich ELISA IC& > TRIE L /= (n=3. meantSE). BHMD/N\—T AB40 &, ED/\
—T AR42 #RY ., COSHIRIIMAMITIZIZEALE AR Z3 LTINS, RAPP ZRBR{EFEATS
E AR S ENS,

B. ATEONAMHIHEZRT, MHINTDE AR (AR40 & AR42 DF1) DO L. AR42 DEHHE
B (%AR42) ZRL7. FADZEREI PS1 & RAPP ZHREIREEDH L, ARL2 DEEMFRNICEF L.
AR42 DEEE S 1.2~1.7 FITEM L =,
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1200

+ O Ap40 |
W Ap42
1000 |- d— .
800 |
T i
- 600
[«n ]
<
400 |-
200 F

PS2wt N1411 PS2wt N1411 PS2wt N1411 PS2wt N141|

+ BAPP + BAPPNL +C100

40

25 |

%AB42
8

15F

10r

PS2wt N1411 PS2wt N1411 PS2wt N1411 PS2wt N141]

+ BAPP + BAPPNL + C100

HZ* 15 FAD ZRZE! PS2 NRIE BAPP 15D AR EXAICRIZTRE

A. PS1 &ERE#IC PS2 % COS #iRBIC—BMICRKIRSH. MibSNnsd AR Zi#&Et L7z (n=3. meanxSE).
BAPP LI IC. Sweden BZER##D RAPPNL &. R VIRiZ ST/ 1KAED RAPP [CHHHT % C100 A
WTRBDEBREIT o7, BAPPNL ® C100 AW\ 5 &IN5 AR DE(T 4~7 fZHEML /=55, FAD
TR PS2 EDHRIRICK>TARI DEEMET L. AB2 DEEDER L,

B. PS2 #RIAKD AR42 DLEER, T XTD RAPP T FAD ZERE PS2 DHRIAICL > TARR ODELE LS
PHEREINL,
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70 T
- 1 O AB40 -
60 - I W Ap42
|
50 | i
E 40 -
=
o,
< 2} .
20 .
N '
0
PS2wt N141I1 M239V N1411
B M239V
N
<
Q
<
<

PS2wt N141i M239V N141i
M239V

BF 16 COS HifEICH VT FAD ZEREI PS2 18 AR EXICRITTRE

A. COS #ifa2IC& FAD ZRE PS2 £ C100 LHRBRE . HIND AR ICDWVTHRE LA (n=3. mean
1SE). WFNDIAY R M50 FDIZES ARA0 EEDETHER & AR42 EEXED LENBE I,

B. 5 ARB42 DLEE, WTNDIVYRX M50 FDIFES AR DRI EF L/, 7= N1411 & M239V
D_BERZF > TOLTHEMNADHRIIRSNEh o,
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. 1 AB40
l B Ap42
400 T
S 300
2
@
< 00
100 -
il | N

a b a b a b c a b c
mock vec PS2 wt PS2 N1411

%AB42

a b a b a b c a b c

mock vec PS2 wt PS2 N1411

KF17 PS2#RIIIHET/~F.//0—F )L N2afilamrsoinEhnd AR

A ROFZ—DH, /I3 PS2 ZEEMICKRIAIH/- N2a flila s 48 BREEZEL ., DMINREMTI X
AR % sandwich ELISA [C& > THIE L 7= (n=4. mean+SE). mock (LBGFEA £7T > TUVARFERS,
/O0—2ICL>TET AR O RBICEBRONAD, BALALBGFICLVELSZZERITIO—
BMTEUTHo7=. FADZERE PS2 DHEIRICK > T AR DEAPFERMICERL,

B. #MEND AR2 DLEEE, WTIDI/O—2HRHEIND AR DELXR(I—FETHo7/=, BER PS2 #
RIS TH AR42 DEER(IEL LR > 72/8, FAD ZERE PS2 DFIRICTL > T ABL2 DLEENSKIEIC
EHF UK,
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1000
900 | W AB42 4

800 |
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700 | -
600 |- -
500 | -

400 |

A (pM)

200
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mock  PS2w  N141l M239V  N141|

M239V

80

%AB42

mock PS2wt N1411 M239vV  N141l
M239V

K% 18 FAD ZRZE PS2 # N2a iR ICRIFS B/-EICHhEIND AR

A. FAD ZRE PS2 % N2a fIRRICIEEMICRAT . 9 AR ZAELA (n=2. meantSE). 1\
THNOFADZERICE>TH AR42 DEENSEFRERMICEF L7/=, LML N141I/M239V —EZRR PS2 (T
WINDPDEBTRDIBELFAEED LR UMBREEINGEN /.

B. SMEND AR42 DLEER, M239V ZERH N141I ZRLRIZEED AR42 EAD L FHS N2a Hila THHESR
Ehi-.
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anti-PS2loop

Qré"
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AR e & &£
Q.V'U'Q‘lf""i""& 30\'}&‘«60 ""’o‘"
FEEEL e &S
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68 = :
46 - :
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28 = -
19 ==
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anti-PS2N
v
&
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FIELEE 88 8
107 == — B9 -
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28
— - ::
19 w— :
12 ==
anti-PS2C
v
2
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AN N )
o f Ty SEF o
FEEEL &8 &6
107 == L
68 =
S <
46 == -
— — -
28 =
| — —-— ‘-
19 = - <
12 -
PS2C2

H&E19 FBEWRTOPS2DRREIOEI > INRy—>
N2a. COS #ifa(ChnAz. HEK293 #ifa. PC12 #A2. rat primary neuron. astrocyte. fibroblast (Z&(F5
AEM PS2 DRIRZKRITHLRAKIC, PS2 ZERMICRIREE/L HEK293 il T 7Ot o /1%
— > %RET L7z, arrowhead T2REB%. arrow T7 S35 A bERLEZ. AWCIAXTOMBTAHR
™ PS2 (335 kDaNTF & 23kDaCTF & L THFEL TV, F£/- HEK293 HIRICIEEMICRIRE /B
Tt IRy —2E N2a fifa L IZIZRBETH > /2p, RIROBULS O —2IZD\TIE 19kDa CTF D
ERDHER N,
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hr,16|24|48|m |16|24|48_|g 116 ;24,48 |

