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SJSA-1;t=10 h
MI-147 MI-772 MI-773

Conc. (MM) 0 003 01 0.3 3 0.03 0103 3 0.030.10.3 3

p53 >

MDM2

p21 >
GAPDH >




4/32

FIG. 4

SJSA-1;t=10h

MI-519-
Mi147 ME219 MI-519-50 51-2 MI-772 mi-773
Conc. (UM) 003 1031 3031 03103103 1

MDM2

p21 >




5/32

r M

(4y) swn

(221N 30 Brupoud
‘Al ‘BY/Bw G) p22-1IN -

(Al 'Bx/Bw G) €22-IIN =~ (Al ‘BY/Bw G) $9-61LG-IIN -
(Al ‘Bx/Bw G) Z222-IN - (Al 'Bx/Bwi G) LG-6LG-IN -o-
(Al ‘BY/Bw G) L2Z-IN = (Al ‘BY/Bw G) 61L2-1V -@-

S "OIA

(lw/Bu)



6/32

(4y) sy
S | 4 € A 2

(=]

(€22-IN j0 Brupoud
‘fedo ‘Bx/6w G2) YL 2-IIN -~

(leso 'BX/Bw G2) €22-IIN =
(leJo 'Bx/Bw GZ) ZLL-IN —A—
(ledo 'BY/BW GZ) LZL-IIN -

o
-

L A7 U -

001

0001

(B0 ‘By/Bw 52) v9-615-1IN -o- .
(leJo ‘Bx/Bw G2) LS-61S-IIN -S- L00001L
(lelo ‘Bx/6w G2) 61L2- LV -~

|

(lw/Bu)



7/32

'0d ‘B3/Bwool ¥S-6L5 | W—O—
. Od 'BX/Bwool LS-6LGIIN—O—
'Od ‘B3/BwooL 05-6L5-| N—8— |

0d ‘By/Bwool 6v-6L5-1 IN—F—

od ‘6)/6woog 6LZ-| N—B—

Al ‘1043U0 D 3|2NYIA—O—

%)% oy 1% 0] Gqc 0c gl Ol g
I— | | l o
- 00S
Helg
uaweal |
- 0001
Pz

Juawjesi | . 00SL
- 000¢
- 0052

(cww) awnjoA Jown} uespy

L "OIA




FIG. 8

8/32

20

(o] (o] [} (o)
a o o o
° 5 9 5 o
> & o< < X
N o o o ) o
s x £ £ £ £
Pt o o o o (=1
- £ P=) =) Py o
c - - - -
o
o = -3 =Y - <
o © < 0 ) 0
0 . . 1 1
_— [+2] » 2] (-] (-]
© - - - - -
= S % v 9w %
o L L L L L
> = = = = =
0
<
e
<t
0
N ]
o
)
ITo)
“—
= ~
o
rer)
g @
o
=
o
~
[To)
L)
—
C
g v
Et® =
-~
S ?m
(]
| -
=
[0}
Q o e
)

abueyo
WB1sp Apog 9,

Days




9/32

Od B3¥/BwQoL 18- 1N —e— |
Od B)/6wQol 621N —V—
Od BX/6wool v22-IN—O—
Od BX/6wo0l €22 1IN —0—
Od BX/Bwol ZLL 1IN —¢—
Od Bx/6wool £€9-615- 1IN —o0—
Won_ B3/6 w0l 29-615-IN —¥—
 Od BX/BwooE 6Lz-IN —m—
|jo13UO0D JDINYIA —e—

Jusweas |

- 006G

- 0001

- 0061

- 000¢

| 0052

(cww) swnjop Jown] ueasy

6 "OIA




10/32

Od B3/6woo) 182 1IN —e—

Od B3/BwooL 621N —— |

Od Bx/Bwool pLL-1IN —o—
Od B%/6woo} £LL- 1IN —0—
Od BY/Bwoo) ZLLIIN —%—
Od Bx/6wool £9-615-1IN —o—

