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Development of inhibitors of cancer cell invasion targetting to ADAM17 or transcript
ion factor Snail.

OKAMOTO, Yoshinari
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Recently, it has been reported that transcription factor Snail, protease ADAM10 a
nd ADAM17 are participating in invasion and metastasis of cancer cell. The present study aimed at developm
ent of specific inhibitors of these proteins.

We are successful to synthesis a new pyridine/cysteamine based zinc chelator equipped with 2-phenylquinol
ine or butynyl group for recognition of these proteins. Deprotection step of tert-butyl group is ongoing n
ow-

ADAM17



90
EMT
Snail
ADAM10
ADAM17
Snail C
E_
Snail

Gene to cell, 10, 455, 2005;
Nature, 429, 298, 2004 Snail

Snail
EMT

ADAM10 ADAM17

MMP 1990
MMP I
2
HIV-EP1
MMP
EMT
Snail
ADAM10 ADAM17

QoL

4-
ADAM17
ADAM17
Nps
( )
( )
2-
@
) Pfitzinger 2-
-4- ®
NaBH4
®)
4-
) ®
€)

~ J\{[J - 0 _KoH _SOCl, Jj\
[/ o H \ “MeOH /L NJ\W ‘ MeOH L%LN’ Uﬂ:\‘
H =

1 2 4

(fODMe

N

i

cw [
J)H O \J

1 < KO, U \[
U CHACN B j

*COOMe
S0Ck

NaBH,4
MeoH [/L l 0 Towere L,

o J oJ\’j—cooH
THF / H,0 / MeOH E/L 1
4-
(10) 1- —2-
11)

(12)



13

o NG X
N e NaOH " (coc,
(J > isopropanol U;\;J DMF/CH,Cl, “‘T )
sona SOsNa so,Cl
10 12 13
ADAM
4- (14)
2
6 @an
2-tert
(18)
)’\fez 1) BF3+ OEt, / THF 'TMez CH(OEt);, PTSA lﬁ/le;
‘\N/ 2) t-BuLi / DMF /THF oHe: ‘\N: EtOH E‘O\“/EN]
14 15 OFt 16
NWe, NMe,
1) BF3+ Oty / THF ,,L\t Bu o~ _NH; o
2)tBuLi/ owF mhr E0__L N/J\CHO NaCNBH; /EIOH  E1ON N7 ﬂ}
OEt OEt /S""/
17 tBu
18
(18) ©
13)
ADAM (19)
(22)
2-tert
2-
(21)
(24)
tert

) oj\_/>—cooH NMe, 0
J o |
‘ J\ H A EDC, HOAt, DIPEA i N O ‘ x
O * Et. P PN _
L;L CH,CN N \/N\/‘ PN\
OEt s/l

F Bu
18 9 19

NMe,

g WkTé
. e >uw .

20 21

. O
0.5M HCl ﬁ O

. !
MeOH  ope NN AQLN \f:J NaCNBH, / EOH
s/

__O. M o~

NMe. - e,

»e NS

0.5M HCI () 057 [| Bu-gNH n | o;z |
N _— AN

MeOH  OHC™ "N N NaCNBH; / EtOH < N )]

s/ - 5/
e “tBu B
23 24

Facile Synthesis of 2-Phenylquinoline
-4-carboxamide Derivatives with

Variant Structural Features.
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