F"SZ--I---I'--'-i-_':zNl -+ -+-+ 2 -+ -+ -+2
107 == — = — = ¥y | - w
68 m— -

<
28 = v e Mo o
19 = - <
12 -
2972 PS2L PS2C2

K% 20 COS#iRRTH—BMRRHTOIOLL VI/DIAALAI—2R
COS HifaICc—@MIC PS2 ZRB S, E/LATERL Y R 70y MEFEIT o /2. Rk 24 B
T4 35 kDa NTF & 23 kDa CTF MEIZRE 1545, #%4 IC 40 kDa NTF & 19 kDa CTF O ESEMT 5.
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Neuro2a (o015 Neuro2a coS
PS2 Vector . PS2 Vector ¥
I 1T 1 g o I 1T 1 g
time(hr) 0 4 8 16 0 4 8 16 £ & time(hr) 0 4 8 16 0 4 8 16 £ &
107=—__ 107 —
68 e B < 68 — R
46 — 46 — <
<+
- .
28 =— = 28 =
e —— i : N— - &a «
12— et e 12—
PS2L anti-PS2loop

K#&21 N2a#iRRICHTBT7Rb—XFEBOPS207/O0€> 4

RO —DH, HLLIEPS2 ZIEFERITHIRL TS N2a #f2 (23t L T staurosporine (STS) 443 (1 uM)
IV, EBSATERLTY RS 70y MERET> /2. B2 ICRIRENVET L. PS2 [EFERIRHA
Tl STS ALIB% 8 BT 19 kDa CTF MERMEB N/, AEM PS2 Mo IEBBEENLGH o2,



N1411
Vec WT Ni141l M239V M239V

STS - + - + - + - + - +
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28—
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2972
N1411

Vec WT N1411 M239V M239V
STS = + = + - + - + - +

07— e
68 — s 5 -
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T i st w4~ 23K

19— - ame W W 419K
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anti-PS2loop

N1411
Vec WT N1411 M239V M239Vv

STS - + -~ + - + - + - +
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68 = — g — o —

-_— e ‘
46—
< 40K
8 —
— e 4= 23K
19=—
12w
PS2L

N141l
Vec WT N1411 M239V M239V

STS - + - + - + - + - +

107 =
68 —
= S = > |
28—’

— —— - 23K
19— e - 19K
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PS2C2

F% 22 FAD Z R/ alternative cleavage (LR (T T RE
# FAD ZERE pS2 ZRIAL TS N2a flifa(C STS MIBEITLY, 8 FEEICY TN ERI, DT R
70y MERET o/, WTNO PS2 EA D alternative cleavage 2% (7 TLV/245, FADZERICL > TK

ERELIRoNGEM ST,

Bk 22
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COS WT  N141l WT  N141| N2a vector WT  N141l
DEVD - - + - - + DEVD - - + - - # DEVD - - + - - + - - +
YVAD - + - - + - YVAD - + - - + - STS -+ + -+ 4 -+ +
107 W= 07— LA = |
68— 68— . =
65— "EaNes < ,, SeNeen «  s— e

—= =T

= 08
28 e .

—_ — <+ 23k __w—-*i—ﬂ!k
19 19— o ———— 4 19k 19 = R e e = 4 19K
12— 12— 12

anti-G2N2 anti-PS2loop anti-PS2loop

K% 23 caspase HEHIIC K S alternative cleavage DEE

COS #ifa(C PS2 & —@ % (CHIREH. YVAD-CHO (caspase 1 FHEH]) © L <[X DEVD-CHO (caspase
3MEH) FAETTEELIIRY 70Oy MEREITO /2. TOHER DEVD-CHO AIE(CK > THRM
IZ 19 kDa CTF AL Lz, £7= N2a #if2(Z DEVD-CHO FE F T STS LB %175 &, BIZFEA
Z1T> T N2a #if2 T3 23 kDa CTF ORIRBE T HHIFI SN, PS2 RIRMAITI(I 19 kDa CTF DA
BMBEE SN,
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A TSlisup

Cell homogenize / TSXlIsup
Tissue In TSI

homogenize

in TSX (1%

TritonX-100) \

TSXlppt
TSI  TSXI TSXI TSI  TSXI TSXI
sup sup ppt sup  sup ppt
PS2 - + - + - + -+ -+ -+
- |
%= .. 5
8 46— - s6- N
© 28— 28 — -
19= 19— -
12 =
12=
TSI  TSXI TSXI TSI TSXI TSXI
sup  sup  ppt sup  sup  ppt
PS2 - + - + - + - 4+ - + - 4
107 = 25 107 =
o 68— - 68 =
é 28 = <4 28-
19 = 19— — <4
12— 12==
2972 anti-PS2loop

MK 24 EEMERICRAIE/LBEPS2 755 A bORBEMEDRE

A. MR- (EKEAEREEMHES E2 0 TSI T homogenize L., &L LRV b%Z 1% TritonX-100 [
Lo TAAELTES(TELN L. TSlsup. TSXIsup. TSXlppt D& T >0 3 &RBEIRL T,

B. PS2 #—@M%ICHKIEL T\ COS#ifa. HL<IFEFEMICHIRL TS N2aflilgEANTAICHED
T fractionation L. D xX¥ 70y &L=, 35kDaCTF. 23kDaCTF 288 PS2 ERIZEIC
1% TritonX-100 IC& > TRIBfLENDH EEZ SN,
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A Cortex Liver Spleen
TSI TSXI TSI TSXI TSI TSXI
$§ 8 p s s p s s p

