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Development of tumor imaging agent which assumed stress response

a target.
TOYOHARA JUN
5 - -5 - 5 - -5’
@ @D O
@
700,000 210,000 910,000
700,000 210,000 910,000
1,400,000 420,000 1,820,000
PET
TP
@
TP
2-

) TP

3) TP

TP



TP
TP
TP
TP
TP
TP
4 TP
(5) TP 2-
-D- -1-
TP
TP
5- -6-(2-
“1-) -2,4(1H, 3H)-
5-
TP
2-
-D- -1-
@
TP

TP

@

(TK) DNA
TP
TP
TK
(
) ( )
€)
5
TK TP
1
, 5 - -5 -
@
TP TP
(k3)
(K1, k2)
TP
2
5 - -5 - €9
@
5 - -5 - @
(3) (0.98 g; 4.0 mmol),
(2.22 g; 8.4 mmol)
(1.01 g; 4.0 mmol) (50
mL) 30 4 ,5.0
mL
(
: =19 : 1
D C D

' NMR (300 MHz, DMSO-c4),& 11.3 (IH, S),
7.52 (14, s), 6.22 (1H, t, J=7.1Hz), 5,48
(IH, d, J=4.2Hz), 4.17 (IH, s), 3.80 (IH,
d, J = 2.8 Hz), 3.52 (IH, q, J = 4.2 H2),
3.39 (IH, q, J= 4.0 Hz), 2.29 (1H, m), 2.08
(1H, m), 1.80 (3H, s); MS (FAB) m/z [M+H]



calcd for C,H;,IN,0, 353, found 353.
5 - -5 - @
5- (4 (1.05g; 4.1 mmol),
(2.25 g; 8.5 mmol)
(1.02 g; 4.0 mmol)
(50 mL) 30 4
5.0 mL
(
: =19 : 1
@ C D
'H NMR (300 MHz, DMSO-a,), & 11.4 (1H, s),
7.51 (1H, s), 5.81 (1H, d, J=6.1Hz), 5,40
(2H, dd, J = 5.2, 26.3 Hz), 4.20 (1H, q,
J = 5.5 Hz), 3.81-3.97 (2H, m), 3.57 (1H,
dd, J = 6.0, 10.4 Hz), 3.40 (1H, dd, J =
6.6, 10.5 Hz), 1.80 (3H, s); MS (FAB) m/z
[M+H] calcd for C,oH,,IN,0s 369, found 369.
2 €))
[*#1INal (37 MBq)

1 (.0mg) NN

(DMF) (0.2
mL) 70 3.5
1.3 mL

HPLC ® C D

HPLC ;YMC-Pack Pro
C18 RS, 5 pm, 250 x 10 (i.d.) mm,

; -50 mM -50 mM

(25 :37.5:37.5, v/v);
4.5 mL/min
® ( = 6.3 min)
, 2 mL of
HPLC
HPLC YMC-Pack Pro

CI8 RS, 5 pum, 250 x 4.6 (i.d.) mm,

(10 = 90 : 0.1, v/v) 1.0 mL/min
12.5
HPLC

) 270 nm

270 nm

o PhP, I
pyridine

®
TP

TP
( 0.2 mb) 0.1 M
(pH 7.4), @
(2) (20 nmol) 0.01-1
25 5, 15,
30 60 2N (
4%)
HPLC
HPLC 150x 4.6 (i.d.)
mm, Mightysil RP-18 GP Aqua
- - (10 = 90 :
0.1 v/v), 0.8 mL/min 270 nm
: , 4.8 (OF
8.4 @, 125 ),
10.9 min
(4)
37 KBq B) (1.9 nmol)
0.1 mL 8 ddy
10, 30, 60,
180
3 4

percentage of
injected dose per gram of tissue (%ID/g)
percentage of the injected dose per

organ (%ID)

@
5
) €)
33% 34% HPLC
>99%
?
®
Na[**1]1 @
®
21% >99%
20 MBg/u mol
®
D O TP

23.2+ 0.5 pmol/units/min 20.7
+ 1.4 pmol/units/min



1/1000

*
1.

1. @

% Injection dose/g tissue*

10 min 30 min 60 min 180 min

Blood 237+051 130+0.39 0.72 +0.09 0.26 +0.07

Heart 190+0.35 0.78 £0.21 0.40 £0.07 0.25+0.10

Lung 218051 1.18+0.28 0.65+0.13 0.46 +0.20

Liver 4.89 +1.39 161+0.32 0.66 + 0.02 0.28+0.17
Pancreas 1.65+0.50 0.77+0.21 0.44 +0.08 0.28+0.15
Spleen 170041 0.66 + 0.08 0.42 +0.05 0.31+0.12

Kidney 6.16 £ 0.89 219046 0.92 +0.06 0.30+0.08
Small intestine 418 +2.54 292+123 168 +0.10 0.69 + 0.55

Muscle 146 +0.25 0.61+0.13 0.33+0.12 0.27+0.25
Thyroid' 0.46 £ 0.56 0.84+0.18 120+045 2.52+0.96
*Mean + S.D. (n = 4).
"o6Injected dose/organ
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