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As used herein, a carbocyclyl group is a non-aromatic saturated or
unsaturated monocyclic hydrocarbon ring, typically having from 3 to 6 carbon atoms.
30  Preferably it is a saturated hydrocarbon ring (i.e. a cycloalkyl group) having from 3
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benzimidazolyl, benzoxazolyl, quinolinyl, quinazoliny! and isoquinolinyl moieties.
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A heteroaryl group may be unsubstituted or substituted at any

position. Typically, it carries 0, 1, 2 or 3 substituents.
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iy RN o ORI O sty 1)-, heterocyclyl-(Cys hydroxyalkyl)-,
aryl-(C,.4 alkyl)-O-, heteroaryl-(C 4 alkyl)-O-, carbocyclyl-(Ci.4 alkyl)-O-,

30 heterocyclyl-(Cy alkyl)-O- or -NR'R”, wherein each R and R” is the same or

different and represents hydrogen, Ci4 alkyl, aryl, heteroaryl, carbocyclyl, aryl-(Ci4
alkyl)- or heteroaryl-(C,4 alkyl)-,

12



di hydr obenzof uranyl, benzodi oxi nyl, 9H-fluoren-9-onyl,

i ndolyl, thienyl, furanyl, oxazolyl, isoxazolyl,
w@yaszisyd , pyridyl, benzothienyl, benzof uranyPCT/GB2003/004050

cycl opentyl, cycl ohexyl, piperazinyl, piperidinyl,

gl.ilz %Ijl;)l fh@ﬁhﬂl m%Fé%D&Q( %3(_{?1%?%&)%61 L%xﬁub'sgtzl%?%l su%:s_%/xf 51 bbl 2or3
1|—|Slﬂlshizlolﬁtd]iﬂl¢ntddlafm hal@eBH) s atkyl, Gk akNRY, R ¢ wikgltido, T, R~

an S ned above. Exanpl e of nost
prg 8¥$g§§ﬁ§ hggﬁ%syare t hose wherein R6 is Cl-4

al kyl , thheryhnd lﬁelmrwny/llmmétm angid grou]pl;yRsl A IR’ being unsubstituted

5 S APy LSRR ’flp}egw Cag ol Gy 2

exhydib)@z, I palpexy, @pmkylthﬁ@ cpplladwa?w ,Cif 6%10&1&@)@39 lRro, cyano,
I ny or exanp

hol i n e
N- bt %?%Y%ﬂ’ﬂ o(C @raﬂg’h%“ fovl ﬁh@i@?lhylﬁwb&ﬁal RiRg, §1058(Ci-s
deﬁl g@mn@h@o@s aﬁz@a‘nﬁﬁa ,edoge) m@@mﬁﬁ” O;f,(ot)ia’e -S(D)QRhU on

B@?ﬁ/o SIEENRR) @WS(%R’%I Ee oo e g’aﬁ%r W' i

10 Clthé s@th& }ﬁf dlff@lam‘lana Eé‘b?ééé’nts ﬁ;l-ir&geﬁ‘ bky] JJH{}Q Cl-4

hal oal k hal oal koxXy, am no, nDno(C -4

al kyl ) a ﬁ%fb%frycbﬂ f(ﬂéiwwromlw meiphes in Be grogpeR candti\peingR3
1 Suddub@kiBEor sﬁbétﬂ[técﬂ%/ 1, ?roigg‘sﬂﬁntu%s ?el&ltéﬁyﬁrom ﬁ%og%n Cis

al koxy, Cl1.2 al kylt . hal oa

hatlsal Qex%ﬂ}’l Ardrasy), Crmﬂimlczs dkydipio, é?ms haoadkyldF 1.s(heipalkoxy,

a

Cl%? %@ Qarbﬁ‘xlnbﬁclgo%o%% s allﬁﬂl)cgrgarpoﬁ S If’ QMQI)%Q@&?M amlno,.
15 ¢ aml@mi@ms glkyDamine ﬂd@yciﬂwl)annmw |ox<( GCQéRa-IQOﬂBR -S(O)R,

neTORR Bk, e, S SRfe Ahé¥l)eacn v/

het 1

SO ENAIF R0 g

al koxy, oSt Rl it Sy Qs iy b o 7, - ©

ﬁ%dﬂbﬂ‘)}'@ib’bd&z h%lybil’, t@tsfmb)}clyl—(@f.@allkyﬂ)lé)gflod]()%diﬂff Ib):llnig(,r ulns)ubstltuted

et e a cVe a

20he§é%§%§%: ?y tw%#%#?qs§%$§FX C¥14 hydroxyakaI)

het er oar yl -P(e(féraﬁly, i ﬂﬂﬁeq.‘)rgfaxlréd/do)np,ouﬁxﬁrob dﬁy@deyﬁmﬁ Gk ary4

hydr oxval k ero %i
arg ter?%lﬂ “él %‘?Pi moﬁ’ %@rgﬁf?u-p(s I eﬁ?/\“i/su fituted or
C asubmyteﬂ Y 1 (a8 @béﬁy‘dehts@electé?d)frblﬁﬂa@lb@@y Ch.yAli(1 Cliir.ér0 alkoxy,
or each. R~ nd Rigis the
a0 Ui PO Ak PEBPE POy F BB, C1- 4
25 a: kyl, aryl r,}lixbhﬁplei &?&M‘ergﬁb@ﬁi@lﬁ@(lﬁ loy the uﬂiéﬂﬂlon(a@-’fﬂlose wherein
- t - -,
a 1@{ IRE, R3?{{4 aned nee{rg aasrc}/eﬁnéd for éle %rel%grre)d compounds of the invention,
- R’ is Cyalkyl, aryl, heteroaryl, carbocyclyl, heterocyclyl, aryl-(C,.4 alkyl)-,
heteroaryl-(C 4 alkyl)-, carbocyclyl-(Ci4 alkyl)-, heterocyclyl-(C;.4 alkyl)- or -XR®;
- X is -CO-, -S(0)- or -S(0);-; and
30 - RSis C-s alkyl, hydroxy, Cy.s alkoxy, C;.4 alkylthio, aryl, heteroaryl,
carbocyclyl, heterocyclyl, aryl-(Ci4 alkyl)-, heteroaryl-(C1.4 alkyl)-, carbocyclyl-(Ci4
alkyl)-, heterocyclyl-(C;.4 alkyl)- or -NR'R”, wherein each R and R” is the same or

13



12 WO 2004/ 026843 PCT/ GB2003/ 004050 the aryl noiety

in the R1L group being unsubstituted or substituted by
w@2002/026848" substituents sel ected from hal ogenPCTZGEBS003/004050

al kyl, Cl1-6 al koxy, Cl-6 alkylthio, Cl-6 hal oal kyl or

Cldlﬁeljé‘ﬁt' a‘ﬁé'r Pes¥nts Bﬁ %ﬁ}’(’:lﬁ Sufég RN, JEPdo@%dlﬁSar&ﬂCM‘

%rou 5 and eing u i tuted
suad]S}t] ubeieropyl-(Ci+2lkgh-, 3 substituents sel ected from

1o i A o sV BT A

ni and®’ b@lpg mosubstdaﬂe@ aanutuwd)lvwl( @lore sabstipents aq:lb@tcmijnbm

5 81 LGHeR Gl £a BRI o Mg PRORUGHES, coliyltam, no
ﬁ(ﬁ?%@ R5 a,lkyl)‘é(rﬁ?)d\l&(@i'.é, arl]kygéﬁ)anNR’trﬁ&pd e}?dlh% St( O 2R or
- ~ r a ~ a is . e same ofr
11 erent ah e BREER CLmRy A arF Breneds e dfags Poce e
car bocyliyC, adikylbepisngicycl yl noieties in the groups R5

and R6 _hein unsufstituted or substituted by 1, 2- or
3 subs @%f%gegﬁ b‘taé]@'lll’f rom hal ogen, Cl1-6 al kyl,

10 C2- 7 a(R?lls mByioll, exhordaktly], dukioney chlérnefor dtdfyihé;hi 0, Cl-6
hal oal kyl , Cl-6 hal oal koxy, nitro, cyano, carbanoyl,
nono(CfﬁSQPR§l)carbanDyl di (Cl-6 alkyl)carbonyl,

anm no, rtSs mRRelbr 6, gadnkwl )am no, di (Cl-6 al kyl)am no,
oxo, - q\% CONR'R', -S(OR @SéO}l -S(O NR R1,
-5 0 2/ Aaﬂﬂhag(ld})wﬂma phigyl exs dfm?é%f}lﬁméach R~
angtdary1sfok B}@aﬂﬁﬁé@leﬁﬂ firdnf/ e Es@ﬁzo@{‘ %z‘ﬁ@)ﬂ 8@ 8dHzSthieny],

hydr ogen or Cl-6 and noi eties in the
15 ar%?Fb-OGX?iYM ORPIAAIPIE CYC{?@?@“ ga¢ ysfck(hamheéﬁrwplyl for example
ﬁ@?ﬁﬁfyh Horﬁﬁlﬁylaalng}ﬁ plirazm;l 15}%591 by lf-Cood e@Iniotd de

gr oups of unsu %)Mor substi t ut onllz%
orfeteereryi6 h@l@ﬂbxﬁwgﬂmm@m@termfcapa&@) qrrkRhese.

p r Sxﬁ&é'cﬁﬂ?t e ﬂq'%te% g 18]1% fg%ffﬁ:‘%& P cgu%gn Qt'b}ﬁl

t er oar ocy leties in the groups R~
arrd R' P‘ékseCQns&(lﬁ)ét‘Prt §t@d; and  substituted by 1, 2 or 3

20 SHBSL RIS (BElISCL g O AR kDl e
' haiapﬁhido&lyydrnbetnmfmanrl @mﬁ@xi% %k nptre8-oof! apd afdelyt,ed
CRRURLSP L. ANGOALAD, S8l P8R B S FridH
c depautinersy! afid baneofimudntartmayclyRsfor @ca@mleﬁcyalolpydtyl aadyl ,
LB e R0 L SRS Y ko S o en
25 altdeytofd]imtletod2FEd)anyl, pl@eﬁﬂl—(@l.aﬁlkylb )phetnyl (Oﬂz?ﬂkyl) K- ,I}ﬁlenyl-
C&& zhydrch lekyls) hetergax)y? (Cy zﬁlydd oxyalkyl)-, heteroaryl-(C;.; alkyl)- or
-NR'R” wherein each R’ and R” is the same or different and represents hydrogen, Ci4
alkyl, phenyl, heteroaryl, for example thienyl, carbocyclyl, for example cyclohexyl
or cyclopentyl, or phenyl-(C4 alkyl)-,
30 the phenyl moiety in the R! group being unsubstituted or substituted by one
or two substituents selected from fluorine, chlorine, bromine, C;4 alkyl, Ci4 ‘alkoxy,
C14 alkylthio, C4 haloalkyl or C;4 haloalkoxy;

14



30 - Reis C1-6 alkyl, hydroxy, Cl-6 al koxy, C 1-6
al kylthio, aryl, heteroaryl, carbocyclyl,

whedoeosyx| yl, aryl - (Cl. al kyl) -, PCT/GB2003/004050

het eroaryl - (Cl- 4al kyl ) -, carbocyclyl-(Cl-4 alkyl)-,

het er OQB/eCA ladibies dn @b ?@u%Rba{ndﬁq%eﬁé undMBS Rl LB Ritisd
and Rei s t e sane or 2004/ 0 43

PO 1c2209 sysoiness seleitdds feque halogendC rsafeyb Sen eyl Hdr e e@ic
Clakéq,?'_éy'al AR, o MEAEROR [hf(ls@@&cyf ¥ mofitls (414

eroar

hetlishoming, dl(@maﬂmmm mandcyhm, e@@ﬁycsg@)khfﬁ(@izize@d. n
th ny
SLOPORS PR ARG BB S B lopesns -

sub uent's sel ect
hahydgeen oGl 46llgikyl , Cl-6 al koxy Cl.6 alkylthio, Cl1.6

3|a|( oC il k%%rxitylio?xg nﬁrx]lgieges m%]nre (gtouﬁ) édc%‘ b%ﬁ%ﬁl’ﬁ,légrsgﬁeﬁ%t

‘ p rebeitutetbc Drepe Grdsstiafents hﬂeatm/iecnﬁ haiagear €4 amaya,eC,  alkoxy,

_10

15

ll,e&aghthl(gr C R]ha agﬁy;ﬁzl 5 %lﬁ_lggﬂco F%o?ﬁbi zﬂﬁl)ammo %11(C1 6

tra]@l)dﬁﬁmﬁhﬂa)ahdcialnuwnﬂne chlorine or brom ne;

. 2: i;., |or ]Téﬁ,%?%oc}'(‘é}p)éggrl( gﬁ%gg%m g}%ﬁ%egljﬁgl\{e! g;roflps%5 ain§ Rg: éif{g

di ngebsaheaze tusamed by 1nebes ﬁﬁﬁt}thentsf Rlected &oRI RIdgBh,eNY | |

TN I N O O e

he&l@l)@ﬁw W(C, aqatynammph@mmyewarﬂlowlandrmr phol i nyl and
pi pera for exan‘{)l e benzyl,

| h
het er OM a@gleﬂ’ lﬁlqk"?‘yll’}aen}’l (Ehz;aﬁlgbﬂl @@}Qt@e@' Ciz alkyl)- groups

- hedrer gany hndbatcd 6 subé%ftutecﬁ%ﬁa sinddé Y68 Aubfdtenthen RS

"is heterocyclyl it is attached via a carbon_ atom XIS

20 ©

25

30

-CO-, - S( Q) Pregrablyimjhpse fughey pregerred Rgmpaunds of the FIvRRtion, e
ﬁa}ﬁlﬁ?}lﬁ I;ll{él@foalrﬁ ahd @ar%é% brf ﬁbﬁnes&}ﬁ we nguﬁ%E R%%W oFe RREEWibwted

dr obenzo urany benzod |0X|ny
9 lefsumw&ily 1dﬁ)2I subsiguents @@ipwd frorp @tx@maiﬂ;l@nnef romine, Ci.4

Vi I
TR T eoR g SRR Co RRER, Pl SRS Bpd ey
car bocycl yl , Efamlesyod fiysiher pry%tr@cb@mmund:sr@ ﬂ@ynve@h@xgrb those
h cl I 3 ho er
ror DRl Ll Siid PR S8 beret A (i asoPLat oy SRy of
phiaipverttich, 2 al kyl )-, phenyl -( Cl. 2 aI kyl ) - O phenyl

(G2 bt exuhdbho RELSLUREN) sl ALY Y1) -

het er oary
heteroaryl, for example thienyl, furanyl, isoxazolyl, pyridyl and benzothlenyl

carbocyelyl, for example cyclopentyl and cyclohexyl, heterocyclyl, for example
piperidiny!, morpholiny! and piperazinyl, phenyl-(C1-; alkyl)-, for example benzyl,
heteroaryl-(C .2 alkyl)- or -XR®, provided that when R’ is heterocyclyl it is attached
via a carbon atom;

- X is -CO-, -S(O)- or ~-S(0);-; and

15



-NR R' wherein each R~ and e is the sane or different
and represents hydrogen, d .4 alkyl, phenyl,

whedogo®uy| , for exanple thienyl, carbocyclyl,PEDGB2003/004050

exanpl e cyclohexyl or cycl opentyl, or phenyl-(Cl4
al kyl') 16139, ,L1ke1, RRE T ex%??eéﬁieﬂy‘l‘ aﬁcﬂﬁhﬂo&ﬁi&f&aﬁ’ﬁ ng

unsubstltuted or Substitu one
s dtmrwxleﬁqt exeswlecbiend, forah, FPEPDA @yn%)ﬂ Ia’éfr Pfﬁléothlenyl

hacl c)bfl%r é{&‘ﬂl{pl%yclﬁ ggrrﬁ'){(l%hg@})%}’ohex ]heﬂer&ylﬂg égcglgﬂamﬁé 4

, Pamaa@mﬂom@ﬁacl 1 dlylar for empéq Yeagyl; h@tem?éylg{%yﬁ]évlher
byt ; o,
5 gerte %1'1 ecﬁé g rt@érjﬁaﬁ{a Og Hg%le'n{ é‘f{d@gpr@%nt% hygrogé'
aC()'? 14, alldw dymd}exylmyc&pem']k phepyl @Phﬁlyérﬂk&i, t hi o, Cl. 6
hal oal Ioa Kox
al kyl ) Zﬁﬁ %lqle&?r? %?CR/C an%'ﬂﬁ%?dc#[?ﬂl%lges@n the groups R’
- ERRS bem@@@uﬁétxmté;i 63) sﬂEé‘tlt\ﬁE[ﬂb}Bl mS{ {D)amnmseleWé frein

h R~ d t
o ot Ch7 sk EE Rl oSS RERABRRT =
10 grﬁuwca&lmﬁmﬂﬁ) b@a:rkgalm)ammt nlttmtaﬂdjcyano substi tuted

by 1, 2 or 3 suybstituents sel.ect fro
al kyl, CL.6 Aélatﬁb‘%?f preferenge. 4 figpg ﬁ%%“ P@? ‘EF% Ba?‘igglf fRe
Clm@exﬂﬁh qrd J:S@Pbﬂexy'l’%@lﬂ()@ng@ and tﬂ)&h?la:ﬁﬂlms Tehihé Gbufs E-de R’
alkyl)anrno nitro and c ano; .and the cqigqéﬁf é and
hetis MBRpEItyPd orspstitied Yae P UG HIRILS Seiscty U881y
UnsibSlel tringe, OF, a$1{=_l/11>5(§14tall<109¢ Ay hdloalRyland Biteubst i t uent S
selected from hal o gen, Cl al kyl, Cl1.6 al kox gﬁ 1
15 aI kyl t Hagicutaily erqﬁeareéapwwund@f e W&FIB%?P r%EB&?mP orguia
éw ]aﬂﬁaceﬁ’ﬁc@lﬁla&eﬁ%‘lé’ Lai@edf nitro, cyano and
e ;7 and al kyl nmoiety in the phenyl-(Cl.2
al kyl)- and heteroaryl-(Cl.2 alkyl)- groups of R6
bei ng unsubstituted orysubstituted by a single hydroxy
substituent. Preferabl @ these further preferred
conpounds of the pnve the phenyl, heteroaryl
and carbocycgﬁ) ' Khax3gr oups R~ R' are
unsubstituted " ) ﬁ by 1 or 2 sub tuents
sel ected fromfluorineg] | or'i ne, brom ne, Cl-4 20
al kyl, C 14 al koxy, ¢i 4 al kyl thio, Cl-4 hal oal kyl,
Cl-4 hal oal koxy and nitro. Exanples of further
preferred conmpounds of the invention are those
%?E n.Rl, R2, R3, R4 and n are as defined for the
rther

preferred conpounds of the invention,
is phenyl or methyl;

- R? is methyl or chlorine;
- nis Oorl; (
- R is. hydrogen or methyl;
25 - R’is phenyl-CH;-, furanyl-CH,-, thienyl-C(0)-C(O)- or -XRS;
- Xis-CO-or -S(0)-; and
- RS is C 4 alkyl, C1.4 alkoxy, phenyl, naphthyl, dihydrobenzofuranyl,
benzodioxinyl, 9H—ﬂuoren-9-ony1, indolyl, thienyl, furanyl, oxazolyl, isoxazolyl,

16



R5 is C 1-4 alkyl, aryl, for exanple phenyl and
di hydrobenzofuranyl, 25 heteroaryl, for exanple thief

wQ@ kgo4f2a8anyl , i soxazolyl, pyridyl and benzot hi BCHGB2003/004050
carbocyclyl for exanple cyclopentyl and cycl ohexyl,

78 Y%ﬁhyl ﬁeﬁiotﬁé%eﬁzoﬁﬁhrﬁ@ rcjygﬁ ?éﬂtle oﬂggﬁ nﬁﬂ&élrazmyi :

an pi perazinyl

béﬂmﬂdm}’l H@Qr@kobaﬂywhﬁ(lﬂﬂ(@z Qihld}rl QhenﬁrCHﬁéFﬁ(Of@*mbﬁnté’d

*‘@%%n e 5ph'§18; het. %ﬁ@ﬁ)‘l@b Begfdé@ﬁk%‘i 2?375) Zo‘ﬁ&?or INRR

VO IR06 0268 43 BETIeBR006 haesond repR@eritshyGraged, Gilskikyl,
ar f X nzof ur anyl ,
> g?%é@%ﬁﬁ 6%& e dng@é&?ﬁpgﬁékgy ranyl |soxazolyl

py ridy Itheaphbnbabnmemflm thgtqup R &ring azysnlb;tituted mrsubstmupﬂ Ey a
cyc nt et e.0c
e SPEiS L B8 T

belmmlkoxjnatbenimm,yl (CL.2 al kyl) - or 5 -NR'R", wherein
each |

f t nt
o o i S EiseR g SRR AR, Pk bR ?c% subiiBrisd
10 orbypmaw subbiZnentstsbiectad Stbm fluetiy, Oklbthe, boafiR) taley, aimel,

o0 i b Ea s 1S o

sah e Akydamind gl Moaditel,|-COT: B(@), KM -$(OFNIS,
@$¥h| ,3%£ % ﬂggg gyg&nci é halggi%koﬁyj 10 (
Wﬁ% “@W%Wﬁféﬁﬁ 5 di (Cl.6 alkyl)anino, nitro and

cyano. tmle@réabm nRtiePMahEEBRGRS and R B&ﬁ%uﬁsﬁﬁs&fﬁﬁéd or

preferred conpounds of the 'invention he cyclohexyl
15 cybgigued bt 1 erricsuptiunpls sisrted frem fugring, ghlgrng, pionrine, Gyl
RlaligaI@., 4ARkRANE Ui el, SEyakhR) bi¢ited by 1 or 2

substit uent's selectengron1f | uorine, chlorine,

br omi néhe fetrogyeylap catbacyslyhmiisiss inde Bf gsetpdwingymsubsigiuted
ni Jrrseosnaz@d%%tdr@%@wn@ gaéc%rm? ﬁea;m U<§Hi’o“h 8 brbfifhe,C1

i nvention afe co ounds

pHdatdoeatioraldiy hdedled eabhigosal t s thereof HO(R3)n N

20 R5t g; la)ExaINpIE% f%lamcglgrly\’gﬁfeﬁe@ comp«ﬁludé St tBRGRY dIa)QaEre compounds

of formula (Ia") pharmaceutically acceptable salts thereof

R »@N_R (12)

R’

wherein:

25 - R! is phenyl or methyl;
- R’is chlorine;
- nisQorl;

- R’is phenyl-CH,-, furanyl-CH,- or -XR®
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WO e0angds4CH2- , thienyl -C(O-C(O - or -XR6; - PCT/6€B20@06004050

10

15

20

25

30

- R3is nethyl or chlorine; - nisOorl; - R4 is
hydrogen or nethyl; 25 - R5 is phenyl - CH2-,

or -S(0)2-; and - R6 is Cl-.al kyl, Cla. al koxy,

phenyl ,x papbt by lsiofli; byglr obenzof uranyl,  benzodi oxi nyl,
9H-fl uoren-9-onyl’, " indolyl, thienyl, furanyl,

oxazol Wi Csoallgdqihonyl, thigeylyiorapploayreys gydopentyl, cyclohexyl,
PGILERRANR! ARROSR Y5 AR 0L b &¥iny1 DENESLBIeNY!
benzof urgﬁ’ Igﬁg cIn%pen%’lq,&c%@oéf%%g%ql?yl’pl perglgfl1 1|enyl ,

pi Pevinesidimyl, ,rriomﬁl%ﬁmdi ﬁOhwagnlz)bﬁ%ngolrplﬂ(omy_lzpimrkljmmfpr example

- , - - - 1-2
PR R UK o BT Ro: (e BURR gk, |
whepesantsdydtvgRy GuadkRcyickhedyd cyelnpentyl, phehifl or phenyla@id,-,

ts hvd Cl, 4 | 5 t hi .
eyl ohalt el AT mesebn, BulycuctoBeBl i ¥loneny L vEibirieny!,
nDaghj@toEenzdfhlgnﬂr ismqa_z&k;lll, ﬂﬁpériiijnﬂﬁﬁ@fbﬁdliﬁ?m@@ip&fazinrl Igoieties
. Ituteqs 6.5l N . rin .C ri.ne .-

51183 iR hs Bl B peind hsfosulty P ey 1557 aitotiye

or sefekted frohpflaink @Klprife) bedntihe) €1 alkih €, pilkdxy0| Lal @yl #d
t he ?roups R5 and R6 being unsubstituted or
subfPituted 10 by 1,2 or 3 substituents selected from

fl ulori Eea pfelf@ab'(l:?enthbslre%mﬂaelaﬂci( @ﬁﬁd@&ﬂz&%}gﬁm@é &xﬂéhe izlv&;Zién,
acyl , roxy, . Cl-4 al koxy, - )

hal'® qk%ew@{y-ckepﬂaﬁ&a@ Rlaf%%, mYRtisTof %er%%?e Riind R are

al kghpsaiddr sebstifuled b2||2 kil e HoRY) chibiol f@thyt, BBy or nitro
-S(O 2R -and -S(O 2NH2, wherein R~ represents C1-2

al ®PFitigihe neteroaryl noieties in the groups R5 and R6
bei ng unsubstdrigtust Plhe BPnuSt@PdontaitifElomd¥or tofd chial centre

substituents selected fromfluorine, chlorine,,.
bra#y breusedin engntiogerigally ordiasterqispemarisally paredoran. erm the form of

al Mb&@gbp&mé}gdpmﬁe NBlEERGY abatk, tﬁ@&eﬁ@aam%m}ei Wepicted

noieties in the R6 group being unsubstitute or

s Ussein pgtieiendsg tojerehrace af giszroispuaenstod theepepeuads shogm including
B st s Bl
preferred cémﬁ@@d&gmmunﬂwﬁfhﬁ mv§itigh argrapticcdiypolivedsomens.

I gfe'l{rﬂg,lot?r éga%'p)e, B@&%Q&%&uﬁ@g Af¥01ﬁﬁ1?ae(ﬁ))t c%maﬁ]incgadnﬁysone chiral
centre include an R enantiomer in substantially pure form, an S enantiomer in
substantially pure form and enantiomeric mixtures which contain an excess of the R
enantiomer or an excess of the S enantiomer. For the avoidance of doubt, the
compounds of the formula (I) can, if desired, be used in the form of solvates.

As used herein, a pharmaceutically acceptable salt is a salt with a
pharmaceutically acceptable acid or base. Pharmaceutically acceptable acids include
both inorganic acids such as hydrochloric, sulphuric, phosphoric, diphosphoric,
hydrobromic or nitric acid and organic acids such as citric, fumaric, maleic, malic,

ascorbic, succinic, tartaric, benzoic, acetic, methanesulphonic, ethanesulphonic,

benzenesulphonic or p-toluenesulphonic acid. Pharmaceutical acceptable bases
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~R3)n 1 R5 (la') NHR wherein: 25 - R is phenyl or
methyl; R3 is chlorine; nisOorl; R5 is phenyl-

WO evangds4CH2- or - XR;, 17 WD 2004/ 026843 PCT/GB2003/004050

10

PCT/ GB2003/ 004050 - X is -CO O -S(0)2-; and R6 is

Clindaddantali ROgNY. Fa son‘ﬂhQﬂ}ﬁbtassfM)%ﬁ& Elkalﬁﬁéréaﬁﬂ knetal (e.g. calcium
cycl opentyl cyc ohex benzot hi en

di FiyRASHISER) T AToxps an %@%@2}@@9 suchygs sﬁqv | emings, arafiz} amines or

exampld dKNmﬁh&grldlnyl mor phol i nyl, for exanple
N-nor phol i n pi perazinyl, for exanple 5
%artlc

N- p| perazin Werly pueferRed coptpenedsof dgdhveRtiomingdlud:

aI % )g? %heﬁyleffﬁﬁgcg/rg qg&gg%o;ﬁtf@ﬁﬁg%lﬁvg&)gﬁg&h d@114
t hlel DImhIWB (2tdrbStenylf2.&-dihydro- 1 Byhrengh[ ][ 1, é}jdcalquleﬁwmrea
-pher&ﬁ%&%#«%@(h—be%og ﬁﬂ%%?gp%- -y@nﬁ ep1onam1d

I SO azo razi n
miﬂf: Das— -phenyl#e3-gihpdpd HR&nmﬁdJ[R@dmmlgwm)smmammt ed

I DR A b o R Ll SRRl

Cl, ADIilﬁéthﬂLNt—Y{l Oand -phanst2(3-dikyded-e Hetlehyo ][ n4]ﬁheqm 3-y1)—
partlculaaly preferred conpounds of the invention,
fexyl , cyclopentyl and phenyl noieties of the

‘-grwmeﬁaneamz%ﬂhcame (2-uxes SibBdniyl-pB &khydfo-sMbst i t ut ed by

15 ;

20

25

30

a S|n f.l.uoro, | or, met hyl, methoxy or nitro 15
sUiseeq ﬂ'%ﬂ mm@ﬂﬁﬁaﬁ 8%f the formil a (1) cont ai ni ng

OBy cWheAMEQ Ty idhciCB B d-S-phdtB)2 hatiMEas 1 Hbenzo[e][1,4]diazepin-
enantlonerlcally or diasteroisonerically pure form or

i oY@t m of “a mixture of isomers. For the

aVﬁNﬂﬁBﬁﬁNC(fz di@igg;shenﬁfzes -SR-S Bilbeptd[bIFL, WaRSeHERIyOL ed
herein are intended to enbrace all stereoi soners of
t HSNEFHMBuUnds shown, including 20 racenic and

n QﬂMeﬁz%ﬁﬁNc(szxﬁls%h%%d@@dl%&1%&&6[2}'{'?&}%1&5}% -9k1)-
di ast er eoi soners referred conmpounds of
i ReazAieh are optically active isomers.

2-Methoxy N-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y1)-
benzamide;
N-(2-Ox0-5-phenyl-2,3-dihydro-1H-benzo[e ][ 1,4]diazepin-3-yi)-3-trifluoromethyl-
benzamide;
N-(2-Oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4 ]diazepin-3-yl)-benzamide;
Thiophene-2-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-3-amide;
Furan—2-cafboxylic acid (2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4 ]diazepin-3-
yl)-amide; '
Piperidine-1-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide;
Morpholine-4-carboxylic acid (2-ox0-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide;
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Thus, for exanple, preferred conmpounds of fornula (1)
containing only one chiral <centre include an R

wep@aveauer in substantially pure form an S ePerGBRIMBA004050
in substantially pure formand enantioneric m xtures

Whi4 Qi ir 6 2o Ko- a@h@m%salwdr&h@ b&z%ﬁe]ﬁ@&ihie%ﬂ?i- ?fbeﬁ’z'ﬂmide;

excess qf the enantlorrer For the avaqi dance 0

dodB¥itrotN&2-oxesppbenyd2, 3o<%1h>tdﬁb1%fmﬁ9[%[1(4|]§1awﬁl- -yp-benzamide;
degivi&g1 p%réiﬁfédl tdbdHhc f P 9£o-§-%é6@i 83. dﬂ%fdr&' $Rd

hereln §?arnaceut|cally acceptablé salt 1s a salt
MAPﬁEaeﬂbH ygpiaYiamidg; acceptabl e acid or base.

5 Phaumseasto e byo-9%6 @,ggg ag'yagl}ﬁ% Pﬁ-b'e&% ég@;?ﬂﬁlg?gpgl 3y1)-

|norgan|c aci ds su ochloric
phbepwidec, di phosphoric, 30 hydr obrom c or n|tr|c

e e T R U

acé@w&muhethanesulphonlc et hanesul phoni c,

b h

Pﬁgﬁﬁgﬁéﬁiﬁka Ia.%%ﬁf %%ﬂ& asesggfgﬁhﬁﬁggﬁﬁmafé§h3
10PCE&@B§E@3/OO4050 |nclude al kali netal (e.g. sodium

o “ERASH S5 R Sty Betencf

alkytmammnes 'aralkyl am nes or heterocycllc am nes.
Pas el AL Vo ELSLY £11 GOTRRNRES. Ol P9 ALY

hLb&mﬁMﬁbS phenyl - 2, 3-di hydro- | H benzo[ e] [ 1, 4] di azepi n

-3 yl.) -acat am de; . . .
15 3N RR o Bisanden Sy Fbenaolall g isgenin e Sebrreqpaie
[ M\ﬁth&lywzlﬁﬂbw-& Mlo)ip}ie@ﬂrz 3-Bih9@roq)lpbe5&9ﬂ%ﬂm)4!]d1£zeﬁn- 3-y1)-
dLhydro 1 Hbenzo [e] | , 4] diazepin-3 ,
SZHPERI onami de; N ( 2- Cko 5- phenyl - 2, 3-di hydro-1

H rzzmbm]» -4-hitf 9l @8R5 Bheéry)b B-dmildyvd- anivegs iazepin-3-
X}E)helnyl é 3 d?h%grdbl H benzo [é¥ﬂ[1??ﬁ?mnl3
dléQéﬁFﬁmgh yl)-isobutyram de; 10

20 2 Eex@o mphed&a( Qar@@héam kb= sgpl{énﬂtz”w LdfhQadbHhenzol e]

4]d|aze i n -~ pr.opi onami

cybameplefii 4 sméxxn #eidgci d .
( 2 @mhﬁirﬁhgrﬁ)ﬁfur%—ﬁcﬂb ¢ 90131 HoRefgRnlel, 3Id1h]ydrA0]-1H-

dlazepln -yl)-am de; cl ohexanecarboxy ic acid
OEHbHEWVHMQ33iHWh9§ro | H benzo[ e] [ 1, 4] di azepi n-

&I_SIsgxa)ﬂ)l)a Saéﬁlrgﬁyh@acl}@gm%&s éxre%yl|2l,_1|’>_ %%%dro- éﬁlﬁ nz%[]e]é lazepm-

0Xx0- 5- phenyl dih zo[ azepin
253 yDyamig¢eenzani de; 4- Met hoxy

N- éa]ﬁgﬁ%hgpﬂgﬁ@yéar@)xﬁgécw& o?(o%%l@ﬁ}nzﬁ 81]h£1&r041]lfj| azepin

benzo[e][1,4]diazepin-3-yl)-amide;
Thiophen-3-carboxylic acid (2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-
3-yl)-amide;

30 N-(2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-yl)-isonicotinamide;
N-(2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)-nicotinamide;
N-(2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-y1)-
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benzam de; 20 2- Met hoxy
N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-| H benzo[ e] [ 1, 4] di azepi n

W0 Joyl)es4bhenzam de; PCT/GB2003/004050
N-(2 Oxo- 5- phenyl - 2, 3-di hydro-| H benzo[ e] |

yl) - 3-trifluoromet hyl - benzam de;
N- lﬁ%}%&%hﬂmﬁé yl -2, 3 -dihydro-1 Hbenzo [e ] [ 1,4]

di Bm@pe-n-sﬁlferyct aoacbé?ﬁ«m)ni pleegnyl-253-difyiopiehenza e rdbdiaaebine -
aC| d‘gé .0x0-5- phenyl - 2, 3-di hydro-1H benzo[e] [
z’epl n-3-yl)-3-am de; Furan-2-carboxylic acid
( ZBuIam 15suffbrin yitid-2(230:0k Splbngl-1, Sdihgdp e bdnko[4][ o4 fiieppin-33
?X %{8 m de; Piperidine-I-carboxylic acid
( 2265698 phenyl - 2, 3- di hydro- | H 30

benB ol 12-6;}@15@3@@&- 33led}o-aH1béﬁao(e][1 4]diazepin-3 -yl)

l\/gqr phol i gar boxylic
NS el 9‘3?“3 Phenyl -2, 3-di hydr o- | H benzo [e] [
1, AREHnR22-Bx 35 phdrmy@)30Bhydt | MBe#4041 103 6:843in-3-y1)-
t PCT/ GB2003/ 004050 4-Nitro-
N-Bepzegsylisnagidsy | - 2, 3- di hydr o- | H benzo[ e] [ 1, 4] di azepi n

10 - 3t-Blohid@NZ-883-6@henyR2 NLdikyiro-1H-b 1,4)d -3-yD)-
N- ( 2- oxo- Jg ph eﬁ? = , 3" dllh}%?o 'l ﬁfzgée%[zoﬁelffe ln4] gl)azepl n

_ depreneyylipnaaiede;  4- Met hyl - pi per azi ne- | - car boxyl i ¢

?024?13?@\16 @iﬁxoggﬂgﬂe;%?ﬂt 3?dllﬁrd‘f'ii T deDolet benzrbeld-yi)-
3, benmonesyl W@H%(Z 0XO0- 5 phenyl 2,'3-di hydro- 1 H benzo[ €]

[ 13 gl nﬁn%l 3 phetﬂﬂnlz?th%-benzo[e][l 4]d1azep1n—2-one
oxo phen - H e] [
15 1, 34§3dlﬂmé>pnzy1a@ny¢))i IZhBIPVH {ﬂdwéwéteh@q[e][ Aiazapinté-one;
4- 1
ﬁ@]- S gz%eeézl’y}] Hifs %-ﬁl%‘ﬁglyib xhgaf&i JJ@MHJ[ém 4)ibeRzelal,