107 =
68—
46 —
28 =
23kDa
19=— — |
e CTF
cos1 2 3 45 6 7 8 9 10 cos1 2 3 4 56 7 8 910
. e : .
107—-% = et D 107— oo
68 — 5= 3
46— ' 46— i . .
S GRS —— oy~ P 7 N L TS BT B <PS1
n—_— PTONTF 25— (LRSS » -.. <NTF
- -
19— 19— T
12— 12w
2972 PS1N
cos1 2 3 456 7 8 910
g e -y 2 .
107— r‘-“l - e
68— e— e y— 1: cortex 6 : kidney
46 = b2 — 2: cerebellum 7 : pancreas
S s i 3: heart 8 : thymus
j pS2 4: lung 9 : spleen
19— TTTTIIN—— . —— o TE 5: liver 10: testis

12—
anti-PS2loop

K&k 25 v MERERAWCEPS2 755 AY bORIALE T OES VHIRE — 2 DikE

A. BH¥ICS v @23 Z BT fractionation 21T\, EEADV A 70y bMEFZT /2. RETM
23 kDa CTF (3 TSXIsup B9 [CDAHFRE =N/, AEMD 19 kDa CTF (BB =G>/,

B. 5w MNig®£M\T TSXIsup BADY £ A9 > 70Oy MEHETT o7, NTF & CTF [EHEORIN
& — %7 L. $5(C heart. lung. testis THINRIRMAH SN,
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Standard cleavage

35 kDa NTF 23 kDa CTF

Full

Length msss 1 { 2 W 3 W 4 W 5 4 6
40 kDa NTF 19 kDa CTF

Alternative cleavage

270stop e 1 ul 2 W 3 W4 W 5N 6 |
303stop e 1 uu{ 2 }( 3 W4 W 5N 6 Wk
388stop s 1 i 2 @ 3 W4 W 5 W 6 Wjj——————— 7 |
271ctf | 7 W 8]
304ctf (7 W 8 |

344ctf | 8 |

F#& 26 PS2 DHBMBRXEAMRTAHWETI ST A MIPS2O A RS K
HEATIIIZEAEDORRA M PS2 (4 standard cleavage &5 (F. 35 kDa NTF & 23 kDa CTF & U THEHET
B, 75U A NEIPS ORE - BEEZRETT 5720, RITRLELD TS5 AL MIPS2 2RSS0
YANSOMEERELE,
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o7 = g
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S 2 & &
<
T A S SN
g < e & F SH
> wt mt mletMml‘%m&
Q7 ==
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-
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18 =
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anti-G2N2

X% 27

X o O
N ﬁotbc% $ A bf'"b 3
EFSF LSS
-89
8 « ==
- _/* - —-__*
anti-G2L anti-PS2C2
<
5 S 8§ & &
$ o & &
97 = !
W
- -
44 ==
28 =
- -
18 =
1 -
anti-G2L

R&E27 757AVMRIPS2DRR- JOw U INRG—2

A BI7SH AR PS2 #—@%I(C COS #RICRIRESHE., VxR 70Oy MEREZITO/Z. arrow
T4E PS2 £EH%. arrowhead T standard cleavage (L& 5754 A bDAIE %R L7z, alternative
cleavage B/ % %D 388stop. 271ctf. 304ctf (I caspase 3 [CLBHUHZER (T TELZEBDOND 40
kDaNTF & 19kDaCTF (FATURY) DBEINI,

B. €754 A MRIPS2 & N2a Hifa(CIERBICRRSE. Dz X4 70y MEHZ1T 072, 388stop.
271ctf [ standard cleavage BMIZFDICH b o TUENE D o7,
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anti-PS2C2

M#F28 755+ MEIPS2DEE
COS #fIC—BM ICRIMILLE TSI/ AL M PS2 DRELHREREICEI > TRITL/Z. ALWETA
THEAIIBP LRLBEEZRL. EI/NRECEELTHSHOEEDNL.
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A vector PS2wt PS2mt
CHX(h)o 2 4 10240 2 4 10240 2 4 10 24

= - *n -« fl

— e e o NTF

19 =
anti-G2N2

0 2 4 1024 0 2 4 10240 2 4 10 24

l

‘“”GM‘CTF
19 ==
anti-G2L
0 2 4 10240 2 4 10240 2 4 10 24
< PS!
08 mm - - NTF
anti-PS1N
0 2 4 10240 2 4 10240 2 4 10 24
107=m R e B - R " AAPP
C4
B 303stop  388stop
CHX(h) 0 4 04
- + . *

HM&k29 PS2 755 A2 bDREL
A. N2a $H3(C cycloheximide SLEBZITL, EEATY TILERRL, YR 70y MMERZETTD

-, RBXH-2EPS2EAIIREICHBENLDICHL, 7FF A MIREICFELTWE, &
1= PS2 RIS /- TIINEASE PS1 755 A2 FORBEMET LTV,
B. AWML T7S54 A hT#HS 303stop *® 388stop [IRFELENT ., BRICHES NI,
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500

450 L [F] OAB40 ]
W Ap42 |

350 |- ]
300 |- + 'I' ]
= i -f

200 |- -

AB (pM)

150 |- -

i TR NN N A

wt N1411 wt N1411 wt N1411 wt N1411
mock 271ctf 304ctf 344ctf

fl 270stop 303stop 388stop

%Ap42

wt N1411 wt N1411 wt N1411 wt N1411
mock 271ctf 304ctf 344ctf

fl 270stop 303stop 388stop

KEX 30 COSHIRBICEWNT IS AL NEIPS2 18 AR EXICRIFTRE

A. COSHARBICC100&£T7 55 A FRIPS2 Z— @M ICHRB L, M#E N3 AR IZD L\ T sandwich ELISA
ICL>THELRZ (n=4. meantSE).

B. Mi#END AB42 DEEE, WTNDTST AL MIPS2 ) FAD BRICEL S AR42 EEAE FREEE LS T
We. 2 CTF DARBEHTHRELRE(LIIRSnan -7,
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700
| O AB40 |
W Ap42
600 |- -
- r¥- = - =3 + 3 -
I e

