- 100 - Abstract 1-0X0-ISO NDOLI NE-4- CARBOXAM DE AND 1-0X0-1, 2, 3, 4-
TETRAHYDRO SOQUI NOLI NE- 5- CARBOXAM DE DERI VATI VES, PREPARATI ON AND
THERAPEUTI C USE THEREOF The invegption relates to

1- oxo-i soi ndol i ne- 4- car boxam de and

1- oxol, 2, 3, 4-t et rahydr oi soqui nol i ne-5-car boxam de derivatives of general
formula (1) where: RL = H G -G oal kyl, C3-Crcycloal kyl,

(CH2) o- ( Bhsfeagtal kenyl , (CH2) n- (C1l- C6)al kynyl, (G -C6)al kyl -z-(G -C6)al kyl,
where Z = a heteroatom chosen from0O, N and S(0)m or RL = COOR, S(0)nR

aryl or aral kyl, = one or nore of H, hal ogen, Cl1-C6alkyl,
C3- C7cycl oal ky I _C6) al kyl
where Z = a he{tI er%tlgg]ﬂhl ose IN %(J)Cnﬁgq\lxgpr@dmgc% 5613%1%94

hal of o CB) aI'I'IE?IIRAI@YDWIS@Q;JIN@MINE@CMBOW[DEIWRNATNES; o, cyano,

?TI PlouorngeR'?hyfﬁm%QM@ﬁ%&ﬁgﬂﬁﬂp%QQ%%ogg %lar W t ; t he

carbon to which they are attached forma saturated ring with 3 to 6 C and
optionally containing O to 1 heteroatons chosen fromO, Nor S R6 =
H, hal ogen, ClThedavention refatey by toatiRgindolis-drsyboxamidgl andC1-08e) al kyl ,

hal o( Cr I ' NR7R3 N I

ot o ocy 12 eetrapliditio B s-KeE ey Benbiist Feher B AR 0L o
whol e nuighefe:fRPEIH 1 0,-€, kg, CEWEBWI@@IK{/IU(@HE)I, (C?J(%?ﬁﬁenﬁyﬂ €hBhliod for
preparation and therapeutic appl | cation thereof 1-secretase inhibitors

for the Cekitvht{CofCailiiyiobégetraialkylveharassd de hetargaterashasemispmeps .
N and S(O)n, or R1 = COOR, S(O),R, aryl or aralkyl, R2 = one or more of H,

halogen, C4-Cgalkyl, C3-C;cycloalkyl, C4-Cgalkenyl, C4-Cgalkynyl, C4-Cealkyl-Z-
(C4-Ce)alkyl, where Z = a heteroatom chosen from O, N and S(O),, or R2 =
halo(C1-Ce)alkyl, C4-Csalkoxy, halo(C4-Cg)alkoxy, hydroxy, nitro, cyano, amino,
NR7R8, COOR, CONR7RS8, O- CO(C4-Cglalkyl, S(O)n-NR7RS, aryl; R3 =
trifluoromethyl;R4 and R5 independently = H, or R4 and R5 together with the
carbon to which they are attached form a saturated ring with 3 to 6 C and
optionally containing O to 1 heteroatoms chosen from O, Nor S; R6 =
H,halogen, C4- Cgalkyl, Cs-Creycloalkyl, C3-Creycloalkyl-(C4-Cglalkyl, halo(Cs-
Cs)alkyi, nitro, amino, NR7R8, COOR, NR7(S0O2)R8, CONR7RS, aryl or
heterocycle; X = C4-Cralkylene; m = a whole numberfrom Oto2andn=a
whole number from1 to 6. The invention further relates to a method for
preparation and therapeutic application thereof as 3-secretase inhibitors for the

treatment of neurodegenerative disorders such as Alzheimers.