: 2 mMyﬂhowl(ezzxdmu@—ﬁrmbwl -13; cwlydrqﬁb@zdel[l Hidireepin{2ejne]

1, CL dy g 4 Ao

L SR o) SO Sy gy

1, #Plabnplz (F-mifl8erpinpthy beenzglainthe)- 1 J}{-_‘;hhydro-benzo [e][1,4]diazepin-2-

20 2- NLtro- N (2- oxo-5- phenyl -2, 3-di hydro-| H benzo[ e] [ 1, 4]

.one; . . )

di azepi n-3-yl ) -benzam de;
5-Phenyl-3-(3-trifluoromethyl-benzylamino)-1,3-dihydro-benzo[e][ 1,4 ]diazepin-2-
one; A {
5-Phenyl-3-(4-trifluoromethyl-benzylamino)-1,3-dihydro-benzo[e][1,4]diazepin-2-
one;

25  3-[(Furan-2-ylmethyl)-amino]-5-phenyl-1,3-dihydro-benzo[e][1,4]diazepin-2-one;
N-(7-Chloro-2-0x0-5-phenyi-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-yl)-acetamide;
N—(7-Chloro-2 -0x0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y1)-
isobutyramide;

N-(7-Chloro-2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e]{ 1,4 ]diazepin-3-y1)-

30  methanesulfonamide;

Furan-2-carboxylic acid (7-chloro-2-0xo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide;
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WO Metheeys 4-nitro-N- (2 -oxo-5 -phenyl -2, 3 -di PgOGB2W3/004050

2- Met hoxy-4-nitro- N (2-o0xo-5-phenyl -2, 3-di hydr o- 1
H benzo[e][ 1, 4]diazepin-3-yl)- benzam de; (S)-2

H benzo [e] [ 1,4] diazepin-3 - yl)-benzam de 20

B ph i id .
( 5 T b et D AROEE oSiag A DG L2 bhe- SRhfrwpapctpyaro-1
ﬂéﬂbbﬂemdmaammyimlde

B e st A

1 Bt el dlazSpiy-B)yledmhide, | soxazol e- 5 car boxylic acid

5 1, hl]-@oqa%rg Be r)p/vgg)ig %3héxgy%g]1ﬁe?§o g ]]dla[zepin-3-y1)-2-

Beﬁg@{ob}.béﬁzﬁma@ne 2-car boxyl ic acid

(2-0x0- phen | -2,3-dih o-1 H_ benzo %ﬂi@] [ _1,4]1

i N oS by ke Sy Gt Ebeazalal b Ao
(ngfhgx b@ﬁgﬂm& 2, 3-di hydro-1 H benzo[ e] [ 1, 4] di azepi n-

2& am de;
N AP 2pqaeﬁ;nhsw1%mhy@pdﬂ RO Ao

10 - 3béﬂzgmid§on| coti nam de; N-(2- Oxo-5-phenyl -

ro-1 H benzof e

dl a-g%-MWOgy-yhgny})ngtopcﬁémhg@;la 3-dihydro-1H-benzo[e][1,4]diazepin-3-

? %lg phenyl 2,3-di hydro-1 H benzof[e] [

gIl azepin 20 WD 2004/ 026843 PCT/ GB2003/ 004050
ne?iﬁ%h@ﬂ@kmh@wi N e2-orp-S rrdiemesd-2) 3-gibydro Hebenzo[e][ 1,4]diazepin-3-
aci- 5- phenyl - 2, 3-di hydro-1 Hbenzo[ e] [ 1, 4] di aze
pi %ﬁgé&aﬁ%?ézam de; Butane- |-sulfonic

15 ac?-@4-Methowx phesyDNdPrpio-3;Bentil Byddibydrid Hénenf e [4)dikdiin2-

epjn- 3 (1) -am de;

2-%?8%6@%1%2- 0x0- 5- phenyl - 2, 3-di hydro-1 H benzo[e] [

1, 24 NatmeghienylBN-(3-dxo- Hehenghe Swlifydratil-tenzo[ e ][ 1,4]diazepin-3-y1)-

3 olase) N-(2 0x0- 5- phenyl - 2, 3-di hydro-1 H benzo[e] [
c;i‘mazépl n-3-yl)- benzenesul f onam de; 10

4 B(Diitrohp by INe (2-Gropfrpliply 12,3 Sl id vy THl-Derlzbbelfe piidipbint 3-y1)-

20 1,_%%6951?%6_epi n-3-yl)- benzenesul f onam de;

25

30

2N (2- oxo0-5-phenyl -2, 3 -di hydro-1 H benzo[e] |
1, ¥}(@iCxnepphiend-2y3-dihydro-1H-benzo[e][1,4]diazepin-3-y1)-2-(2-

trifluoromethyl-phenyl)-acetamide;

N-(2-Oxo-5-phenyl-2,3-dihydro-1 H-benzo[e][1,4]diazepin-3-y1)-2-(3-
trifluoromethyl-phenyl)-acetamide;

N-(2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y1)-2-(4-
triﬂuoromethyl—phenyl)—acetamidé; o ‘
1-(2-Methoxy-phenyl)-3-(2-0xo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-
yl)-urea;

1-(2-Nitro-phenyl)-3-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo(e][ 1,4]diazepin-3-y1)-
urea; ' ’ |

1-(2-Chloro-phenyl)-3-(2 -oxo-S -phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)-

urea;
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benzenesul f onam de;
3-(2-Nitro-benzyl am no) - 5- phenyl - 1, 3- di hydr o- benzo] e]

W 2442@dumzepi n- 2- one; 15 PCT/GB2003/004050
3 (3 Nitro- benzyl am no) - 5- phenyl - 1, 3-di hydr o- benzo[ e] |

4] SicRIRRbRng) B0 @ 0x0-5-phenyl-2; 3-dihydro-1 H-b 1,4]di 3y1)-
Zf Ni t rgbbélnquar%x%o)p gnyphenyl yIro enzoée]g b] H7¢ nf v

[ Feéb] di azepi n- 2- one;

542 M%& BoYs f@@zcmmm - ¥ berioP) 8 liadep i S B P R pGRA0L ©

]3 5 ﬁZ%mmnl}enﬂéﬁ Ly oead mbqn}’%-?ﬁhbhxdm-lHS)emdﬁsl Hr4jdibeapind-gl)-

][B% .41 di azepi n- 2- one;
5 enyl - 3-(2-trifluoronethyl -benzyl am no) -1, 3-di hydro

béﬁ%ﬂi [voto-phetry3-p-of2- azceﬁ)-lpherﬁrl—?.ZEﬁlbﬂbo—lH-beﬁh@ﬂ’] bil4)Biazepd-3-y)-
-t&{ EI uoronet hyl -b enzyl am no) - 3 -di hydro-benzo [e]
4] diazepin-2- one;
5- @)dnr-ElBer(-4phényl){3HQaxorsetteyyl-Haditydariitihognzd e 1, djdineeisin-3-

-b _zo%ae] [ 1,4]diazepin-2- one; 25
3- ?1?,2 an- 2-yl net hyl ) - am no-] - 5- phenyl -1, 3- di hydr o- ben
10 ZO{’LMe{tHa,néﬁlﬂiﬂoﬂ)Zephﬂh&yQﬂl@ 0x0-5-phenyl-2,3-dihydro-1H-

1, ﬁﬁnafggi[gﬁfdhazgplv%yﬁa 351},-/,!-?32 3-di hydro | H-benzo[ e] [

N- (3> @Maﬁmaammasm&h@:w (zﬂoao&ﬂw@m A dhpenzal e] |

1 4 di i sobutyram de;
Eﬁﬁgwaiﬁ{]af%ﬁéyﬁ bﬁﬁ@ﬁ%}iﬂgz 3-di hydro-1 Hbenzo [e] |
1 Mb@zwtmxﬁwlz)oxosQ:hei@maﬁ@iﬁyurf)qmawsngcf{e][1 4]diazepin-3-yl)-

£ car boxylic acid
15(7 ‘EW“B 2- 0X0- 5- phenyl 2, 3-di hydro-1 H benzo[e] |

$disageBin- earoy (?_fﬂxggr-ph% ylm-a@xgézloqaﬁ&ﬂéo[e]él 4]d1azepm-
/ GB2003/,004050 hi ophene- 2- car boxyl i ¢ aci

(7 3-¥hrspsmidgyxo- 5- phenyl -2, 3-di hydro-1 H benzo [e]

1 O 10 ar -
B s e T

1 hqna?[a}_{bﬁldﬁazgnw)y)e@ml 5
N- |

20 dl@l)z gtﬁlhgfrg-zlﬁ-b@?fz%[l%]ﬁﬁﬁﬂlx 8- c%éb;bécgfl}n %ﬁj&’@ (JX?L _;bp%r@]ﬁﬂ[ﬁi £hilycﬁo—
orw@e@pm@ 5 atrempiog)-aidert hyde or & H benvo [ €] [

7) ﬁl\/fégfri‘)g& iil]_%xogX S Ié}ﬁly@:?} gmga&g ﬁ%p%ér?%a[gm—f]gm?o? e]yl) i
1 aiflypremepiyhbedzaniye; 2 nitro-
2,4,5-Trifluoro-N-(2-oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][1 4]d1azep1n—3 -yD-
25  benzamide;
(S)-2,4,5 -Tnﬂuoro-N—(Z-oxo—5-phenyl—2,3-dihydro—lH—benzo[e] [1,4]diazepin-3-yl)-
benzamide; .
2-Hydroxy- N—(2-oxo;5 -phenyl-2,3-dilyydro-1H-benzo[e][ 1,4]diazepin-3-y1)-
benzamide; :
30 (S)-2-Hydroxy- N-(2-oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)-
benzamide; |
1H-Indole-7-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
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10 benzam de;

2- (2- Met hoxy- phenyl ) N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-1
wokmenzs4i e] [ 1, 4] di azepi n-3- yl)-acetani de; PCT/GB2003/004050

2- (3- Met hoxy- phenyl ) N- ( 2- oxo0- 5- phenyl - 2, 3-di hydro-1 Hb

enba{ze [el[1 k]t Apazey)-tmide; Y| ) - acet ami de; 15

%[Qﬂ’% i%d?%%%{ %@@ﬂxy% a@}?ﬁﬂfg%glh%dr% gi.hydro-1Hb |

2 bénAidin 2 dhepyl ) fW-4@idexo- 5- phenyl - 2, 3-di hydro- 1

- Eiobighensriac BTl S50 e e

SZObEI?zl)[e[][l ﬂalmeaﬁleaoylparﬁrdyl ) - 20 acet am de;
di hydr o- H-benz% eh .
[ 1?%%@?@&1}@@%#}1&@ cer@oxyhc a01d (2-0x0-5-phenyl-2,3-dihydro-1H-

trinbd A [Q'E%Qz)ébmm?ﬁm{h)de acet am de

g& f 3 -di hydro-1 H benzo [e} } 1, 4]
di Ep@hio@ @ guogo-plgegyl.) -2-0x0-2,3- d1hydro 1H—benzo[e][ diazepine-3-
tr J ﬁmgyyl) acet am de; 25.

?g‘%ﬁ%@ henyl-2 3-di hydro- 1H benzo[ e] [ 1, 4] di azepi n

10- 3-1y(lzﬁFlt@rQ—henzv})ﬁf(lZ%@éﬁé@%ﬁﬁpﬁbﬁ}mlHal@@{!(&?ﬂ{ diazepin-3-yl)-
- Met hoxy- phenyl) -3 -(2-o0xo0-5 -phenyl-2, 3
-dl Hro 1 Hbenzo [ e] [ 1,4] diazepin-3 - ¥I)-greq;
1 (12(4Nd¢th@¢yrﬂ¢eml) 3- (Zaoxo(52phe@xlo2 B-dgtydrey) H-benzg[el[dAlijarepinB-

gq§§ [e ] 1,4] diazepin-3 -yl) - 30 urea;
3 it or o- phenyl) 3- (2- oxo- 5- phenyl - 2, 3-di hydr o- 1

H- b B 2d¢thl-Hendy)A-G-exoeSpphen@-243 )il-hydnoe]eH-b@zoW ,4]diazepin-3-
200 /026843 PCT/ GB2003/ 004050

1-( H or o- phenyl ) - 3- (2- oxo- 5- phenyl - 2; 3 -di hydro-1
H he@aqoed-plenl- Zt}dlhadleﬂiﬁqbﬁmyﬂe)[t 4]dimzepin-3-y1)-3-(4-

0X0 hen -di hydro-1 H benzo[e] [
&T 05%%’?)ﬁp§ )5 éoa p-tol yl -urea;
1 @2c1ffbmor Bethberlyi(}-080-5-pRerykd;35dipfiesy H-t2ns[e]Hi4]gierepini3-
Eqﬁ ﬁ%P [ 1,4] diazepin-3-yl)- 5 ureas;
P % phenyl ) - 3- ( 2- oxo- 5- phenyl - 2,3 -dihydro-1
20H- hﬂﬂaﬂbﬂﬂ—}bﬁm‘lﬂl@ aZePpitent-¥,B Mihydro-1H-benzo[e][1,4]diazepin-3-
yDbenzamide; - ' '
3-Methoxy-2-nitro-N-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)-
benzamide; .
5-Chloro-2-methoxy-N-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4 ]diazepin-3-
25 yl)benzamlde :
5-F1uoro 2—methoxy—N -(2-0x0-5-phenyl-2,3-dihydro-1H- benzo[e][1,4]diazepin-3-
yl)-benzamide;
2-Methoxy-4-nitro-N-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1 ,4]diazepin-3-y])-
benzamide;
_ 30  5-Methoxy-2-nitro-N-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)-
benzamide;

" 3-Methoxy-4-nitro-N-(2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y1)-
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ur ea;
(S)-1-(2-Fl uoro-phenyl)-3-(2-0x0-5-phenyl -2, 3-di hydr o-
wdadd4bomiszd[e] [ 1, 4] di azepi n-3- yl)-urea; 10 PCT/GB2003/004050
4- Met hanesul f onyl - 2- met hoxy- N- (2- oxo- 5- phenyl - 2, 3- di hy
dr,o- | H-. benzo[e] [ 1 4] di azepi n-3-yl ) -benzam de; (S)-
4%3% %esulfonyl 2- met hoxy- N- ( 2- oxo- 5- phenyl - 2, 3-di hy
draoQZJ-Methbejnplﬁbn[yBJI\I {2- dxpés}piieagzlem-ﬂﬁﬁdml)l-}-b@fzz[am dpliazepin-3-

thoxy N- ( 2- oxo0- 5- phenyl 2,3-di hydro-1 .
I—I—@é’ﬁc’é’g e 1, 4] di azepi n-3-yl)- 15 benzamide; (S)-

ﬁ@ewﬂhozy elasm\f-ts} de-SD%ﬁénﬁl =Pheiylro2 IBbelizfy {1 atdidriies-
zole] [ 1, 4] d| azepi n- benzam de;
5 6-Yi-Bropignapd Benzo[ 1, 3] di oxi ne- 8- car boxyl i ¢ acid

823' @Xﬁetﬁoglﬁlﬂ%?b& @ &do@ﬂfeﬁyl'—i‘k dfhy &R z181-b&kofk][ L41d¢fzepin-3-
i azepin
6- ﬁ)'ﬁfg?@nﬂﬂllrdﬁenzo[ 1, 3] d| OXI ne 8- carboxylic acid

( 21\1 iPSCj-I égg%?ﬁféﬁ%y %2%}(6“2 t3ycgﬁyQi'ro -}Hl-:é-l\igfﬁil:qg]@ &]@iaz%m 3-y1]-2—

@h@iﬂyb}m@lldﬁl hydro- I H-benzo [e] [ 1,4 ]di azepl'n 3
10 s-f'f-chfokof f')\}éé?gﬁ’ %&Bxlph lé%ﬂgdrog}[ﬁa nzofe]]1,4)diazepin3-

| uor o- 0XO- henyl™-2 dro benzo
6]1] -§-methoky-Beramgrden- 3 yI) 25 benzam de (S)-2, 4,

5- If[ H ¢ yie(]gl 9’8‘;2%% Qx%ﬁ-\él?"gx frclirghﬁy&'h’?_g%] hRRAGR-3-

I\I-Ij;lf]ﬁmtm-ﬁj;nm:lw%- 2, 3- B(ﬁi%?wd?gnl H- bgﬁzo[ e][1, 41&& azepin

P G RERER e R s Rl AL A el i,
15 - 3Aj-hitrodmnzamilegle; 1H- | ndol e- 7- car boxyl i ¢ aci d

( %&l) ﬁjlgo%ﬁggmefgﬂuorgmftg?l hen}%)?’Z %my%.po 1—926843

1 b@}mb[a]gb@]ldmzébnyBM]éﬂnﬂandeg S)-1H | ndol e 7 carboxylic
% hz%%ﬁ-)ﬁs%éo %(? tg.ﬂ]i%dggmgth}blyp%enyli y ro {I-?] [
benzo[e][l 4]diazepin-3-yl}-benzamide;

20 4-Methoxy—N—[2-oxo-5-(3-tn'ﬂuoromethyl-phenyl)-z,3-dihydr6-1H-
benzo[e][1,4]diazepin-3-yl]-benzamide;
2-Ethoxy-N-(2-0x0~-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-y1)-
benzamide; .
2,4-Dimethoxy-N-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1 ,4]diazepin-3-yl)-

25  benzamide;
2-Bromo-5-methoxy-N-(2-0xo0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-
yl)-benzamide;
2-Methoxy-N-[5- (3-mehtoxy—phenyl)-Z-oxo—Z 3-dihydro- lH-benzo[e][l ,4]diazepin-

3-yl]-benzamide .

30 N-[5-(3-Methoxy-phenyl)-2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-

y1]-4-nitro-benzamide;

2-Methoxy-N-(8-methyl-2-0x0- 5-pheny1-2 3- dlhydro-lH-benzo[e][l 4diazepin-3-
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3- Met hoxy- napht hal ene- 2- car boxylic acid
(2- oxo-5- phenyl -2, 3-di hydro-1 H 5 benzo[e] |

wda ebde@azepi n- 3-yl ) - am de; PCT/GB2003/004050
(S) - 3- Met hoxy- napht hal ene- 2- carboxylic acid
(2yg%ouzampfeeny! - 2, 3-di hydro-1 H benzo [e ] [ 1, 4]
di azepi n-3 -yl )-am de, ]
N- F#Jhng-ér@t pulfonylg¥-62-pteehpiepyp2,8xidydrasl B hydr o- 1
H- . . i i- -3-
o1 PRI Rlarenip ) BagRhag
1- ¢-Rimpthplaminee£3-oxo-§-pb@ybk.3-dihydhee hiHberzoBe ]t Agidzepini3-yl)-

s H ﬁ.gﬁgidh;e] [ 1,4] diazepin-3-yl)- urea; _

1- (4- Met hoxy- benzyl ) - 3- (2- oxo- 5- phenyl - 2, 3-di hydro-1
H- §20x0-Spienyl-213-dihydtio d Helpinmo[ 8] 1,4 (iapepin-8 &/1)-carbamic acid benzyl
1- s%ér-'vbt hyl - benzyl ) - 3- (2- oxo- 5- phenyl - 2, 3-di hydro-1
H benzo [e] [ 1,4] diazepin-3- 15 yl)-urea; ‘
1- (-3, Soomethplgheyyl)-2+(3-oxh-brpbknyt-2, 3 Ky Of @kndo[e][ 1,4]diazepin-
1, g{ﬁ_l aezaepi n-3-yl)-3-(4- trifluoronethyl-phenyl)-urea;
4- Or6? 2- net hoxy- N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-1

10 H bén@rd-6}phEnyl243-ditly @z e Hitenab{ eyl I jdespuasiylies-(420
4- Met hoy- 3- ni 1tér 0 N- ( 2- oxo0- 5- phenyl - 2, 3- di hydr o- | H- ben
zo%i‘]“ffi’, G AP AR5 y 1 ) benzani de; 3

| Nb-(mBr@yn&-ﬁiﬂtaomﬁét] %ﬂmmy)s-(gpﬁef%tﬂ)hegyl-ﬁ}dmzwm'}h- 1
en . : i azepin-3 -yl)- benzami de;
: 5-%‘?[2‘%2{?@’@‘1?‘?%?91’6'3;}4)!\??%- oxo- 5- phenyl - 2, 3- di hydro-1
H beneenelb 4] @oRa-8RhéiryB2,3 2hiko-PRbe A& B4 diazepin-3-y1)-
5- F%or 0- Z-dr?e%}t]l%]mgy- N- (%— dggo- 5- phy)eﬂnyt -2, ?—Béﬁﬁy&rlgz-e w35
15 h¥e%zo[e] [ 1,4]diazepin-3- yl)-benzani de; “

oo g on ot g o
5- b HEsy - 2-ni tro- N-(2- oxo-5- phenyl - 2, 3-di hydro-1 H ben
CRECOy 4RGN (2 Oxor S Phenyl o3 ROk e
Hb¥rEEsa e] [ 1,4] diazepin-3 -yl)- 24 WO 2004/ 026843

20 PAUCERBI%-BR IR henyl)-3-(2-0x0-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-urea; '
1-(4-Nitro-phenyl)-3-(2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-yi)-

urea;
1-(2-Methylsulfanyl-phenyl)-3-(2-oxo0-5-phenyl-2,3-dihydro-1H-

25  benzole][1,4]diazepin-3-yl)-urea; ‘ -
1-(2,6-Dichloro-phenyl)-3-(2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-
3-yl)-urea; .
5-tert-Butyl-2-methoxy-N-(2-oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-

yl)-benzamide;

30 2,5-Dimethoxy-N-(2-oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-y1)-
benzamide; ‘

1-(2,6-Difluoro-phenyl)-3-(2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-
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benzam de;

3-(2- Met hoxy- phenyl ) - N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-I H
whenwzopaii 1, 4] di azepi n-3- yl) propi onam de; PCT/GB2003/004050

3- (3- Met hoxy- phenyl ) - N- ( 2- ox0- 5- phenyl - 2, 3-di hydro- 1

H-kenzof el [ 1,4]diazepin-3- 5 yl)-propi onam de;

3- (4- Met hoxy- phenyl ) - N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-1

H BelAZdjoeq-plieny])AH@ e epphond-2,3¢fihydyo-d pi-emacie i 4 |diazepin-3-yl)-

N- [fise- (3- Chl or o- phenyl ) - 2- oxo- 2, 3-di hydro-1 H benzo] e]

[ 1, ﬁ] di azepi n-3-yl ]-2- net hbxy-benzam de; 10

N- [153-stihly ephonybi (Rrbyo- S-phonyk-53 ifteytingk LER e[ il cifidiazkpin-3-

sH tg,@r{l ole] [ 1,4]diazepin-3- yl]-4-nethoxy-benzam de;

N-[3- %e?i Chl or o- phenyl ) - 2- oxo- 5- phenyl - 2, 3-di hydro-1 H b

eni e([Zé]xb-S];TIxémle-éihmlir)oSI-H-yén]ze B ni;l]]dtaﬁf;bﬁe-e 23&);3 -ﬁ?, d

N[ 55 (3- ro-phenyl ) - 2- oxo- 5- phenyl - 2, 3-di hydro-1

H %%%“%Bﬂg]t}[y%pﬁﬁrgpéﬁ%api n-3- 15 yl]-4-nitro-benzam de;

4- VB iThioyo-bhdnh) BX@-dxof ApHehyltd, 31 pdretl Mybenpble 1Y 4 disepin Gly1)-

hydro-1 H benzo[e] [ 1, 4]diazepin-3-yl]-benzam de;

2- MEfhoxy- N-[ 2- oxo- 5- (3-tri f | uor onet hyl - phenyl ) - 2, 3- di
10hy draethoxiy-4-Raemzelieinyl-N12 4kels prenin;33iM dro-hB0Zam de; 20

4- g/ét-hﬁoiﬁ- E&-é_%;-.oxo- o- (3-trifluoronethyl-phenyl)-2,3-di

hy GFgoleft 4 Bpeyl-bazapeazepi n- 3- yi J- benzani de;

2- BtNIQKe M foRy 10X 02-Sx BB Ry t-2 3 it Y A1 Berko & RONEReBin-3-y1)-
[1, 4] di azepi n-3-y1l)- benzam de; . ‘

2, h‘?f@?‘ﬁ’éiﬁ;hoxy- N- ( 2- oxo- 5- phenyl -2, 3 -di hydro-1

H benzooed-plhenf- A3 didasR] Mivdr ZTEle; ic aci

2- gf(grm- 5- Ir)net oXy- l\}?( 2- oxg%gﬂg?][éﬁﬁ%zgﬁg- gﬂ]tsrg?}g{lallamw acd
151 petybsser: [ 1, 4] di azepi n-3- yl)-benzani de;

2- e aea= Dbk Bl AR Ry RBS Blehs 2 sdibhydro- 1

T S i i e S T s A

N p&ZgBidgit hoxy- phenyl ) - 2- oxo- 5- phenyl - 2, 3- di hydro- 1| H

benzabifldrd-nHb 28 Phdby B2, 3 Winyadb-1H-bERo RAT AR A in-3-y1)-

benzamide;

20 N-(2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-yl)-2-propoxy-

benzamide;

2-lodo-N-(2-oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)-benzamide;
3-Methoxy-N-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y1)-
terephthalamic acid methj/l ester;

- 25 4-Amino-5-chloro-2-methoxy-N-(2-0x0-5-phenyl-2,3-dihydro-1H-

" benzo[e][1,4]diazepin-3-yl)-benzamide;
1-(2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y1)-3-m-tolyl-urea;
2-Methylsulfanyl-N-(2-0xo0-5-phenyl-2,3-dihydro-1H-benzo[ e][ 1 ,4]diazepin-3-yl)-
benzamide; ‘

30 2-Methoxy-N-(2-0xo0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-y1)-5-
sulfamoyl-benzamide;

2-Hydroxy-N-(2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y)-3-
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2- Met hoxy- N- ( 8- met hyl - 2- oxo- 5- phenyl -2, 3 -di hydro-1

H benzo [e] [ 1,4] diazepin-3 - 25 WD 2004/ 026843
WOEOAGBRED3/ 004050 vyl )-benzam de; PCT/GB2003/004050

2- Chl or 0- 4- met hanesul f onyl - N- (2- ox0-5 -phenyl -2, 3

-d| -1 H .henzo[e][1, 4] diazepin-3-yl)- benzam de;

H iﬁmPlglrlﬁmrl%g N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-1

H- b&mtno;{y@] 3- oxh-ﬂ-bhler@zt éﬁrdnhy:ﬂwlli—ber&obé[ﬂ Zadingbpin-3-yl)-3-
(2- Ox0: 5- phen 2, 3-di hydro-| H benzo[e] [ 1, 4] di azepi n-3
-y|P}%<IE’5PrB aleg%, d benzyl ester;
1 Gazﬁilfardxpﬁehylbflpﬂﬁhyﬂl}(%xb&;ﬂ»enyl-&ﬁp&ihmab-lﬂe- di hydr o-

H- ben 41 di.azepi n- 3-yl)-urea; 10
51 6’2“761253&15“{3 3 ﬁ?gregi hydro-1 H benzo [e]]
1, Q}Mbtﬂ@)@ﬂﬂ-&eﬁxﬂmmt&) N42- oxo 5—pheny1 -2,3-dihydro-1H-
trlfluoromsthoxy ﬂ Fyl)
1- (bgnzsledliyivazepip -yt phenyl ) - 3- ( 2- 0X0- 5- phenyl
-2 1%@3&1%31@2 bxd‘-’S ph%@t’(y'l@@ cﬂlﬁ;}dr(ﬂ 14, b‘@ﬂmo[e]P ,4]diazepin-3-yl)-urea;
dlazepln Br ono- benzy

Sl Bty e WA Bl b djezepin3-yD)-ures;

01 4]-]?(11@236(@1&0-% ﬁﬂeﬁyl&lﬁdﬂk @I@ﬂlH-benzo e][l 4]d1azep1n— -yl)-urea;
1-(2,3-Dichloro - (2- 0x0- i hydr o-

L PO ey - by [cﬁ} Silazepin3yD-ures;
1- 425 BmbdafPR kM- 2-@5‘1‘35‘%}11): agld((g-m@@@ Ipﬁén?h@ @)dﬂ; 31di hydro-

1 H'benzole] | 4] di"azepi n- ) - urea;

1- (benzofd] [éﬂaﬁlﬁcemt%xlbmpﬁ@nyl) 3 (2 0Xx0- 5- phenyl 2 3-dih
Vd[@a hdfﬁ'é 1R 6&’5[1 a[:fl:l (?]cﬁioﬁ?@ak@sghééb) 3 YLRydro-1H-

|tropeny 2- 0X0- 5- phen i hydro-1| H be
15nzdv?eédﬁ][l;%@mzép}’lha@@l) urea; .

S s e o

1 (YDaGtaBiiddal or o- phenyl ) - 3- ( 2- ox0- 5- phenyl - 2, 3- di hydr o-

i - -u . . .
5. PO RGP e S S R bt e Bpnagll1 tigengpin s
H- ble]nmbufyeiml{ie 1, 4] di azepi n- 3- :
20  Furan-2-carboxylic acid [5-(3-chloro-phenyl)-2-oxo-5-phenyl-2,3-dihydro-1H-

benzo[e][1,4]diazepin-3-yl]-amide; ‘
Thiophene-2-carboxylic acid [5~(3-chloro-phenyl)-2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl]-amide;
Cyclohexanecarboxylic acid [5-(3chloro-phenyl)-2-oxo-5-phenyl-2,3-dihydro-1H-
25  benzo[e][l,4]diazepin-3-yl]-amide;
Piperidine-1-carboxylic acid [5-(3-chloro-phenyl)-2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl]-amide; .
N-[5-(3-Chloro-phenyl)-2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-
yl]isonicotinamide;
30  5-Methyl-furan-2-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide;
Pyrazine-2-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-
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yl)-benzam de; 30
2, 5- D net hoxy- N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-| H benzo[ e
w0 p4dd@diumnzepi n- 3-yl ) - benzam de; PCT/GB2003/004050
1- (2, 6-Di fluoro-phenyl)-3-(2-o0xo-5-phenyl -2, 3-di hydr o-
1 B-fhepapke] [1, 4] di azepin-3- .26 WO 2004/ 026843
PCT/'GB2003/ 004050 yl)-urea; 1-(3-Fluoro-phenyl)-3
( N-bxG-Mepprorihenyd)-3-oxetiStnhdnd-2,3tdikydre i Hefeejole][ 1,4]diazepin-3-

;g: diiRgeRhie 3- Y ) - urea;
- -Il\/btégx - phenyl ) - 3- ( 2- oxo- 5- phenyl - 2, 3-di hydro- |
ex{e@-cagboxth aﬂm@[ﬁ6(§+m’eﬂ3}xylfph§/xiyﬂ)—2jom5—pheny1-2 3-dihydro-

hyd 1 Hb
S o RSP 21 Lor ot byl - phenyl ) - ur ea:
1 @cbhémn@a;bhaﬂryIg¢1d$§-(Qmet;mlea%)mdﬁgmﬂoxzfgp}ﬂhﬁyﬂ];-@ih@rdro-
| in - urea;
jlz]ﬁﬂé{aﬁ%ﬂ%%lyﬁp N}/(Z 0xo0- 5- phenyl - 2, 3-di hyd
r oPhﬂdndineﬂ zoafbetylic aﬁld4}5'@3'ﬁléﬂ1bkﬁpﬁenyj)92 dxerRzEH¥h e, 3- dlhydro-

R ey atites )~ ez de:
lON— (Pﬂ)e@dﬂe-@-c@ﬂb@i}&ﬂc 22id35-@-higthoRy-plken Eﬂzdib@lﬁhlenﬂ]lﬂ3—@ﬂ1§@ﬂon

ter al am cid, 15 net ester;
2 %%P@[ﬁf %%Bl%fﬁﬁé‘ﬁwe 2, 3-di hydro 1 H benzo[e] [

1, @dlbﬁ@@ﬁﬁcﬁb&cy}ih hcid l@ﬁﬂlﬂ&@ﬂ&od -phenyl-2,3-dihydro-1H-
N-( 2- oxo- 5- phenyl - 2, 3- di hydr 6- 1

H-g‘é‘f??%b[éf d[‘%ﬂ]l&.*}’é)z@mdﬁ 3-yl) - benzam' de; 20
N- (I"Broﬁf@xeﬁ RARRYHC a81d%8%é?%@&%k%ﬁﬁ?§ﬂﬂ@[ﬁ&1ﬁ1§dr6]@1 azepin

- 2- pr opoxy- benzam
152 P?f&{i[eﬂﬁ-l(d‘?&ha@iﬁné BhERE- 2, 3- di hydr o- | H benzo[ €]

[ 1143 dxa8zemherid; Hdih &@H%&Q@ 1,4]di - -
3- l\/gt hgxy N-ll(iyZ OXO- % phenyl - ];L» oJ| II%Z/e ?%3fl)£%llor? ﬁyl[
1, ¥*adi azepi n-3-yl ) - terepht hal ami ¢ acid net hyl ester

25 5-phenyl-
4 A 00 BT oo Dy B Be g oLl fldiazepin, %éﬂyﬁ'ﬂ‘b"pgencﬁii}l'

r oHfeRt
20  Pyridine-2-carboxylic acid (2-0xo- 5—phenyl~2 3-dihydro-1H-benzo[e][1 4]d1azep1n—

3-yl)-amide;
1H-Pyrazole-4-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide;
6-Dimethy1amino-N—(2-oxo—S-phenyI-2,3-dihydro-lH—benzo[e][l,4]diazepin—3—y1)-
25  nicotinamide;
2-Ethoxy-naphthalene- l—carboxyhc acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide;
9-Oxo0-9H-fluorene-1-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide;
30 2-Oxo-2,3-dihydro-benzoimidazole-1-carboxylic acid (2-0x0-5-phenyl-2,3-dihydro-
1H-benzo[e][1,4]diazepin-3-yl)-amide;
(2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)carbamic acid tert-
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benzo[ e] [ 1, 4] di azepi n-3-yl ) - benzam de;
1- (2- Oxo-5- phenyl - 2, 3-di hydro-| H benzo[e] [
wa zebde@zepi n- 3-yl ) -3-mtol yl -urea; PCT/GB2003/004050
2- Met hyl sul f anyl - N- ( 2- oxo- 5- phenyl - 2, 3 dihydro-lH—benz
o[gh@lémﬂidiazepin 3-yl)- benzam de;
@ N- ( 2- oxQ- 5- phenyl -2, 3-di h dro | H benzo e][l
4] (0o SOOI S-oa YA (2RI P2 iy dro
2- HM@% iﬁ&ﬁmﬁ&pw)énm@henyl 2, 3 -dihydro-1 H benzo
[ e] 0;3 diazepin.3 -yl)-3 - 27 WD 2004/ 026843
PC@C’%‘Z"@ W@S@X}’W 62 %ptﬁpli)f@nﬂrﬂ Fdihydro-1H-
3- XQ nyl -2, 3-di hydro-1 Hbenzo[e] |
51 ﬁw%g%pﬁﬁlgépﬂ@yl armzlEenyl propi onam de ; 3
ZEPx9oT- ehqgmb%grﬁ)hydmnléi -bgrizofle[{ Aidiaeepib-3ptecrybantle acid methyl
Né hydro-1 H 5 benzo[e][1, 4] di azepi n-3-yl)-urea;
2- Met hoxy- N-net hyl - 4-ni tro- N- (2- oxo- 5-phenyl-2, 3
- dl (Bytyoe> Rheliﬁ’l'béﬂﬁlexpd]H-[JentQ[A][l,é](ﬁazepih-l?p-}i’b)-carbamic acid ethyl
YLz benzam de;
1 fert - But yl - 3- ( 2- ox0- 5- phenyl - 2, 3-di hydro-1
10H k(éf@@ffe])he[nyHZ Aty dro €bi- b‘enBe[‘;t] [, 41tHzepin-3dyl)-carbamic acid

2- 0x0- 5- phenyl - 3-dihydro- 1 H benzo[ €]
C¥£h§ﬁﬁéféﬁfé 3-yl)-urea; 10

1 EtOnok N-E2-0Ro-6phertyt-P, B@Mdro’glB%dmdt’o{ld]ﬂ%]&xkiebﬁ%ﬂb-@}tﬁﬂapl@ne-

di 3- vl
I%J?$¢Q%n€¥ éxgrgaphenyl 2, 3-di hydro-1 H benzo [e] [

1, @dp}aﬁﬁweﬁh&HW:ic):epﬂﬂﬁ@salts thereof.
154 5- D met hyl - f ur an- farbozgllc acid
(2- 0X0- 5- ph povéndg Oﬁ ey bﬁ@]:f:fgrefl E}I re[actmg glyoxylic acid
1 a}{@omm rbeazoy&ha)zalmad@an agjpwlhﬂlbeﬁzy cARUntRat hdfixagi d
hl or o- 2 oxo 5- g di hydro-1H 15