500 L -I_ -I- -

s
& 400 |- -

Q.
< 300 |- -
200 |- -
| I I I -
0 I l I 1 - 1 ll . 1 L

wt N1411 wt N141 wt N1411 wt N141
mock 271ctf 304ctf

fl 270stop 303stop 388stop

%Ap42

wt N1411 wt N1411 wt N1411 wt N141

mock

1
271ctf 304ctf
270stop  303stop 388stop - o

H&X31 N2afiRBICBWWT IS AL NRIPS2 8 AR BEEEICRIFT RE

A. 75028 PS2 & N2a #IRICIERBMHICERIRSIHE. 9ENTS AR MT T X AR % sandwich
ELISA [CL>THIZELZ (n=4. mean*SE).,
B. 9EN5 AR DEFEAZRYT , COSHIFAELRER. FADZERICKL D AR EX FRMBIIRON TV,
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K& 32

HH

| B |

HH

M

Vector 304ctf

Vector 304ctf

+ 303stop/wt

+ 303stop/mt

Vector 304ctf

+ 303stop/wt

Vector 304ctf

+ 303stop/mt

KX 32 NTFE PS2 & CTF & PS2 DHFIH(C LD AR EEADRE

A BAERE (I FAD ZRE PS2/303stop ZIEEMICHKIRL TIVS N2a HIlBICR 4 ~—DHHLL (L
PS2/304ctf Z —@M ISRIGFEAL. 9ENS AR ZBE L/ (n=3. meantSE)., 304ctf DFIR(C
Lo TETFL2ARDHHEMPET U,

B. NTFEPS2 & CTFRIPS2 DHRIREED I E NS AR42 DEEER, FAD ZRE! PS2/303stop & PS2/304ctf
EHRERIETH AR42 DEEERIELLLAEM D=,



WT
411stop
421stop
431stop
441stop
4458£op
L446A
Y447A
T448A
1448V
I448F
T448R
CHis
CDup

KKALPALPISITFGLIFYFSTDNLVRPFMDTLASHQLYT

KK*

KKALPALPISIT*

KKALPALPISITEFGLIFYEFSTD*
KKALPALPISITFGLIFYFSTDNLVRPEFMDTL*
KKALPALPISITFGLIFYFSTDNLVRPFMDTLASHQ*
KKALPALPISITFGLIFYFSTDNLVRPFMDTLASHQAYTI*
KKALPALPISITFGLIFYFSTDNLVRPFMDTLASHQLATI*
KKALPALPISITFGLIFYFSTDNLVRPFMDTLASHQLYA*
KKALPALPISITFGLIFYFSTDNLVRPFMDTLASHQLYV*
KKALPALPISITFGLIFYFSTDNLVRPFMDTLASHQLYFEF™*
KKALPALPISITFGLIFYFSTDNLVRPFMDTLASHQLYR*
KKALPALPISITFGLIFYFSTDNLVRPFMDTLASHQLYTHHHHHH*
KKALPALPISITFGLIEFYFSTDNLVRPFMDTLASHQLYISHQLYI*

KX 33 AWML TRV C KIKZLER PS2
KRRICEWTERALE CRHRER PS2 D7 =/ BENERLZ, TNEFNFAEE, FAD ZTER (N1411)

DHFEERLT,

K% 33
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600

i O Ap40 |

500 L _} I B Ap42 ]

__ 4o f i
=
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= 300k i

< | =

200 | i

1m-(L i‘jl_ rL,TI -

Halwll 1

wt N1411 wt N1411 wt N1411 wt N1411 wt N1411 wt N141l
fl 411stop 421stop 431stop 441stop 445stop

%AB42

wt N1411 wt N1411 wt N1411 wt N1411 wt N1411 wt N141l

fl 411stop 421stop 431stop 441stop 445stop

H#% 34 COSHMIREICHBWWT CXKIGT I /BE/RIaE! PS2 18 AR EEA IC R IF T RAR

A. COS #B2C—B%(C C100 && C RIFRIBE PS2 ZHRIAL., MHENTL S AR CDNWTHRHLE
(n=4. meantSE). PS2/411stop R\ TIZIZEERED AR S PEEINSN, FORMNBDIES
DEDHEMMICDNWTIIRBRIELICR -/,
B. fiEN/c AR42 DELE, FAD ZRELR PS2 18 AR42 DLELEE 1.5 ST (CEMEB/ADICH L T,
C RKimZERIBL = PS2 TIXIZDOMRM KON TV,
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i (1 AB40
900 | ‘I’ N Ap42

b :;

P Y

AB (pM)
:
+
=

400-_

00 |-

200._
100 |

o | BN Bl B

wt N1411  wt N1411  wt N1411  wt N141i

fl 411stop 441stop 445stop

wt N1411  wt N141i wt N141F  wt N1411

fl 411stop 441stop 445stop

HF 35 N2afilBICBWWTCHRET I/ EBRIERI PS2 18 AR EEXEICRIZTRE
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69: AIVFVVL | AAVTF ILVLLFYYNFTNFLKHYMRF SAFFVLGTMGGA I FLS | |QH-FSIPVD 127
77: SVVFVAAI TVATFVLVLLFYLRCVKFLKFYMGF SAF | VLGNLGGE | LVLL IDR-FRFPID 135
9?:AAVFVALVAVVTFVLVALYYYRCTGFLKNYMRFSAFFVLFSMGGAIAAAVLRR—LGAPLD 356

