Title: DOPAM NE D1 RECEPTOR AGONI ST COVPOUNDS Abstract The invention

provi des 2, 3, 4, 5-t et rahydr o- 1H 3- benzazepi nes of general A,‘; A, a (n
wherein: Rlerr]is hydrogen, halogen, CJerr]-Cferr] alkyl, o B err];

Rlerr] is hyg n, net hy\boRL@demeALaidﬁmbedlﬁlan&J car bon g ; Rerr]
and Rlerr] togéther forma furan, "8PP8 RSt 8r an, t hi ophene,

di hydr BYXTERYARERNAL 6W%EQNMIEHWBW&M§ATEM§CQQHEWO§ TREATEJRENor R4

andI P mterHg@nd htent OhMA@um UL an, di Hydr éﬁ&.ﬁ@m&m pﬁﬂgﬁmm{ﬂahydr oiwlcpa@am
cyc|l op W ng err] 1s hydrogen; err] is
hydlr og%??%%{%ég?& Cg ert ]%ng\l Jggrm:}) IrgqrnahifrpldPopliatiorPagy r] 14udwy @000 (7608,00)

hal pgem, CF[errT], CN NJerr] or NA[erg]. The specific conbi natiomn of

1 ABbli mb PET/GB00/00S D tates) AE, .[Bér BB, BG,
Subigel) inteemational Apblicatipn JumberH, R[PET/GH LA JEt D) reml? Aarég CFIE} J{I eE?g%rDM' oo

for ne r d, nangl
e s M R M e
7,8 diol. The conpounds of the i nvent ijon rmleeMme WX| XO, AP RS, R AU,

sel & Pygint er acy, OS'Hagya%%gxe;ﬂctmgpostsﬁ%aéi@%ﬁﬁéa an??aﬁem sl

the| striatum direc o[ § I PESCNS CHDAS, UG HY9 Husdi e
parfticul arly val uable as anti-Parki nsgni an BNIKS, KZ, MD RU, TJ, TM), Europeanpatent(AT
(71) Applicant (for all designated States except US): CENES BE, CH, CY, DE, DK, ES, F], FR, GB, GR, IE, IT, LU,
LIMITED [GB/GB]; Compass House, Vision Park, Chivers MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG, CI, CM,
Way, Histon, Cambridge CB4 4ZR (GB). GA, GN, GW, ML, MR, NE, SN, TD, TG).

(72) Inventor; and
(75) Inventor/Applicant (for US only): TILBROOK, Gary | Published

[GB/GB]; CeNes Limited, Vision Park, Chivers Way, With international search report.
Histon, Cambridge CB4 4ZR (GB). Before the expiration of the time limit for amending the
claims and to be republished in the event of the receipt of
(74) Agent: DAVIES, Jonathan, Mark; Reddie & Grose, 16 amendments.

Theobalds Road, London WC1X 8PL (GB).

LT

*G00001*

(54) Title: DOPAMINE D1 RECEPTOR AGONIST COMPOUNDS

0

(57) Abstract

The invention provides 2,3,4,5~tetrahydro—1H-3-benzazepines of general formula (I) wherein: R! is hydrogen, halogen, C1—Cs
alkyl, or CF3; R2 is hydrogen, methyl, or lower alkenyl of 3-5 carbon atoms; R3 and R# together form a furan, dihydrofuran, thiophene,
dihydrothiophene, cyclopentane or cyclohexane ring and R is hydrogen or R4 and RS together form a furan, dihydrofuran, thiophene,
dihydrothiophene, cyclopentane or cyclohexane ring and R3 is hydrogen; RS is hydrogen, halogen, CF3, CN, NOz or NHz; R? is hydrogen,
halogen, CF3, CN, NOz or NH;. The specific combination of substituents: Ry = H, Rz = H and R4 and Rs together forming a cyclohexane
ring is excluded, namely 1-(5,6,7,8-tetrahydronaphthalen-2-yl)-2,3,4,5-tetrahydro—1H-benzol[d]azepine-7,8-diol. The compounds of the
invention provide therapeutic agents that selectively interact positively with postsynaptic dopamine D1 receptors in the striatum, directly or
in—directly (termed dopamine D1 agonists) and are particularly valuable as anti-Parkinsonian agents.
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