UPE] L[nier 47~ §?é‘€ @1095{ glvgﬁlﬂgé@ey protected amino acid of formula
N-IQ-(S Chl oro- phenyl ) - 2- oxo- 5- phenyl - 2, 3-di hydro-I H b
enzo[e] [ 1,4]diazepin-3- yl)acetam de;
N-[5-(3- Chi or o- phenyl )g*2- oxo- 5- phenyl - 2, 3- di hydr o- |
Hbenzo [e] [ 1,4 dlaszln 3- yI]-|sobutyran1de 20
Furan-2-carb C O\\//
[ 5- (3-chl oro-phenyl)

- 2- 0X0- 5- phenyl - 2, 3-di hydro-1H b

enzo [e] [ 1,4] ;-p|n 3 -yl] -an1de (1D
Thi ophene- 2- cp (N aci d :
[5-(3-chl oro-§g y ﬁ@ 0xo0- 5- phenyl - 2, 3-di hydro-| H

20 ) The thus obtained amino acid of formula (I) can then be reacted with
a suitable chlorinating agent, such as oxalyl chloride, followed by reaction with a 2-
aminobenzophenone of formula (III)

NHR? O

' 11
(R¥ R o
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benzo[e][ 1, 4]diazepin-3-yl]-am de;
Cycl ohexanecar boxylic acid

WO 2604/82d8kDr o- phenyl ) - 2- oxo- 5- phenyl - 2, 3- di hydrBeT/EB2@®5/004050
benzo[e] [ 1, 4]diazepin-3-yl]-am de;
Pi @ givel tHRentmecAr ROk & fa&dudh (1v)
[ 5- (3-chl oro- phenyl ) - 2- oxo- 5- phenyl 2, 3-di hydro-| H
benzo[e][ 1,4]diazepin-3-yl]-am de;
N[ 5-(3- Chloro shepyl ) -2-0 5- phenyl - 2, 3-di hydro-1
H-benzo[e](B)l ‘ 3 ?Q yl |son|cot|nan1de 30

5- Met hyl - f ur an- XY v

(2- oxo-5- phenyl - &2hyoro?ﬁﬁt benzo[e][ )

1, 4]d|azep|n-3? deN Py@izi ne- 2- car boxyl i ¢ acid
(2 0x0- 5- phenyl - f | H benzo[ e] [ 1, 4] di azepi n-
28 WO 2004/026843 2003/ 004050 3- yI) am de;

N-[ 5- ( 3- Met hoxy- phenyT ) - N oxo- 5- phenyl - 2, 3-di hydr o-| H

benzo[e] [ 1, 4]diazepin- 3- yI]-isobutyranide;
Th| phene- 2-car boxyl jc acid
whishpeed, & %%??e b oxo- 5- phenyl -2, 3-di hydro- 5 1

H‘ benz o[ e] [Thb.cBhgbnd %pfoﬁng’laﬂd) “@MHEE be subjected to ammonolysis
Cycl ohexanecar boxylic acid
> [ 51qllpved OF 51RG < IoFHER{f At il soBtasinerapimanivgn efeatiobtain the
H e dltRhzodiatefdcbr 8RR ar(V§ yl']-am de;

Pi peri di ne-|-carboxylic acid

[ 5- (3- et hoxy- phenyl ) - 2- oxo- 5- phenyl - 2, 3-di hydro- 1

Hb enzo [e] [ 1,4] dlai%pln 3 -yl] _ami de; 10

Pi peri di ne- 4- carboxyll i@l

[ 5- ( 3- met hoxy- pheny
H benzo [e] {R%,~4
Cycl ohexanecar boxy

4henyl - 2, 3-di hydro-. |
-yl ]-an de; )

=0
hydro-|I H benzo[e] |
hene- 2- car boxylic acid

1,4]diazepin-3-y|)-aane;
gho-1H 15

(8- et hyl - 2- oxo- 5- phenyl - 2, 3-di
benzo[ e] [ 1, 4] di azepi n- 3-yl ) -am de;

i 2]2 d%gegl ﬁlﬂg %}Pgougg’ ?rﬂfl B%Lﬂ% &é)lcf# beg rl]aé g%gtlotelted using hydrogen

1- bdm@edn Beqpio atiy to Weld tieh dey@eeoted ahhlb&jﬂé}hﬁ]a ).
1, 4] di azepi n-3-yl)-3 -thlophene 3 -yl- urea;

® 5

(R)n N\i—NH | VD
N g

R
10

Compounds of formula (I), in which R’ is XR® and X is -CO- can be
prepared by reacting a compound of formula (VI), as defined above, with an acid
anhydride in a suitable solvent, preferably pyridine at ambient temperature, or with
an acid chloride in a suitable solvent in the presence of a base, prefefably in THF at

15 ambient temperature with triethylamine present. Alternatively, the compounds can
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20 Pyridi ne-2-carboxylic acid _ _
(2- oxo- 5- phenyl - 2, 3-di hydro-| H benzo[ e] [ 1, 4] di azepi n-

w@2004)p268u3 de; 1H Pyrazol e-4-carboxylic acid  PCT/GB2003/004050

(2- oxo- 5- phenyl - 2, 3-di hydro-| H benzo[e][1,
4] gé FBEREA Y réél:ﬁonad}qaqgmgounfi Bﬁform‘da é\/’% Wlﬂﬁin dmd ipa suitable

6- D nmet hyl am no- N-
A - BRTREOIT 18] PlFSﬁPCM?fm basespiln cOuing 2g@ priferobly lfHiBe] ambient

B@%&r@ﬁ Wgé ?1:{2135 98{%15% 1E}§hﬁ1é]N N

1 tb}rdmethblmml@l bﬂx)lﬂmpi)ewhate (HBTU) present

59- Oxo- 9H fl li'loﬁl‘? cha g&dgﬁ%%gé(&/ is i% Ao carbonyl chloride, the compound

(2- oxo-5-phén
benfzfo{rm}l{i Gl) ﬁ]adelazle'plm’a- 3H §k yasanihee; R°IONH-R/, such compounds may

oézre a,‘ge A nyfea% E% gﬁogn& otl fgf_—rgulg m ialn Fso?}(f:algjite This

dl ®AEintis I&efeydb)y ardedeut in THF at ambient temperature. Alternatively, the
ro-1H penzo 6{?4‘3‘34 di azepi n-

2: Ox0-5-ph | -2 3-dih
SR R St L S s TGt opeieaad hosecte, i the -

10 PCrk$eB206 3/ Hass} Qbfally trwtnyllanﬁﬁd, @fain in THF.

S)-4,5-Di b f arboxylic

(3} oo 5 phrypost SRFpER Bo MM eisAS of R pnd X -S(O)z- may

d| ‘&Z}&B;balﬁeﬁvyythé reaftiod&F a CApdBaA 3%%@5) (D GathheYIEsudehd
xoSphiaJrl 23d|h ro-1H

dsy P ‘é’i@ﬁﬁlﬂ@ {armulg rﬁ)d@ swhich R’ is XR® and X is -S(0)-
( 2m9<@e Brepiei by th@redctibnldy 8 tanddin enzaheth (V) 4lidi Axgid- 3

-yl )-carbam c acid nethyl ester;

15 (28 lﬁhlﬁ‘l*f?nyl 2, 3-di hydr o- IH-benzo[e][l 4]d| azepin-3

-yl )-carba s 8 1 .
(% Oxco-5- phenio 5 Bt hydr o T Bensof &L TXafa boRspresy

- yknowaAReikadsc @rcqxepnplﬁmmyundeﬁtfmnul ) can be reacted wrch a
2- Qtobhd & M’léRpﬂ e\m[e!r 9169\\59% groi.\lg_lé&ﬁ 9 L‘l?lmne atom, a
[ 1, 4] di azepi n-3-y1) ?n op ene- acetam nd"
p HapsbteRTP el A tyitlate @E}BP aBiben Baistary! tOh beterodryl, L5an be -B(OH),

20 ORISR s A b RIS i

25

30

apiPupig raactionsewitly f aoarsh dndtnaliait to thefs¢ ofskilhin the art. Compounds

wherein R’ is aryl or heteroaryl may also be prepared by way of a Buchwald reaction
or by reaction of a compound of formula (VI) with an appropriate fluoroaryl or
fluoroheteroaryl compound. Compounds wherein R’ is a heteroaryl group may also
be prepafed by reaction of a compound of formula (VI) with a suitable
chloroheteroaryl or bromoheteroaryl compound. Compounds wherein R’ is a
carbocyclyl group may also be prepared by known methods, for example a
compound wherein R’ is cyclohexyl may be prepared by the reaction of a compound
of formula (VI) with cyclohexanone in the presence of a reducing agent.
Compounds of formula (I) in which the R® group is aryl-(Ci alkyl)-,
heteroaryl-(C\.¢ alkyl)-, carbocyclyl-(Cy.¢ alkyl)-, heterocyclyl-(C,.¢ alkyl)- can aiso
be prepared by the reaction of a compound of formula (VI) with an aldehyde in the
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t ol uene, under Dean-Stark conditions giving the key
protected amno acid of formula (11) RA O HBOI| CPh

wWoR@4/0%dsky N N 20 The thus. obtained ani no aRCTGBL003/004050
formula (I11) can then be reacted with a suitable

c h | msemtolf Ag:daGiARhger® Uprjéfe?a%lyoﬁéh yéacﬁéﬂs %ﬂw@@n o n%:'umed%
on with - am nob enzop enaone of
( | | M ngldeélyqiqS)are egg’legl@u‘glg@mlgtggfngghchloromethane and

e of
fgdﬁuelega@%% %é@égncet& sGHiME (thsetdxyfos%gg&ﬁ%\fmﬂgeao o N

O -eMpaetysi ch need not be characterized. The conpound

of formula (4;\)e gxgﬂar%tmﬁrbf be b%ﬁ%h%%l il skaet%rmc%{qxgl% !:HE/

5 foll owed by ri osure in ace acrd con
amivtilabinagdirabanas phenond camipoundse! fqnmatae(ﬂi)edn be used where

be%@s@dléz@ﬁﬁ&%ngsf OffnglmfA &Hf xyl)uch are not comngermglpy é\/\a/?lable can be

prepared by known methods, for example by reaction of a Weinreb type amide of
formula (VII)

O

R, mOMe (VII)
NHz

10 .

with a group R'-Li or a Grignard reagent such as R'-MgBr. Preferably this reaction

is carried out in THF at—-100°C.

Compounds of formula (VII) are known compounds or can be

prepared by analogy with known methods. For example, they can be prepared from

15  the reaction of isatoic anhydrides of formula (VIII)

(VI

(R0 Hi
N O

with N,O-dimethyl hydroxylamine under standard reaction conditions.
' The starting materials of formula (II), (I11), (VII), and (VIII) are
known compounds, or may be prepared by analogy with known methods.

20 Further synthetic manipulation of the thus obtained compounds of
formula (I) may be carried out by conventional methods to achieve further
compounds of formula (I). The benzodiazepines of formula (I) can be salified by
treatment with an appropriate acid or base.

Although the described route to the claimed compounds provides an

33



N0 R O\--Ph The compound of fornula (V)'can then
be deprotected using hydrogen bromde in acetic acid

W@ eooyiozdsa t he deprotected am ne of fornula (VIPCT/BB26@3/004050
(R3)n NH (VI) N R4 R 10 Compounds of formula (1), in

Whiy &l dosynthe SR %gra%fr& caIe pa&?\}r%@n 'i'xg'i%?g e d,h}f%s so%ght

react| ng a conpoun I he
wi which hasamtedtlalaﬁ hmnuﬁaetunng mukuifbadine stolingemsterial (2-amino-

pr ﬁéng{)]%lg}é%eg@ q{sghem%%thaﬂjﬁ!l/eg/n} in rg?tglrn?tt 'l r% tile wi th

an acl n'a su VEen e presence
of bealszaszepinpng sl iy formed bfrw¢txoi15maaib4 mﬁt bxbmmty&bmnﬁde

5 colpabRaER ARSI SBEH subeh ol dBboy Sheressiops

p_r ol mameld tyt in £achble soloént suctoapitthivdomnéthdrel amdl ada cditaple

h an_aci |naSU| abl 3 in the es e of
o IoeRRSv e Bf ity bR o o ISP EE dh a fortro gt
an’bineuiﬁnahtyeﬂ’ﬂﬂﬂ Aigaries wsﬁﬁstlfutdd%ﬂz}bhﬁﬂépﬂ% igfdcted with a base
et ranet hél ur.oni

| -1 -
PR QU B G STa T (R OB BN ATCS 5 TV ¢l viad g addion
10C hbm-mei@o:qswzyls;hmﬁd@ 8ise a6 e Mtdrmedibe (2 dBowh B&ovr;/

‘ f I I
CBBiheraPht i haa bty g ) 12
Pr &ip@p1e solaht {ehte THE AR M) fBflowedGy HRGIeAR o %thflgfamuﬁ Aitrkt¥tor

"W th anlsoc anate. This reaction is pre era

caftt %a%msmlﬁrmelgi fugpighice the oximppBierpagiate (3) hich may be

Al § S BR1IME t¥ radehfe RS )ﬁ%ﬁﬁtbg Md@%hﬁﬁ GRAIGE %el e §F LU
fromthe rel evant am ne and osgene,

15 pr bgisper anst2 witphle eatalysgy Ahis 9mtne|ﬂaﬁmhhpﬁ%mqq @ Dmgraiwiﬁnﬁlc
T"Eesoﬁ@@rp rfedfr@ rbwh?ch(tha pacennc ﬁ(ﬁin@ by B2 %e%enc%@@a and
X1s -S(Q2- ‘may be prepared e reaction o
c o%@lalﬁ ept@ﬁlbf gtifiepcad, (2vd } switable ahl%metgam dsssigIptesipyiation of the
C héaﬂr& g, de@e%g % S(§ %%g?%?d ol ef(&lb%ﬂaﬂy Hg}venélﬁlomenc

whi ch
excess. A suitable acid for this conversion can be e.g. Camphorsulfonic acid, Boc-

| 20  phenyl alanine or the like, and a suitable aldehyde may be a benzaldehyde such as
3,5-dichloro salicylaldehyde.

The optically amine thus formed may then be transformed into a
desired derivative, such as an amide or urea. The amide formations may be carried
out using a suitable carboxylic acid and a coupling reagent, or a carbonyl chloride or

25 other suitable reagent, and the ureas prepared using aeither a suitable isocyanate, or
alternatively reaction with phosgene followed by a suitable amine. ‘ (

These derivatives thus formed may then have the protecting group
removed. This may be carried out in the presence of a Lewis Acid, such as
aluminium chloride, boron trifluoride, titanium tetrachloride, or the like. These

30  reactions are carried out in a suitable inert solvent, such as dichloromethane.
Reaction temperatures may range from -20 to 150°C, but are typically carried out at

room temperature or below.
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may be prepared by the reaction of a conmpound of

formula (VI) with a suitable 15 sulfinyl chloride
w@ooopoeasds of formula (1) in which RS is not XRGI/GB00B004050

prepared by known nethods. For exanple, a conpound of

formula (VI) can be reacted with a conpound of

formula R5-L, wherein L is a | eavi ggiegroup such as a

chlorine ato a gEsyIate gro r atriflate group

WhenNR5 g s ﬁ 2G7° het eroaryl, an bexoeB O—|)2 20 and

the egcH Eon ‘may take place ipg the pre #Mgpper
|l§; lich—boronie=aci d  cQu |ng|u¥u1+gns wwl
of otirse, be famliap, t g Thdse \of skill in \__PH

Conpounds wher ej 'S /_ o1/ het eroaryl
be pr@pared b f a Buchwim reactlon or
reacti on of a conpound of fqg | 2 (VI) with an
appropriate fluoroaryl or fK= voheteroaryl co
Conmpounds wherein R5 is a heteroaryl group may 3

25 be prepared by reaction of a conpound of forrula

(VMI) with a suitable chloroheteroaryl 1. Hy/Ru cat
br onohet er oaryl conpound. Corrpobrﬂ% ereln ?&R 2.BKR
carbocyclyl grdup gay al so be prepared by kn

met hods, for.exmgl e a  conpound Akefiei n R5

cycl ohexyl @ fepared by t he HB&%ct i on \g‘NH
conpound ofAferml a with eye+ehexanon* i‘
presence of ar duci g agent. ounds of - ornuI@)
(1) in which RS group is ary 6 1-6 al ky :

heteroaryl - (G 25ky|) carbocycl yl - (C 1-xatkyl) -,
het'er ocycl yl - ( 1 aIkyI)- can also be prepared by
the reaction of a compound of fornmula (VI) with an

aI dehyde in the 32 WD 2004/ 026843 PCT/ GB2003/ 004050

' presence of a redu ent abI such
Sreactions betisBi &ﬁlﬁ% ﬁﬁg%“l’ﬁpou? eén‘%{}ﬁ“jn 3JR gctive against

al gV dBR padsént Gefiticdh@etore plovade¥iaXiediod f6f treating a patient
di chl oronet hane and_acetic_acid.in heg&&sgence,of
s o @riHTE L SRR GRYEY BECtgn, ¥, comprises

t eNPBAIAkHS to Said Patibhien REEARE afb&N 004 cdnfdund of formula (I) or a
benzodi azepi ne skel et on, connerC|aIIy avai |l abl e

amPhyBerespHReireabls b tswset of formula (111) can be
jpused where 15 RIpRIVElen(RERR YRittRerPfoufi S Pk @wé bédrs ofM3b.Ch is

are not commercially avail able can be prepared by
k nGwmartiseleRpersions pk agioagsh pey wh el vl %ﬁe%fr% PWP@B lung

Y RiGse 2l g@co@c&ngl{tﬁﬁé@é'xcﬁné&(&aﬁﬁengs typically for use in treating a patient
who is a child 4under two years of age. Typically, said child suffers from chronic
lung disease.

15 Further, anti-RSV prophylaxis is recommended for infants born at 32
weeks of gestation or earlier, until they reach 6 months of age. Accordingly, the said
medicament is typically for use in préventing RSV infection in an infant less than 6

. years of age, who was born after 32 weeks of gestation or less.
It has been shown that RSV infections are accompanied by
20 inflammatory reactions (N oah et al, Clinical Immunology 2000, Vol 97, 43-49). The
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o (R3)n Me (VII) NH2 10 with a group R-Li or a
Gignard reagent such as R-MgBr. Preferably this

WO e@en2am3 is carried out in THE at -100C. Conpouc#2000/004050
formula (VIl) are known conpounds or can be prepared

by pé@éﬂt a¥ntMntalso lfé'l&mo %Bﬁ‘lgﬁﬁmon': dta ¢ @Md%f o ®2a

be epared from the reaction o sat ol
anh erabicadly aﬁ@pﬁhlp gal{ theeof) with afi mg}-inflam@atowy ¢d@ppoutind

Wi i N O SERB L lindtes flﬂiﬁé({r@zfﬁlngxﬁ oFREGT @pgﬁgagd ni-

-reaction conditions. e starting rrate ormul a
(| imflamymagqry corapgung is agtedoid,\fbi GX)ima}eebud%nm\dm orcfiutipasone %, non-

50fr t@ﬁ)Yd b &grﬁggﬁﬁqk%er%% g%s’cmﬂ b Q]%h:é)gle]s: rase oﬁﬁgscﬁreodq"N'F

r synthetic mani pulation’
C oﬂﬂpbmmh@tolf or af interigukin @loy imeieukia Sdaktibited o ut by

conventi onal t. achj eve furth c ounds of
formula (1). nlpgen‘a‘gncl)j iy aﬁ%@dePgEWFQWﬁI can be
sablha‘dne@ubgallytacaepmbte Betlt thm’edsf BRoAPREDRIth abﬁroﬁ?&l d or

bage.. A th t he ute .to the clained )
con it bpaBEndriSe il byitsars Belieasont. 115 prefered
10 PCHhRRA63/ hO 465N is ﬂiﬂlﬁﬁi&lﬁf&ﬂ i Jout dR&d 18 nlifimiteak@ivabor y

ternatlve ro was sought
\?\A:T?“é’ﬁreor eP%éh& a;El‘”hﬁ"s? O s&ewuﬁé E Borda BB asame
st pldinag@uticlle hi@ptald saatfﬂlcﬂ@of B eHABREERARN 8 horf-ddroidSantts ed
i n. hot h, . however the ernatl ve route; the
ol nf rebornd, e e Gt kot ie B Ly ish b Sivgulai

I n(Md:ralk)| of Abtdlite LDATREREY bhdipRodidiRrasd4 (r@ﬁbﬂ%ﬂ; such as
eqU|vaIent

ent) followed by ring closure with
StAAEY T el FrebTigreu g D oAmgsn), Remicade
s uqdea’@)l:&) Salnvieniabbs %hc@?sﬁb @%&1&5}9'5@@\13%@195 ﬁﬂijﬁj?thera

sul tabl e tenperature.whic y range from -2
1 5tebodiment A fomppEnd g Sreata (Dh%cqmlpqudﬁﬁtm@ﬁmm §/or at

t hinferietiag o 15]'1'!53‘[0%&”%&65“5%’[19}? Ly Qk%ﬁ@és rt‘@ a Ddhgact ed

with a base, and an al e/atln agent . st ance
S ARG AF raRouchofTigm (D) emsﬂha@yacau@qaﬂy e«weptable salt thereof,

20  and an anti-inflammatory compound for simultaneous, separate or sequential use in

the treatment of RSV.

15 4

The present invention also relates to a combination of a compound of
formula (I), or a pharmaceutically acceptable salt thereof, with an anti-influenza
compound and the use of such a combination in the treatment of concomitant RSV

'25 and influenza infections. The present invention thus also relates to a product
containing a compound of formula (I), or a pharmaceutically acceptable salt thereof,
and an anti-influenza compound for simultaneous, separate or sequential use in the
treatmet of concomitant RSV and influenza infections.

It is a further surprising finding of the present invention that

30  compounds of the invention are active against human metapneumovirus, measles,
parainfluenza viruses and mumps. The present invention thus provides the use of a

compound of formula (I), or a pharmaceutically acceptable salt thereof, in the
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10 of 4-nmethoxy-benzyl chloride gives rise to the
internmedi ate (2) shown below. Further reaction' of

wao hiog/ommserial with a base (e.g. potassium PCT/GB2003/004050

tert-butoxide ) in a suitable soI vent (e.g. THE or
DVE oIIo uen n|tr|te )
R e N N S R R DR
| rnh%sms,cbaadlﬁ‘h(eaia Mﬁs@hncﬂrﬂxjdmbﬁ Ié &w&\?emﬁeﬁhl blrrbgsmé'lﬁnding of
emc t hods ich include t use
o1 58 Bhoir Rt FH e Tty & eoRn gt ver
t hﬁfusLQBﬁl @ﬂtz@ﬂ)@Deﬂgu@)Zh Wﬁm SndKVExe Nile WnﬁSSMelpIrdﬁ&ﬁ i vietidn thus
roce ich t cemic _amine in the presence
gfpraw ?5% quaﬁwpwﬁ Pﬁﬁ lﬁ@é Oéélpéam‘&ﬁ?iltlaalg’uﬁ"?%b@ salt
al gekyte @b Mﬁﬁufﬁétﬁx@ of ngaleﬁmt fortbe0n t1f trdali€ent §&YelioRfrever
the desired (D% ne (4) %od yield and
extBpiPaswP)y DrigR Zé’%ﬁﬁq M e visiscess. A suitable
acid for thithe cORYRNE FMheGARNRE fiafbe &ﬁﬁ'fﬁigf%fe%l%ﬁ%ﬁe@y of
acid, Boc 20 phenyl al anine or the Iike, and

s Lfosagst fermm. dlé‘mdhemaybeo@namméaraélwya@campmsa@lets troches,

10 3, lézeqlgssh hareeuss&}ldm&s@érgﬁhy q%ggym% tpg%ge@ gk %r nkd. gt hus

15

20

25

30

forne hen be transfor
d ec‘mmvndﬁe)f ﬂ?t}@‘ﬁmﬁ@ By d0 hyeidmnmmre@parmera?émvd@ther

T of BBk rf%8§sl§r% End gﬁgrﬂnﬁﬁln aﬁﬁrlﬁjﬁftﬁ&eﬁaﬂ;)g b ARG, ly or lry

car box I C acCl COU f eagent a car
C hnﬁislodéerqu@ aﬂlh emnmndsaMyalaOéQgémmstan@ agt duepomm

prepar ed. USF[IQQP ?ér{eﬁ%b@dl %lt tﬁgéo?néin (? lg‘zfn on are

alternatively ron w
S Lﬂdndnilsteredlbb’mmana'dab@@td@rqnvlaall admmntdalaen f "ﬂtelmebemWehﬁmn

h o I;rg‘gdé)sra%tl C% B9n AP, con{an}qr?g\‘;ae Eledxcame&t: ng%h gc&xg%nsgg (a)a

carried out presence 0
al hemeatiazapiod ﬂemvad'@ of tterfomudar (IY, hudafinedabove,toa A ipliaamaceutically

tetrachlor r The 30r ctlons e

Caarcgep able sa t%e‘reo% a I&f} g@?‘%ﬂfiaﬁeuﬁ gzoalcg/eé) € cgﬂbeﬁo @Tuent.

di chl or orret ﬂ"aapreseanamtmmmlsct piopEend plfa&ﬁacﬁﬁtytat angwsitio®m
carried out  at

150
Saplatugiiieh o PisafipmdBerilng, o5s pmapsical scccpble s
PGKérQBZﬁQﬁl ﬁﬁﬂ‘@eﬁ@uﬁcﬂl&ac&pﬁb&cﬁﬁxer CEflueAO 1 2. NH 2

KC: Bu An’ga}'?pharmaceutu':v? composmon typically contains up to 85 wt% of a
compound of the invention. More typically, it contains up to 50 wi% of a compound
of the invention. Preferred pharmaceutical compositions are sterile and pyrogen free.
Further, the pharmaceutical compositions provided by the invention typically contain
a compound of the invention which is a substantially pure optical isomet.

The compounds of the invention are typically formulated for
administration with a pharmaceutically acceptable carrier or diluent. For example,
solid oral forms may contain, together with the active compound, diluents, e.g.
lactose, dextrose, saccharose, cellulose, corn starch or potato starch; lubricants, e. g.

silica, talc, stearic acid, magnesium or calcium stearate, and/or polyethylene glycols;

binding agents; e.g. starches, arabic gums, gelatin, methylcellulose,
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J 3. O N- NOH \ ~I =NN (L) a1 /1 (2 1
ArNCO 1l 1. HZ/Ru cat 2.DKR BO HOor PMNN

WOM@DA24843 cC5- XxAr H HBTU NH2 N 0 2. Al Cl 3 (4)PCT/6B2@3/004050
As expl ai ned above, the conpounds of the invention are

ac&ir g@gﬁ&f&@l&\hosg%?/g rl%ﬁ“yl %ﬁﬂgﬂhe 'd%\ﬁg%{eéaﬁﬂg S%?){seg grs?arch

provi a’ nmet tre
fr dgm_tsracsiuglemptes il sodium stanchGxcolate, eﬁenvcmmgwmcmtasn@emﬂs
CONRlRES: w AR DB SLLDE oy BB BRI WISl
p hmnmab aot to&iml angt phammpnﬂ@ndaﬁy mbﬁvetsh’atzemés usddinRB¥rmaseutical
pr ent a dr.e ounger than two ars. of

5 F nnllxl tlons %c%gaéﬂawacalrtgglﬁf pglgg?lbs&gayr e&aryﬁ%ﬁéﬁln%ﬂw
s umbmnei'; |fd>1chxempmm methd of mixfogpgramitating] tabletind sugdi GRUKE or
ACP the said nedicanent, is typically for use

F?%éfo‘éesf)eﬁt ient who is a child under two years

of age. TypiLefuid Jispegsdord fetldid] ddrsiisteich iy $hipenfulsions
| ung di sease. .15 Further, anti-RSV prophylaxis is

1 HETATERANSE JHe SKRS A cHBRR ag Fargers, %@‘F@E‘P@P Sa5eRaEese Pon

10 OF sa@éHatds@with ugnztcéﬁnetah@/ysr heRebl AdFPRB10f age.
Accordingly, the said nedicament is typically for use

in preventi §53PRES\’;°I}S ARG ERRIGANS YT %r??rqeéggr FAEPC G

Y einfralQfun gr, SHBRmMMASInAIQ HectAf hethy 3 uRe karikyHaaH 1R85,
or less, It has been shown that RSV infections are

acEFRPAHY belcahpl Sbhe; sHeneasitrear splytionsden inrmuselatinjcetiong may
O ¢dtaiikogbMBLRRL 88 %ctRRQBmpodal, adbharrtdedthity ddd€ptable carrier,

15  e.g. sterile water, olive oil, ethyl oleate, glycols, e.g. propylene glycol, and if desired,

a suitable amount of lidocaine hydrochloride. o

Solutions for injection or infusion may contain as carrier, for
example, sterile water or preferably théy may be in the form of sterile, aqueous,
isotonic saline solutions.

20 : A therapeutically effective amount of a compound of the invention is
administered tb a patient. A typical dose is from about 0.001 to 50 mg per kg of
body weight, according to the activity of the specific compound, the age, weight and
conditions of the subject to be treated, the type and severity of the disease and the
frequency and route of administration. Prefefably, daily dosage levels are from 5 mg

25 to2g A

Certain benzodiazepine derivatives of the formula (I) are novel per se.
The present invention includés these novel compounds and pharmaceutically
acceptable salts thereof. The present invention therefore also provides compounds of

formula (Ib) and pharmaceutically acceptable salts thereof
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35 WD 2004/ 026843 PCT/ GB2003/ 004050 present invention

al so relates to a conbination of a conpound of fornula
W@ kgog/om84m  pharnaceutical ly acceptabl e salt tPer/esq03/004050

with an anti-inflammatory conpound and the use of such-

a conbination in the treatment of RSV. Typically, said

anti - inflannatorylgnnpound is a steroid, for exanple
budesoni de or flutiiCasame, a non- 5 steroid, for

exanpl e a | eukotri ghegant agoni st, phosphodi esterase 4
i nhi bitor inhibitor or an interleukin 8

a
or interﬂgh&' ~“Thus, in one @bodiment, a
conmpound of fol , Rfr  pharmaceutically
acceptabl e salt tﬁ reof, is conbined with a steroid
antiinflammuatory conpound, for exanple budesoni de or
fluticasone. In a preferred 10 enbodi nent, the steroid
IS @gpd;pi stered in | ow doses to mnimze i nmuno-
suppressant effects. |n another enbodinent a conpound

of for mR gepeepyuts grs AkylpHgroretegeybal | y acceptabl e sal t
ther eof p2i &, GORPhAHRShW é{ﬂ dyon-steroid anti -

i nfl ammat 033 conpound, for éxanple |eukotriene
jant-agonieathsR g¢ i same & diderpriand repropangsdialagen, Aydisint(@-s alkyl,

e i P B
fe ér13??%?#@%%‘?@?’3‘?%%%g?%%é@r?ﬁ%ﬂ%‘?’;‘%é’ﬁgﬁgaas
Enbaligil)ainogdit) s allebpuienitrd,Cramoo €8P:R, -CONRR, OMIHA-R),

or- 70a /1 7 V] /N iy /
enbodi )%é I:l%(,b%'? ’éfg%%?%%’d 12‘ ; ﬁ or mu Iog DS((@JI\ll‘ﬁs}g ¢ gﬁ%ﬁegleeé b Rigd
i NtRYis delsame & differentrané rdpeasiitshy@rdgambiCiaalleyl; The

1Pr esent A0 (()enr}toltgg_ thus also relates to a product

cont ai ning a conpound of forrmula (1), or a
phar mac &jrdpeatityhptoepioadl ealdj t t hereof, 20 and an

R A T gt e e (R LT

pr edigmE, Hefwfﬁf!slfli(ﬁns elﬂltyf’o)@{ daﬂioaﬁ@-(cfﬁq aﬁcyfﬂ)@,ﬁ‘ia'tmty}:l@h(cﬁfs aliyl)-,

o BB Qs RbrePeO- P T i pferoovrs
s e eyt i ——

| T B R E LSRRV B 8T DHE 1 S pbimed: 26

o b s

ant VOSPAY |1y @ﬁ?@g aiksuhe rpms 1?8&%@&3&*&3%9@%& 8% or

Se%ﬁéﬁhgﬁyliq@% amgq)t;he treat met of concomt ant. RSV and

i nfluenza infections i s,a furthey surprising

It
& 61/
26 i rrdi ng XofePreReth s Bnt -S(ARnor ofOkrfat ;
- R® represents C; alkyl, hydroxy, C. alkoxy, Ci- alkylthio, aryl, heteroaryl,

carbocyclyl, heterocyclyl, aryl-(C.¢ alkyl)-, heteroaryl-(Ci.s alkyl)-, carbocyclyl-(C,.6
alkyl)-, heterocyclyl-(C.s alkyl)-, aryl-(C,.¢ hydroxyalkyl)-, heteroaryl-(Ci.
hydroxyalkyl)-, carbocyclyl-(C;.¢ hydroxyalkyl)-, heterocyclyl-(C,.s hydroxyalkyl)-,
25  aryl-(C,.alkyl)-O-, heteroaryl-(C,. alkyl)-O-, carbocyclyl-(Ci.s alkyl)-O-,
ﬁeterocyclyl—(CM étlkyl)—O- or -NR'R” wherein each R’ and R” is the same or
different and represents hydrogen, C;.¢alkyl, carbocyclyl, heterocyclyl, aryl,
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30 compounds of the invention are active agai nst human

nmet apneunovi rus, neasles, parainfluenza viruses and
woroop®268The present invention thus provi des theECTIEB2@8/004050

a conpound of formula (1), or a pharmaceutically

B L e B o il o
a re anen or S
1 BBt C Ao o PR gD SR Ry LI Bopinstii

pamgh mﬁ;llttﬁaaﬁmwewﬁ&?l Ao MPEenyl, t i s an addm onal
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VI rus. present 1 nvention t hus rovi des the use
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[ canent or ‘usé in the tréatnment o OM/fever

Vi mu@aﬂwwpnyélﬂhlorwérﬁgmw@ewl o4 1drdm §llethb<lpﬂl@w\1/ i(Plighen
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;O indo yFI‘ nlgguso’stltﬁg}f ?qﬁﬁ;ol)%nS ﬂh$r¥1nﬁbﬁsi)@n§ f:fﬁg?:onndm §g? rSS" bl e

r’s’ or ound ntlgn
rm)brcah@mdoﬂ}é-yhdmyldrcstymdeleﬂ plmréﬂn@h@dyiryiol-wb(d) @then R™ is aryl-

|
lntfS @S{f)n il l}lf“"t rlé%aa}ée?%g P%)-blgrﬂ%sﬁﬁﬁtjeﬁlfpﬁgﬁg (¥E)-, 4-

t eahﬂmqomhylﬁﬂmyle(ﬁlmbmﬂsbsmyedajhwlwiﬂﬂm ni stered as
sup 03| ri es feryed enb

a
15 Cls e e D By B LS TR 0t b SOy
i ntafrﬂlli@ﬁﬁiyl caHzl)zn,tZzabilrcblbﬁiphaiyl a(tﬁmm,l rﬁcbrroahlrmphenijhéJHz)z , 2,4~
resent inventio so, provide i er o
P e AL R T B Bt ChR R s est CH
g f(h’ﬁsﬂﬁéﬂd dlg’az B@érﬁﬁyﬂ@]ll(,mﬂ)%els@xf)t thkflyIﬁ(OJI—H),{l avh(eiglinxﬁsl 2,3,
efined. a ar maceuti ca tabl g salt
t heygpstituty 8‘“‘(‘“&? @%&haﬂﬁﬁ%&%@é@%ﬂ%’é@égé WD R i er
2007 c@HbobsRIA it isTkbe @B LYl (5 Wi ©0arBd&olyP(@ W alkeh- Ris not
phar maceut i cal co S|t I on 0

h
nertEBF B EBE R el velo o RO RRieeat] Ll

ac GRALARAE of 2ldthydloB&zERkanyR (1) véheR RARNBGINT, ; SiRY1) D- 1t is not
accéeptabl'e carrier or diluent. Salpﬂgharna@eut

com@@@qsw@ﬁ phepist-(CH)-P-d Caren Bips Pyiressnik ofs gpt lglsubstltuted

co i | gib HQ BRFIpAENRS, 4-
s

’ 25Pr en@hyl@mnqdh@szm@rgﬁ% 34% nderaﬁhbﬂghq% ﬁgneéhyép@tnélr 3-rengphenyl,
PY rRG8RfHeRR; 3- grﬁlngéh&lsd?lgfpheﬂyli‘% “RARITRGE YLieaic a01d ethyl ester,

conposi t1ons’ provid i nvention typi cal
c orft-azhimo- 3@%6%@1@1@\9)%@}'11 FrPemether)mpidh 511§da§>’1

subgtaRfih! cycldiek, £ Ptdﬁrﬁé’ﬁlylétﬁﬁ MElsubstituted phenyl-CHa-,
unsubstituted naphthyl or benzotriazol-3-yl and when R’ is methyl, R” is not

30  cyclopropylbenzene;
RY represents Ci.¢ alkyl, hydroxy, Ci. alkoxy, Cis alkylthio, aryl, heteroaryl,
carbocyclyl, heterocyclyl, aryl-(C g alkyl)-, heteroaryl-(C.¢ alkyl)-, carbocyclyl-(Ci-6
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The conpounds of the invention are typically

formulated for admnistration with a pharmaceutically
waewepatd e carrier or diluent. For exanple, BOI/G8$2003/004050

oral forms may contain, together with the active

Hnﬁeteﬁwc@ﬁo@fs all§1)g ar3QC]. @ﬁ/ﬁmﬁalkﬂ)axm@wyl (Crs :
sac ce ul O orn s (o
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ge

SiPTORT Y hAEEr e ONB R SRS ODK) S5 Fahe samdor
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pyrrol i done; disag gregatln gents, e.g. starch

al Getaroervhentt(CalaiyRaheisros auwi)stcarﬂoewcg/ﬂ%cﬂ allgyd)- or
ef ﬁa@t@%@?&yﬂ@ J’Qll%&ll)urﬁﬁl dyestuffs; sweeteners; wetting

agents, }JCh as ‘I'ecithin, polysorbates,
I aur y| sBi bispesnts Ganallyli hydrejermBr.adlkoxyoh« Bilibionsral,

t 3
RIE| oo B B
10 pr empcarclyb(@l 6ﬁkyl)bbetmwmmewaéldfl)—,mrjdr{ﬁwhydmmﬂbﬂ) for
ex%"t@ro%gl Edl ﬁﬁ{?&gfyaﬁ{yl)l 2B cly‘iigénkﬂgg{e k es’_1)t ,ﬁ%‘ae‘g(?dg@l‘-}l (Crs

sugar c¢ mco

di dpdmosyatind-, fagﬂ -(GrealkyBeldd, hitsoarxt-(Gs alml)-Mecadhpeyin:(Cis
e ner B SRR IR 25 o T RO Wil B R GAREAL BShme

acchar ose "or ar o
vv| tohd@feyeaemdn@mmdé hrydmmn,rfﬂltsmlkyamdbmyc%mbktooyclyl aryl,

o e S M, SR GO B ot
m&bafoegd1qube§aeky1p,qumwmt s 8 islad &,is na n-th}yphenyll,

el S et AP 2
15

COITPOBEAgL e Mhﬁﬁd’pﬂﬁ}iyltﬂaﬁﬁhﬂlMe acceptabl e carrier,
e.g. sterile et hyl ol eate, gl ycol S,

e.g. propyl el?‘? Sﬁ/cl&ﬁﬁe HH‘SF‘](Ibbem red, a suitable

20amount  gfchlR’ dakadare ohuﬁfewflhkrmrrbﬁesenmhlugexpnﬁjré;@c C1 alkyl,
i njection aor infusiaon pay _cont ai ﬁ(carrler for

exéhplalémxsé Cos 11U g Cerp hyjpaligilf ertalspikor AP oBACi
t hgdDhMnef dlgj @ankk %mlaauﬂws, no' 0,RNLCONRRI NSH- CO-R’

sol utions era )eutl ca ,,effectlve anount .