13
13
13
13
10
12
14
14

M6
195: YITVALLI—WNFGV IS WKG LOOAYLIMI FI-KYLPEWT| @AV 252
195: YVTVALL |-WNFGV WKGPLRLQQAYL IMI SALMALVF | -KYLPEWTAWLILAV 252
195: YITVALLI—WNFGVVGMIAIHWKGPLRLQOAYLIMISALMALVFI—KYLPEWTAWLILAV 252
196:Y1SVALL |-WNFGVVGMIAIHWKGPLRLQQAYL IMI SALMALVF | -KYLPEWTAWLILAV 253
161:YITLALLI-WNFGVVGMICIHWKGPLLLQQAYL IMISALMALVF 1 -KYLPEWTTWL ILAV 218
184:YFTLAL | I-WNFGVVGMICIHWKGPLRLQQAYL IM! SALMALVF [ -KYLPEWTAWL ILAA 241
201 : YPTLLLTV-WNFGAVGMVC I HWKGPLVLQQAYL IMI SALIALVF | -KYLPEWSAWVILGA 258
201 : YPTLLLTV-WNFGAVGMVC I HWKGPLVLQQAYL IMI SALMALVF | -KYLPEWSAWVILGA 258
202:YPTLFLTV-WNFGAVGMVC IHWKGPLVLQQAYL IM| SALMALVF | -KYLPEWSAWVILGA 259
201:YPTLFLAV-WNFGAVGMVC | HWKGPLVLQQAYL I VI SALMALVF | -KYLPEWSAWVILGA 258
204: YPTLFMV 1 -WNFGAVGM] C | HKKGPLQLQGAYL IMI SALMALVF I -KYLPEWNSAWVILGA 261
200: YPTLLM! [-WNFGVVGMI CIHWKGPLRLQQAYL I V1SALMAL | F1-KYLPEWSAWVILGA 257
217:YPTALL | -MWNFGVVGMMS | HNQGPLRLQQGYL | FVAALMALVF | -KYLPEWTAWAVLAA 274
162: SALLVLFGLGNYGVLGMMC | HWKGPLRLQQFYL | TMSALMALVF I -KYLPEWTVWFVLFV 220
121:PTFFFLI-L-QFGGLG I TCLHWKSHRRLHQF YL IMLAGLTA-|F ILNILPDWTVWMALTA 177
138: IVLIVV-PTVVYGFGG| YAFFSNSSL ILHQI FVVTNGSL | S-VFYLRVFPSKTTWFVLWI 195
128:SITGFILLFNFTILGTLSVFAGGIP1VLRQCYMVVMG | VVAAWF-TK-LPEWTTWF ILVA 185
136:SITFLILLFNFSVVGVFAVFMSKFSIL I TQGYLVWIGVLVAYFF-T-LLPEWTTWVLLVA 193
I53:AATALVLLFNASAVGVLSVFASAVPIVVRQGYMVALAVIVAAW——LSRLPEWTTWVMLIA %14

AAAAAAAAAAAA AA»A

253: 1SVYDL LVETAQ Tl 1Y TMVWLVNMAEGDPEAQRRVSKN 312
253: ISVYDLWE@[&LVETAQE&E EE%IYS TMVWLVNMAEGDPEAQRRVPKN 312
253: 1 SVYDLVAVLCPKGPLRMLVETAQERNETLFPAL | YSSTMVWLVNMAEGDPEAGRRVPKN 312
254: | SVYDLVAVLCPKGPLRMLVETAQERNETLFPAL | YSSTMVWLVNMAEGDPEAQRKVSKN 313
219: 1SVYDLVAVLSPKGPLRMLVETAQGERNETLFPAL 1 YSSTMIWLVNMADGDPGLKGQSASTK 278
242: | SVYDLLAVLCPKGPLRILVETAQERNEA|FPAL | YSSTMVWLFNMA—DSAETRNNSSH 299
259: | SVYDLVAVLCPKGPLRMLVETAGERNEP | FPAL | YSSAMVWTVGMAKLDPSS-QGALQL 317
259: | SVYDLVAVLCPKGPLRMLVETAGERNEP | FPAL | YSSAMVWTVGMAKLDPSS-QGALQL 317
260: 1 SVYDLVAVLCPKGPLRMLVETAQERNEP | FPAL | YSSAMVWTVGMAKLDPSS-QGALQL 318
259: | SVYDLVAVLCPKGPLRMLVETAQERNEP | FPAL 1 YSSAMVWTVGMAKLDPSS-QGALQL 317
262: | SVYDLLAVLCPKGPLRMLVETAGERNEP | FPAL | YSSAMMWTVGMA - ~-DSATADG-RMN 318
258:1S1YDLIAVLCPKGPLRMLVETAGERNEP | FPAL | YSSAMVWMVGMA - DSNN-PDSA-GE 314
275: 1 SIWDL | AVLSPRGPLRILVETAQERNEQ|FPAL{ YSSTVVYALVNTVTPQQSQATASSS 334
221: | SVWDLVAVLTPKGPLRYLVETAQERNEP| FPAL1YSSGVIYPYVLVTAVENT--TDPRE 278
178 | SFWD | VAVLTPCGPLKMLVETANRRGDDKFPA I LYNSSS~YVNEVDS-PD-T--TRSNS 232
196 : VLFWDLFAVLAPMGPLKKVQEKASDYSKCVL-NL |MFSANEKRL TAGSNQEETN-E-GEE 252
186: LALYDLVAVLAPGGPLKLLVELASSRDEEL-PAMVYEARPTVSSGNQRRNRGSSLRALVG 244
194:LALYD|AAVLLPVGPLRLLVEMA|SRDED | -PALVYEARPVI RNDSRSV 241
21?:LALYDLVAVLAPRGPLRMLVELASSRDDEL-PALVYESRPTVGPASGSSSYASAMGSVEM 273
: 0
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huPS1. ptn
moPS1. ptn
ratPS1. ptn
bosPS1. ptn
xenoPSalpha. ptn
danioPS1. ptn
huPS2. ptn
moPS2. ptn
bosPS2. ptn
ratPS2. ptn
xenoPSbeta. ptn
danioPS2. ptn
droPSN. ptn
celeSEL12. ptn
celeHOP1. ptn
celeSPE4. ptn
alaPS!. ptn
alaPSI|. ptn
oryPS1. ptn