Od 6)/6woo} Z9-615- 1IN —¥— |

Od BY/6woog 61Z- 1IN —m—
|0J3U0) JPIYaA —e—

ov

1

0¢

ol

w0

VElS

Juawesl |

o

(=)
-—
1

abueyq jybiop Apog 9,

o
—

o
N

01 "DId




11/32

Od “M/BWOE €L/ 1N -
Od ‘M/BwO0T €24 1IN

59

qS

Sy

sheqg

Hes
juswieal |

Od ®1/3W0E ¥9-6TS-IN
0d "3/3W00T ¥9-6TS-IN
Od “DN/BWO0E BT T-IN i

0Od ‘8)/3wQ [041U0D B|IIY I cmpumm

l—ﬁ—4

|

ﬁ

pu3
juswiesald |

00s

000T

00ST

000¢

(Eww) awn|op Jowny ueapy

I1"OId




12/32

sheq
S9 SS St SE

ST

Od “D/3WoE €/ /- IN
Od ‘/BWO0T €L LN s
Od “BA/BWOE ¥F-6T SN =g

Od ‘®1/3W00T ¥9-6TSIN *
0Od ‘34/3W00€E 6TT-IW
Od “3/8WQ |01IU0D II1YDN meusomsss

0t

ST

0¢

T4

0€

(w8) 1yB1om ueapy

[AENIK|




13/32

LS T ZALY
LX) O (S & L . o o rw, i34 Q5w

iﬁm { h«h RN

f ﬂuw 0%

i

A Jll w
w wvvr &&u«

T A

,mmww @m,\mwu&.m .¢4
BT
P

EOR N

VeIl 'O

i

T

w&
ot N

MO O

ey L
IR T
=L AR
- A
S
g8k
LA S,

(2L




14/32

FLLER ZALY
L (% L RS Lt £ 13454 XL f

h..wg Twﬁwy T ._fmwﬁ.w el el
Fd

it

Y 1 el . W ¥
e G £ Leve B L g

| » ool a1

. . S S
P 5. [ I G S N

LEL

CHEATY b

g

i

¥

I\

G

a¢1 "OIAd



15/32

LR

PREMY EALY
[0 o
i i

-

R

€91

A o
: .
e %o

L

IEL "OIA

o

R




16/32

¢

18]

008 O5% O0G Gt

FLLEY "ZAL

CoF CHAE A

D0 9.1

i i

1 G

PRt

ﬁx
BLLe

Lj H Land
= =2

4

5o
o
=

k] i L .
LR goga
£ sl

a80.-lA

aet O

EES




17/32

rLe ZAL

003 05 oG o5y a 0%e 0Ce sz ooz 051 ool
Fl=E SOy oaLr TRt CRETarZEc Lz Yewe ] T EGL
. g 4211 —
6lc-1N

€095 . &u? o ~ b PO
e, ,wa\ 90 G
AN oo // v/x\flv ==Tn

£y znu « ,
T«E Fic R

h{«
[ om sav L
HO U

Vi “OId



18/32

oo 0% o% =

reue Zan
0S¢ O0E 0T 02 0k ool

ctbe | LSO EThE OLE ¢ BB el ez F8f _ 68t

T s
cvi-IN
wh:?
Chamey” = “
NmN N\E :m.mr ?\Iﬂ
n\..w.\\ o™ C,fe,sx o, \sif M_W

E

. 11\

LeOe

wbm Z/Ld

g

Lol

avl "Old




FIG. 15A

19/32

soy s e

e
]
. 8
[ry
[Ty
=T
e
oy
=
1 . [F¢]
"%\
. eh
[ P ymm
& S - £
§ - ...__—“m-??;
e ] #
) s
o ,‘;.k)s i
7 - o ek
- S A
|
—_—
Ry
= :
L
T
Mo
o
1%
p
3 T 7 S B
hi) i Ay %
= ¥ b = =
o s i i
rgl

Tiere, fren

M1 in rat plasma



20/32

=
-
w

i N
- sl o
e e
e
s
e
ol
= fo
g
i
s o
e o
¥ bl o o S
b ok
gy
Hak

) " i -
iy mmn-—§§ﬁ-s
fi% £ 1

e o
¥

FIG. 15B

¥
#:

e

]

4

!

g
i

¥ 3

W Wy W e

iR R e W o s -

e 4 W P Y P! e 3

o wog o o s -

|

5

Eid

wsuaLu

[ e

e, arnu

MSME spectrum of M1 in rat plasma



21/32

S|11uUo}ade Ul |\ pazISaUUAS

e A%
Ly Y

.
L
i

i
&

M
LN pazisaylulis

ST "OIA

T
2 3,
B



FIG. 15D
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