CormGURG- SO STNARE B GQ}NR e naiDa R is e sme

pato& sﬂferenéaﬁdxgaré‘seﬁts Szeh®r L 9Mc@About 0. 001 to 50 rrg

per accor di ng to the activit ){
25t he spe& ffmifeséléﬁﬁmﬁiﬂ/ 1, 2y chespgeary weAofey Chenbetere i taﬂ@ﬁgl 6

Of a9 glg@eosgﬁ (&9 aﬁ&nl E£86&y1-IHG alkyDE hdBRcRBIT] S lllf- or
-X provided that when R is heteroaryl it is not 2-quinaldyl or 6-chloro-pyrazinyl
and when R¥ is heteroaryl-(Cy.¢ alkyl)- it is not 2-indolylmethyl or 2-(3-
indolyl)ethyl;

30 - X/ represents -CO-RY, -S(0)-R¥ or -8(0),-R*,
- R represents Cy.¢alkyl, hydroxy, Cy.s alkoxy, Cy.¢ alkylthio, aryl, heteroaryl,
carbocyclyl, heterocyclyl, aryl-(C.¢ alkyl)-, heteroaryl-(Ci.s alkyl)-, carbocyclyl-(Ci4
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frequency and route of adm nistration. Preferably,

daily dosage |levels are from5 ng 25 to2g. Certain
whemwaoziisayepi ne derivatives of the fornula (I)PEr/eB2003/004050

novel per se. The present invention includes these

nomlync hetpoLYUiE-(@NhIkyhasrRER(t witatih yachdk enpR Gislie ssabbs
res t d
R T e o L
aC sapbafl, angatt siyhesetercddyl O 2004)- ,Oé}ﬁﬁdéi‘i that (2) when R is
PCT/ GB2003/ 004050 . R2 81(}5 1)) 511 é 2) %
whawiit gs not msupgl&\tgislgml yleynsg %uwf phegyl i rbq,-halop enyl,
5 heﬁ@ﬁ%%ﬂm{en 1, 4-ni3thok AMESS b Rrdy BRagE ﬂrtnﬂﬂor&n&hﬁyﬂlenyﬁ
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haFogErhenydreeyophenyl.g-napiepylphengl, f-rgu xﬁ@&x} Lepgrgpheny,
al I@dﬂh&h amﬁo he@l lha-lnﬁéﬁ*lym{lb h&yﬂ-f%-@nﬂ@r&ﬁétﬁﬁﬁ/oph@{ﬂ no,

mono( yl ) am no, yl) am no nltro
cyan: dm@@mheny@@wmqmp Ay é;é;qza oroplsm)owi 4,5,6-

Ségt%ﬁ]oro h %)Qifl?eﬁkw i§ ﬁt@bﬂ%%ko@ﬁ-pyx%l? Z-'ﬂﬁ[agnyl
rei n eac he’same or erent and

‘10re @f%gehiyh ZHyQIhidg@i@l}éﬂ W@@Pﬂyi*be%thlm}’h B-dhienyiGrisdelyl,

Y- b 2-§ 9
RS s G biiios Bhochiro
h eﬁe}rydmwilnsid)l 2-ylroy B- JIQG@!DXEmddMOﬂI () whereRe rse@ﬂ;(@ r(atkyD- @ is

Bl bl e

camlncbmiyled(}ﬁz)xC(\@)ePe@(@-l 2, Bea@r(e):‘ﬁ’hdnﬁ 18115'ng¢)) 0)01 or
SRR R lplg oL 1S o

he Bemtasctbof@ihdayaBfoyizpic alcid B-beltmtc aRidi eﬂid’d)bs]drrﬁemhgrlb -3-

SCATERTT i T T

aryl - (CrY. Ieprséehgslc,)l 5 alkyl, iyslroxgt Cydkdxs) Glltswﬂladthphmﬂyhetmaryl

= %ar ocl(}y }A heterocycl hl O 1 ?aed% ﬁe%oaryﬂdﬁ% aﬁcyl)— carbocyclyl-(Ci6

20  alkyl)-, heterocyclyl-(Ci alkyl)— or -NR'R” wherein each R’ and R” is the same or
different and represents hydrogen, Ci. alkyl, carbocyclyl, heterocyclyl, aryl,
'heteroaryl, aryl-(C,.¢ alkyD)- or heteroaryl~(C;. alkyl)-; and

R represents Cy.¢ alkyl, hydroxy, Ci.s alkoxy, C.s alkylthio, aryl,
. heteroaryl, carbocyclyl, heterocyclyl, aryl-(C; alkyl)-, heteroaryl-(Cy.¢ alkyl)-,

25  carbocyclyl-(Ci alkyl)-, hetefocyclyl-(C1.6 alkyl)- or -NR'R” wherein each R’ and R’
is the same or different and represents hydrogen, Ci.alkyl, carbocyclyl,
heterocyclyl, aryl, heteroaryl, aryl-(Ci.6 élkyl)— or heteroaryl-(C, alkyl)-, provided
that when R% is aryl it is not 4-methylphenyl.

Preferred R, R, R? and R* groups in the formula (Ib) include those

30  preferred groups set out above as preferred R!, R% R® and R* groups in the formula
(@). Preferred compounds of formula (Ib) include the particularly preferred

compounds of formula (I) named above.
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20 - X/ represents -CO-R6, -S(O-R611 or -S(0)2-R6m -

R6 represents Cl al kyl, hydroxy, Cl1_6 al koxy, Cl-6
w@bdoyloedssd, aryl, heteroaryl, carbocyclyl, PCT/GB2003/004050

heterocyclyl, aryl-(C 1-6 alkyl)-, heteroaryl-(C 1-6

al kyl) - cafmgayl I }{'the(t&n%ﬂaﬁ(rb)akkwh}/dmgélﬁt erocyclyl-(C
1-6 al kyI )-, ary ydr ox

het er oar y| - Prefergd C@WEH“@MIW}H‘J (Ib)@gﬁbbef&y% Fpichi c 1-6
hydr Ongi ‘Jgé/lje%eﬁts C;} %)IT(MOWIC hatbrokiGA, %ar@od})ﬁ%l %ﬁéiﬂc i/l) aryl-@R.

aryl héef er oar
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s S A TR il B 0
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' Shé'f&{)c I}@XC {ﬁoallWl)»OZ oPINRAZ! Wibdrein 3acB W’ Biad RYis the same or

2. ot axlamypsents g, GGy o ROt
I nfl‘ﬁ%l%!ﬂgl Q@?'{@Iftaﬂ&ﬁt %_gtel%ax‘yll(@| 6$i 1)5'cfnlb6@|'c@lll (tdghﬂ&i)ybr

br 6noi ndol -

5- hetenoeyellided aHQ/X)y proa}de@ﬂlﬁ’e@mk%n B d{§|ary§ ity not phsnyhpFen
20 RGfl:ﬂJhﬁﬂ/? %t\?/]he('xq(t/ 1@h9{£t’_6¥'5/1)1’i ishbt ﬂh%nﬂof)yrrolyl pyrazmer CﬁIZImaldYI

CH2) -, “unsubsti tuted
4- qmnazfohduoyloméplhy berrefigany| aipyzothienyh lﬁ@g}fhep Y dgjaryl-(Cs

ph gﬁ&ﬂ)} 3 y t%lalnap}n@sg? 5@& )L | Ji gH&Hy@ (@ﬁb Y1 RApRNdr RoGs 2 téroaryl-
arr(@nczraﬂ@t)yit (ORIl ]- CH e, d&'h@tﬁnmf @plh 210y B.-thiepdy(Gly)s- or
hl h th 6 ;
ph (%grf 1- ?@@3 g@ylvﬁén%g)ﬁgab o%cﬁfl ittd iﬁi}%}}%}@gﬁ be :/vhen R" is
253- hymoyzdim rityib a¢t@gpldinyl of @i)lydm@nz nylg(g) when R™ is

unererey &gy Pl relchel b O B H S Cus
un s.lkbﬁt(ib tmf's @ol fhiehy@{i¢H,)(CeHRY Bl) wher) Riib bydrewss, R'sis agk phenyl,
g glrpgxg ny% éi algylgfy}gwg/ny ?Sf)llﬁaht(eﬁy)l C’ﬁ] € rine%‘b%nazélyl and
when R is methyl R is not cyclopropylbenzene
30 - RY represents Cy.¢ alkyl, hydroxy, Ci.¢ alkoxy, Ci.s alkylthio, aryl, heteroaryl,
carbocyclyl, heterocyclyl, aryl-(Ci.¢ alkyl)-, heteroaryl-(Ci-s alkyl)-, carbocyclyl-(Ci-6
alkyl)-, heterocyclyl-(Cy.¢ alkyl)-, aryl-(Ci.s hydroxyalkyl)-, heteroaryl-(Ci.

rOWAMBAD

43



unsubstituted cycl ohexyl - (CH2)1-3-, (g) when R61 is

heterocyclyl it is not N pyrrolidinyl or
wa@2aihy@dedbenzof uranyl, (h) when R61 is aryl - (BIT/6B2003/004050

alkyl)-O it is not wunsubstituted phenyl-(CH2)-O,

an dxyﬁﬂo)cya\lm@)n ora’fbob}%l}hé(@[ &’ﬂ@fbxyﬁkyl) Shd@bcﬁdl’j&-(@isﬂiyﬂltékﬁdkyl)-
pheny

P s -0 DRy DA oS T i AYT-0-
d' %@ie%c?@ﬁe(@{l; alk):al) b-di m’m&%ﬁﬂ}éi{ch R aERNK RN lor

anophenyl - am nophe 3- am nocar bonyl phenyl ,
@m ench@p@sens&lwémem &la@kﬂ erpgycldsheprocyclyl, aryl,

56 ?1%] R f(b%uéylf 1(%&?%%9? SWTJ- daékbocx{cl}{l {(Cyalkyl)-or

unsubs
cydllewmx‘gh’l Clﬁalkyl)-dimﬁet hyl et hyI unsubsti t ut ed

henyl b
bor ot + Rag sprosttirE ORI A RED B M X qipithio, a5
ﬁ y gietamacxb, atbem@é)d@etemcycl% ayl- f((épta]évléﬂ fhetearyl-(Gl- selyl)-,
I QX
hgt eﬁ)oé’rc)yﬁc‘ Rt )i}\étefoq&agh@f %gﬂgglt t%/' & iﬁlhg/c}m)tyélkfl)
10al Kpteyoaryl i@t drydexyal p@lﬁmmc hydoayBilgl)¢ hgtbrotClyl-6C
oo oy i e SR
e tuPBARGT CaCee A T draoraocgfw s,
Regamy@am?/teté@aycﬁﬂ (ﬁymm),w biy-INRR wmmnem |an4Rf {5416 same
r a C
o v SRR tpdepeprentsy ol K it A
cania&m@ll,wwl((claalﬁylﬁl Teydrdar@(C1.c ANetlRy oarwﬁyylyl (@ s BIGD- or

i DR ) BueRaR S B o

al klyl (Clag bolEﬁdﬁ:l Plds, ofEﬁ&“@feﬂ@Mﬁﬂ)Qﬁhds arfylhnula (Ie)teee edfipounds
ar a et eroar
ca%éa%ﬂabwe B(S(Eief%mé‘l qeppunds pt %Oﬂé‘{cf% @%vﬁ # (C1-6

al kyl) - g¥ raﬁékeﬁi@ngﬁlaﬁeﬁgnhe&er ﬁcﬁbdfc)yblyl yteoeYatyl, 455H-(61.

al kox Cl1.6 alkylthio, ary

c ar DD roaniE e ool e Do Tk gIYLCr k- o
2d" et gf ffvided el wherpR K ié'h)eteroarglg 1% Q@iﬁ%ﬂ@&lﬂr p&l@ﬂmﬁl and when R

A kyl')-, heterocycl aryl -
hy df bstgraprkly(Gs ¢ alklﬁlé‘[ és &af lyﬂolﬁ(lécig)@* w%ﬁe’éwél wy P)
car bOCY‘RI‘SMEprés@ntl'Cq glléﬁr Wﬁk/k@ |4;)a1kox e(tll%ra%l‘tﬁio}’iryl( %téroﬁ'yl

hydr oxyal kyl het er oar

1- @a&owmfl@terocafalwﬁ wiré@lyslaﬂwbé ketsroaré(l Ko plky))-, car)éocyclyl (Crs

het C I mo [

SR Etet s B ok R RO bt Bl WSRO Sk o
25y diiffieyem; an@epregerm lwltogemaﬁm alkylctagbocyelk beteregielxH aryl,

ﬁ;%’l'leegegga?yl{%‘?%lg@.?%lwl o Flé/tlsrogrg élf'béalﬂr Y F)O ided thatﬁ ?(WFSn RY is
or aryietienapenyybr 1@8@111113'16 (@whyh R js Pptemnrjdeﬁls npidhienepyrrolyl,
th é)yra%m fﬁlug'cﬂ'ﬁ}(l' ﬁqd&gu bélnz?ﬁ%%ﬂ¥ &%@%lthlenyp r(&‘%}%ﬁ‘i‘{“’ﬁ?@&l (C1 6
N- (aeyDx G-i5nq HreanabhtBer@-(@HhYy.dd)o when R6/ is heteroaryl-(Cy.¢ alkyl)- it is
30  mnot indolyl-(CHa)x-, wherein x is 1, 2, 3, and (e) when R’ is hydrogen, R” is not
phenyl, pyridyl, indanyl or benzotriazolyl; ’
RY represents Cy.¢alkyl, hydroxy, Ci.¢ alkoxy, Ci.6 alkylthio, aryl, heteroaryl,
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1 Hbenzo [ e] [ 1,4] diazepin-3 -yl)-ac etam de.
Preferably, in the formula (Ib), 20 - each R3 is the

w@ a0ve/0268431i f f erent and represents hal ogen, hydPORGB2003/004050
Cl1.6 alkyl, Cl.6 alkoxy, Cl1.6 alkylthio, Cl1.6

el sl el o sfyg%“ﬂe%‘?oa ARG SRR carboppiiph(Cus
o@qﬂ)mezerocyml D-sRiky])- oSNBS whex@q @)cm and RiHs BeGraROr
Fﬁff%%ﬂéﬂgr resent@ﬂyzc{r(g%{;ks Mc o%}/ B&fe rocprg}jllls arrgrg 5 ?r
R5hetcregyle siyh(G6 @kyB— @l Hc;ekqaqm(g{ saltydt;endar yl ,
b het I - (,C1- kyl ) -
5 a1 DOCYEU L IR B 05 Mol LAk, b
h et ero d;ecelrgekyl,(c@ﬂboGycﬂylkl;dte)recwlyl aryk{(C 1|.6mﬂ<?‘10i-,d1etérdabﬁi(cw en
[ it is.n ui r .
6 chI oragkyé)\f l(ghﬁmw;be’r*‘e y?qal @:yéf %&%rcﬂfl NF‘/&” Vgerein
al kyl ) -eati Riand Ré'ﬁs tBe édﬁi&ﬂr)ﬂiﬁ&éﬂyﬂd @ﬁret%n{s:?rydro en, C,. 5a1ky1
i ndol yl)eth Lfl éﬁ_{ resent r)g? §
or 6}’% ﬂé hegerocyelsh anl hpteroeyl g @walbﬁ» éPF B%zvoaryl
10 C1- 6 a'(b@Mkylp]prﬁvldéd@ﬁttvmeﬁ R%rssakyl lthﬁﬁ&ﬁmmﬁhenﬂ

car bocycl yl ‘eghter cyclyl,

het er oar yi - FEHeEPE Wﬁfomp‘?}‘&%%fcf?’@?“}% G*e)@rq%ese whergip

2004/ 0216814@3 E@%l@%@&o@l@}ﬁoﬁ&ero@c&”Q s oyclollyl-(Cy gallcyl,

het er oc % - wher ei n. eac

an%fY]e @/? ﬁlf E‘é??@arﬁlrc((ﬁr (Qar exrbocyplil-CEDreéBnheterocyclyl-
ago)- 66 al kyI car bocycl yl, heterocyclyl, aryl,

heter oaryl aryl é al kg or heteroaryl - (C 1-6

. 1) -
15 al kyl ) -X i9CORGed Q)H% O(agﬂ WM R6/ is aryl it is not
unsubstygst a p .
nono- heﬁ olgﬁg%k? m} ijﬂﬁ&?en A %ﬁﬂw ﬁlﬁ {}mh’l ﬁclrﬁ alkyD)-
4- WHW&X?B@F@WW{}'D 4h‘tt¢110f‘113/11@1® hﬁrhWaMBf;yarbocyclyl (C1 %
- IR hotortio AN ANORG B el BRI RCE Mkyn-0-
4 Qiilﬂi’?éﬂbﬂf(@m ﬁb}d)’r@ﬂﬁeterm:yﬂﬁlt-(]ﬁ:yk Q.lhylb@h e:myNR/ R” wherein each R/
3- i : P
20 3 Yl 6 B P G RAE R esonss Iy oL B S HSIPCE rotior
pelmtfabdyulalr ogh@yyly -(G b pligdeor Iﬁﬁtoqyslyh(élleakhalo-yl it is
not 2- pyer - [yl u
ety Rt S B ERY B Gho et Fit B, aph heteroany,
3-¢akﬁoeyq1$’1 heBroaydiyl, wtyl- (Cwaﬂqzbsﬂnbfewa@di-@rdaﬂd@l- yhrbocyclyl-(Ci.
5- f I 0 I i ndol - 2-vyl.,
S U RORIE e s p S PG G, rgproanyic.
25 5- | }r(mtdxgadyylhd@kbozygljfl 4(Cﬁ (g':)lydﬂsr@iﬁlkﬁﬁ- , hetsroaycyhl-(C(Q hy@roxyalkyl)-,
a not I ana en en
@“ﬁaé{‘yéjr @ allwero(aglg B carﬁchlq_&zzgdla fky}) (g\lh
- 1 iegabey bly (- @i ) Xyl)-Onhar- ERfR”XNHeﬁenﬂeacER/ ahd RAgthé @dmakien
R dihgrerli%% %%%géntsehyldlsogggtcl-; alkyl, heterocyclyl, heteroaryl, heteroaryl-(C,.
¢ alkyl)-, carbocyclyl-(Ci. alkyl)- or heterocyclyl-(Ci. alkyl)-; and
30 - R* is Cy. alkyl, hydroxy, C,.¢ alkoxy, Ci. alkylthio, Ca.g cycloalkyl,
heterocyclyl, Cs. cycloalkyl-(Ci alkyl)-, heterocyclyl-(C.s alkyl)-, aryl-(Ci.s
hydroxyalkyl)-, heteroaryl-(C;.¢ hydroxyalkyl)-, carbocyclyl-(Ci.s hydroxyalkyl)-,
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15 4- hal ophenyl, 3-nethyi phenyl, 3-cyanophenyl,

3-am nophenyl, 3-am nocar bonyl phenyl, 3-benzoic acid,
wQ@20en2ix acid ethyl ester, 6-am no-3- pyri dyPCT/GB2003/004050

5-(2-chloro)pyridyl, 5-(2-nethoxy)pyridyl, 5-indanyl

or mwﬁczc@uyn-(az @hydaaxyhlkyb B@l-(&%ﬁn@llste)ﬁt ﬁetéfoalryltﬁ(camm) O-,
| O,

. hetcéF 8 “@f?(& ﬁcagfybo y%?tﬁqocyql?gt( ]%) Ot or ;N%R” pegreip each R

| kgl RY
gol@gl E l,ls thfiaﬁfg?glriﬁgfg;%%qdﬁe}%&éﬁish droge%r QPM@&%’daﬂfogolﬁ

PRIy st iy b et B DR G il cagbReyelyl-

sr eREes ARl ohmérea%ryl (@1|6aﬁ<y@|- kyl', carbocycl yl
heter ocyc teroaryl, aryl-(Cl-6 Eg

het er oar yl y(l?acampés af &Wl9r prefemesl qnslpomagg réHemuls (

a

gt G e ol il

al kyl ) - R h@@ma@q},)ﬂ{.g (:yglqallgll ehe‘p@ch)/clyl Q56 cycloalkyl (Crgalkyl),

car het erocycl yl - (C1. 6 al kyl) -
}E%@é%lyl mﬁe Aicfl) & - )

rei’n eac R~ and R'" is the sane or
10d|ﬁfereﬁiwaG@41eﬁKé&éhf®?E@Biﬁéen Cl.6 aIkyI

car_bocyg)l
TR Srealls) BB iy o1 BEVBRE R pyctoation
pr dl@temaclylt ﬁad cymhelkylF{ﬁfl 5 alkylng lglétero¢ycly$-(®1(ztalkyl) or -NR'R/
yl eferre
e BORRY e ' B e e B mpep P B ot b
SeKh@mydaﬂbﬂerM$n@®e®Erred Rl, R2, R3 and R4 groups in
the fornu a d canpqunds.of fornmul a
157 161 ude R HEPTREPE Cent Gt Y oEPat G T AR ety . i hedoary,
f %[I_c/aibloaycgg 3h8tgﬁimdylab§w@21 5?&%&%}‘?&9&@3&%]} caltrbocyclgl2 (Cirs
P ca in the nu ,
S B e e - SRR et e A RY Io4shd s or
LhQﬁi@erélﬂ aﬂﬁlﬂeﬁﬂésen{?&ydlfogﬁf elﬁﬁz:lkﬁ @Q&ycﬂjfll(héter?@blgll aléyl
et er oar , et er oc ary :
&?efquﬁ@@égbﬁﬁﬁg Xﬁy{a@@ocyclyl (C1.6
zoal kyl ) .Rﬁ”ﬁi@to'%@uagﬂc1inzsalrox6/(?c,16 aﬁk@clyk(w galkylthid, Cs. cycloalkyl,

eroar
ﬁ)ﬁtﬁ‘&v lylcé WO@?@;@ RhO, %%%IE‘WW] “heploy NGR"
X ‘wheRJiPMcH ROk IRd s 1 Qﬁhe%} dlﬂfe?erﬂ Qﬁ@fe&%e\ﬁ{s HyHrolg8n, @Q% alkyl
gui nal dyl or pyraz 5" Is_heteroaryl -

o e tist, et il PO Cr g e TP Ies  Cror
2, g&bfuranylnethyl when R5' is aryl it is not phenyl
and when R5 is ary | - (C1-6 alkyl)- it is no

25phenyl - (C 1. Pgefﬁlrakl,w in_said farther greforieg cempaynds oféemm%alﬁfb) the

Sg:?%lg)(myl lﬁferoc%lg) A %bocyclyﬁﬁ‘:lzfeﬁ%ﬁ%l%rgr&lpgky aRKYRY and RS
hgtagqlgé\dytltuted or substltuted byl,20r3 substltuents selected from halogen, C,

alkyl, Cy. alkoxy, C.s alkylthio, C;.¢ haloalkyl, C,.¢ haloalkoxy, mono(C,.s
alkyl)amino, di(C . alkyl)amino, nitro and cyano,

30 More preferably, in said further preferred compounds of formula (Ib), the
cycloalkyl, heterocyclyl, carbocyclyl, aryl and heteroaryl moieties in the groups R/
and R” are unsubstituted or substituted by 1, 2 or 3 substituents selected from
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car bocyclyl, heterocyclyl, aryl-(C 1-6 al kyl) -
heteroaryl -(C 1-6 al kyl)-, carbocyclyl-(C 1-6

w@bdoylo26843 het erocycl yl - (C 1. 6al kyl ) -, aryl - (C BEBGB2003/004050
hydr oxyal kyl )-, heteroaryl-(C 1-6 hydroxyal kyl) -,
Canbiogats Cy4 alkﬁ;lc_ﬁs aRosty, % all&y}thi)o,— Crd1R1RIOE Yok Wlodikexd, fitro -
hydr al kyl)-, 15 aryl-(C 1-6 al kyl)-0O,
heta%‘?@éfl?/l -(Cl 6 al kyI) O, carbocyclyl-(Cl.6

al kyl) -0, Il"r@ﬁeféb@cﬂl%bwfmﬂgipéfeﬂeﬁ)ﬁbﬁm@nd@(ﬂf foﬂ}Rl:P(Ib) the
wher ei n each R~ and R' is the sanme or dlffg,reg)t

o it delng el cesbo ol RgR ATt EER iy Ko R and R

shetrreewstivted oag%humte@ sg €I O VdubstRdehtssEickdd ﬁ&h Yhibp en, Crs
heteroaryl (C1 -, carbo{&clyl Cl-6 alk

or alkpbCes al9®h QIaf(lbi@mapkyheloaH@ﬂ isdhalealikeret mEBY( en

%élk&ﬁarﬁ{r&f'dx{dm hl‘i‘tyl@e&hn@'?ﬁﬂyind%ax%o napht hyl, (b) when
'S heteroaryl I's not thienyl, fyrrol

pyr azi nyl , qlvlpm’qufgrably, ig @ﬁl@ﬁmﬁ Rrefeyred cqmmum@slof formula (Ib),

“Fe%?%fﬁgw h @3@9? OBLERYA. arft Gda 1A pﬁarﬁ%OIetfe% he groups

10p oh Bhyid R’ caf@mu@mtute(dd))r svmgmteﬁm 1; 2 oh swbsigaenyd selegted ﬁ@m

al Iﬁglog?nh bt %AIFYI’M@Q}Q é’l %a %iﬁ:lﬁ (}%g{kgf_, ’6 1-(( }é%lc?a\}\%décx, nitro

R6and6yauarbocyclyl it i1s not cyclohexyl, -, (f) when
R61 is 25 h i

di hydr obenza agticgrf%ﬁ!l? pxa%ersetd \%\‘?el c%é?&%dg (91J dl 1n9<¥1t10n are

c achopymbybf fbﬁiulaﬁ(l@)Iata/ph)armacbuncsllmmcemycﬂé gifiethyteof C 1. 3
al kyl)-, (h) when R6' is aryl-(C 1-6 alkyl)-O it is
not phenyl-(CH2)-O and (i) when R~ is hydrogen, RL is
not phenyl, pyridyl, Hnda§yl , C4 alkyl, cycl ohenyl,
napht hyl , phenyl - CH2-, | bepZotri azolyl and when R is
methyl, R' is po ct' opropyl benzene; 30 - R60
represents ngbn Ny—RCl 6 al koxy (Ic$1. 6

al kylthio, aryl, 4car bocycl yl ,

het erocycl yl, aryl (C41-6 aI Eyl) heteroaryl -(C 1-6
al kyl)-, car bocycl yl -RC 1-6 al kyI )-, heterocyclyl-(C
1-6 al kyI )-, aryl-(C 1-6 hydroxyal kyl) -,

het er oar yl -(C1_6 43 WD 2004/ 026843 PCT/ GB2003/ 004050
hyedes¢iral Kyl ) -, carbocycl yl - (Cl1-6 hydroxyal kyl) -

heteroc roxyal kyl aryl-(C
1. al ky )lsgle“(yﬁ%‘tnéﬁ%g y(C)ll %m kyl )Yo,(

20car bocymiglma(t}@lmﬁ:hajnhyl ) O, heterocyclyl-(C 1-6
al kyl)-O or -NR/R11 wher ei n each R1L and R' is the
saire orBHi%9drent and represents hydrogen, Cl.6 al kyl,

carbocyrt ¥ d@@n@f%ﬁglyl aryI 5 heteroaryl,
aryl - (Cl: 6 aI k I ero 6al kyl ) -

et
car bocy%l gﬂp 231111}99Y1)C(03|él(091'é¥e¥®cycl yl - (Cl 6

al kyl) -x at@olﬁ@'llcbmwe "Gk =9(& aydroxy,
Cl.6 al kox ¥ 6 al ky l?ﬁ)}}lﬁ ( )zq{ngltwéragar

25carboc yEf)_\}ﬁI Ci aH%!% @nﬂ@§%W Penza¢1 ?Fmi(l(f‘_n.H1“51u‘&‘l‘ﬁl’?’rojﬂyIy furanyl,
heb}@e[z@@r[,)féoxézgi}d,%yﬁ&&yﬂ, byridyl, cyclopentyl, piperazinyl, piperidinyl,
morpholinyl, phenyl-CH,-CH(OH)-, phenyl-CH(OH)-CH,-, phenyl-(C; alkyl)-O- or
1 H-benzo[d]imidazol-2(3H)-only;

15
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carbocyclyl-(C 1-6 al kyl)-, heterocyclyl-(C 1-6

al kyl)-, aryl-(C 1-6 hydroxyal kyl)-, 10 heteroaryl-(C
wda2@4kydedxyal kyl ) -, carbocycl yl - (C 1-6 hydr oxpel/kpk)o3/004050

het erocycl yl - (C1. 6 hydroxyal kyl)-, aryl-(C 1-6

al kyl) - @ ihetengaicyl alk&ylp&nﬁﬂ Kéﬁlﬁhy@dlhyﬁﬂ)bg}ﬁﬁﬁﬁ%

al k het Cl I k o -
an%ﬂa% %ﬂ@hgﬁﬂ e o %{%%1( Qignl, %B%HYHPK??@}YZE%OXWI
I e pyesent, pyndd r&ﬁ@cﬂhwr@l b@nz@h{?é’ﬂyl GABRAGH y¥lohexyl, piperazinyl,
het érocycl ylI , het er oar C1 6 al Ky F
hetReREEMYY: W%}?@O@ﬂﬂi mypyl=(C taélf}tykbdib@nx}’rc}%ﬂl{@}b)r &Pr}yl- or
515 dyeiorhacy |13Hen3(1Qé1 2@1@1)1‘00 ar L GJnQé!qdﬂﬁ‘fhaE E
n{{ém alkyl,

R6111 is hcl%/, it i's not ‘met hyl pheny
pr ef er r 8o ApbRnig shegpme o Pranf(améyepaqsents:

defjnpgd, tﬁf@HMecﬂﬁahP;{ f?&lB&ﬂty‘P%ﬁl‘t@H")f do@rmula (1b)

wherei'n: R5/ re het er oaryl ,
car-bocy&hsp R/ apk wd@y?emybr dl’é‘ﬁlynta(rld:lepﬁeselais kydrggen, Cru4 alkyl,

het I | kyl
et et ey donen PRGN Rl el hen
10R51 is Iﬂ@t plresk ypdiety tin the groop Rdbcmghmbybstmrteqogmalzsmnyddlamj
Kyl
ooy AR R M €1 By ¥y gl P ol g5 612
Cl aloalklkyy $ubBI}Id¢TIb;Xy Cl-6 aI koxy Cl.6 al kyI t hi o,
|, hete b , l-(C
T8 o ke Heles RS PORERY e apRBS BBl |
1- Gubstikukad Dy 1,2 bied mbsmgﬁnls)sb}eétélifrﬁmalubﬁhé <hlefine; Bifsiine, iodine,
wh ' h d R 5.dif t
t5and e el E Sam e i RP st G h Eur RFIORE. £ aelguiah C
hetheloalkycy, yhlino?mwio(CIJa‘jﬂk}e{aﬁﬁ{oy Hx(Cﬁ{WXﬁfﬁﬁrﬂi ﬁx?aj) Jc\%k’
or oar yj - . -, _pravide at (a en
ﬁ?@gﬁf%@yg P B&‘%Wﬁ%{f‘mgé%? senfiy C hyl, (b) when
R61 is ettty hnohdheé iﬁ MH%TOJ}J@'I@“R*’ andJRq’"l"Uélng'unsubstltuted or
- pyrazinyl, qlw nal dy benzof uranyl or

bers¥otifiy | OI(ZrPPbWi@HtS Réict‘Pdsﬁcamﬂpore@ac}éom@; fegmine, Cr>
201 S aNQA, dlghﬁﬁﬁﬁﬁtaﬁﬁﬂi@cl(fh@)amm()d) , When R61 |s

het er oar - it is 30 not indolyl-(CH2)X-,
wher ei nﬂs@ hetgropyclyl ané cargeclybmoighesrin fae RS grepabeigen, R

i s Iuﬁ%sﬁtﬁ!@@ QY éubstm(tédl Si})’i or 3 ﬂl@@tﬂﬂéntsosrele@ﬁ@ ﬁghrﬂu%ﬁﬁé l‘.fﬂgrme

R6" represents Cl r oxy, . 6 al koxy,

al IByaniRe. &1+ akkyl, Clinék@%érwaloaﬂwhamlmom 026843

PCT/ GB2 I
aryl - C?Q%éyq %%@a_r}’fl Qﬁdé %g@ggélil mm@l?ets gﬂ @€ %C;%rgﬁ R’ being

25camB igfl oy mbstsutecébsk«}ne)or meévm@meiﬁbte(l @mme‘.luahkqgl ) -
OF chifnd N
differ entbrd%igé (rﬁé‘f)? eg s 1gzen E]t 8625@1%1& and nitro; and
car bocy dheyiryl, heiererrplopd Icgtbocyaky‘}/mmeha ig IM/yhd RJa bgihg (C
1- | - -. RBW
LSl oL 07 s oS O e
al leYploting, bronzingsIC,.. alkyl Ciz alkoxy C1 2 alkylthio, Cy, haloalkyl and nitro,

30  provided that the compound of forrnula (Ic) is not N-(2-Oxo0-5-phenyl-2,3-dihydro-

1H-benzo[e][1,4]diazepin-3-yl)-acetamide.