D. disPS-SLB375. ptn

huPS1. ptn
moPS1. ptn
ratPS1. ptn
bosPS1. ptn
xenoPSalpha. ptn
danioPS1. ptn
huPS2. ptn
moPS2. ptn
bosPS2. ptn
ratPS2. ptn
xenoPSbeta. ptn
danioPS2. ptn
droPSN. ptn
celeSEL12. ptn
celeHOP1. ptn
celeSPE4. ptn
alaPS|. ptn
alaPSI|. ptn
oryPS1. ptn

D. disPS-SLB375. ptn

huPS1. ptn
moPS1. ptn
ratPS1. ptn
bosPS1. ptn
xenoPSalpha. ptn
danioPS1. ptn
huPS2. ptn
moPS2. ptn
bosPS2. ptn
ratPS2. ptn
xenoPSbeta. ptn
danioPS2. ptn
droPSN. ptn
celeSEL12. ptn
celeHOP1. ptn
celeSPE4. ptn
alaPS|. ptn
alaPSI|I. ptn
oryPS1.p

313:SKY———-——————N--AE§ TERESQD—~TV-—-AENDDG———- — 334
313:PKY————————-N--T AERETQ-—-DS---GSGNDD—————- 333
313:PKY S—-TQG TEREETQ—DT-—-GTGSDD————- 334
314: SNY——————————-N--AQRP--A—-NSPVTTTGTESESQD——PV-—TESDDG-——- — 345
279: T-Y-———————-N-~TQAP--T--AHPRSDSAASD-—D N-G 300
300:PV PQQENQVVAMAPT—AQ——-AEDDG—————— 321
318:P-Y D--PE MEEDSYDSFGEP 334
318:P-Y D--PE MEEDSYDSFGEP 334
319:P-Y D--PE MEEDSYDSFGEP 335
318:P-Y D--PE MEEDSYDSFGEP 334
319:QQ V-Q HIDRNTPEGANST 335
315:RR RSGGGVRTQEGVESE 331
335:PSSSNSTTTTRATONSLASP--E-—-AAAASG—-QRTGNSHP-—RQ---NQRDDGSVLAT-E 383
279 : PTSSDSNTST——-—AFPGE-—A--SCSSETPKRPKVKR | ——PQ--—KVQ-————|——E 316
233: TPLTEFNNSSSS-RLLESDSLLRPPVIPRQIREVREV 268

253: ST-|R--RTVK--QT |EYYTKREAQDDEFYQK IRQRRAAINPDSVPTEHSPLVEAEPSP| 307
245: GGGVSDSGSVEL-OAVRNHDVNQLGRENSHNMDYNA—|AVRDlDNVDDGIGNGSRGGLER 302

242: RRVWREQRS-—-SQNNANRNEVRVVESAEVEEEH 273
27? OPV—ADPGRSGGNO—--Y-——DRVEQEDDSSR———AVVEMRDVGGSRSSIRE-—RN -LER 820

335:-GFSE E EAQRDSHLGPHRST-PESRAAVQE—LSS 366
334: GGFSE E EAQRDSHLGPHRST-PESRAAVOE—-LSG 366
335: GGFSE E EAGRDSHLGPHRST-PESRAAVQE—-LSG 367
346:~GFSE E EAGRDSRLGPHHST-AESRSAVAD—LSS 377
301:-GFDT T EDHRNAQI GPINST-PESRVAVQA—-LPS 332
322:~GFTP A VDHQQHQL GPMQST-EESRRG | GE—HPS 353
335:-SYPE VF EPPLTGYPGEELE-EEE——————- 356
335:-SYPE VF EPPLTGYPGEELE-EEE—--—————- 356
336:-SYPD VF EPPLPGYPGEELE-EEE-—————-———— 357
335:-SYPE AF EAPQPGYPGEEPE-EEE—-——-———— 356
336:-VEDA AE TRIQTQSNLSSE—-DPD———————— 356
332: -HDAP QA= GRR—Q—YSAEE-DLF——-—————- 349
384 GMPLVTFKSNL—RGNAEAAGF TOEWSANLSERVARRQ | EVQSTQ-SGNAQRSNE--YRT 438
) — SNTTASTTQ-NSGVRVERELAAERPTVG DA—N——FR 349

308: ELKEKNSTEELSDDESDTSETSSGSSNLSSSDSSTTVSTSD I STAEECDQKEWDDLVSSL 367
303: SP-LVGSPSASEHSTSV-GTRG-NM-EDRESVMDE-EMSPLVELM-GWGDNREEA—--R 352
274:VGSSE-———- RAE ISV PLID RR-PEQAE 295
321 :EAPMAVSVSG-HSS-NQGGS-SQHAV 1 Q1 EGHEEG-ETVPLVSAA- SANNAAPNE—EHR 373

1 RTRGR-TRGRTRGIFTLLV IVAIYDLFAVLCPRGPLKVLVELSQE 44

367:S|LAGED——PE-——E-REVKLGL| FIFYS GKASATASGDWNTTIA@FVAILIGLC 419
367:SILTSED—PE——E-RGVKLGLGDF | FYSVLVGKASATASGDWNTT | ACFVAILIGLC 419
368:S|LTSED-—PE-———E-RGVKLGLGDF | FYSVLVGKASATASGDWNTT | ACFVAILIGLG 420
378:S1LASED—PE———E-RGVKLGLGDF | FYSVLVGKASATASGDWNTT IACFVAILIGLG 430
333 :NSPPSED-—PE-———E-RGVKLGLGDF | FYSVLVGKASATASGDWNTTLACFVAILIGLG 385
354: ARPPPPA——DDDE——E—RGVKLGLGDFIFYSMLVGKASATASGDWNTTLACFVAILIGLC 408
357: RGVKLGLGDF | FYSVLVGKAAATGSGDWNTTLACFVAILIGLG 400