Examples of particularly preferred novel compounds of the present
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het eroaryl, carbocyclyl, heterocyclyl, aryl-(CLl. 6

al kyl)-, heteroaryl-(ClL.6 alkyl)-, carbocyclyl-(Cl.6
w@bdoylo26843 het erocycl yl - (CL. 6 al kyl)- or -NR RIP@IEB108/004050

each R~ and R' is the sane or different and represents

hy %\%ﬁﬁ’&h ar@émﬁpﬁh&’éfafomﬁlﬁr(m%g lpHeinna&‘ﬁh@dl@%@e‘ptﬁblze salts

aryl, heteroaryl, aryl-(C - or heteroaryl 10

( Clthegecd]| kyl ) - pr ovi ded that V\,hen R6" is aryl it is

not net hyl phenyl. Further preferred conpounds of

formula (I1b) are those lwh in: R5 is C3.6 alkyl,

C3_6 cycl oal kyI lyl, C3. 6 cycl oal kyl - (C1_6

al kyl), aryl g yl - (O - C(g%
car bocycl yl - é((ﬁ‘ : teﬁocycl yl- C(O C(3) or
-k; 15 - X" is -CORBL=95(O-e or -S(0O Z-R61; R6" is

Cl al kyl, hydroxy Clrb6 al koxy, C1.6 alkylthio,

het erocycl yl -(C1.6 al kyl)-, aryl-(C 1.6

hy drherejml kyI) het eroaryl - (C 1.6 hydroxyal kyl) -,

car bocygh droxyal kyl )-, heterocyclyl-(Cl-6
hydr oxya ?ﬁs %&l%ﬁ%ﬁg %aryl (Cl1.6 aI kyl)-0O, :
car—bocy@f;sloh(oﬁheG al kyl )-O, heterocyclyl - (Cl 6

al kyl') - O (?)r NR R’ wherein each R 20 and Ris the
same or "4 ?er’ent and represents hydr ogen, C1.6 al kyl,
C3.-6 cyRF’oaﬂ)Heyyl -CHhefuengleSids- vt -X'car bocycl yl - (CL. 6

G118 i Ryl Chyr ol N S Rl i o

10ar y-I hmﬁ’es @ﬂ{a}lﬂtyl 2-thisnplofuyanlyly pyridyétegelopangilydyclobexyl, 3¢ C

oar %'@@é?*fr gtepeRiah SoxiranE sy i epaple M-

a| I@yﬂehdmyﬂ mbkpl'b(ﬁlx,ﬁfoh Y@l doydhblinyl hspenzhai yfor ¢xathpk N-
' drrxyal kyl)-, carbocyclyl-(Cl_6 hydroxyal kyl ) -
hetpél?'e (C1_ 6 hydroxyal kyl ) - aryl-(CL. 6

fill iéyl I) Qv 1s|'(ﬁl4§]kz§buény(, Bler§l, Alrkash, )pyﬁHyl @yarobaﬁylgéwohéﬁl,
a

etero
{5 b R ORI SOFHEL AR BRY L kg and
I eN-BpeAditylMeFREIRRA, f@]exgmﬁb Nyxlnorph@ﬁr@)[ OEHipdrydinyl, for example

het er oaryl, heter oaryl -(C 6 al k
calMbsBEBERYL (C1. 6 al kyl ) - or het erocycl yl - (CL. 6

al kyl') - cacd adPR%is B ckmé §r cﬁﬁfer@nt%lnk Yépreswgﬁﬁ%d’gen &, 81Ky,
al koxy, Cl1.6 alkylthio C oal kyl ,
hetcaplebsye) gyclorestyb phgnst @raqhkw cifm agd a] kyl ) -

aoheter OC¥§dh3ﬁ/ aﬁ@ﬁ/ £ o dawk )Jr dlff@ireﬂﬂ anf ¢dpr&ents h dro%en Ci4alkyl,

- eteroaryl-(C 1.6 hydroxyal k

hydr ox
car%d@%@wqul@em% phereyt epppamindH:: - 45 WO 2004/ 026843

SE;II-I/ G(Bé 16%&?%‘},9?1@181 hﬁh i lg?;)ggryg |c¥<{l@% @/1 Q?@Bl%&ylabéﬁébﬂnenyl

C ardyb@lyzblewoﬁ{r@md,&@p@yl)m@ndnwbmp}@yml)ﬁp pmragnyl moieties
al K}{ ltl')e g%upg RS amﬂbelwgﬁ{s%sﬂm%% sibstituted by 1 or 2 substituents

25  selected from fluorine, chlorine, bromine, C;4 alkyl, Ci4 alkoxy, C;4 haloalkyl and ,

i

nitro,
the thienyl, furanyl, Apyridyl, cyclopentyl, cyclohexyl, benzothienyl,

dihydrobenzofuranyl, isoxé.zolyl, piperidinyl, morpholinyl and piperazinyl moieties
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and R1 is the sane or different and represents
hydr ogen, C1.6 al kyl, carbocyclyl, heterocyclyl,
W@eook/0248¢3 er oaryl , ar yI -(Cl1l-6 al kyl)-, heteroargi/c8B8H3604050
aI kyI ), carbocyclyl 5 (Cl.6 al kyl)- or
etﬁé)g%\g! N %@sﬁisﬁﬁl@i or sﬁ’s‘t@ﬂ@h @f’ 16f2 Ewsﬁﬁgﬁts selected
pre er 0

conp fornul a are ounds _as

defriomdidorns, ﬂupmlteebmpn@ff, Ers @wlcﬁm&m@sclefham 14 nftydy)

wher ei | e |
het er og y C?A%FM d@% tg%?: o g%&%“‘%“@%ﬁ%d‘* substituted by 1 or

het euhsm}aedtg/$ele(ct€d Trodn ﬂllldryxb )chbmne Stoming Cos )aﬁcyl, €14 drRe §14
S 11. o S(O2-R6".; R6/ is Cl-6 alKkyl,

Sh ég@&a@‘iﬂ&%’ al koxy, C 1-6 alkylthio, C3,6

cycl oal thy tyclohbestl ancbcxodudpyhtyl 3 etes qyibe ganlupglR a(nd: " eing

al kyl tero a Ky in
eat “%?Enﬁer‘lﬁorﬁ"bﬁ%ﬁ?%bé' %sé?l%e YO M)el’ en efh B\r{)\gglérﬁt s
hy duegesnt, C1. 6 al kyl, C3.6 cycl oal kyl or
heterocycl yl ;. 15 - .R§" represe Ci.6 alkyl .
hydr oxy‘¥1 ﬂ¥efY]§“%3FWd§§‘e gff’“% g aé‘ﬁ:@ﬂ’?lﬁ% anugsrt@/t,eq or substituted
IOhleE?lﬁ.)@ﬁiélh!hhmethoﬁ;’ﬂbbﬂﬁy@iébfhtgeﬁtﬁnar ocycl yl, . @ ar y: -l(c( é 6 3
al ky et er oar car. ycC = ;
al ky! ) - the sy %&%W?l a(*%iy g}F‘?le“‘-’éﬂn thgasqubs %h%\déﬁwn
ea%ﬁn@unsﬁ&@ttvﬁéﬁ drSubdiitr ey sﬁh’gle filickd, @hleR, mRth§1, methoxy or
represents hydrogen, Cl.6 alkyl, carbocyclyl

heP@ﬁOéEISF@FLVPt aryl, heteroaryl, aryl-(Cl$ aI kyl)- or

het eroaryl - (FGilthg% Ifi‘éfgﬂé@ ﬁovel%ﬂlp&glds offe pieSenﬁnlelﬁlomakeW
hydr oxy, C 1-6 al koxy [thio

15¢cy @premura% of foxﬁwae@@c%il ahprma@msal Ff‘@éﬁ‘bi&aa“i fherpofg where:
al kyl') - RS/Qeker ocycl yI (C 1-6 al kyl)- or -NR'RLr
wherein each | e and ame or different and

repr eseXtis-Giydr ogf@rNPél/ GS(szklﬁ or -ENHIRGeA v |
het er ocwz} . élg(g]y bynJiﬁPtc?Eleﬁé'n | ,cyé!BHéxyK %y@ro@éﬂﬁb!ﬁ}a'nypr

het er oary I Kyl in said
f unstoh@olyb rpefeedmﬁld fqmmmlﬁbﬂsplmdm’r mwmi;nﬂ) for gxgenple N-

207 s f’ TR P R R ARRL LY dubat i it ec

or - subsR tisCedalkyl, fyridg], oycl@estyh sydlahgrylt dhylsphsazaferanylom

L el B ipisbbanidion ©

al lyrtetmylopipeataziGl.-for aiaklple)l\&mpmzm}'is tro and cyano, 30

Mor e pref abl Vo - f n

of 1 or e H i e S A fan Bl AR UGy,
250arcpﬂd;e&jf1)drpympphtyhradd heteroaryl noieties in the

groups

102 i g0 S B B e A G,

cyclohexyl, cyclopentyl, phenyl or phenyl-CH-,

the pyridyl, cyclopentyl, cyclohexyl, dihydrobenzofuranyl, isoxazolyl,
piperidinyl, morpholinyl, piperazinyl moieties in the groups R¥ and R% being
30  unsubstituted or substituted by 1 or 2 substituents selected from fluorine, chlorine,
bromine, C}-‘* alkyl, Ci4 alkoxy, Ci4 haloalkyl and nitro, and
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WD 2004/ 026843 PCT/ GB2003/ 004050 hal ogen, Ci1.6 al kyl,
Cl-6 al koxy, Cl-6 alkylthio, Cl.6 hal oalkyl, Cl -6

whadogmbdsaxy, nitro and cyano. Preferably, in B&i/GB2003/004050

Ul

further preferred conpounds of formula (I1b), the

cycl oal gyl ts L, moi eti /i ,
t he oﬁ%spheR 261? E&g éﬂd(f §Bgﬂe% Iprgﬁ: a‘r%el%lﬁlﬁs%gﬁ |1$ ’fﬁ’ and
or B muumwb@tﬂutby orlsubgiteted By ssiglé flbarehbres ehetiptl adethid:gror
hal al kyl, Cl1.6 al koxy, Cl.6 al kylthio,

I@Qﬁa‘ tﬁ}ﬁ?yl Cl. 6 hal oal koxy, nmono(Cl_6 :
aI kyI ) affimthey E?f@@:@d n6éved b%cryifnc)uadsi ¢fahe p?és‘fenmn‘m(i}doﬁyrala@mgounds

e | urther eferr conpounds
or B SRR RafsnarPacB ity biseaigte B HERGE Yol g1

carbocyclyl, aryl and heteroaryl noieties in the
groups 10 R~ and 0 are unsubstituted or substituted
by 1, 2 or 3 substjtuepts selected from hal ogen, Cl1.6
al kyl, Ci1-6 .6 aId<yI thio, Cl.6 hal oal kyl,
Cl_6 hal oal k nitr g:rc @no. Particularly
preferred no zoNpo nd'g he inventildh are

compounds of =aN(1 )l are pharmaceutically
acceptabl e salfs—fhereof 15 HO (R3)n \ R5. (Ic) NR

R wherein: - ~phenyl or methyl; 20 - R3is

nmet hyl or chl & - n| sOorl; - R4 is hydrogen or
nmethyl; - R5' IS phenyl - thienyl-C(O-C(O- or
-X'; - Xis -COR 6i, C(]\IR'R" -S(O)2R6" or

50) 2 MU o 20 2P Rohch S Ll o su’ﬁs%é&m 2or3

10i s:snxlanmbgtk selq@;eddﬂbﬁi Mlogeﬁ,ﬂ;kdﬂ&yl G3Y 8dyQPeadoxy, C ¢ alkoxy, Ci

15

20

25

pﬁyﬁ%&%l Fﬁ%ﬁr b ﬁ%%o %-‘Igéaléalfarbaﬁ’f‘?@]n Won?(@z 6
aI likly)eatdanmoy], dilEr LA RbSLMOYI0BHIS, 1edndtd); 5 Akl Yamino, di(C.
alkyl)amino, -CO;R’, -CONR'R”, -S(O)R/, -S(O),R’, -S(O)NR'R” -S(0),NR'R" -NH-
S(O)R’ or -NH-CO-R/, wherein each R and R” is the same or different and
represents hydrogen or C. alkyl, provided that R® is not a 4-chlorophenyl group.
Typically, in the compounds of formula (Id) R®” is a phenyl group which is
unsubstituted or substituted by 1, 2 or 3 substituents selected from halogen, C¢
alkyl, Cy7 acyl, hydroxy, Ci. alkoxy, Cy.¢ alkylthio, C;.s haloalkyl, C haloalkoxy,
amino, mono(Cy alkyl)amino, di(C,.s alkyl)amino, nitro, cyano, -CO,R’, -S(O)R/, -
S(O),R/ and -S(O)ZNR/ R”, wherein each R’ and R” is the same or different and
represents hydrogen or Cy.4 alkyl, provided that R% is not a 4-haolphenyl group.
Preferably, in compounds of formual (Id), R® is a phenyl group which is
unsubstitqted or substituted by 1, 2 or 3 substituents selected from,ﬂuorine; chlorine,
bromine, iodine, C14 alkyl, C24 acyl, hydroxy, Ci4 alkoxy, Ci4 alkylthio, C4
haloalkyl, C14 haloalkoxy, amino, mono(C; alkyl)amino, di(C;4 alkyl)amino, nitro,
-COR/, -S(O),R’ and -S(0),NH,, wherein R’ represents Cy.; alkyl, provided that R®"

is not a monohalophenyl group.
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47 WD 2004/ 026843 PCT/ GB2003/ 004050 - R6"' is
Cl4al kyl, Ci1-4 al koxy, phenyl, naphthyl,

waledwdeasihenzof uranyl , benzodi oxi nyl PCT/GB2003/004050
9H-fl uoren-9-onyl, indolyl, thienyl, furanyl,

oxazol yl, i swaz@bittably, BN eﬂlﬂalsofmaa@ R is a ph
benzat hj en I benzof ur any ,ﬁéc cl openty Yﬂd cllohé)xerfylgmup
okt

pi pEHELIsAp§u Stltﬁ?‘b@rﬁ“lﬂ?tﬁ‘i‘if?d th‘b?rp?n Stﬁ%n’fs Sph@tﬁ@/ fro
a:nem;mll zl)aikox?f(glaélkzﬁl‘e @Hﬁﬁd}ﬂ‘kyl ehemidandx Pl d e CH2-
1 H- be nz %[d{ﬂlﬁ]r Pfﬁfwé é‘PYeZ emmﬂs& 9f: thespredentiRireantloRire icgmpdnands
55 aNGE fQriudh (id) hEpHarRid Cl-4 al kyl,
phenyl , thclﬁégnyclgﬂ{dcyc %t%cg%ﬁ&%%/bz %)%tgﬁ]t%%lgpo

phenyl - (CH2)-; and each R, and R' is the sanme or

di fferent and representgy hydrogen, C 1.4 alkyl,

-phenyl , thienyl, cyclohexyIQ cycl opentyl or

phenyl - (CH2) -, whe t he enyl noiety in the
group Rl being un i tut d Csu,QstRL.,I uted by a
single fluorine, : Cl| 2 al kyl', C1.2 Fkoxy
Cl.2 al kylthio, Ci. kytl or 1. 2 hal oal koxy
substltuent the ary+—Qoieties in the groups R5', R6'
and R6"" bei ng uns uted or substituted by 1,2 or
3 substituents sele d fromfluorine, chlorine,
brom ne, iodine, 15 Cl-4 alkyl, C24 acyl, hydroxy,

C, .4 al koxy, Cl-4 alkylthio, Cl.6 hal oal kyl, -Cl-4

hal oal koxy, am no, nono(Cl.4 al kyl)am no, di (Cl4
alkyl)am no, nitro, -CO2R, - S(O2R and -S(O 2NH2,
10wherein R- r"éﬁf@sﬁﬁtlsar@]rymmwlhlch Istuesubstmiﬁd)axrgabsntuted by 1
no

o bifttidubhtd Jéfecgfl %glstildgﬁne c@gng %gong C % Cufy gﬁg{/ > Ciadlkey,

unsubsti-tuted or I tut’e
s eCee tlkyithie, 6nm haloadksilnG: 4 Irahllakkpxmmd dironi ne, Cl1.2 20 °

al kyl, C1_2 Ili]é?r{exgﬁ% "Aﬂ'ag@@%nﬂ g I%Ia ng)y kl“ 1§ :.?_'gheﬁg]t group which

heterocyclyl arb
gr supsisiimgd ouwbsmsted by bm:br@wo su]issmeﬁtaﬂeﬁadteby’roﬁa fDioride,

15 e Bl G B el W S e, Pl and .
nitro; the aMork prefaea;‘téy macq:hpoamdi; of a?csrbmm(w) SR {50 2iehy Sroup
oy BieE s B AP oY B b e b rambe

‘ chSubsmtnw bromne, C 1.2 al kyI C 1-2 al koxy, C 1 2
R T Lk S

20 bedbuge, ounphdrmbéciititaligl acdepabile 31t therte6f] fdd YiseOR @ niihddy? treating

sups |tuentss fromfluorin chl ori ne,
br ?)‘maﬁ% g anga l"?éfyr eﬂ% PEESNt HIVRRAaR. a?sereiatgs tq R RESERticet
1. @nipekidah éompriding amblvdl @ompound as defined above and a pharmaceutically

acceptable diluant or carrier. Preferably, the pharmaceutical composition comprises

a pharmaceutically acceptable salt of a novel compound as defined above. A
25  pharmaceutically acceptable salt is as defined above. The novel compounds of the
invention are typically administered in the manner defined above and the compounds

are typically formulated for administration in the manner defined above.
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30 provided that the conpound of fornula (lc) is not
N- (2- Oxo- 5- phenyl - 2, 3-di hydro- 1 H benzof[e] [
waebpezaaepi n- 3-yl ) - acet am de. Exanpl es of pare@TGBaroB904050

preferred novel conpounds of the present 48 WO

2$0f4/ ozwwaamgm@aaﬁﬁkd hﬂ%é%pokiﬁmiﬁ%h@ﬁse&fpﬁc%}?'fﬁbﬂvmds

of .fornu an a ceutica cce e S
© ndr ot wvel ooy R R fventir i, 6 SRS mgesbied
pheytl compo®ids vt the inverd83n icont&iing rohlsveme chifil s&ﬁe 1nc1da% niRs
phenyl - CH2-, furanyl-CH2- or -X1; . i.s -

C@WW?. n su%it@)tlg Yrgre forgyan %?@Pgoq\ﬁllmubs@@mlly REE fpan

5CL-afd Bhdnibmerc fnbn@EWWhicH don@iYAn exB4S bERE R XiRoaRe Bt i excess
cyclohexyl 3- benzothlenyl di hydr obenzof ur anyl ,

ol Snantiomese Fiigpapoularly grefeses it ehaymaggupieal P@ntﬁw a

rm rdBhgbidayds: thef iRVenBXPRRLISIs %HP&:HJ&% }mﬁl: optﬁhﬂﬁfrﬁ%' P the
. for exanple pi perazinyl; R61 Cl1-

pheygidance pf émht thetnov el pgmpoyyls PﬂBPP mveny@m@p@ mﬁcgﬂrslred be used in

Cy%@f&%%solv&é benzot hi enyl, di hydrobenzofuranyl,
i soxazolyl, piperidinyl, for exanple N piperidi nyI ,

10nor phol i nyI for exanpl e N-norpholinyl or piperazinyl,

for.exanple Tﬁ% R'l gﬁkzﬂxeé}es faGhiRhe {%09:&%_{9 44.1’}3?}@)};%1@ ane

or, different an res rogen
cy diowhteerylllmlt d;tan\@p@mntly hny wise iy Ithls)regpldeln 1l im@hiPant toamderﬁl@nd

; egﬁag Eheemartﬁ:ﬂﬂr g&sédls ug‘edtéﬁ1 ﬁlgﬁlalﬁj)‘%g se%hgrf Late ﬁ& )g/n?@ gnly to provide

Cy calnommutlyh pf phieRSN aadivity hEleyd aré}ﬂ&ny Ma)plmm}abl,e td Hetenmyihe the

benz %h’l Of%y‘{en X%P%m%sra%ent%%la ]é%j%f]ega ‘éeo%%gt Y i particular
pi esaly d myﬂﬁformrlkteﬂxmmk/e and pi perazi nyl nieties
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in the groups R5 and R61 bei ng unsubstituted or
substituted by 1 or 2 substituents 25 selected from
w0 bawan2asey chl orine, brom ne, Cl4 al kyl, Cl-4 BC&RGBY003/004050
Cl1-4 hal oal kyl and nitro, the thienyl, furanyl,
py BEXWMPLIESX| opentyl , cycl ohexyl, benzot hi enyl,
di hydr obenzof uranyl, isoxazolyl, piperidinyl,
nmor phol i nyl and pi perazinyl noieties 49 WO
2004 H268dd®, mdn(ﬁaﬂlﬂ@%/aﬁi)lﬁGGOFlaéh’Cotdnﬁl dir@niodRyhiyiwas carried

bei : 2
cusSrTEHESk oat St e ristienine (EEH  BppAigranhy was
Sbr eairiae putGIilsm@ Jahd@dhmlﬁiog‘ﬂapai’ @)Wami@é@s‘hnhéﬂ I(Siﬂnlﬂi’é vaiéh with

- nitro, the t he
unsStFBa%S &fiﬂl@ﬁ E%O%[ﬁ@t g%f@amﬁfygf%%vr TL§> gva&s%m%%%
sehegtieplates.om fl uori ne, chlorine, bromne, C2-4 alKkyl,
Cl-4 alkoxy, CI -4 5 haloalkyl and nitro, the
cycl ohexyl and cycl opentyl noieties in the groups R~
‘angd RvsheoNpITIonsubst i tuted or substituted by a single
fluoro chioro, nethyl, nethoxy or nitro substituent,
10¢ hSapRis Jerefsn evyMIWOMe}@s 2B sengrlecipgpray widesimyltancous
un y§§§élﬂﬁﬁgwgbngyg§khtuted 10 by a single nethoxy
nitro substituent, and the phen cyclohexyl and

cy Slobpamt YMGBA eKiFasOD§ AQy 80 Ql"r&érp%}/Pi’S 8- R/ /' being
UN$RALL Ys: ?% 895 %M%U/ém% BY5% PR Aid Hé%%% Jhold 3

chioro, nethyl hoxy or nitro substituent
pr afinreteth G| V/Y: Hz@’@ﬁa@@ +oH0¢mEompriedeidtovenl2min o haldet

1515 9@@{Wﬁge ; é—f&Nf R 9?14A1%61d%09 f;@ﬁ{ maceutical l'y

accept a ts t ereo is -k; X~is
COERSHOH -RIDA RSO R340 m8( 0) 2-R' or -S(0)2-NR Rii; R6' is

I yl, cycl opentyl, cycl ohexyl,

ﬁﬂﬁﬁiginzoghréﬂyl i soxazol yl, piperidinyl, for
exanple N—plperldlnyl nmor phol i nyl, for exanple N 20
no s [ M ZInyI for exanple N-piperazinyl; -
R6 R:Qk' gi“mgﬁé 1 cycl opentyl, cycl ohexyl,

20dihydrobenzofuranyl |soxazolyl, pi peridinyl, for

ex idi.nyl, . morpholinyl, .for example N
m);ggﬁ OI%IaZOﬂ egiée lgg}icm;p}ywrgpo-ggéﬁﬁpg N- pi per azi nyl ;
each R and R' is the sane or different and represents
hygrrggc%ﬂé otcg:llilélxyﬂ(l: lééﬂl onohydrate (4.60g), benzotriazole (5.95g) and benzyl

carbamate (7.55g) was heated to reflux in toluene (100ml) for 18h, under Dean-Stark

25  conditions. The mixture was then allowed to cool to Toom temperature, and the
resulting precipitate collected by filtration. This was then recrystallised from diethyl
ether giving an off-white solid (11.66g)

"H NMR (d6 DMSO, 8) 5.07 (qr+s, 3H) 7.25 (d, 1H) 7.3-7.63 (m,6H) 7.92-8.10 (m,

30 2H)9.32(d, 1H)
LC/MS Found ES- = 325 RT= 4.68min
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25 cycl ohexyl or cyclopentyl; and each R, and R' is
the sane or different and represents hydrogen, Cl-4

wa@bdoglo2684xycl ohexyl, cycl opentyl, phenyl or PCT/GB2003/004050

phenyl - CH2-, the pyridyt, cyclopentyl, cyclohexyl,

di ygdnpEenradeanylr, 1 soxazolyl, piperidinyl,

nor phol 1 nyl, piperazinyl noieties in the groups R6

and R6ui being 30 unsubstituted or substituted by 1 or

2 150

or o, TR 2o A AR MRl s Y AR g e
and@s#®i tro, and 50 V\D 2004/ 026843 PCT/ GB2003/ 004050

st he phenyl, cycl ohexyl and cyclopentyl noieties in the

groups k, R', R and R/'/ being unsubstituted or

suBsgald @f’ @BSOWIOQ of Intaginedifté Uit 1oGg) crhdrg(TBIF (16@rhY kinder nitrogen

L]t .t h
oo Sl and sl Ra B RRRLAY Th o DS o R i 98 G
f 0 Idwblowmdthb)ne éﬁhlnl)) Haltaved by ﬂtyaﬁthéfhylﬁﬁﬁﬁmicmﬁml)s’ﬁlh_ﬁ fesulting

ar 3?/‘{ gr oﬁl 15 S 0 {?r F@Lag% ggs;tgér} ‘?%qegglv ig‘ramg’ﬁ%g? Bf E‘?%‘&l‘lng 91?6%3’1)‘

102 phe@l-mmmbsss ug)mammaeylﬁmt]ﬁdhﬁer(omv@)alhqg}e[m (50ml) over

Cl-6 alk Cl-6
aI RY P}“f#%“ T8 fe%“’r?ﬁr‘%’é‘?l{?ﬁas Hiep 2o 19 éff%ﬁs%room tpippprature and

c Iy Slamtheﬁ: ﬂghaﬁﬁyﬂemo@ﬂﬂﬁl(gﬁﬁc Sults.atk Yﬁc)ﬂ;fez 'hlﬁﬁ?dfp Were tﬂén(t@lte@
a %%,41)7%%%&% ano?e&g{lap %(a Cg'tlrgy(jgajqq%nue%meg) gilRThe s(gil-vel?ts
- S@V@)emapmaé@m\dﬁ’e R5itue fititionéd YebieenQthyl MidtAeludd! 10v1

V\,herdgl n.each R B is the sane or different and 15
O o PR Ry Toxgy rTE'}@ ﬁe%?xtféffs Bergekaporatysh ard the erugeeil digtved in
| S add@t add &%mlﬁoﬁﬂbﬂ@’dmrﬁfnﬂhhpaceta?é’(ﬂB 28, ¥iis nhiRutd Vas then
conpounds of fornmula (1d) R6* is a phenyl group which
stirgpq ot op Emperatugsy fog Lﬁ@sﬁq sgbvepts Wrelthexzeveporsted and tho
Sukb%fdhé W@é"ﬁﬁp&ﬁécﬁﬁteﬁﬂ'l 5&&’@5‘«%;@ Getr 1 (ﬁ)Onﬂ @d sodffr 7
r oxy -6 koxy, It é)

Kﬂkw% WaS@dded ‘Hﬁlll aHﬁ wes(vache@mnﬁ @en ﬂmm(lmwss cooled to 0-

20 al k3] @ Qsulfh Osgilld BolRk&Y by ?ﬁ%aﬁ& R(6rv4gy cyan, -COZR,

25

30

-S(OR-, 20 S and -
and R' is the sane or different and

"H NMR (d6 DMSO, 5) 5.05 (s 1H) 5.09 (m, 2H) 7.25-7.69 (m,14H) 8.38 (d, 1H)
10.85 (s, 1H) :
“LC/MS Found ES+= 386 RT=5.46min

V\,herel n each R~

Preparation Intermediate 3

3-Amino-5-phenyl-1,3-dihydro-benzo[e][1,4]diazepin-2-one
Intermediate 2 (1.07g) was dissolved in 48% hydrobromic acid in acetic acid (30ml)
and was heated to 70°C for 30mins. The mixture was then allowed to cool, and was

diluted with diethyl ether (30m1). This led to the formation of a yellow solid which
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represents hydrogen or Cl-4 al kyl, provided that R6*
is not a 4-haol phenyl group. Preferably, in conpounds
wo@bookoeasuml (1d), R6* is a phenyl group which PGI/GB2003/004050
unsubstituted or substituted by 1, 2 or 3 substituents
selRs balfkclkd O HitHek e mAHL LG : -
Cl-4 _al kyl, gg A? acyl , nrlwdraox & pﬁf%@get\x}e%gétﬁﬁ acetate
al €94 { Mirgtassian garhenakmmsolrion.yThe emaczs vread digdg @nq/theramapmted
mo b mm{ WA HiRPate Q-
r%]an 1 S(O 2R angl?a dj% }g(ll\qlie-éylaelt\/\%y ~ffrvé’hltr[eess? g%{O 35¢)
01 EI‘H\IUM% DMS@vﬁ)mﬁ @hm) RG7.66 @n, @m) 1a6ﬁrﬂﬁahal)ophenyl
gr 200 43 PCI/.GB2003/004050 More
5prg %ﬁ‘ %éﬁ%%&ﬁ&%a%?mﬁ% ST Re* is a
phenyl group mhlch IS unsubstituted or substituted by
reamﬁub% |tue ts selected fromdC -2 alkyl, Cl1.2
hio, Cl1_2 haloalkyl, CL 2
haloalkoxy “and nitro. Further preferred novel

i nyention are conpounds 5 of
7 o TBE RS B s RS Bhathhen oSN b e aci
10theérﬁ:91festelro N- C N- R* (le). NHH 10 wherein R *
is an aryl group which is unsubstituted or substituted
by 1 or 2 substituents selected from fluorine,

ChITB¢ ddiBshidHde BF Rtermedintt 1&% boparell adtprBl ik desciied
I | thio, Cl-4 hal oal ky é Y gﬁ%afkoxyegﬁd nfromSgOf

SABIG 1 THS EBnsIah A e orpIn! (-eyiof2-ehlare-phemyl)-
phﬁlﬁm{vnﬁét%ﬁnm 4 aﬂ@NkMﬁﬁ&rEﬂdﬁ%@ gsmfg) if ?ﬁﬁghdr}ﬂig% ey

or two substituents select uori
15¢ h]AgP’i aqditiop thepinre was afloypddiplwarmto wopl tkoreratug, agl was stirred
al kylih. f bl
e R T 120 RA pERiaid bt e Ml BB St o
wheeRmy solidnwhish vas vred o lfbﬁu@ubféftahomomabyteaswpmgl e
fluorine, chlorine or brom ne substituent. The
present invention also relates to the novel conpounds,
asbigegratipndnterniedighenle; or a phar maceutical ly acceptabl e
)psalt thereof, for use in a nethod of treating the
human or ani mal body. The present invention al so
r e{7dthdero2epxg-phtenyied; 2dihy dwat 1 H-baag{e} 1 ,# ] dimzemins pil)-itighia
no, d as defined above and a pharnmaceutically
ac%%%f%%ﬁg %nluant or carrier. Preferably, the
phar maceuti cal conposition conprises

A solution of Intermediate 4 in 7M ammonia in methanol (100ml) was stirred at

25 room temperature for Sh. The solvent was evaporated, and the residue partitioned
between ethyl acetate, and 1M sodium hydroxide. The dried organic layer was
evaporated, and the residue dissolved in acetic acid (200ml) containing ammonium
acetate (5.8g). The resulting mixture was stirred at room temperature for 18h, and
then the solvent was evaporated. The residue was dissolved in water and ethyl

30  acetate, and the pH was adjusted to ca.8 with sodium hydroxide. The dried organic - |
extracts were evaporated, and the residue triturated with diethyl ether giving a beige
solid (3.27g).
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a pharmaceutically acceptable salt of a novel conpound
as defined above. A 25 pharmaceutically acceptable

W@ 2004/026848s defi ned above. The novel conpoundsPOF/GBRE@®3/004050
invention are typically adm nistered in the manner
deflidizod rRbQVEsandx( e &, =aiesfypically
formul ated for adn1n|s§22?§%gg|% t he %anner defi ned
above. 52 WD 2004/026843 PCT/ GB2003/ 004050
Prqg Hymt5ggh&g@rnaceutlcal conposi tions conprise:
opti ctive rsoners of the novel conpounds of the
|nvent|on Thus, for .exanple, preferred novel
co ' chi ral
R e L e GRS M LR
forn1 an S enantionmer in substantially pure form5 and

e T S5 b SRR el R Rl ad s

p arvtas hedtartb §0%arfof 2. Mael ntittate vk drenatieudd to abolpajﬂtvms diutad

u f.th tio I S,a subst [
o Bfitd s o BiEottypidp it iyt s dadiao Bt MhsBineg b
10no\fidtration apddtHed Sgivihg b beightyeow balid (2dg), i f desired, be
used in the formof solvates. 10 The foll ow ng
Exanples illustrate the invention. They .do not
howgr(as dB'DNISO)HWQ (dNYIRIM. 3D, L) RUNY (QVE) 7h717tsbl(1§ 5H) 7.77
gard is inportant’ to understand that the
49 éﬁl)amﬁg%églhéb(ﬁ i) t he Exanpl es section are
deS| gned only to provide an indication of anti-RSV
activity. There are many assays available to determ ne’
15¢ hm_aenlm@m;%f_g. ven conpounds agai nst RSV, and a
negative result in any one particular assay is
therefore not determ native. 53 WD 2004/ 026843
PCT2eB20d8lagibb0ihytxaNPbagoledl! idizzepact yleabanegyl)-phenyl-
te X sh col um chromat ography was
‘ ca:ﬁ%%[ &Fbﬁﬁlﬁ%?dnée{ﬂ b 1%%385 silica. Solid phase
extraction (SPE) chromat ography was 5 carried out
usin
204 S AABRS PR ATRL S LA 6 2 BRI BRI preny.
I a)pmplcumr o D3g)ajiethy{ami) (I(A%ral) ead Oibenkzotiazolehryl-INNaNT,NE

pl %ét%?ﬁethlyﬁ}o%m%hﬂr%sphate (116g) in dichloromethane (1000ml) was

stirred at room temperature for 18h. under nitrogen. The solvent was then evaporated

and the residue partitioned between 10% citric acid solution and ethyl acetate. The
25  organic phase was further washed with 2M sodium hydroxide, water and brine before
being dried (MgSOs). The organic phase was evaporated giving an oil which was

used crude in the following step.

LC/MS RT = 5.98 min, Found ES™ = 498

30 'HNMR (DMSO, &) 1.29 (s, 9H) 2.72-2.84 (m, 1H), 3.05-3.18 (m, 1H), 4.32-4.44
(m, 1H), 5.20-5.25 (m, 1H), 6.97-7.05 (m, 1H), 7.16-7.68 (m, 14H), 9.17-9.21 (d,
1H), 10.90 (s, 1H).
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10 Sanples were run on a McroMass ZMD, using
el ectrospray with sinultaneous positive - negative

WO oov4aiisext i on. Col utm @ YMC- PACK FL- ODS AQ  5SPCRGB2@81004050
LD S-5m Gadient : 95:5 to 5:95 v/v H2OQ CH3CN + 0. 05%
Formc Acid over 4.0 mn, hold 3 mn, return to 95:5
v/ v H20/ CH3CN + 0.05% Form c Acid over 0.2 mn and
hold at 15 95 5 v/iv H2O CH3CN + 0. 05% Fornmi c Acid

oV i n. . PDA 250 - 340 nm Flow rate :
1. re%a%nlnt e la{eg ion Internediate 1 20

Benzotri azol -1-yl - benzyl oxycar bonyl am no-acetic acid A

perte S TS 4 B a2 mR o Rlath it s g pteny

wascéteraided to reflux in toluene (100m ) for 18h, under .
Dean-Stark 25 conditions. The mixture was then
allowed to cool to roomtenperature, and the resulting

Pr dffefhddadi®7 (1M T iveshadayd fnld difigdd pdtion t6RicSo18@E 16 A®Nolution
stallised fromdiethyl ether giving an off-white

SOl G U B gslaeRaRC H Tpesactesy W e ¢ tais epraura o 1

10( d, hodt befbredretngBArhén 6 db °(_'f agd?stﬁreli%t(amurthé%g h?elﬂ)s FhSfabtfbn
1H) LG M5 Found ES- = 32 4.68m n

200vs Bragagepet) @s@é@@f@ @’zﬁ@s@) aﬂﬁ@pﬁ@m @ﬁt maintained a

| nty&hp@Aindb8lo% 10 °C, The aqueous layer was then washed with ethyl acetate (2
(2- Oxo- 5- phenyl - 2, 3-di hydro-1"H benzo[ e] [ 1, 4] di azepi n-

©y 1 L0 amlpantl deagiaquplarer yetumed foghe Baghiop glagk. (Iheyeaction was
SO |a§£1h QBo1&d tolovenieicatbateh aﬁ&é‘uu@ Shiofia qﬁded-gtu;rcf@ e auy

under nltrogen was stirred was treated ropw se .
Lowi toreintaiged the feoweniurbeddw b °C mntdej%O bad Uagh a¢hieved.y The reaction

di QMS% %ts%%%x(eﬁgrgﬁ ate]c (f%l)é @ gp%d ﬁ{ex:ombmed orgamc extracts

dlrrethy or mam isre ting
st ivaskad with bring (108nd«)mé$edtmdnnagneama dulwlatdnaml tlsmolnenb n

! SRR P RS ISR Bl i
m solutien of Fshaneldo ethghacatiatetimtiba thizk white preaipitatoeimed. Waer m
20t 0 pge%wa{e% Pty b tﬁlpl%other liquor again evaporated. The residual gum

was again stirred with 5% methanol in ethyl acetate until a thick precipitate had

LII

formed. This sequence was repeated several times. On each occasion the precipitate
was analysed to assess the diastereomeric excess by TLC (SiO,, DCM:EtOH:NH;,
200:8:1). Pure or mostly pure batches of each diastereomer were kept aside and

25  mixtures retuined to the precipitation procedure at the evaporation stage after first
dissolving in a mixture of 5% methanol in dichlorometﬁane. The combined batches
that contained pure or mainly pure required diastereomer (R¢= 0.25, higher spot)
were stirred as a slurry iﬁ 5% methanol in ethyl acetate for 10 minutes and filtered to

produce the required diastereomer (>99% d.e.), pure sample as a white powder (26.‘1
30 g).