357: E DGVKLGLGDFIFYSVLVGKAAATGSGDWNTTLACFVAILIGLC 400
358: E-RGVKLGLGDF | FYSVLVGKAAAMGSGDWNTTLAGFVAILIGLC 401
357: E-RGVKLGLGDF | FYSVLVGKAAATGNGDWSTTLACF 1AILIGLG 400
357: EERGVKLGLGDF | FYSVLVGKAAATASGDWNTTLACFVAILIGLG 401
350: EDRGVKLGLGDF | FYSVLVGKAAATGG-DWNTTLACFVAILIGLG 393
439 : VTAPDQN--HPDGQEE-RG |KLGLGDF | FYSVLVGKASSYG--DWTTTIAGFVAILIGLC 493
3501 ——————- HEEE--ER-GVKLGLGDF | FYSVLLGKASSYF-—DWNTTIAGYVAILIGLC 395
269: EG-T IRLGMGDFVFYSLMLGNTVQTC-P-LPTVVACFVSNLVGLT 310

368 : PNNDKRPATAADALNDGEVLRLGFGDFVFYSLL | GRAAASGCP—FAV I SAALGILFGLV 425
353: GLEESDNVVD | S—N--RGIKLGLGDF | FYSVLVGRAAMY—-DLMTVYACYLAI I SGLG 405
296: ——N-SETFLEGI GLGSSGA |KLGLGDF | FYSVLVGRAAMY-—-DLMTVYACYLA| IAGLG 349
374 :ENSSSDSGMEFEMFESTRG IKLGLGDF | FYSVLVGRAAMY—-DLMTVYACYLAI IAGLG 430

D. dlsPS—SLBS75 ptn  45:RNENIPALVYXTGKGSDSNLKLGLGDF | FYSLL | SRAALVH-——MSCVFSTFIAILTGLF 101

*k okkek Rk L 0L LLLoLL Lol *k,
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huPS1. ptn 420:LTLLLLAIFKKALPALPISITFGLVFYFATDYLVQPFMDQLAFHQFY1:467 NM_000021
moPS1. ptn 420:LTLLLLAIFKKALPALPISITFGLVFYFATDYLVQPFMDGLAFHQFY1:467 NM_008943
ratPS1. ptn 421:LTLLLLAIFKKALPALPISITFGLIFYFATDYLVQPFMDQLAFHQFY| :468 D82578
bosPS1. ptn 431:LTLLLLAIFKKALPALPVSITFGLIFYFATDYLVQPFMDQLAFHQFY!:478 AF038936
xenoPSalpha. ptn ~ 386:LTLLLLAIFKKALPALPISITFGLVFYFATDYLVQPFMDQLAFHQFY|:433 D84427
danioPS1. ptn 409:LTLLLLAIFKKALPALPISITFGLVFYFATDNLVRPFMDQLAVHQFY | :456 AJ132931
huPS2. ptn 401:LTLLLLAVFKKALPALPISITFGLIFYFSTDNLVRPFMDTLASHOLY | :448  NM_000447
moPS2. ptn 401:LTLLLLAVFKKALPALPISITFGLIFYFSTDNLVRPFMDTLASHOLY| :448 NM_011183
bosPS2. ptn 402:LTLLLLAVFKKALPALPISITFGL | FYFSTDNLVRPFMDTLASHQLY1:449 AF038937
ratPS2. ptn 401 :LTLLLLAVFKKALPALPISITFGL IFYFSTDNLVRPFMDTLASHQGLY | :448 X99267
xenoPSbeta. ptn 402:LTLLLLAVFKKALPALPISITFGLIFYFSTDNIVRPFMDTLASHOMY | : 449  D84428
danioPS2. ptn 394 :LTLLLLAIFKKALPALP|SITFGLVFYFSTDNLVRPFMDSLAAHQYY I : 441 AJ271795
droPSN. ptn 494:LTLLLLAIWRKALPALPISITFGL | FCFATSAVVKPFMEDLSAKQVF1:541 U77934
celeSEL12. ptn 396:FTLVLLAVFKRALPALPISIFSGLIFYFCTRWI I TPFVTQVSQKCLLY:443 AF171064
celeHOP1. ptn 311: 1 TLPIVTLSQTALPALPFPLAIAAIFYFSSHIALTPFTDLCTSGLILI:358 AF021905
celeSPE4. ptn 426:VTLTVFSTEESTTPALPLPVICGTFCYFSS-—M-FFWE-——-QLYG:464 714066
alaPS|. ptn 406:CTLILLSVYNRALPALPISIMLGVVFYFLTRLLMEPFVVGVTTNLMMF : 453 AC003981
alaPSI|. ptn 350: | TLMLLSVYQKALPALPVS IMLGVVFYFLARLLLEVFVVQCSSNLVMF:397  AC007113
oryPS1. ptn 431:CTLILLSICKHALPALPISILLGVTFYFLTRLLMEPFVVGSSTNLVMF :478 6539551

D. disPS-SLB375. ptn 102:LTLLCLAIFKKALPALPISIFLGILFYYLSNNFLTPFIEALTLSQIFV:149
. Kk e . .
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hu, Homo sapiens: mo, Mus musculus; rat, Rattus norvegicus; bos, Bos taurus; xeno, Xenopus laevis. danio,
Danio rerio. dro, Drosophi la melanogaster: cele, Caenorhabditis elegans; ala, Arabidopsis thaliana; ory,
Oryza sativa, D.dis, Dictyostelium discoideum