LC/MS RT = 3.83 min Found ES™ =399
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was then filtered to renove inorganic salts. The

nmot her liquors were then treated with 7Mammonia in
woregohansh3 (100m ) and stirring continued for 18¢T/GBR@3/004050

solvents were then evaporated and the residue

parti ivenesbdistseess @ v, aestad arand 2hNud S éénadd lH)

hydr oxi de. The dried extracts were evapor at ed;
cr B (83 YH.§i7s%ol. Q@ iL A, §é‘ét($dec8|7@((1,21(IDM) cont ai ni ng
amoni um acetate (13.4g). This m xture was then
stirred at roomtenperature for 18h. The solvents were
t hdheparptipn i¢roddiaied® t he resi due was suspended in
sethyl acetate:diethyl ether (1:3) (200nl). 1M sodium
hydr oxi de was added until pH8 was reached, and then
t heN-(A-Qkerb hemd-2Sedihyeito-11d-benZ2(e]H (% ] diazbptrh®yl)-@gibkehyl 2g(3-
sol l.] ect by filtration (6.94g) 1H NMR (d6 DWVSO
P%gwiﬁrmli%“ Bmile m ok 7. 25.7.69 (m 14H) 8. 38
(d 1H) 10.85 (s, 1H) LC Ms Found ES+‘ 386 RT=
5.46m epar at.i l.nt di a
5 Aveiion SF e s @ eyt SRt Pac (sapmp vs tsyedypitn
10az emmecgzam baﬁeﬂer(uemadﬂ geeniztufelle TOstir WerSodliteRkat@d for
gﬁo/ hy c acid in acetic CI d 30% and \was
hedE B SRR P e Aragent A Tvd tignind 14 TP
t 0 ré‘di@bl,vecaﬂldild/l@cﬁom&héﬂétaﬁcﬂth‘éh Biluted ﬁitllﬂiy!étrd? o a(c3fdifidss solid
Th| dtothefo rratl a yellow solid V\:hICh 55
4?736.5;8%9?? 4050 was col | ected by
f| [tration. This materl aI was then partitioned between
ethyl acetate and 1M got assi um-.carbonate solution. The

15 ex AU Soppst BS 32k = aftihen evaporated gi vi ng an
O "HWR*QcE@E SJ'@ §3u8. @Erﬁdz}r)ﬂ § b @'S?EIHYiH)eB @@Eﬂ 9y, 26%9 7a£b (m,

of f-white sol
1m19H),f¢61d6161)(w0 @H)IHJ)O9 %(béber@ IH) 5 LU |vrs RT=
3.23mn, but with no associated nolecular ion.
Preparation Internediate 4
[ B&reparatiombntdrmedighe (©- benzoyl - 4- chl or o- phenyl car banoy! )
20~ Methyl]-carbamic acid 10 benzyl ester The acid
chloride of Internmediate 1 was prepared as previously
de $DrI-Bednd-F-phersly1,8{dihytinttenne | b4 JdiazepitFhiose was added
to a stirred solution of (2-am no-5-chloro-phenyl)-
phenyl - met hanone (3.48g) and N-nethyl nor pholine (3.19)
i n IiiEnedd@ril(R4gtwa Geated to 50C and was then treated with trifluoroacetic acid

(64ml). The mixture was stirred rapidly for 40mins and was then evaporated to

25  dryness, giving a yellow oil. This material was purified by silica gel chromatography.
Elution with dichloromethane:methanol:acetic acid:water; 90:10:1:1 gave the acetate

salt of the amine as a pale yellow foam (13.1g).
LC/MS RT = 3.64 min Found ES™ =252

30 'HNMR (CDCL, 8) 2.17 (s, 3H) 4.68 (brs, 1H) 6.98-7.47 (m, 9H) 9.56 (brs, 1K)
10.68 (brs, 1H)
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15 After addition the mxture was allowed to warmto

roomtenperature, and was stirred for |h. The
w@e@giopistat e was renmoved by filtration, and t hECHGB2@®AN04050

evaporated giving a gumy solid, which was used

Wi tReUtee Meloffuﬁﬁha@ﬁa Ptk 10y B ROREIQS FsiRWs A5 g &rtﬁ@ %faeehh%s
I nt er nedi at e | or 0- 2- 0x0- 5- phe

- didpalved dFﬂ%ﬁ‘i‘%thTr@](lr[ﬂ) 1nd4\]va5chaalz"lé®bhﬂ13 adg%dtlyn @fa& 8 ¢
aci GhrRGmz }nl)e%%ﬁé a é\)l%ﬁljle'é%ﬁr@ﬁpl%fte WhtE W&Bl@&t@d g}éﬁf&a‘&\ﬂ and
amoni a in hanol was stirred room

t erfpied &1%4me) f or 5h. The sol vent -was evaporat ed, and

s he residue partitioned between ethyl acetate, and |
M sodi um hydr oxi de. The dried organic |ayer was
evdixamaledd, and the residue dissolved in acetic acid
(200nml) containing amoni um acetate (5.8g). The
resulting mxture was stirred at roomtenperature for
18MN-(Zafdo-5tphenyl 2lfedibyire-éHibewade | EvApiozapiedtyl) Boetamelsi due
was di ssolved in water and ethyl 30 acetate, and the
pH was ‘adj usted to ca.8 w th sodi um hydroxi de. The

10dr iAesblaticgpaud ihﬁernmdiateeﬁc(t%mmg nmp;mcﬁm(ﬁml)e;@b,s t@aed tviite acetic -
resi tr d with diet ether giving.a [

SorP iyt blaaR B i o s oy R gt s
LC/ths d%@;bmaie(ES'-he Rsﬁﬁ@w@rﬁtﬁﬂ&fﬁé‘@é&lﬁ%eﬁané dRhHjomethane.
Pr epar at Interrred .

o AR e SR O SRR P 1o PSSRt o

Z€@1ﬁn§a®d’l@1ﬂ%s§sb|hﬂ(230ﬁ1g)3f Intermediate 5 (3.25¢g) in
45% hydrogen brom de in acetic acid (85ml) was heated

1310 70C for 2h. The nmixture was then allowed to cool ,
an¢oomwr43ugzadlan1ﬁd1Esii=egdgyl ether. The hydr obrom de
sal.t of the title con?oun was_obt ai ned

fi |N1Y15t(§diﬁ%4a0m PRE; 3B ¥ G Bbf-2gheo (m %f&/@ Ol 14D 10.81
(2.({DpNWR (b, d6 DVSO) 5.18 (d, 1H) 7.32 (d, 1H 7.40
(d, 1 7.47-7.53 (m 5H) 7.77 (dd, 1H) 9.07 (brs,

2H) 11.41 (s, | H) 15 Preparation Internediate 7

20l ( xQ¥Bre2- phenyl - 2, 3-di hydro-1 H-benzo [e] [
1 Iazepi n- 3-yl car banoyl ) - phenyl - net hyl ] - carbamni c
acid tert-butyl ester. 20 A solution of Internediate 3

(34; 98)ethi-9)2 D% b8 haib QXU RA L PR AT A A AaRIS WA 1) -urea

A solution of Intermediate 3 (100mg) in dichloromethane:dimethylformamide (9:1;

25  2ml) containing diisopropylethylamine (62mg) was treated with diethylcarbamoyl
chloride (0.05m1}. The resulting mixture was stirred under nitrogen at room
temperature for 18h, and was then partitioned between water énd dichloromethane.

. The organic extract was evaporated and the residue was purified on a silica gel SPE
cartridge. Elution with 10% methanol in ethyl acetate gave a colourless solid (34mg).

30
LC/MS RT=4.37 min Found ES+ = 351
"H NMR (d6 DMSO, 8) 1.11 (t,6H) 2.50 (br,4H) 5.20 (d,1H) 6.83 (d,1H) 7.20-7.66
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propionic acid (55.3g), triethylam ne (100m ) and

O benzotriazol -1-yl-N, N, N , N - tetranethyl uroni um
wheooarasas ophosphate (116g) in di chl or onet haneP€1/GB2003/004050

000m ) was stirred at roomtenperature for 18h. under

ni tEOBPNO.7BBs3Phvent was then evaporated and the

res(i due partr(igtl glr)md between 10%citric acid sol ution

and ethyl acetate. The 25 organic phase was further

washiggipiist h 2M sodi um hydr oxi de, water and brine

before eing dried (MgSO4). The organi c phase was

evaporated giving an oil which was wused crude in the

T

3.05-3.18 (m 1H), 4.32-4.44 (m 1H), 5.20-5.25 (m

1H)m . ~ 1.16-7.68 14 9.17-9.21
(Pt A5 pled (R esch ot e AT skt osion
PCThIGEZO (130356404843 usée. Epatiidhd doatpotrt vedsradioatiess8ofd (11mg)
2- Am no- N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-| H benzo[ e] [ 1, 4]
di azepi n-3-yl )-2-phenyl - acetam de. Internediate 7

10( 8 L.CIMISR T=va83mid dlednd BS-8=3Jsngl e portion to a cool ed

(-% jon_. of 34 g) in ethyl acetate (1

Ly AR EMEh 550 e pad Shint na€latngaiict 6 Gnbl 5.0
10 ¢howmy 10.8efsat® being warnmed to 20 C and stirred for a
further 2 hours. The reaction was then cooled to 0 C
and water (300 nL) added at a rate that naintained a

t erpehgiur e bel ow 10 T. The aqueous |ayer was then
washed wth ethyl acetate (2 x 150 nL) and the
5aqueous | ayer returned to the reaction flask. The

r eaLil.0%b- L i ¢ OICK!

I A e g 2 B S R e o
tenperature below 5 C until pH 9.0 had been achi eved.
Th [ ‘ ' X
e e e e G R R
br i(he41imipeasusyd. The titel campoundragnesilamessisopd @lengand t he

' 202;’:&%{3 Rl@V@ﬂ%iﬁ‘%g&élpésQrd%%Png a yellow oil. The yell ow.

was then stirred rapidly with a 5% solution of
nmet hanol in ethyl acetate until a thick white

preghRi The I filJtere

Bt R e RUBE Bih o B0 R TE B s e e Pl 70
gum70\@IIB G5 ibd]1ith nedo 4, tH) 5% net hanol in ethyl

acet at gntil a thick precipitate had formed. This

se was repeated several tinmes. On each occasion

25the precipitate _
N-(2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-yl)-isobutyramide

This material was prepared as described for Example 2 except that isobutyryl

chloride (41ml) was used. The title compound was a colourless solid (35mg)
30 LC/MS RT=4.30min Found ES+ =322

"H NMR (d6 DMSO, 8) 1.03 (d,6H) 2.72 (septet,1H) 5.23 (d,1H) 7.20-7.68 (m,9H)
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was anal ysed to assess the diastereoneric excess by

TLC (Si 02, DCM Et OH: NH3, 200:8:1). Pure or nostly
“KpmMﬂmhﬁuxhes of each diastereoner were kept aRCTI6B2Wd/004050

'25 mixtures returned to the precipitation procedure at

t h&@.®\vapH) &0.7ofrssiikthge after first dissolving in a

m xture of 5% net hanol in dichloronmethane. The

conmbi ned batches that contained pure or mainly pure

r e@thimpld 6di ast ereoner (Rf= 0.25, higher spot) were

stirred as a slurry in 5% nethanol in ethyl acetate

for 10 mnutes and filtered to produce the required
5di agt BIRAVRN-QORY5-Bhény)-2,3 ilyares BIBEeo R | ] dikdebR-3-y1)-

powder (26,1 @30 g)g & C MB RT ya 3.83 n?ﬂ:ggundbES+yl

399004/ 026843 PCT/ GBZOOS/ 004050 1H NMR

(CDCI3, S) 1.36 (bs, 2H), 2.72 (dd, 1H), 3.24 (dd,

1H , 3.63 (dd, 1H,),. 5.46 é 1H ), 7.44-7.03 (m

is rgateripl was prapayed ag dgwyribefl fo1 Framplét esaptdhatdr?-

I ntd?rﬁém}qf[)ﬁﬁn%nﬁ chigrid¥ (()3)‘4% vﬁas u@J@leWé ht%’co%pogidr\yﬁracboﬂouﬂess

H benz di azepi'n-3 -yl) -2-phenyl-2-(3 -
10phéﬁW1Q@ﬁEbure|do) acetan1de A solutlon of
Internmediate 8 (26.1 g) in dichloronethane (500nﬂ) was
treated with 10 isothiocyanato-benzene (14.7g) and
t hé@f%‘étﬂw T4atin FoundiSr=36 r oom tenperature for 18h.
The,
cvalo R PERE. SRR SASRE TR AB TR R e 22 0180 10.50
di ¢hd,iaf)onret hane and then diluted with petrol giving a
colourless solid which was collected by filtration
(36.1g) 15 LC/ M5 Found ES'=532 RT= 5.47min 'H NWR
Chzadple®) . 3.83-5.0 (m 211), 5.58-6.87 (m 2H), 6.68
(d, I'H, 6.89-7.40 (m 19H), 7.56 (d, 1H), 8.20 (bs,
1H), 9.52 (bs, 1H). Preparation Internediate 10 20
( S)cy3opentdaiecabarhdydid L-ckod-phedyicz, bemgabelH-1, 4] di azepin
- 2-0ne é é rmedi ate 9, (24g) was heated to 50C and was
t hefngofdl e arPing Y PRi%or oaceti ¢ acid (64nl). The
20m xture was stirred rapidly for 40m ns and was then

eva orated to 25 dryness,._ giving a yello Thi s
A YIRS CByieg] 1o B SRR g7 aphy.

cyclopentanecarbonyl chloride (0.048ml) was used. The title compound was a

15

colourless solid (40mg).
LC/MS RT=4.81 min Found ES+ =348

25  'HNMR (d6 DMSO, 5) 1.48-1.90 (m,3H) 2.89 (m,1H) 5.24 (d,1H) 7.20-7.68 (m,9H)
8.90 (d,1H) 10.77 (brs, 1H) ’

Example 8

"~ 30 Cyclohexanecarboxylic acid 2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-
3-yD)-amide
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El ution with di chl oronet hane: net hanol : acetic
acid:water; 90:10:1:1 gave the acetate salt of the

w@pione2@e3 - a pal e yellow foam (13.1 g). LC M5 RIT/6B3008404050

10

15

m n Found ES+ = 252 30 1H NWR (CDC13, S) 2.17 (s, 3H)

4. ( : 1H) 10.68

(b?@ls ngﬁ?'alw @%8%4 8%%%%3 fB‘?:%J’/}a %%%%écg%ﬁ%aéo The -

f r ewldw@eearqul chlorigie €9 -0 2Ambrrgs wredi Busltisle eempeiing giab aws.
onflesEQ rial was dissolved in

d|c ororre ane ImM) and was basified by the addition

of 0.880 anmmoni a (I m) giving a colourless precipitate

[ Iec Jfidgration and dried (380ng) 5

é‘%"ﬁ ﬁq(‘ e_n3)9? 2. 3-dihydro-1 H benzo[e] [
1, AR EQ6 DMSCNB)) 1- HBE#E(‘BH}G 600122 GbHY 2. 0h(nglH) 5.22 (d,1H)
Interme LD idine (5m) was treated
wi t/H0% %t&bgm%mgﬁio 65@3@ The m xture was

stirred at roomtenperature for 1.5h and was then

evgﬁgégltmeg. The residue was partitioned between water

ané 9romet hane. The dried extract was evapor at ed

and the residue triturated with petrol eum et her
giving a colourless solid (231 15 LC/MS RT=3.82 mn

Bodrdeiassy S-(oro-Mpbey 22,5 Wi BNE)-Dra b dsrpingl 95 (o

1Hbedpaflde’- 66 (m 9H) 9.06 (s, 1H 10.81 (s, 1 H 20

Exanple 2 1, 1-Di et hyl - 3- (2- oxo- 5- phenyl - 2, 3-di hydr o-

I Hbenzo[e] [1,4]diazepin-3-yl)-urea A solution of

di gﬁ{s'mﬂér?atl @as?‘pré}i?%@g)ie bed for Example 1 except that 3-methoxy-

or onet hane:di net h y orrmm de (9:1; " 25 2nl
cofergoii eidprifi (G mbpYdsarstry Whﬁhﬁ@cmn@é wigeascolquelagsesglid
?ﬁ“qé)et hyl carbanoyl chloride (0.05nm). The :
re ng mixture was stirred under nitrogen at room
tenperature for 18h, and was then partitioned between

"’Vai%f/M@]gr—dé ﬁgﬁﬁrﬁgmaté@n% The organic extract was

25

30

evaporated a e residue was purified on a silica
gel' HSRER (6@DMSOIG)S. 84 3H) 6151 (d, 1 H) 1O Te(thABB) 9. Bh(daIHh)yI
ac%%? %ve a coI ourless solid (34rrg)

Example 10

4-Methoxy N-(2-oxo- 5-pheny1—2 3- -dihydro-1H-benzo[e][1,4]diazepin-3-yl)-

benzamide

This material was prepared as described for Example 2 except that 4-methoxy-
benzoyl chloride (68mg) was used. The title compound was a colourless solid
(60mg).

LC/MS RT= 5.00min Found ES+ =386
'H NMR (d6 DMSO, &) 3.83 (s,3H) 5.50 (d,1H) 7.02 (d,2H) 7.21-7.79 (m,9H) 8.02
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30 LG/ M5 RT=4.37 mn Found ES+ = 351 'H NVR (d6 DMSO
6) 1.11 (t,6H) 2.50 (br,4H) 5.20 (d,1H) 6.83 (d, 1H)
w(Q2@0/0%8656 60 WO 2004/ 026843 PCT/ GB2003/ 004052CT/GBR®BN04050
10 78 (brs,1H) Exanple 3 5
~di hydro-1 H benzo[e] [ 1, 4] di azepi n

@(g?g |2§gm8d52(s’ﬁllgi s material was prepared as
descrl bed for Exanple 2 except that propionyl
chloride (0. 035m) was used. The title conpound was a
coIE?-agulPPgslé solid (11mg) 10 LC/MB RT= 4.03m n Found ES+
=308 1H NWMR (d6 DMSO, S) 1.03 (t,3H) 2.31 (qg,2H) 5.26

S by N ﬁ&?@ygéé i &grbeéz@éelﬁ gy’

H henzaliéd [ 1, 4] di azepi n-3-yl)-butyram de This
materi al was prepared as described for Exanple 2
except that butyryl chloride (0.041ml) was used. The

ti tﬂhi% rﬁasm wag pﬁﬁg&e@as@@%ﬁ%d 25 Exaﬁ-ﬁ’ﬂ:lb d e%%éﬁﬁat 2219et1a<§(gh/5

( bern?@Vb Chiorsis (9839l Hyasusedz TPB ﬂae szcrq}por,m@ gag b?Qiouﬂless solid
107. 2685mgh: 70 (m 9H) 8.95 (brd, 1H) 10.80 (s, 1H Exanple 5

25 N (2- Oxo-5-phenyl -2, 3-di hydro-1 H benzo[e] |

1, 4] di azepi n-3-yl)-i sobutyram de This material was

Pr m%ﬁss.@ﬁﬁﬁ%mgﬂssﬁxaﬂp' e 2 except that
qbut chloride (41m) was used. The

L PR OIB o DN G55 SOFO G GLSHRI1 6 IEDS 77, B AOHYE.7
322 1H NMR (d6 DVBO, S) 1.03
(dr%ﬁw(d qg()? ) 5.23 (d, 1H) 7.20-7.68 (m 9H)
1561 WO 2004/ 026843 PCT/ GB2003/ 004050 8. 90 (d. 1 H
1007 (hrs, | H

N-(2-Oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-yl)-3-triflucromethyl-
benzamide

20
This material was prepared as described for Example 2 except that 3-trifluoromethyl-
benzoyl chloride (0.06ml) was used. The title compound was a colourless solid
(88mg).

25 LC/MS RT=5.27 min Found ES+ =424
'"H NMR (d6 DMSO, 5) 5.41 (d,1H) 7.22-7.82 (m,13H) 9.71 (d,1H) 10.86 (brs,1H)

Example 13
30 N-(2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-yl)-benzamide
This material was prepared as described for Example 2 except that benzoyl chloride
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Exanple 6 5
2, 2-Di et hyl - N- (2- Oxo- 5- phenyl - 2, 3-di hydr o- | H benzo[ €]

WO 2o4pelisax epi n- 3-yl ) - propi onam de Thi s nat er i BET/GR2003/004050
prepared as described for Exanple 2 except that 2, 2-
di renhsthiy vapheayheatile @bhsiind @a@é%ﬁrl%%lﬂ%ﬁﬂngﬂhe
title conpound was a colourless 10 solid (22ng) LC Ms
RT= 4. 74m n Found ES+ =336 1H NMR (d6 DMSO, S) 1.20
(SaLWSQQ’@:ﬁ@G’mﬂa@ouKdg@%J%@S (m9H 8.22 (d,1H) 10.80

(br, 1 H) | e 7 Cycl opent anecar boxylic acid

(2 HM(%BM&O 2) 8SH{BMVDITE21HH0 @, &28)08. 0% {m,PH) 9.444d, 1 H)
yl)-am de 20 This material was prepared as

egégﬁégdﬁ} Exanpl e 2 except that

cyclopentanecarbonyl chl oride (0.048ml) was used. The

tlﬁée elels19) ound was a colourless solid (40nmg). LC M

RT=A"8%“mn Found ES+ =348 25 'H NVR (d6 DVSO, 6)

1 48-1.90 (m8H) 2.89 (m1H) 5.24 (d,1H)- 7.20-7.68

(9o P0uf St heid 0 0 RS 3. o RyaRlee © 30

102 bdxazofe][ivadiytepi-BylH3hyddeo- | H benzo[ e] [ 1, 4] di azepi n-
3-yl)-am de 62 WD 2004/ 026843 PCT/ GB2003/ 004050 Thi s
mat eri al was prepared as described for Exanple 2
ex qamtmatt&raﬂ wa@ﬁ@%zfi@tﬁé@@@@ﬁbéx%@ﬂﬁkan@ﬂlé ) éilcdéﬁt tlﬁﬁ tﬁéﬁféﬂal -2d-

itle co nd was a colourless so
( 5%‘5an ghl E@ﬁ?ﬂ\@ Kehmb g Ui e ik GomBemd 3 2 cplos pokig
mg) 1.10-1.43 (5H) 1.60-1.82 (m5H) 2.44 (m1H

155.22 (d,1H 7.20-7.67 (m9H) 8.81 (d,1H) 10.75 (s, 1H

U\
Q_

LC/MS RT= 4.87min Found ES+ =362

'"H NMR (d6 DMSO, ) 5.46 (d,1H) 7.19-7.82 (m,11H) 8.20 (m,1H) 9.57 (4, 1H)

10.88 (s,1H)
20
Example 15
Furan-2-carboxylic acid (2-oxo—S-pheny1—2,3-dihydro-lH-benzo[e][1,4]diazepin—3-
yl)-amide
25

This material was prepared as described for Example 2 except that furan-2-carbonyl

chloride (0.039ml) was used. The title cémpound was a colourles solid (17mg).

-LC/MS RT=4.53 min Found ES+ =346

30 'HNMR (d6 DMSO, 5) 5.42 (d,1H) 6.68 (m, 1H) 7.24-7.70 (m,10H) 7.90 (m, 1)
9.02 (d,1H) 10.95 (s,1H)
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Exanple 9 10 3- Met hoxy
N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-| H benzo[ e] [ 1, 4] di azepi n

WO 3eogloyes4benzam de This material was prepared BST/GB2003/004050
descri bed for Exanple 1 except that 3-nethoxy- 15
benzembieahl ori de (0.056nml) was used. The title
conpound was a colourless solid (23ng). LC/ M5 RT=
5.10m n Found ES+ =386 1H NMR (d6 DVSO, 5) 3,84 (s, 3H)

: (5 %@ﬁ@méﬁhca?bo%}hc ac?d']\g(dib:gmnﬁuZ@ldlﬁﬁhrahh{ 20 10. 87
N(bzn@ied[lsﬂa?%h@nw 3'21)@U’d4€hydro 1 Hbenzo[e] |

1, 4] di azepin-3-yl)- 25 benzam de This nmaterial was
prepared as described for Exanple 2 except that
4- ridistroatsrial renprgparedad dsedriged {06 Emprlod sxagpbibiat pippaidmptlt e

S ° CHRBIRA BP0 OB B R R s AR st ol Sl
5. §Bdnfg), 1H) 7.02 (d,2H) 7.21-7.79 (m9H) 8.02 63 WO
2004/ 026843 PCT/ GB2003/ 004050 (d, 2H) 9.28 (d, 1H)

10.85 (s, 1H) Exanple 11 5 2-Met hoxy
10N (/SR = piemm|FoBpBESH H36dr o- | H benzo[ e] [ 1, 4] di azepi n

- 3-yl).- ] Thj terial r d
doe bR BRI B 000 ST S B orie GERN SR ansa
chlagiiods 1.0 @oQml) was used. The title conpound was a
colourless solid 10 (69ng). LC Ms RT= 5.12m n Found
ES+ =386 1H NMR (d6 DMBO, 8) 4.05 (s,3H) 5.44 (d, 1H)
7@(3&1611I7I) 724770(n11H) 7.97 (dd,IH) 9.50

15(d’ .97 (s, 1H) ‘

wn

Morpholine—'4-cérboxy1ic acid (2-oxo0-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide

This material was prepared as described for Example 2 except that morpholine-4-
20  carbonyl chloride (0.046ml) was used. The title compound was a colourless solid
(22mg).

LC/MS RT= 3.88min Found ES+ =365 ,
- '"H NMR (d6 DMSO, 8) 3.36-3.42 (m,4H) 3.55-3.62 (m,4H) 5.21 (d,1H) 7.22-7.67
25  (m,10H) 10.80 (s,1H)

Example 18

4-Nitro- N-(2-oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1 ,4]diazepin—3-y1)-benzamide
30
This material was prepared as described for Example 2 except that 4-nitro-benzoyl

chloride (74mg) was used. The title compound was a colourless solid (90mg).
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15 = Exanple 12 N-(2-Oxo-5-phenyl -2, 3-di hydro-1

H benzo[e] [ 1,4]diazepin-3-yl)-3-trifluoronethyl-
whenzanisde 20 This material was prepared as deBCT/GB2@3/004050

for Exanple 2 except that 3-trifluoronethyl- benzoyl

chloride (0.06m ) was used. The title conpound was a

colourless solid (88 . 25 LCO MS RT=5.27 m n Found

ESLGBAR TR 2qvn Fgan 4¥) 5.41 (d,1H) 7.22-7.82

(m:1 £

(SRR RN PSSR A P Ol eSO R G o
- 3-(WI) befz@ite This material was prepared as

5descri bed for Exanple 2 except that benzoyl chloride

64 WD 2004/ 026843 PCT/ GB2003/ 004050 (0. 046nl) was
useltkamplec 9t i t| e conpound was a colourless solid

(41ng). LCOMS RT= 4.96m n Found ES+ =356 1H NWVR (d6
DVSO, 8) 5.51 (d,1H) 7.22-7.70 (m12H) 8.03 (m 2H)

9. BANItd, NHR-0x8-54he/l-2A BdihidroEKaivpt e[l 44 ]diazepin-3-yl)-benzamide
Thi ophene- 2- car boxylic acid

(2- oxo-5- phenyl -2, 3-di hydro-1 H 10

1¢be nlz}ﬂze[xﬁ%thia,l %]gdbxagaﬁ%i :(ijkc]{iséﬂb}éc)l(ﬁr Efizirﬁl;ge Ihk&pmﬁtﬁy-ﬁi&b-bmyl
prepared as descri be or anmpl e except that

t hi GPREnEDe) g Bﬁ?ﬁyrh%wecﬁomaeurwa@&gﬂlm)lﬁ@ﬁaéolts’s@ﬁg)- The

title conpound was a colourless solid (81lng). 15
'LOMS RT= 4. 87mi n Found ES+ =362 1H NMR (d6 DVMSO, S)
5. 4V R > 75mig FpumbESR740lH) 8. 20 (m 1H) 9.57 (d, 1H)

10. 18&HR (A4 DviED, Bx 8Pk E11H57.22-7.85 (m, 10H)-8.40-8.48 (m,2H) 8.86
15 (m,1H) 10.06 (d,1H) 10.91 (s,1H)

Example 20

4-Methyl-piperazine-1-carboxylic acid -(2-oxo-5-phenyl-2,3-dihydro-1H-

20  benzo[e][1,4]diazepin-3-yl)-amide
This material was prepared as described for Example 2 except that 4-methyl-1-
piperazinecarbonyl chloride (79mg) was used. The title compound was a colourless

solid (35mg).

25  LC/MS RT= 3.29min Found ES- =376
'H NMR (d6 DMSO, 8) 2.19 (s,3H) 2.28 (m,4H) 3.40 (m,4H) 5.19 (d,1H) 7.19-7.65
(m, 10H) 10.75 (s, 1H)

Example 21
30

3,4-Dichloro-N-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1 4]diazepin-3-y1)-

benzamide
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Fur an- 2- car boxyl i ¢ aci d
(2- oxo- 5- phenyl - 2, 3-di hydro-| H benzo[ e] [ 1, 4] di azepi n-3

WO 2004)p268u3 de 25 This material was prepared as PEFGBR(®3404050
for Exanple 2 except that furan-2-carbonyl chloride
(0.039n) was used. The title conpound was a col ourl es

sol,. d 7 . Ld T=4.5 in Found ES+ =346 30 1H
Nl\/lijhﬁsd%gtﬁ%g%ﬁ,as 5P .“C%%&F}‘lk fop gl PqppiFhat 4. 47digkjoro-
( MbAddy1 chidide (3mbhhvas Bse@2THeditlk Iddmp&tnd Hvak 8 cdibllridS s
20842%9 6843 PCT/ GB2003/ 004050 Exanple 16 ‘

Pi ine-I-carboxylic acid

5(2- oxo- 5- phenyl - 2, 3-di hydro-1 H

benz 111, 4]diazepin-3-yl)-amde 5 This material was
pr i@%#&é-ﬁ@%ﬁlﬁ@&&%ﬁ%»ﬂm e 2 except that

pi PENMR & a [-0551. @f@]@

ThgH titl 2& C%R#Sgﬂﬁ)??%@’lgﬁcbzoﬁﬁ @ggs}%sé | 1‘??}%?91Ha%31
L CAVEIRIS2 @, 14 iD 81 Kolild ES+ =363 1H NVR (d6 DVSO, 5)

1.40-1.62 (m6H) 3.36-3.42 (m4H 5.21 (d, 1H)
7.20-7.67 (mIOH 10.76 (s, 1H) Exanple 17 15

10 Vb Epgmple 22- 4- car boxylic acid
(2- oxo-5- phenyl - 2, 3-di hydro-| H
benzo[e][1, 4] di azepi n-3-yl)-am de This material was
pr &p@red-Sathend 23-dibpdtof1dk-bdnxa{a}pl ,¢]dRzepic8491)-3-hiFtuoromethyl-
rmgg){%gl id(c]e-4 20 carbonyl chlor.ide (0.046nl) was used.
Thé titl e conpound was a colourless solid (22n).
LG M5 RT= 3.88ni n Found ES+=365 'H NVR (d6 DMSO, S)

3.36-3.42. 4 3..55-3.62 ( H 5.21 (d, 1 )
157 35 el G oy ot PRhonfe it daifloromettyl
benzoyl chloride (83mg) was used. The title compound was a colourless solid
(90mg).

LC/MS RT= 5.47min Found ES+ =424
20 'HNMR (d6 DMSO, 8) 5.41 (d,1H) 7.25-7.83 (m,13H) 9.81 (d,1H) 10.93 (s,1H)

Example 23

4-Bromo-N-(2-oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)-benzamide
25 | ‘ |
This material was prepared as described for Example 2 except that 4-bromo-benzoj'fl
chloride (87mg) was used. The title compound was a colourless solid (159mg).
LC/MS RT=5.76 min Found ES+ =434, 436

30 'HNMR (d6 DMSO, 8) 5.5 (d,1H) 7.23-7.68 (m,9H) 7.72 (d,2H) 7.98 (d,2H) 9.7
(d,1H) 10.94 (s,1H)

68



4-Nitro-
N- ( 2- oxo=5- phenyl - 2, 3-di hydro-| H benzo[ e] [ 1, 4] di azepi n
wo0 eogloyeshenzam de 30 This nmaterial was preparBCr/a82003/004050
descri bed for Exanple 2 except that 4-nitro-benzoyl
hiQrh €24 74n0) was used. The title conpound was a
J@§§§ solid (90nmg). 66 WO 2004/ 026843
PCT/ GB2003/ 004050 LC/ M5 RT=5.25 m n Found ES+ =401 'H

N .

(22 g gy s tor A LR AR P 1
19 b&azhinideo-

N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-| H benzo[ e] [ 1, 4] di azepi n
-3-yl)-benzam.de 10 This material was prepared as

de Shisinkedtial ons frxmegdlae d2sceikeifpt Exdngtle Bexveptrimt Bemtby;ubenzoyl

cor B e eameeg o H5 Bl comiidrbes SEIRRSI TR0

=401 'H NMR (d6 DMBO, 5) 5.51 (d,1H) 7.22-7.85

53&@%@%&%@%@@3@%86 15 (m1H 10.06 (d, 1H)

104- l\m\m{k o DMS@ZS)m&d S8 BaxY&,i H) Be3-d.55 (m,12H) 7.65 (dt,1H) 9.39
- 0X0- hen -2,3-di hydro-1 H 20

belﬁébT[{b ‘{% azepl n-3-yl)-amde This material was
prepared as descrl bed for Exanple 2 except that
4-met hyl -1 - pi perazi necarbonyl chloride (79ng) was -
usd&dampa@stit| e conpound was a colourless solid

- (35mg). 25 LC/MS RT= 3.29m n Found ES- =376 1H NMR (d6
DMSO, 5) 2.19 (s,3H) 2.28 (m4H) 3.40 (m4H) 5.19

15( d 236ylorp-N--Txo65phety-2,B1djhyd- 1#bengolel[ | ) digzspim3t ylbanzamide

t that 2-chloro-b 1

3, Toisenl SeP s Sophe B B sy Arlons S

[ :thhb}xdq: @ mg) wasisgd. JThe hdmecarpodad 87s a colourless sohd (108mg). .
LC/MS.RT= 5.28min Found ES+ =390, 392

5

20 'HNMR (d6 DMSO, §) 5.43 (d,1H) 7.26-7.7 (m,13H) 9.71 (d,1H) 10.94 (5,1H)

Example 26

2-Nitro-N-(2-o0xo0-5-phenyl-2,3-dihydro-1H-benzo[e]{ 1,4]diazepin-3-yl)-benzamide
25  This material was prepared as described for Example 2 except that 2-nitro-benzoyl

chloride (74mg) was used. The title compound was a colourless solid (50mg).
LC/MS RT=4.94 min Found ES+=401

"H NMR (d6 DMSO, 8) 5.42 (d, 1H) 7.25-7.89 (m, 12H) 8.07 (d,1H) 10.05 (d, 1H)
30 10.96 (s, 1H)
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WD 2004/ 026843 PCT/ GB2003/ 004050 This material was
prepared as descri bed for Exanple 2 except that

W@ 200402683 or o- benzoyl chloride (83ng) was useRCT/GB2003/004050
title conpound was a colourless solid (42ng). 5 LC M5
RTXxa@®leri7a Found ES+ =424, 426 1H NVR (d6 DMSO, b)
5.48 (d,1H) 7.22-7.70 (m9H) 7.78 (d,1H) 7.98 (dd, 1H)
8.31 (d,IH 9.82 (d,1H 10.91 (s,1H) 10. Exanple 22
N (Mem0xﬁ4mhmqyl(2%x&5$hhwdng =dinydren2REAN L] 1, zgdiaze in-3-yl)-
1, &diagdé@pi n-3-yl)-2-trifluoromethyl- benzam de 1§
5Th|s mat eri al was prepared as descri bed for Exanple 2

ex Qepiixtid af Inferinkilible 3qLGHD] ﬁﬂetho?ﬁﬂ%gyd-b&%@ biid EM?,@%ITQ)
vvas u;ﬁd T e title conpound was a col ourl ess

apigp 2 and Q-pRRzQtrpgRlndy RN, N4 ateramethy IR 6

?g/ﬁégéafﬁbro?héls%hz{tg (1:hll'ﬂ1g)71n %g/ tZﬁﬁ%/dfo@ﬂrQ@nl)gwgs]su&gd J't'_i)()oc for~

4- BFB H&dema Pél%ifbatgwﬂh@ﬁymzmzﬂm Wyscthen Ilarﬂbhdned]b@fvae]n [
101, pbeidas Qérﬁorﬁte\’éoiuh%m%omg@a&hﬁe &g&m& #l’%tset Wakpassed

prepared as described for
4- Hrereh-Huzpppdic &ffland ¢‘@eoré@drﬂ@1)e rmemgunﬁdd@nta silice gel

|
Comaupescac ol BT o
5. 8-880 ampponip; 409 thera30(Sn G ar¥ oif Yhict y@kfritiTa®8 wilh,dthy! ether

O Eividend il dhdnd %Q%Woﬁﬁe%ﬁgggwl 026843

152- Met hyl - N- ( 2- ox0- 5- phenyl 2,3-di hydro-1 Hbenzo[e] [

1, ﬂbﬂ\@g@fpjsrig%nﬂ?c) d§§$z ide 5 This nmaterial was

prepar e escrib arrpl e 2 except that
2- fﬁ NMR (QBGE B)K.09 (s, 3H) 5.69 (d, 1H) 7.08-7.49 (m, 9H) 7.80-7.86 (m, 2H)

8.27 (s, 1H) 8.31(s, 1H) 9.52 (d, 1H)

20  Example 27b

(5)-2-Methoxy-4-nitro-N-(2-0xo-5-phenyl-2,3-dihydro-1H-benzo [e][1,4]diazepin-3-

yl)-benzamide
25 . This material was prepared as described for Example 27 exﬁept that Intermediate 10
was used in place of Intermediate 3. The title compound was obtained as a colourless

solid (37mig)

'H NMR (DMSO0,3) 4.13 (s, 3H) 5.4 (d, 1H) 7.29-7.70 (m, 9H) 7.97-8.10 (m, 3H)
30 9.63(d, 1H) 11.05 (s, 1H)

Example 28
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chloride (62ng) was used. The title conmpound was a
colourless solid (113ng). LCO MS RT= 5.29m n Found ES+
WG-3000/026843 H NVR (d6 DWVBO, 8) 2.42 (s, 3H) 5.45 ¥dr/GB003/004050
7.23-7.55 (m12H) 7.65 (dt,1H) 9.39 (d,1H) 10.90
( sBén[bEkmpixne-32&Gribaylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
2 ChI 2 ox henyl - 2, 3- di hydro- 1 H benzo[ e]
e&‘f‘ﬁ?ﬁ%%@ aﬁe%n’ Pé) %eﬁ%am de This material was
prepared as descri bed for Exanpl e 2 except that
- -hI or 0-.benzoyl hi used. The title
S A PHaRBTeg 0F R ioed SR b VB NS RT=
5 5 r?e%m[a]ﬂlﬁ Ond=StarbSH0 chIGRR (2fing) Wk Bhe M Impind was a
5.43 (d, |E§M‘7 26-7.7 (m 13H) 9%1 (d,I H 10.94 fs 1H)
EXWIQSS?B@(QQP{QO N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-1

H benzo [e] [ 1,4] diazepin-3-yl)- benzam de .25 This
mat eri al was prepared as described for Exanple 2

exeePtS Riad- 8§m|1ﬁ PHdESHZHlA  chloride (74ng) was used

Th I
LC?{I\EN%'QE 94 rﬁ Foundﬁi%g%b%l@mmbégﬁé’q%{pgm(

10 5. 83 (sd1Hn%H7 (d, 2B) 10.80(s(4) 12H) 8. 07 (d, 1H) 10. 05 (d
1H). 30 10.96 (s, 1H) 69 WD 2004/ 026843
PCT/ GB2003/ 004050 Exanpl e 27a
2- Bheinipded® 4- ni tr o- N- (2- ox0- 5- phenyl - 2, 3-di hydro- | H ben
zo[e] [ 1,4]diazepin-3-yl)- benzam de 5 A m xture of
Internedi ate 3 (40ng), 2-nmethoxy-4-nitro-benzoic acid
( 4?78@1hydrd-bexﬁbfmydmalbox6@c &Yd]@}omrﬁjphenyIQ 3-dihydro-1H-

-tetranmet hyl uroni um

15 he??gf‘ (E)r@ g@f%?ﬁﬁéty@ a(nilgl‘i | n dry tetrahydrofuran

(3mM) was stirred at 20Cfor 18h under a nitrogen

her The m xture n rtiti
S oS BAGE et pietis b St oo Ao DR
Thigenesfgani sccafivagiechiaitle (BEEHE das 08 0g it chnipiuaphabi c
fr| nd e\z(?%ora ed. The resjidué was purified on a
sr‘f‘ﬁ eFeplid gp artridge. Elution with
20 d| chl or omet hane, then wi th di chl oronet hane: et hanol :
. 880 Q\RA%F‘I‘PAf 0 then 200:8:1 gave an 0|I whi ch was

t r }rctj/MSa?‘FEd wad kT =d¥her

'H{ NMR (d6 DMSO, 8) 3.24 (t, 2H) 4.61 (¢, 2H) 5.48 (d, 1H) 6.84 (d 1H) 7.22-7.95
(m,11H) 9.25 (d,1H) 10.89 (s,1H)

25  Example 30

Isoxazole-5-carboxylic acid (2-oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1, 4]d1azep1n-
-yl)-amlde

30  This material was prepared as described for Example 2 except that isoxazole-5-
' carbonyl chloride (26mg) was used. The title compound was a colourless solid

(22mg).
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giving the title conmpound as a col ourless solid
(51mg). 15 LC M5 RT=5.28m n Found ES+ = 431 'H NWR
W@ BOTH845) 4.09 (s, 3H) 5.69 (d, 1H) 7.08-7.4BCT/GB2@®BHN04050
7.80-7.86 (m 2H) 8.27(3,1%08.31(3,1%09.52(d,1kb 20
Exam | p e 27b
(S) 2- thhox 4-ni tro-N(2-oxo-5-phenyl -2, 3-di hydro-1
%8@111410@;1@284;)]—31473 yl ) - benzani de 25 This

n
oxc o < PO P 520 LD ERD 56 o
Intﬁﬂﬁéﬂﬂﬁle 3. The title conmpound was obtalned as a
Lolourless solid (37ng)~1H NVR (DVSO b) 4.13 (s, 3H)
5.44 (d, 1H) 7.29-7.70 (m 9H) 7.97-8.10.(m 3H) 30
9. Eafudle 31H) 11. 05 (s 1H) Exanple 28 70 WO
2004/ 026843 PCT/ GB2003/ 004050
Benzo[ b] t hi ophene- 3-carboxylic acid

( 2- Bmm[B]t}ﬁb;ﬂﬁyé 2-2arBoiio wela @2-bid-5-phenyl-2,3-dihydro-1H-

o SR B b Lo e 2 excmny 1 hat 5

10benzo[b]th|opehene 3-carbonyl chloride (39ng) was
The itle conpound was_a_ colourless solid

matgrl figs pyppared asoiescribec o xqmple 2 g4cept thatNVR ( d6
Dwﬁ&zo@]thﬁ)pﬁgne(ﬂca ﬂd?%yl dhickide 13 9%) (Was ulled]- I'Ih]e gﬂ@&)ﬂ?&ln&WS a

8. 47@&] 10 8
1H)*© WEW%”i@hE@B Di hydro benzofuran 5- carboxyllc
acid (2-oxo-5-phenyl -2, 3-di hydro-1H 15

e ks B s T esom: ot "
2, Sl HeODMIRNEPS 1S R -oAL PRI ﬁ[}'ﬁé §67 (B o0PR s8Rs

used The titl e’ conpoun ri'ess’s
( 75@) 9.90d,1H) 10.96 (s,1H)
Example 32
20

Thiophen-3-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-
3-yl)-amide

This material was prepared as described for Example 2 except that thiophene-3-
25  carbonyl chloride (29mg) was used. The title compound was a colourless solid
(30mg).

LC/MS RT= 4.96min Found ES+ =362

'HNMR (d6 DMSO, 8) 5.47 (d,1H) 7.23-7.70 (m,11H) 8.48 (m,1H) 9.40 (d,1H)
30 10.91 (s,1H)
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LC/ M5 RT= 5.16mi n Found ES+ =398 'H NMR (d6 DVSO, S)
3.24 (t, 2H) 4.61 (t, 2H) 5.48 (d, 1H) 6.84 (d, 1H

wQo2@2/0%885 (m 11 H 9.25 (d,1 H) 10.89 (s,1 HCREB2003/004050

Exanpl e 30 | soxazol e-5-carboxylic acid
( 2-psppl-phenyl - 2, 3-di hydro-I-H-benzo[ e] [ 1, 4] di azepi n-
3-yl)-amde 30 This material was prepared as descri bed

for Exanple 2 except that isoxazole-5- carbonyl

chhoyi-deot %@g}g,) 2‘6%1?&&@&55%\9\6[ 418 4‘8 Ee%z £ XQQSO\ﬁ%%Hl?amlde

col ourl ess sol'id
PCT/ GB2003/ 004050 LC/I\/IS RT= 4.58m n Found ES+ =347

51 H% '_tﬁxgt@na@b@ppre ecﬁas%s %M)f %Z'Bn%g é(:zp% ﬂ&té%oglwotédﬁo

Be sy thidreptHerivs- (?lm@)rvm)uyddt ag vealliaslan extra equlvalent of

éér@%ﬁylﬁﬁgeﬁﬁ%@%gpl ﬁd g& ? gér_n%u gssﬂ?h%%z%n %)fat erial was

prepared as descri bed for Exanpl e 2 except that
berzol RIg f”§@@§m%83 _ng%I chl oride (39ngy) was used.

The title conmpound was a “"col ourless solid (33ng). 15

10LC/1H5\IMK:¢&6 Emsm B) F-6(l FES24=A1R(m, HINVR (ddZEH)IBl\?BQd 23) 9.89.

20

25

30

4@ Sjb(}gg—pz(q 5-7.72 (m 11H) 7.95-8.07 (m2H).
/1H) 10.96 (s,1H) Exanple 32 20 -
Thlophen 3- carboxylic acid
(2-0x0-5-phenyl - 2, 3-di hydro-| H benzo[ e] [ 1, 4] di azepi n-
;ﬁ?ﬂgﬁége This material was prepared as described
for Exanple 2 except that t.hi.ophene-3- 25 car bonyl

chI ed. The title conpound was a
Co| %cg pgqﬂy 43 dlhydro -1H-benzo[e][1,4]diazepin-3-yl)-nicotinamide

This material was prepared as described for Example 2 ‘except that nicotinoyl
chloride, hydrochloride was used as well as an extra equivalent of triethylamine. The
title compound was a colourless solid (16mg).

LC/MS RT=3.90min Found ES+ =357

'H NMR (d6 DMSO, 5) 5.51 (d,1H) 7.23-7.70 (m,lOH) 8.37 (ddd, lH) 8.75 (dd, 1H)
9.15 (d,1H) 9.90 (d,1H) 10.93 (s,1H)

Example 35

N-(2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-y1)-

methanesulfonamide

This material was prepared as described for Example 2 except that methanesulfonyl

chloride (0.031ml) was used. The title compound was a colourless solid (40mg).
LC/MS RT=4.20min Found ES+ =330
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(30ng). LC/ MBS RT= 4.96m n Found ES+ =362 1H NMR (d6
DVMSO, 5) 5.47 (d,1H) 7.23-7.70 (m 11H 8.48 (m 1H)

w@2000/0ta843H) 30 10.91 (s,1H) 72 WO 2004/ 02684BCT/GB2003/004050

PCT/ GB2003/ 004050 Exanple 33
N EPNIAROE TINISH)E) 323 Bs, SH/SHr @rcﬂ-l}?'ml’l 00 [:8pHj 8.43 (brd,1H)
g;dl azepln 3-yl)-isonicotinam 5 This materi al
wak).- P GpadBd as described for Exanple 2 except that
i soni cotinoyl chloride, hydrochloride (71ng) was used
as well as an extra equivalent of triethylamne. The
t | Etempdeddpound was a col ourless solid (22ng). LC/ MS
s RT= 3.98m n Found ES+ =357 10 1H NVR (d6 DVSO, S) 5 50
(d,1H) 7.24-7.70 (m 9H) 7.93% 76 d2|—‘?
(d],)mpzm)e 1r@ulfonic @g‘d—ﬁ p}}o-abml-é 3hh g)-lH-benzo[e][l 1di azepm—3-
N}g@ X0 - 5- phenyl - -di hydro-1 H'benzo[e][1, 4] di azepi n
fn)n ni coti nam de Th| s material was prepared as
descrl bed for Exanpl e 2'except that nicotinoyl

arid drochl tira
R W RO R i) SRR SRdndR Y Rile BB BRBILS
10C oétmﬂ‘aﬁjd@a&nﬂe {0.(154@])&@)Jsedzmhd_mld\@nﬁiﬁmdswﬁamowuﬁw iyolid
ES+ =357 'H NMR (d6 DMSO, S) 5.51 (d, 1H) 7.23-7.70
(n}P '837(ddd 1H) 8.75 (dd,1H) 9.15 (d,1 H 9.90
(d,1 H 10.93 (s,1 H Exanple 35 25

N- ro-1 H benzo[e] |
ﬁﬁ%@&%reﬁpﬁméﬁ%ﬁ“}‘dﬁﬁfﬁg%esm f onam de This material
WaEH RIVEDAT6MBS, 3311 e . §06m, BIpapt @,28) eX0 et H) h28-7.69
met hanesul fonyl 30 chloride (0.031m) was used. The
15¢i (m@Hb%ﬁB&}%) ¢ @l%bl ourl ess solid (40ng). LC/ MB
RT= 4.20m n Found ES+ =330 73 WD 2004/ 026843
PCT/ GB2003/ 004050
Example 37

Butane-1-sulfonic acid-(2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-
20  yl)-amide

This material was prepared as described for Example 2 except that butane-1-sulfony]
chloride (0.062m]) was used. The title compound was a colourless solid (30mg).
LC/MS RT= 5.18min Found ES+ =372

25 M NMR (d6 DMSO, 8) 0.93 (t,3H) 1.44 (m,2H) 1.80 (m,ZH) 3.14 (t,2H) 4.78
(brd,1H) 7.21-7.68 (m,9H) 8.47 (brd,1H) 10.94 (brs,1H) '

Example 38

30 2-Bromo-N-(2-ox0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y1)-

benzenesulfonamide
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1H NWMR (d6 DVBO, S) 3.13 (s,3H) 4.81 (brd,IH
7.22-7.70 (m9H) 8.43 (brd,1H 10.95 (brs,1H Exanple

W@ g0d/0Risapane- | - sul fonic PCT/GB2003/004050

10

15

20

25

aci d- (2- oxo- 5- phenyl - 2, 3- di hydro-| H benzo[ e] [ 1, 4] di aze
pI irgH el P&t Bt 2Bromo- '
degkgg)n%%glf or p%%a;gh Iaid%}%g g%tExt\ﬁﬁlglt pr o%{ine - 10

s ulbernmsulfmylmhﬂqn@e @sthm%usvsbgha Gl icomppynd vpg geolourless
co% Ld s a colourless solid (56ng). LGWS RT=
4.79m nd ES+ =358 1H NMR (d6 DMSO, b) 1.03 (t, 3H)
184(m2|—|) 3.14 (t,2H) 4.79 (d,1H) 7.23-7.69 15

Bni“gms ? su r5§39’11r} Fund %394—&@ 435) Exanple 37

ac ‘HﬂN{\& @603?5189%%/95-(213) UOHydi ¢m)1ED2A82 Ghe H) 8,22 il e
pin J.-am.de This material was prepared as
de§89(‘15é31)¥6104%< |l e 2 except that butane-1-sulfonyl
chl oride (0.062ml) was used. The title conpound was a -
colourless solid (30ng). LGWS RT= 5.18m n Found ESt+
=3Fzammde 33 NMR (d6 DMBO, S) 0.93 (t,3H) 1.44 (m 2H)
1.80 (m2H) 3.14 (t,2H) 4.78 (brd,1H 7.21-7.68
(m9H) 8.47 (brd,] 10.94 (

O ot oy s e T R 1, 4
di RledsiBsm¥inlde Penzenesul f onam de 74 WO 2004/ 026843

PCT/ GB2003/ 004050 This material was prepared as
described for Exanple 2 except that 2-brono-

be Rz e NG Qgs\’ﬁre}%li’éd%ﬁ 'dgs%nlgejdzfgf‘ﬁ)arﬂf@e% bt tha-fb%r&hé | e

conpound was a colourless solid LC Vs RT=
5 Eamﬁmﬁsmacf@sﬂeimmg) WFDusey Wﬂe‘ GG‘HEBWBéWf‘Sj‘ cologess

-7.71 (m12H) 7.88 (m1H) 8.22 (m1H) 8.70
S&@@g\}‘ 11. 04 (gml I|:|)|) (m 19 (m 1R

LC/MS RT=5.63 min Found ES+ =470, 472
'H NMR (d6 DMSO, 8) 4.81 (s,1H) 6.89 (m,2H) 7.20-7.70 (m,9H) 7.82 (m,1H) 7.94
(m,1H) 9.3 (br,1H) 10.97 (s,1H)

Example 40

4-Bromo-N-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-y)-

benzenesulfonamide

This material was prepared as described for Example 2 except-that 4-bromo-
benzenesulfonyl chloride (122mg) was used. The title compound was a colourless

solid (130mg).

30

LC/MS RT= 5.66min Found ES+ =470, 472
'H NMR (d6 DMSO, 5) 4.80 (brd,1H) 6.75 (m,2H) 7.20-7.70 (m,7H) 7.78-7.91
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Exanple 39 10
3- Brono- N- ( 2- oxo- 5- phenyl - 2, 3- di hydr o- 1H benzo[ €]

WO odpelisax epi n- 3-yl ) - benzenesul f onam de Thi s PEX/6B2@B/004050
mas prepared as described for Exanple 2 except that

yl chloride (122ng) was used.
Th n% ‘R%gﬁgﬁﬁﬁ§%§é§%§ col ourl ess solid (90ny).
LC M5 RT 5.63 min Found ES+ =470, 472 'H NWVR (d6 DWVSO,
S) 4.81 (s,1H) 6.89 (m2H) 7.20-7.70 (m9H) 7.82
(ml1lH) 7.94 20 (m | H 9.3 (br,1H 10.97 (s, | H)
Exaxpmgle4@ 4- Brono- N- (2- oxo- 5- phenyl - 2, 3-di hydro-1
H benzo[e] [ 1, 4]diazepin-3-yl)- 25 benzenesul f onam de
SThis material was prepared as described for Exanple 2

ex czemorbhagrz -Gz ds- ?H@ryl -benmgassu-bayte][e Qs lpa-1- }11?2 'TQ)
was used he title conpound was a col ourl ess sol

( 1dopagnesubfprapides RT= 5. 66ni n Found ES+ =470, 472 1H
NVR (d6 DMSO, 6) 4.80 (brd,1H) 6.75 (m2H) 7.20-7.70
(m7H) :7.78-7.91 75 WD 2004/ 026843 PCT/ GB2003/ 004050
( m Thisymageript weppigparpd a9)desapibedsfos Examply 1 Exesnbibet 24fluore;

10[2 Eeﬁ@g&uht cﬂzsgaégsmgg%s gse&'l#% hvde eAunEFv}aggzaoJrfeL

laze nzenes onan1 materi a
wasolt @démeld as described for Exanple 1 except that
2-fluoro 10 benzenesul fonyl chloride (93ng) was used.
The title conpound was a colourless solid (140ny).

L C/LMIIRT=53. 2@ninForg B8 #39 =410 ' H NVR (d6 DMSO, b) -

4. 9 e Y Dy 5§ T 127 i 2t £93-4 8 0m 21830, §€'(d]1'i9)

15 10.97 (s,1H)

Example 42

| 3-(2-Nitro-benzylamino)-5-phenyl-1,3-dihydro-benzo[e][ 1,4]diazepin-2-one

20 ‘ |
A solution of Intermediate 3 (50mg) and sodium (triacetoxy)borohydride (106mg) in
dichloromethane (6ml) and acetic acid (1ml) was treated with 2—nit1jo-benzaldehyde
(45mg). The resulting mixture was stirred under nitrogen for 18h. Saturated sodium
bicarbonate solution was carefully added, and the mixture extracted with

25 dichloromethane. The organic layer was passed through a hydrophobic frit, and
evaporated. The residue was then purified on a silica gel SPE cartridge. Gradient
elution with 10-18% ethyl acetate in petrol gave the title compound as a colourless
solid (33mg)

30  LC/MS RT=4.83 min Found ES+ =387
'H NMR (d6 DMSO, &) 3.4 (br, 1H) 4.17 (brs, 1H) 4.31 (q, 2H) 7.15-7.95 (m, 13H)

10.74 (s, 1H)
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15 10.97 (s, | H Exanple 42
3-(2-Nitro-benzyl am no) - 5- phenyl - 1, 3- di hydr o- benzo] e]
W 20442@diumnzepi n- 2-one 20 A sol ution of | nternedi/aBe003/004050
(50nmg) and sodium (triacetoxy)borohydride (106ng) in
di ghlprcpet hane (6m ) and acetic acid (Inm) was
treated wth 2-nitro-benzal dehyde (45ng). The
resulting m xture was stirred under nitrogen for 18h.
Sai Rl heafdikinb)-bEak o, B@li}grdﬁmeu&d{@]m nqa&z@lﬂﬁ@fdubl y
added, and t'he m xture extracted wth
di chl oromet hane. The organi c | ayer was' passed t hr ough
58 M?&%B@%@ féﬁhxfed aémcn&u% ESQ-ALZBQ&pf @8l dhgowas
hen pur a silica gel cartri dge G adi ent
eI oemialdehyde (45me) waDused- e ti %@1‘%}10&“4 Hagretol gl egrpld {Re2).
| ess solid (33ng) 30 LC/ M
Tﬁgﬁ@ﬁf@@w i u%%%@ligg%& H NVR (d6 DVBO, 6) 3.4 .
(br, 1H 4.17 (brs 1H) 4.31 (g, 2H) 7.15-7.95 (m

ﬁ%@é%ﬁ%&]’} 504&9 Y\&Z 2@%50 %%gﬁl 33 (brm, 2H) 7.15-7.63 (ﬁa

10 - NtOH) - 358,2H)a8008n(Ad.,- IB{)FStB@r(y,IlH;l,lO% (sdiBydr o- benzo [e] |
1, 4] di azepin-2-one 5 This material was prepared as
descri bed for Exanple 42 except that 3-nitro-
bepzaipkesyde (45ng) was used. The title conpound was a
colourless solid (32ng). LC/ M5 RT=4.95 min Found ES+
=387 '"H NMR (d6 DMSO, d) 3.45 (br, 1H 4.16 (brs, 1H)
4 NRfomBe miho)l S- ﬁer@ﬁl BraihyddddbdnzéPel] 1,7]dBerfinl2-chbl)

(dd, 1 8.30 (s, H 10.76 (s, 1H) Exanple 44
3 (4 Ni tro-benzyl am no) 5- phenyl -1, 3-di hydro-benzo[ e]

[ Thid hidieBZI0PIsHredaR Qs ddsBritkifer FRamglei4alexvps thpr £pAloed as
descri bed for Exanple 42 except that 4-ni

be Rt eIl Spab e Usikshg e commosnd e aewé%%sﬁﬁ?&d@yg&
colourless solid (33ng). LC M5 RT=4.88 nmin Found

ES+=387.20 1H NMR (d6 DVMSO, S) 3.42 (br, 1H) 4.11-4.30
( bERMBRT=484 mirFgmd E-=3RY 7. 70

20 'HNMR (d6 DMSO, 8) 3.42 (br, 1H) 4.11-4.30 (brm, 3H) 7.16-7.63 (m, 9H) 7.70
(d, 2H) 8.20 (d, 2H) 10.77 (s, 1H)

Example 45
25  3-(2-Methoxy-benzylamino)-5-phenyl-1,3-dihydro-benzo[e][ 1,4]diazepin-2-one

This material was prepared as described for Example 42 except that 2-methoxy-

benzaldehyde (41mg) was used. The title compound was a colourless solid (48mg).

30 LC/MS RT=4.95 min Found ES+=372 .
'H NMR (d6 DMSO, 8) 3.73 (s, 3H) 3.97 (g, 2H) 4.17 (s, 1H) 6.85-6.96 (m, 21
7.15-7.63 (m, 11H) 10.72 (s, 1H)
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(d, 2H) 8.20 (d, 2H) 10.77 (s, 1H) Exanple 45 25
3-(2- Met hoxy- benzyl am no) - 5- phenyl - 1, 3- di hydr o- benao[ e
wWQ pd4M2adinzepi n-2-one  This material was prepaP@lGa2003/004050
descri bed for Exanple 42 except that 2-nethoxy-
benzal dehyde (41ng) was used.- The title conpound was a

colourless solid (48ng). 30 L M5 RT=4.95 m n Found
ES-l-éi)?—?ﬁ%‘l‘—%H NMVR (d6 DMSO, S) 3.73 (s, 311) 3.97 (q,

2H) 4.17 (s, 1H) 6.85-6.96 (m 2H) 7.15-7.63 (m 11H)

10.72 (s, | H) 77 W) 2004/ 026843 PCT/ GB2003/ 004050
= r]\éeth@cy-benzylamlno)-5-pheny1— 1,3-dihydro-benzo[e][1,4]diazepin-2-one

53- (3 Met hoxy- benzylanino) 5- phenyl - 1, 3- di hydr o- benzo[ e
] 1, 4] di,azepin-2-one 5 This material was prepared

as 1&@%@@% Was preparschansieecribod fox Expmple A exceptithat Rongthoxy-
b
ol o IR 34 o b e THOG colBnkd s B (BRTANRE4183)°

=372 10 1H NMR (d6 DMBO, S) 3.71 (s, 3H) 3. 81-4.18

Y 80r,6. 86 2 7.15-7.64
(S e, B0 8 (1 210 7 551,84 (r

105 ﬂ’Hé\MR(@ PRISO; B 3. wasomlh&IA v (myAFB 6. T, 1136.80-46)88 18,
4 - one This material was
pre gb%g%g%£ﬁ$féﬁ%(qo )Exanple 42 except that 2-
trlfluoronethyl benzal dehyde (52ngy) was used. The
title conpound was a colourless 20 solid (29ng).
chféé@ﬂ?gg 02 nin Found ES+ =410 1 H NVR (d6 DVBO, 5)
418(3 1 H 4.23 (brs, 2H) 7.15-7.70 (m 12H 7.91
155 bl s e RO bR R by SRl e &

-b@ﬁgo[e] [ 1,4]diazepin-2- one

This material was prepared as described for Example 42 except that 2-
trifluoromethyl-benzaldehyde (52mg) was used. The title compound was a colourless
20  solid (29mg).

LC/MS RT=5.02 min Found ES+ =410
"H NMR (d6 DMSO, ) 4.18 (s, 1H) 4.23 (brs, 2H) 7.15-7.70 (m, 12H) 7.91 (d, 1H)

10.76 (s, 1H)

25 ‘
Example 48
5-Phenyl-3-(3-trifluoromethyl-benzylamino)-1,3-dihydro-benzo[e][1,4]diazepin-2-
one '

30

This material was prepared as described for Example 42 except that 3-

tﬁﬂuoromethyl-benzaldehyde (52mg) was used. The title compound was a colourless
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30 This material was prepared as described for Exanple
42 except that 3- trifluoronethyl-benzal dehyde (52ny)

wom4nssds The title conpound was a col our| essPCT/8BYD3/004050

2004/ 026843 PCT/ GB2003/ 004050 solid (34ng). LCO M5 RT=

5. %gﬁagg4ﬁ%ynd ES- =408 'H NMR (d6 DMSO, S) 4.12 (q,

2H) 4.18 1H 7.15-7.78 (m 13H) 10.74 (s, 1H 5

Exarrpl e 49 ‘
yl - benzyl am no) - 1, 3-di hydro

-benzo ]]ug—ﬁgr%]gfoléﬁéﬂé%?n 9@ one 10 This material was

pr ePaNER (d6 DVESSE; B) Hé2l( OH) EXa(p I H) A25-¢¥8 &pf 13Eha0. 74, 1H)

trifluoromethyl-benzal dehyde (52ng) was used. The

title conpound was a colourless solid (25nmg). 15

LC/ByBEmBRE=95. 27m n Found ES-=408 1H NVR (d6 DMSO, S)

4.13 (g, 2H) 4.20 (s, 1H 7.15-7.70 (m 13H) 10.76 (s,

1H) Exanple 50 20 3-[(Furan-2

yl mEEH&yirl)}-@%ﬂ@&roﬁetﬂﬂ%ﬁ&ylémﬁo}jl Bty RroDRAZANE ?ﬂ fﬁ]%haé éﬁlx‘l

zepin-2-one - This naterial was prepared as escrl

f o®Exanpl e 42 except that 2-fural dehyde (29ng) was

1oused. The title corrpound was a colourless solid

(56ny). 25 LC MS RT=4.07 nmin Found ES+ =332 1H NWR (d6
Dl\/é@ rgz)tergal B8s pragareras dgscgbedsfon Bxqmple 43-pxcepttigt ¢d, 1H)

6. %ﬂp\lfoz&g%thﬂ}&nzaﬁel%%e Qﬁrﬁg) whbhsefi: i’l%t%le@gmggﬁnd]vg_ba colourless -
N- CFICRPBED- 2- ox0- 5- phenyl - 2, 3-di hydro-1 H benzo[e] |

1, 4] di azepi n-3-yl)-acetam de 79 WO 2004/ 026843

PCT/ G3B2003/ 004050 This material was prepared as

15 de $&A VB &I T B3 7vEn BoydiSt=4Rcept that | nternediate 6

20

25

30

'H NMR (d6 DMSO, 6) 4.13 (q, 2H) 4.20 (s, 1H) 7.15-7.70 (m, 13H) 10.76 (s, 1H)
Example 50
3-[(Furan-2-ylmethyl)-amino]-5-phenyl-1,3-dihydro-benzo[e][ 1,4]diazepin-2-one

This material was prepared as described for Example 42 except that 2-furaldehyde

(29mg) was used. The title compound was a colourless solid (56mg). ~
LC/MS RT=4.07 min Found ES+ =332

"H NMR (d6 DMSO, 8) 3.05 (m, 1H) 3.80-4.13 (m, 2H) 4.18 (d, 1H) 6.19 (brs, 1H)
6.32 (brs, 1H) 7.15-7.65 (m, 10H)

Example 51

N-(7-Chloro-2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y])-acetamide

79



(57mgy) was used. The title conpound was a col ourl ess
solid (17nmg). LCO M5 RT=4.21 m n Found ES+ =328, 330 5

WO RhomEsS¢zi6 DIVBO, ,S) 3.34 (s, 3H) 5.26 (d, 1H)PCT/GB2003/004050
7.28-7.31 (m 2H) 7.31-7.58 (m 5H) 7.71 (dd, 1H) :

9 ﬂ4115(rﬂateﬂel‘ﬂ)wa§9re§ﬁed & deddribe A BRABPIOZ edddpt that Intermediate 6
(7- Chl or o- 2- gx0- 5- phenyl - 2, 3- di hydr o- IELbenzo[e][l

] d|<a7zf@%9| asaissrh Yhe ﬁlt@&sﬁw}n&rﬁa&@ C‘P]r?luéeﬁsrﬁ?l@r(llﬁpg)vvas
prepared as described for Exanple 2 except that
Intermediate 6 and jsobutyl chloride (0.021nm) was

us &/ MBRT4-3] indgpbihe=iKas3 3 coI ourless solid 15

(49 = i
*( do ey Co PRI R AP SRR pET 3 8D P
1HPSH) 7708-(2d,85) Pt ThH)LH) 70.94 (s( thd) 1 H) 9.00 (d, 11- 1)
10.92 (s, 1 H 20 Exanple 53
N- ( 7- Chl or o- 2- oxo- 5- phenyl - 2, 3-di hydr o-| H-benzo[e] [ 1, 4
] diExampler$23- yl ) - net hanesul fonam de 25 This materi al
was prepared as described for Exanple 2 except that
Internmedi ate 6 and net hanesul fonyl chloride (0.015nl)
10we N (€ kidro-F-beo-5-phdngl- z,ammufa;dlmma[e][qql]diwebm%sﬂw id
(18 %j 30.LC/ M5 RT= 4. 61m n Found ES+ =364, 366 1H
"?%r% S) 3.13 (s,3H) 4.85 (brd, 1H) 7.29-7.58
m 7I—|) 7.71 (dd, 111) 8.46 (brd, I H 11.04 (brs,

004/ 026843 PCT 003/ 004050 Exanple 54 |
15 rﬁat%gﬂ% Wa&]g;p]?aéede?él gscri t%g Izor Examp?e 2 except that Intermedlate 6

( 7aﬁ@is@5xﬁyl?chlb¥i@e O-RDR0) Wk s Asedt; Bhdwielr &Iﬂpbhndlﬁﬁzacbo[o%}les{s solid
%J% iazepin-3 -yl)-amde 5 This material was

d as described for Exanple 2 except that
Intermsdl ate 6

15

LC/MS RT=4.78 min Found ES+ =356, 358
1H NMR (d6 DMSO, &) 1.04 (d, 6H) 2.72 (septet, 1H) 5.27 (d, lH) 7.29-7.55 (m,7H)
‘ 7.71 (dd, 1H) 9.00 (d, 1H) 10.92 (s, 1H)
20
Example 53

N-(7-Chloro-2-oxo-5-phenyl-2,3-dihydro-1 H-benzo[e][1,4]diazepin-3-yl)-
methanesulfonamide
25
* This material was prepared as described for Example 2 except that Intermediate 6
and methanesulfonyl chloride (0.015ml) were used. The title compound was a

colourless solid (1 8mg)

30 LC/MS RT=4.61min Found ES+ =364, 366 ,
'"H NMR (d6 DMSO, §) 3.13 (s,3H) 4.85 (brd, 1H) 7.29-7.58 (m, 7H) 7.71 (dd, 1H)
8.46 (brd, 1H) 11.04 (brs, 1H)

30



and 2-furancarbonyl chloride (0.020m) were used. The
title conpound was a colourless solid (50ng). 10

wo oMB2d813=5. 07 m n Found- ES+ =3 80, 382 'H NVRPCT6B2003/004050

DVMBO, 6) 5.45 (d, 1H) 6.68 (m 111) 7.28-7.70 (m 7H)
7. BXafo@d,541H) 7.91 (m1 H 9.15 (d, 111) 11.07 (s, |
H) Exanple 55 15 Thi ophene-2-carboxylic acid
(7-chl or o- 2- oxo- 5- phenyl -2, 3-di hydro-IH b enzo [e] |
1, Pélandi-a#BRdyc acid ){’7I JHiGIh Ao E%}&nﬂa},f ﬁih?hrovﬁﬁ prepared
as _descri bed for anple 2 except” that I'nternediate 6
20 5m[§£1vﬂﬂlaﬁﬁ@§h%&la\1a@&w| chloride (0.021 m) were

sused. The title conpound was a colourless SO|Id

(49mg). LG/ M5 RT=5.40 mn Found ES+=396, 398 'H NWR
( d& hiivEsEriabyvas preparedias desqyiberl fop E¥argge £ wxcepObt I8te@ied{atiels
1 H)am? 2 GilrahGrbok gl)chloglﬁe &102%%11)(\3?&6 &élea) ﬂ@ﬁmompound was a

Cycl ohexanecar boxyl i c

( 7<cclapdess saliddROmg)- phenyl - 2, 3- di hydro-1 H 30
benzo[e][1, 4] di azepi n-3-yl)-anmide This material was
prepared as descri bed for Exanple 2 except that

10I n L&Y ME R TS 78ninFoundESHOEB800383843 PCT/ GB2003/ 004050

15

20

25

30

e SHERAEBIREE ARG Lo B btiarnd il BB g faa, 1)

me(ﬁﬁﬁ)mmmﬁmm@ﬁgy =396, 398 5 'H NVR (d6
DVMSO, 6) 1.2-1.33 (m 5H) 1.60-1.83 (m 5H) 2.45 (m
1H) 5.25 (d, 1H) 7.27-7.73 (m 8H) 8.93 (d, 1H 10.92

( sExddple BZanpl e 57 10
N- ( 7- Chl or o- 2- oxo0- 5-'phenyl - 2, 3-di hydro-| H benzo[e][1, 4

] di azepi n-3-yl)-2- nethoxy-benzam de This material was

pr TRidpRshe 2ScallRRGld LA 7IcIord X3R0S HhényE? &%@&Lyérb -

er iate 6 _ and_ 2- net hoxy-benzoyl chlorid
(O ol - AlHizsrigsed)-amde titie compound was a

. This material was prepared as described for Example 2 except that Intermediate 6
and 2-thiophenecarbonyl chloride (0.021ml) were used. The title compound was a

colourless solid (49mg).