H*X51 NFETICHEZINTWSBPS 77 —9F

RERRETICREESNTOWABREYED PS 773U —9DFHOBEIEZEE L. 7 I/ BHOREIC
Genbank accession No.Z R U7=. D. discoideum [ZD W\ TIIFRAENIT>TIVS cDNA A>T o FIC
BOWTRRINEHSENEBRLAEZBOTHY.,. TERTIIARN,

Abbreviations

—-TMD---: Transmembrane domain
“““““““““ : Membrane associated domain
>< : standard cleavage site

. Aspartate

: FAD mutation

. conserved sequence

> highly conserved sequence
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R-catenin
§-catenin
p0071
filamin

CLIP170
BAPP rab11

TPIP GSK-3B Go
proteasome (HC5&ZETA)
rabGDI PSAP

ﬁ I

—_PE_H3H4H5H___——---—

I i

PS1

PS2

calmyrin sorcin calsenilin
p-calpain CALP
Bcel-X,
S EMIAEA

Notch. sel-10. Bcl-2. QMMJif-1

B&#52 NETICHESN TN PSHEAERLTOESHM

FRICPS1 ZAVNTOA—Z v ENREEEAZE. TRICPS2EAVT/O—Z Y/ SNIREEEAE
FY. PS1-PS2 L HICRAT B EMDH > TNBEAICDNWTIIARFTRLULE, BEBUSLSDNS
BROHD (TRTPST ZANVTRESIRENTND) (CDVWTEIRTRITRLZ, CALP [CDNTIIT—%
ARRTHS (AARBHEBOS).
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A luminal/extracellular cytosol
—@»—N
SREBP
C
Ly
N ——C
APLP1 AR
Notch N ﬂ —g@p—cC
Irel N—— ——  @P-—-C
ATF6 C ——@Pp—N

huSREBP2 NH,-DRSRILLCVLTFLCLSENPLTSLLOWGGAH-COCH

hufRAPP NH,-FFAEDVGSNKGAIIGLMVGGVVIATVIVITLVMVKKKQ-COOH
huAPLP1 NH,-REAVSGLLIMGAGGGSLIVLSMLLLRRKK-COOH

mNotchl NH,-LPSQLHLMYVAAAAFVLLEFEFVGCGVLLSRKR-COOH
hulrela NH,-MLKDMATIILSTFLLIGWVAFIITYPLSMHQ-COOH

huATF6 NH,-PKRRVVCVMIVLAFIILNYGPMSMLEQDSRR-COOH

E%*% 53 Regulated intramembrane proteolysis (Rip)

A. Rip 22 (T52EHDOMEE. AKEIT luminal cleavage Z. EXENT intramembrane cleavage Z/RL 72,
EEAEREERFEEHEZRDRAC,

B. Rip Z%(72EHE®D TMD HNELY). TMD Z T#£T, intramembrane cleavage B3SO M > TS HDIC
DWTIIKFETRLAE, TMDIZWWW ETOD SOSUI 7O5 S AICKBFRICLIMN o7,
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4% 54 RAPP & Notch DU

BAPP, Notch & % I(C luminal flITC TACE (CLAVIlEZ(F7/=%I1C. PS B85 9 % Rip %115,
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Kz 55 BAPP D{#LLZFEH%EEB L 7/= PS ESEDHEE

BACE I[Ck>TH UK C99 (3. PSEEHK (HLIIMDER) DO+ ROVEBHEEICL>TTMD AD 7
T/ BOBEEZEA, BREMBEDER (juxtamembrane) ICEWTr =155,



ARRDOBELEEZ TWELEE, S5 (CRIGHBY/AEEELHSERERY £ ULERAFEXRERES
SRR SFFEBERICE<HILBLLETET. F-ARREZRTTDCHLY ., HRaHEREBV ELL
RREEMH LSS L - BAFHARAT EEEEE T (R BEFHVCLUET.ELISA L ETHIRSE - #
B ZOWERARSIEGXRT HABEEL. XR (BE8) MHEL. EXEEL. BaRAE
T, MRBBELITRS BBV LU E T, > 5 TKE Gopal Thinakaran 1. Carlos Saura (31N <
DHOHEMAEZBE L TWANARIEEFHA TV LS, BEBSLTOWET. KAFRXITH. B4 2HE)
E -HnE - BELEWVELEWVCERERRAEECEMPIOA 2 ICRHH N LET,

ERREZTOICHEY., RRREFAEREFRARHEREERZDE SAICIIRIFICKELHEEEIC
HBYUFELEBICPS DR EZEELICET - FERMLTWELEWETREOF 2 DS IIHKA BRI EEFZHEET
WeEEELA BE<HILBLLEITFET.

HAERELTICE PS DREMRILEE. FREZORMVBEAFZHA T ELEEELL

ELEESRET LIPS ODRBRROBREHETT S5 L TEEEHICLELL.

ERBEMELICIE BAPP DHBIC PS ARIFTREBICDVWTHATWVELZWTHWET.

BAMESETICIE PS D FAD ZEREADER EBIREFEo TV EEELE,

REBRFELICIIAEMYE PS OB, MADEREFEOTIWVELEEELLE,

INLUEEERELICIE PS ORBERGBDODHEREFLE > TWVELEEX L

EBEBEELICIIPS D7 R M= RICHTIERBEZHA TV ELEOWTNET.

FNBLF L & (3 PS D assembly. folding (CRIT 2HARZHICHESH TWET.

HBH—FT LI PSOREAEAICHATAMREHICESHTNET.

BRI ERE T EIIRRDOBIEFEE PS DELEICRETIHREHRICHESTNET.

B&IC. 2<ORALELBE, BICEMNSRTFo>TKNAEE. HRE, k. MBCLNSBHLET.