LC/MS RT=5.40 min Found ES+ =396, 398
"HNMR (d6 DMSO, 8) 5.49 (d, 1H) 7.22-7.83 (m, 10H) 8.21 (dd, 1H) 9.67 (d, 1H)
11.04 (s, 1H)

-Example 56

Cyclohexanecarboxylic acid (7-Chloro-2-0xo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide

This material was prepared as described for Example 2 except that Intermediate 6

81



15 colourless solid (55ng). LC M5 RT=5.58 m n Found

ES+ =420, 422 1H NMR (d6 DMSO, 8) 4.05 (s,3H) 5.47 (d,
wakdo4/p26B23 (t, 1H) 7.25-7.61 (m 9H) 7.72 (dd,Prdr/EHp2003004050

8 (dd,1 H 9.54 (d,1 H 11.14 (s, 1 H 20 Exanple 58

N- -2 < - di = |

1, TR Bk ey PaRIRRIsh S BuTRe je SRER! 7l &

matelpiddss walid (P2eygar ed as described for Exanple 2

except that Internediate 6 and 4-nethoxy-benzoyl

chloride (0.027ml) were used. The title conpound was a

C OILOVIYIB &SI5=550 | mid FoaddhigS+ =396, 398/ M5 RT=5. 48 mi n Found

ESt .= ! ( , D 84,

5(a EIBREGEAS. shly g, HEks a7y o 4 4 31 0
9. 38) ¢ d7-71H9)(ml 31O E.9¢ &d, 114} 0.82s\¥B1)2004/ 026843 ,
PCT/ GB2003/ 004050 Exanpl e 59 .
N- ( 7- Chl or o- 2- ox0- 5- phenyl - 2, 3-di hydro-1 H benzo [e] |
1, $kgthpgepi n-3-yl)-2-nitro- benzanm de 5 This materi al
was prepared as described for Exanple 2 except that
Internmediate 6 and 2-nitro-benzoyl chloride (0.027)
we LBo-5Iphdif51-8 SRR FVBS78[e ][0 M @becbBSEyIROl i d

10(6?1&(7;@9% ZL%%I\/SBJPRT@S. 55 1in Found Eé@qjl435,b FELARTT
NvReethosybrs@mids) 5 45 (d, 1H) 7.36-7.88 (m 11H) 8.07
*d, 1H) 10.03 (d, 1H 11.03 (s, | H Exanple 60 15
2- (2- Met hoxy- phenyl ) - N- (2- oxo- 5- phenyl - 2, 3-di_ hydro-1
H Déisznfterdl wasprgparedess dgscgbed foy Emlgépg@pt that Infermediate 6

and 2-methoxy-benzoyl chloride (0.030ml) were used. The title compound was a

15  colourless solid (55mg)-

'LC/MS RT=5.58 min Found ES+ =420, 422
'H NMR (d6 DMSO, §) 4.05 (s,3H) 5.47 (d, 1H) 7.12 (t, 1H) 7.25-7.61 (m, 9H) 7.72
(dd, 1H) 7.98 (dd,1H) 9.54 (d,1H) 11.14 (s, 1H) :

20
Exampie 58
N-(7-Chloro-2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-yl)-4-
methoxy-benzamide

25

This material was prepared as described for Example 2 except that Intermediate 6
and 4-methoxy-benzoyl chloride (0.027ml) were used. The title compound was a .

colourless solid (61mg).

30 LC/MS RT=5.48 min Found ES+ =420, 422 )
'"H NMR (d6 DMSO, 8) 3.84 (s, 3H) 5.53 (d, 1H) 7.03 (d, 2H) 7.31-7.59 (m, 8H)
8.04 (d,2H) 9.39 (d, 1H) 11.01 (s, 1H)

82



This material was prepared as described for Exanple 2
except that (2-nmethoxy 20 phenyl)-acetyl chloride
W@ 3®agreswns used. The title conmpound was a col PUF/GB3®3/004050
solid (13ng). LG M5 RT=4.98 m n Found ES+ =400 'H NMR
(dﬁxag%g 5) 3.63 (s, 211) 3.79 (s, 3H) 5.25 (d, 111)
6. 89- 6. (m 211) 25 7.20-7.33 (m 5H) 7.45-7.68 (m
6H) 9.01 (d, 1H) 10.87 (s, 1H) Exanple 61
2- -2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)-2-nitro-
ﬁ{?é‘ﬁ%})&gé%ﬁgﬁiﬂh}éh}h -ddhgldro 1H be[n]z[o e] [1p 4] cf)azepl n
-3ben3®m§1¢) acetam de This material was prepared as
sdescribed for Exanple 2 except that (3-methoxy- 83 WO
2004/ 026843 PCT/ GB2003/ 004050 phenyl)-acetyl chloride
( 3By naterisl wasgukpa®es desciikeddonfremple Jvrsent t@él@m@s@ 6

o ddz g ,Oy,séhgﬁgg éﬂé’zr-nﬁ w%%\ﬁ%({] ;Egt‘lﬁgcﬁx%ounél%s % n

1I—|§zol@4rlié&rs6h@6$1¢ng). 3H 7.19-7.70 (m 10H) 9.33 (d, 1H

10.86 (s, 1H) Example 62 10

-2- (4- Met hoxy- phenyl ) - N- ( 2- oxo- 5- phenyl - 2, 3-di hydro- 1H
10 beD@ﬂ\[I@R[fﬁ 4} diimPepid ES3-=495,¥3acet am de Thi s rrat eri al

SRR RS, IR iy BRI $47308h 1Rl

The;. g3§ g-?corrpound was a colourless solid 15 (20ny).

LC M5 RT=4.86 m n Found ES+ =400 1H NMR (d6 DWMSO, 5)

3.58 (s, 2H) 3.73 (s, 3H) 5.22 (d, 1H) 6.87 (d, 2H)

7. B3dolddo (m 11H) 9.25 (d, 1H) 10.85 (s, 1H) 20
Exanpl'e 63

152. (4-Ni tro- phenyl ) - N- ( 2- oxo- 5- phenyl - 2, 3-di hydro- 1
H BenZR ) -phenkiydl 2 -828piphendt-1 B )dihyase AUBEAR[Af 4] diazepin-3-

yl)-acetamide

This material was prepared as described for Example 2 except that (2-methoxy-

20  phenyl)-acetyl chloride (33mg) was used. The title compound was a colourless solid

(13mg).

LC/MS RT=4.98 min Found ES+ =400
'H NMR (d6 DMSO, §) 3.63 (s, 2H) 3.79 (s, 3H) 5.25 (d, 1H) 6.89-6.99 (m, 2H)
25  7.20-7.33 (m, 5H) 7.45-7.68 (m, 6H) 9.01 (d, 1H) 10.87 (s, 1H)

- Example 61

2-(3-Methoxy-phenyl)-N-(2-0xo0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-
30  yl)-acetamide

This material was prepared as described for Example 2 except that (3-methoxy-

&3



This material was prepared as described for Exanple 2
except that (4-nitro-phenyl)- acetyl chloride (36ng)
wom4nssds The title conpound was a col our | essPGDGBRA003/004050

(18mg). LC/ M5 RT=5.03 m n Found ES+ =415 30 1H NMR

( d}ﬁaeﬁ)msaet}& }chla:icﬁae(%mg) Rab)us&d. The (it cabdfouird Rds a7col@uriesy solid
5% : 9.53 (d, 1H) 10.88 (s, 1H 84 WO

?‘“§)26843 PCT/ GB2003/ 004050 Exanpl e 64
2 (3-Ni tro-phenyl)-N-(2-0xo0-5-phenyl-2,3 -di hydro-1

" BERISR el of whhpdpRzeny) 3V acetan de © This
5 eXGERMR ([@8DMSD, rB)B rég(ﬁhmyi 75 (sPSI®t 23 (@)l 1y 6. 726,68 GrEH)

was used. The ti npound was a col ourl ess solid

(25hYY.70 (Tﬂdoﬁ&9ﬁ'$£‘$1éﬁlﬁ18ﬁ (FdHhd ES+ =415 10 'H NW\R
(dé6 DMSO, S) 3.86 (s, 2H) 5.24 (d, 1H) 7.24-7.67 (m
10H) 7.89 (d, 1H 8.12 (dd, 1H) 8.26 (s, 1H) 9.53 (d,
1HExapple? (s, 1H) Exanple 65 15
N- ( 2- Oxo- 5- phenyl - 2, 3-di hydro-| H benzo[ e] [ 1, 4] di azepin
-3-yl)-2-(2- trifl uoromet hyl - phenyl ) -acetam de This

10 rra21é4= thhomshqnylé@h%@c%%pb@ybi gy diookt-Bsaatsile . 42diazepin-3-

egM] (2- trifluoronethyl-phenyl)-acetyl
41nmg) was used. The title conmpound was a 20

_coI ourI ess solid (9ng). LC M5 RT= 5.43m n Found ES+

7t MR IR b 9t mp DBt B by
Exptren}/ a6yl hio@daqRdmb) wimarsyd. The Stlelcdmypbuod Yadk bbewispeplid

5 @P%gl azepi n-3-yl)-2-(3-
tr ronet hyl - phenyl ) -acetam de 30 This material was
prepared as described for Exanple 2 except that

3~ BN HRLPBEL VL & ind ES+ =400
'H NMR (d6 DMSO, 8) 3.58 (s, 2H) 3.73 (s, 3H) 5.22 (d, 1E) 6.87 (d, 2H) 7.23-7.71
(m, 11H) 9.25 (d, 1H) 10.85 (s, 1H)

!

20
Example 63
2-(4-Nitro-phenyl)-N-(2-0xo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y1)-
acetamide

25

This material was prepared as described for Example 2 except that (4-nitro-phenyl)-

acetyl chloride (36mg) was used. The title compound was a colourless solid (18mg).
LC/MS RT=5.03 min Found ES+ =415

30 'H NMR (d6 DMSO, 8) 3.86 (s, 2H) 5.24 (d, 1H) 7.24-7.70 (m, 11H) 8.19 (d, 2H)
9.53 (d, 1H) 10.88 (s, 1H)

84



WOMDAGRBED3/ 004050 (20ng). LC MS RT= 5.56nm n MOUGH2S604050

phenyl)-acetyl chloride (41ng) was used. The title
conpound was a colourless solid 85 WO 2004/026843

=438 'H NVR (d6 DMSO, 6) 3.80 (s, 2H) 5.24 (d, 1H

7. Zarhpié®4(m 13H) 9.49 (d, 1H) 5 10.89 (s, 1H)
Exanplte 67 N-(2- Oxo-5-phenyl -2, 3-di hydro-|I Hbenzo[ €]

[ 1,4]diazepin-3-yl)-2-(4- 10 .

trigg L h ' | Ak 3-v])-
e R i et R S L s el
t r iat¢temidenet hyl - phenyl ) - acetyl chloride (41ng) was
used. The title conpound was a colourless ,solid
(13ng). 15 L MS RT= 5.57nmi n Found ES+ =43 8 'H NMR

( dThpBerisd yagprggrrgdsas desdyibed 28 E(cainpla BlpxcEptaat T3-AlBro¢phenyl)-

13[% b coplshueg a8 (bTine dabudeda WD Bl Soid oo

benzo[ e] [ 1, 4]d|azep|n 3- yl)-urea 25 A sol ution of

2- qﬁy _§%2nm?§<§ ]ﬁ?%;{@ dry di chl oronet hane (3n)

was trea am ne (0.04nl) foll owed by

1020%INMIR génBMSO, 5)d. G2 H)XE. DB ) H) The7.6Tngt 10K 7)88%d, 1H)

20

25

30

ot 20 6% SETEEE BLIES 1 Bhathied. and t ne

stirring continued for 18h. The m xture was
partitioned between water and ethyl acetate. The

or Pdyer was passed through a hydrophobic frit
and 30 evaporated and the residue was purified on a
silica gel SPE cartridge. nt elution with 0-5%

15 e hrenigko- ?ﬁh?iw&%ﬁ@?}kyﬁﬁﬁéﬁ%@@ %]ﬁeze?mﬁ ¥-éd?mpound as

a 6RlRihdtBa %hé‘gala@et&%ﬂlgg) 86 WD 2004/ 026843
PCT/ GB2003/°004 LC/ M5 RT=5.05 min Found ES+ =401

This material was prepared as described for Example 2 except that (2-
trifluoromethyl-phenyl)-acetyl chloride (41mg) was used. The title compound was a

colourless solid (9mg).

LC/MS RT= 5.43min Found ES+ =438
"H NMR (d6 DMSO, §) 3.92 (s, 2H) 5.26 (d, 1H) 7.24-7.70 (m, 13H) 9.41 (4, 1H)
10.87 (s, 1H)

Example 66

N-(2-Oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y1)-2-(3-
trifluoromethyl-phenyl)-acetamide

This material was prepared as described for Example 2 except that 3-trifluoromethyl-

phenyl)-acetyl chloride (41mg) was used. The title compound was a colourless solid

85



"H NVR (d6 DMSO, S) 3.86 (s, 3H) 5.21 (d, 1H
6.78-7.02 (m 3H) 7.23-7.70 (m 9H) 7.98 (m 1H) 8. 26
wqmommsm 60 (s, 1H) 10.89 (s, 1H) 5 Exanpl e BOI/GB2003/004050
1- (2-Ni tro-phenyl)-3-(2-o0xo-5-phenyl -2, 3-di hydro-1
H-Qemgp[ e] [1, 4] diazepin-3-yl)- urea 10 This materi al
was prepared as described for Exanple 68 except that
2-nitro-aniline (21ng) was used. The title compound
WaSC/MYRITE 0\Weml Fodnd BSAe)38 LC/ M5 RT=5.30 nin Found ES+
=416 ' H NVR (d6 DVSO, S}{ 5.19 (1d 1H) 7.15-7.70 (m
11%NMP0@6 SO.1yp-88 (3 21 824 {41 H) 724 By 43ED40(de B
5 (510 95 (s, 1H) Exanple 70
(2-Cnl oro phenyl ) - 3- (2- oxo- 5- phenyl - 2, 3-di hydro-1
H- benzo[ e] [1,4]diazepin-3-yl)- 20 urea This materi al
[ ed as described for Exanple 68 except that
%#gg%@aniline (0.017 M) was used. The title
conpound was a colourless solid (21ng). 25 LC M5

RT3 ] ESt = . ) 5.21

R e b et el T L T
10 8. thiflu¢rsmethid)}-plk@ylDacefamidel H) Exanple 71 30

1- (4- Chl or o- phenyl ) - 3- ( 2- oxo0- 5- phenyl - 2, 3-di hydro- 1

H benzo[e] [1, 4] diazepin-3-yl)- urea 87 WO 2004/ 026843

PCIHi$R2603/va8H0pered As dasoribad eﬁor(ﬁ‘xample@rdxmﬁt ahed3 ( 30rrg)

Bt e R AN ol i B A Vot e Atk i e

m ooldifiesswald Eiingy.ed at roomtenperature for 18h, and
was then partitioned between water and 5

di chl oronet hane. The organic | ayer was passed through
a]t(y/@i/[s)p’mebiscmiﬂftoun@nshm t hen evaporat ed. The

re13|due was triturated with petroleumether giving the
i 1 WMR (d6 DMSO 8)3.79 (s, 2H) 5.23 (d; 1H) 7.24-7.70 (m, 13H) 9.48 (d, 1H)"

10.87 (s, 1H)

15

20  Example 68

1-(2-Methoxy-phenyl)-3-(2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1 ,4]diazepin-3-

yD-urea

25 A solution of 2-methoxy-aniline (37mg) in dry dichloromethane (3m1)‘was treated
with triethylamine (0.04ml) followed by 20% phosgene in toluene (0.08mi). The
mixture was stirred at room temperature for lh; and then Intermediate 3 (37mg) was
then added, and the stirring continued for 18h. The mixture was partitioned between
water and ethyl acetate. The organic layer was passed through a hydrophobic frit and

30  evaporated and the residue was purified on a silica gel SPE cartridge. Gradient
elution with 0-5% methanol in dichloromethane gave the title compound as a

colourless solid (24myg).

86



conmpound as a beige solid (34ng). LG M5 RT= 5.45m n

Found ES+ =405 10 1H NWR (d6 DVMSO, 6) 5.17 (d, 1H)
w(Q2@3/0%84D (m 14H) 9.18 (s, 1H) 10.95 (s, 1H)PCE&&AE004050

72 1-(2-

oxo 5-phenyl - 2, 3-di hydr o- 14 benzo[ e] [ 1, 4] di azepi n- 3-yI

3 B {o _-urea 15 This material was prepared as
$ﬂ‘@%cept that 1 -isocyanato-4-

netlmhMb\G(B@ @B@sé )@%égé %H}é\%l ;hs?ﬁg @%F@ 1@' %{gﬁf‘?‘?%‘ﬂn

was_an off-white sol |

Fouf 7B8«m=383. &&Xdim)m ((s,d@)tws@(s $H)2.22 (s, 3H
$.19 (d, 1H 7.05 (d, 211) 7.23-7.70 (m 12H) 8.92

(s, 1H) 10.92 (s, 1H) Exanple 73a 25

1- (Examblgd®d0- phenyl ) - 3- ( 2- oxo- 5- phenyl - 2, 3-di hydro- |

H benzo [e] [1, 4] di azepin-3-yl)- urea This materi al

was prepared as described for Exanple 71 except that

2- flH@eVico-bhenyd)ed-{Zamat- BplzanzrhrdikyOro0lFD bedzp elya s | dispin-3-y1)-
Th% title conpound was abeige solid 30 (29ny). LC/ M5
RT="5. 09mi n Found ES+ =389 88 WD 2004/ 026843

IOPCT/ GB2003/.004050 "H NWR (d6 DVMSO, 6) 5.21 (d 1H)
isr%azco i%f greg%ﬁc? assiescglg)ed 120|r_DExample 6§ exceptwlat 2-n1tro amlme
(SXl_E]lng)EvaEth mmﬂﬁw@oﬁm(v?ag@&elﬁgﬁv mﬂr(ygrmhg), 3- dut hydr lo-
n urea This materia
§£@¥§§§?%§b£1nJ8£%¢§§ dlﬁor Eianple 73 except that
I nﬂHerﬂl @dEMJsQ) 5)15)19\@1811!1??@'5 ﬁb%ntiltﬁc))% @QH@%Z@&W 18)

ourless S
151%088@(%1:13791?%(5(5%1)&02[&% lé—l)ll 8. 17(m 2H) 8.95 (d, 1H)
10.95 (s, 1H) 15 Exanple 74

Example 70

1-(2-Chloro-phenyl)-3-(2-ox0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1 4]diazepin-3-yI)-

20 urea

This material was prepared as described for Example 68 except that 2-chloro-aniline

(0.017 ml) was used. The title compound was a colourless solid (2lmg).'

25  LC/MS RT=5.34 min Found ES+ =405
"H NMR (46 DMSO, §) 5.21 (d, 1H) 6.94-7.70 (m, 12H) 8.08 (m, 1H) 8.47 (d, 1H)
8.57 (s, 1H) 10.93 (s, 1H)

Exafnple 71
30

1-(4~Chloro-phenyl)-3-(2-ox0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y1)-

urca
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1- (4- Fl uor o- phenyl ) - 3- (2- oxo- 5- phenyl - 2, 3-di hydr o- |
H benzo [e] [ 1,4]diazepin-3-yl)- urea 20 This
woredoe02@i3 was prepared as described for Exanpl BCTGB2003/004050

except that 4-fluoro-I- isocyanato-benzene (0.010n)

was used The title conpound was an off-white solid

( 26ny).. LC M RT= 5.02m n Found ES+ =389 1H NWVR (d6

lgyregf ]_rger(r@dla@@ (3(7mg)gm(1t4 chippp-1- ﬁogmtof@n%qnp (Q.@Hynl) in
Ol\?é}, ow gih% wad 5rea]t9d %h (ncethyialﬁl)l SPDIR) eTﬂesﬁlxt\]lre yes stirred at

hanesu f ony hoxy- N ( 2- ox0-"5- phe
3 ciop diFmepetatye fQ;d 8h and was then partitioned between water and

d I i al
enBaibbdn bl 325000 B s RRAR s TR SRS Gl v
4- tB&n anap2ged/1he 68iise RET BB2O0 $1th et ether giving the title
use%ﬂgﬁﬁw{sgﬁééeg‘“ %Qrgx -benzoic acid (69ng) was

conp was a col ourless solid
(54ng). 1H NWR (DMSO, 6) 3.33 (s, 3H) 4.13 (s, 3H)

Co LMS R Y adniFolpd el Thog' 27 B 12 S (A 1D 961

104- VEENUREE6 DIMBTY,|5) 2:106d, ey y 257(72 (@ mﬁymm(@yiﬁ)zl,o@s% hy)
dro-1H 10 benzo[e][1, 4] di azepi n-3-yl)-benzam de. This
mat eri al was prepared as descri bed for Exanple 76b

tplelvat 4- net hanesul f onyl - 2- net hoxy- benzoi c aci d
(46ng) was used. The title conpound was a colourless -
solid (55ny) 15 1H NWR (DVMSO, S) 3.33 (s, 3H) 4.13 (s,

gl_%llé gf'o -4 ghen?yﬂ-i,)S d?hy%?ti 1H- %3%@[1%ze%myl%@$—toiyl Hea
155. &E’éilwtefzﬂl @@hﬁ%parmi eszdeés(@e fog iﬁéfﬁwle 71 gxcgptyairlgsopyanato-4-

H beaglbedzehe b ALmBi RRRIN TR Wti&co@ms‘%ﬁ off-white solid
(32mg).

LC/MS RT=5.18 min Found ES+ =385

20 'HNMR (d6 DMSO, 8) 2.22 (s, 3H) 5.19 (d, 1H) 7.05 (d, 2E) 7.23-7.70 (m, 12H)
8.92 (s, 1H) 10.92 (s, 1H)

Example 73a

25 1-(2-Fluoro-pheny1)—3-(2—oxo-5-phenyl-2,3-dihydro—1H-benzo[e][1,4]diazepin-3-y1)—

urea

This material was prepared as described for Example 71 except that 2-fluoro-1-

isocyanato-benzene (0.010 ml) was used. The title compound was a'beiget solid
30  (29mg).

LC/MS RT=5.09min Found ES+ =389
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This material was prepared as described for Exanple 27
except that 5-acetyl-2- 25 ethoxy-benzoic acid (41ny)
W(wam,tomsm The title conmpound was a col ourl essPGDGBA03/004050
(45ng) "H NWR (DVMBO, 6) 1.59 (t, 3H) 2.59 (s, 3H) 4.42
(q '"HAD R G HMID, 5 51)21 da@l 3954770( 1269)H.0Bnd. SH) 844,
8. 585( d, 1H) ; Z ) 11. (gi]‘? j}@ ./E})n; 5 @@\s\%lH)
20014)/%2(68 PCT/ G82003/ 004050 Exarrpl e 76b 5 (S)
5- Acet yl - 2- et hoxy- N- ( 2- oxo- 5- phenyl - 2, 3- di hydr o-| H ben
zo[ e][1, 4_) di azepi n-3- yl)-benzam de This material was
descri bed for Exanple 76b except that
55- acetyl - et hoxy-benzoic acid (83ng) was used. The
title conpound was a colourltess solid 10 (108nmg) 'H
NVRSE-DEGEluos)yphen @ 3{(2-0x@Hfphenyd3,3(dhydsi) Hbenad [ (], 412k epin-3-
54}/4)1-&1‘3 1H) 7.30-7.54 (m 10H) 8.17 (ddd, 1H) 8.58
d I-B9.71(d, 1 H 11.07 (s, 1 H 15 Examlp e 77a
6 Fl uor o- 4H benzo[ 1, 3] di oxi ne- 8- car boxylic acid

n 2.3z d| H- benz
4’% rg%g%}q%’ prepire% enz amba% Ofg‘xﬁ"ﬂ}i’qg %rﬁ%‘%})t thyt Iigrmediate 10

10pr epausd. dhe titksompbed Wara dolcarpds eolrl/(38mgept t hat

6-fl uoro-4H benzo[ 1, 3] di oxi ne-8-carboxylic acid

(36.2ng) was used. The title conpound was a

col ‘HlNMRS(EMSU i5915.04 QIrg H) 6160 NR (DMBD), 8. )-8.57 S}g}lzms 925@ 1H)

5.42 5.54 (s, 2H) 7.26-7.70 (m 12

(d,10 06 (s, 1H) Exanple 77b (9)-

6 FI uor o- 4H— benzo[ 1, 3] di oxi ne- 8-car boxylic acid

(2 0XO0- 5- ghenyl 2,3-di hydro- .30 1 Hbenzo[e] |

151, in yl)-am de This material was prepared as
descri bed for Exanple 76b except that 6-fluoro-4H 91

WD 2004/ 026843 PCT/ GB2003/ 004050 ~
benz@iuapahaxReCaxeziplsryt3, %d&zzdre 1H8emgY [ ellbh 4 1diazepin-3-yD)-
The,ti t1 e conpound was a

20  This material was prepared as described for Example 71 except that 4-fluoro-1-
isocyanato-benzene (0.010ml) was used. The title compound was an off-white solid
(26mg).

LC/MS RT=5.02min Found ES+ =389
'H NMR (d6 DMSO, 8) 5.18 (d, 1H) 7.08 (t, 2H) 7.25-7.70 (m, 12H) 9.07 (s, 1H)
25  10.94 (s, 1H)

Example 75a

4-Methanesulfonyl-2-methoxy-N-(2-oxo-5-phenyl-2,3-dihydro-1H-
30  benzo[e][1,4]diazepin-3-yl)-benzamide.

This material was prepared as described for Example 27 except that 4-

&9 -



colourless solid (65m) 'H NWR (DMSO, 6) 5.02 (s, 2H)
5.42 (d, 1H) 5.54 (s, 2H) 7.26-7.70 (m 12H) 9.37 (d,

WO 20d)/0268406 (s, 1H) 5 Exanple 78 PCT/GB2003/004050

5

10

15

20

25

30

(S)-2- Met hoxy- N (2- oxo- 5- phenyl -2, 3-di hydro-1 .

H-hemzekalonll-Limdihek RBaRi0 aSid Y69Imgd was used. The title compound was
trifl uoronet h@- benzam de 10 This materi al was

prepripwleseRlid B¥EIg)-bed for Exanpl e 76b except t hat
2-met hoxy-4- trifluoronethyl-benzoic acid (26ng) was
used. The title conpound was a col ourl ess

(SR TS, N (RE0R 1875, 410 596 &0 1505 5741 (g 1 1EDL10
7. 5 . d 1 9.59 d, | 11. 06
(E1R S i &89 (¢ 10 (d 1R L

2,4,5-Trifluoro-N(2-o0xo-5-phenyl -2, 3-di hydro-| H benzo

I[Oreélal; ﬂ %bazepi n-3-yl)- benzam de This material was

descri bed for Exanple 27 except that
2,4,5-trifluoro- benzoic acid (39ng) was used. The

title oun a_.col S ' 125 1H
MR Ry 3 iy B 8555 Sy a1

9. Yz} T 4(diazeriidB-yDIbedZanfids. 1H) Exanple 79b 30
(S)-2,4,5-Trifluoro-N-(2-0x0-5-phenyl -2, 3-di hydro-1HDb
enzo[e][1, 4] di azepi n-3-yl )- benzam de This materi al :
Waghip hﬁjﬂaafaf llexdasamepdﬁa as Hézeﬁbeﬁ;for Exapi %b/%ﬁ@pﬁhatept t hat
2,4,5-triflupro- 92 2004 843 PCT 003/ 00405
R TR b R o el R G i S
coh gubhiRsSsoialishe 74mg) . 1H NVR (DVBO, 6) 5.42 (d, 1H)
7.29-7.85 (m 11H) 9.43-9.47 (m 1H) 11.02 (s, 1H) 5
Exanpl e 80a

I'H NMR (DMSO, 5) 3.33 (s, 3H) 4.13 (s, 3H) 5.44 (d, 1H) 7.33-7.71 (m, 11H) 8.10
(d, 1H) 9.61 (d, 1H) 11.06 (s, 1H)

Example 762

5-Acetyl-2-ethoxy-N-(2-ox0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y])-

benzamide

This material was prefnared as described for Example 27 except that 5-acetyl-2-
ethoxy-benzoic acid (41mg) was used. The title compound was a colourless solid

(45mg)

'H NMR (DMSO, 8) 1.59 (t, 3H) 2.59 (s, 3H) 4.42 (q, 2H) 5.4 (d, 1H) 7.30-7.54
(m, 10H) 8.17 (ddd, 15) 8.58 (4, 1H) 9.71 (d, 1H) 11.07 (s, 1H)
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2- Hydr oxy-
N- ( 2- oxo- 5- phenyl - 2, 3-di hydr o- 1H benzo[ e] [ 1, 4] di azepi n
WO 3eogloyes4benzam de 10 This material was preparBCr/a82003/004050
descri bed for Exanple 27 except that 2-hydroxy-
benzoic acid (30ng) was used.. The title conpound was a
colourless solid (40ng). 1H NWMR (DMSO S) 5.47 (d,
1H) 6.92 (t, 1H) 7.00 (d, 1H) 7.34-7.66 (m 10H) 8.01
15 Kxdehplel 766) 10.07 (brs, 1H) 11.01 (s, 1H Examlp e
80b (' S)-2-Hydroxy-
N- ( 2- oxo- 5- phenyl - 2, 3- di hydr o- 1H—benzo[e][1 4] di azepi n
5 3-(%)-)5- Ay 1 DeNER I MRS
desf le‘l be%e%%lor Exg]nl\gpeﬂ%%p@ ?p% %t IZE?E&%%% 4ﬁazepm'3'
beyddieazapily (55ny) was used. The t|tIe conpound was a
colourless solid (63ng) - 25 1H NWR (DVBO, S) 5.48
(d, IH 6.95 (t, ;3 04 (d, 1H) 7.28-7.70 (m 104
d@ls r(l%telnal T4} QP H(Sdlescrlbeqj fot Ex@8plé 36b dieRpt Tt 34ce(t3ar25

( 2 OXO %PAZE]C% d%%ﬁxgg) % ‘yl Oi'li tﬁ Cc%lr‘n?)gl)l( dI V{/a% a%%iourless solid

10berﬁkQ¥m)[1 4]d| azepin-3-yl)-am de 93 WD 2004/ 026843
PCT/ GB2003/ 004050 This naterial was prepared as .
descrl bed for Exanple 27 except that 1H-indol e-7-

ca HWl(DM&Q @) (.3DOIHH)\RED (86T 4. 4"2'r(q, 7_{5 2 (@ omaoww 54

(atmg 0L ER it b ST . k) i ¥t (.

956 (d 1H)
5 Exanpl e 81b (S)-1HIndol e-7-carboxylic acid

(2-0x0-5-phenyl - 2, 3-di hydro-| H
Sbe%[l@ﬂﬁ—qdl azepin-3-yl)-amde 10 This materi al
was prepared as described for Exanple 75b except that

1H—| dole 7 efrboxyllc acid (64n z was used. The
(i Bl MRl hdli e S eaehorslicacid (2 axo¢ Bhenyl-2,3-diby dnrt H-

( Diy&f20[ h%l&%ﬁlﬁ@rylﬂ%}arﬁdé‘l (m 1H) 7.17-8.10 (m
13H) 9.56 (d, 1H) 15

20  This material was prepared as described for Example 27 except that 6-fluoro-4H-
benzo[1,3]dioxine-8-carboxylic acid (36.2mg) was used. The title compound was a

colourless solid (40mg)

'"H NMR (DMSO, §) 5.02 (s, 2H) 5.42 (d, 1H) 5. 54 (s 2H) 7.26-7.70 (m, 12H) 9.37
25 (d, 1H) 11.06 (s, 1H)

Example 77b

(S)- 6-Fluoro-4H-benzo[ 1,3]dioxine-8-carboxylic acid (2-0x0-5-phenyl-2,3-dihydro-
30  1H-benzo[e][1,4]diazepin-3-yl)-amide

This material was prepared as described for Example 76b except that 6-fluoro-4H-
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Exanpl e 82a 3- Met hoxy- napht hal ene- 2-car boxylic acid
(2- oxo-5- phenyl -2, 3-di hydro-| H

wheanlaid 1, 4] di azepi n-3-yl)-am de 20 Thi s nat BCT/GB200a504050
prepared as described for Exanple 27 except that

XY ]didkaRbs-Rab&H8e chd?@%ﬁ’l%)%hé I%e@ g 1149

SFPIIQOEYY&%S a
used he titl e conpound was a col our ess so

( 73elpprlesszalid (@5meR (DMBO, S) 4.15 (s, 3H) 5.51 (d, 1H)
1 TR Ro.8 Kp 4 38 % (i 808, oy 28 o Pory 3137

( S)(d 3HIHELLEXy,-lBpht hal ene- 2- car boxyl i ¢ aci d

( 2- oxo- 5- phenyl - 2, 3-di hydro- | H

benzo[ e] [ 1, 4] di azepi n-3-yl )-am de 94 WD 2004/ 026843

PCEx@RBpR0U3/ 004050 This material was prepared as

descri bed for Exanple 75b except that 3-nethoxy-

napht hal ene- 2- carboxylic acid (80ng) was used. The

t | t(S)ezwmynd(zA@eo ﬁ-pﬁdhklmlBJdﬁ@aroSmJb&lzﬁpe%ﬁﬂ?aiazeg 351)-4-

é %b 15,(s, 3H 5.51 (d, 1H 7.31-7.68 (‘M

12%51 uf’f@‘%ettl -bepgamide 03 (g, 1H) 8.58 (s, 1H) 9.71 (d,

101H) 11.08 (s, 1H) Using anal ogous procedures to those

ou | ined above, the foIIomnnP conmpounds were al so
1S, TRafer] @/aglgﬁﬁp%assigscnbed or Example 76b except that 2-methoxy-4-

N‘ [tﬁﬂtg%lﬁétﬁylafeﬁgmé A0 2%%&%56\,6 I gon;)boqh&]wgg é)cdldAdTless
benzo eL@g , 4] dlazeplne -yl ]-4-nmet hoxoy- benza e

- Ex&
1-(2- Fluoro benzyl ) - 3- (2- oxo- 5- phenyl - 2, 3-di hydro- 1H

: benzo di azepi n-3-yl)-urea Exanple 85
157 WS!Q;@M ¥2 §s, 3H) 24ddo1 B) pheRyB (8, BHIiSHYdd,dH) 959

15 1] di azepi n-3-yl)-urea Exanple 86
%qﬁéq% # %éﬁ%yl) 3- (2- oxo- 5- phenyl - 2, 3-di hydro- | H

benzo[e][l 4] di azepi n-3-yl ) -urea Exanple 87

1- 25 ~g; phenyl - 2, 3- di hydro- | H benzo[ e] [ 1, 4] di azepi n
-3 =3-(4- trifluoronethyl-phenyl)-urea

. 20 2,4,5-Trifluoro-N-(2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y1)-
benzamide

This material was prepared as described for Example 27 except that 2,4,5—t1‘iﬂuoro—.

benzoic acid (39mg) was used. The title compound was a colourless solid (56mg).

25 'HNMR (DMSO, §) 5.42 (d, 1H) 7.29-7.85 (m, 11H) 9.43-9.47 (m, 1H) 11.02 (s,
1H) ‘

Example 79b

30 (S5)-2,4,5-Trifluoro-N-(2-oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4] diazepin-3-y1)-
benzamide '

This material was prepared as described for Example 75b except that 2,4, 5-trifluoro-
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20 Exanpl e 88
4- Chl or o- 2- net hoxy- N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-I H

wheoanlaid 1, 4] di azepi n- 3-yl ) - benzam de Exanpl BCB&B2003/004050

4- Met hoxy- 3-nitro- N-(2- oxo- 5- phenyl - 2, 3-di hydro-| H
bemzeozo@cea]clq (70mg) weki wszé(TTha 1i8e ydn)foend o3 deolburRiIotd PAm %
3- Met hoxy- 2- ni tr o- N- (2- oxo- 5- phenyl-- 2, 3-di hydro-| H f
benzo[e] [ 1, 4]diazepin-3-yl)-benzam de Exanple 91
CHINVR-(DMBD, 139 3 2 1, (120 9229-7%85RRE DY) 324 rr’gfi Ji3y
begﬁﬁ[e] ([ 1, 458& azg?m %73 yI)bgnza}FTnlDde %?(37 ’21}821}'05%5’
or o- met hoxy- N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-| H
sbenzo[e][ 1, 4] di azepi n-3-yl)-benzam de 30 Exanple 93
2- Met hoxy- 4- ni t ro- N- (2- oxo- 5- phenyl - 2, 3-di hydr o-1H
bedZzawelesfa 1 4] di azepi n-3-yl ) - benzani de Exanple 94
5- Met hoxy- 2-ni tro- N-(2- oxo-5-phenyl -2, 3-di hydr o- IH- 95
WO 2004/ 026843 PCT/ GB2003/ 004050 benzo[e] [
1, A1dEexep Nn23xptSyphsenivililiedred Bipineo[9]1,4]diazepin-3-y1)-
S-Mgﬁﬁﬁmé% ni tro-N-(2- oxo-5-phenyl -2, 3-di hydro-1 H
benzo [e] [ 1,4]diazepin-3-yl)- benzam de Exanple 96
103 (2- Met hoxy- phenyl ) - N- ( 2- oxo- 5- phenyl - 2, 3- di hydro | H

[ op
S ZE{%% B e P P S T sy 1
be mo{c@pld[(smgp]vmsalmpirmme;do)nppmxmpmmodﬁeﬁ&alMem .
3- (4- Met hoxy- phenyl ) - N- (2- oxo- 5- phenyl - 2, 3- di hydr o- |
benzo[e] [ 1,4]diazepin-3-yl)-propionam de 10 Exanpl e

99 'BNMR (I3MSDY, 8y 4Pl D8) §.924, op}g “7203d HiHDYE407. lsétm IOH) 8.01

?ﬂ%gp@ ]1%?71&45] (I*if_l)alzle 1& 1H)y| ] - 2- met hoxy- benzam

N-[ 5- (3- Chl or o- phenyl ) - 2- oxo- 5- phenyl - 2, 3-di hydro-| H

benzo 1, 4] di azepi n- 3-yl ] - 4- met hoxy- benzam de

Ex .

N-[ 5- (3- Chl or o- phenyl ) - 2- oxo- 5- phenyl - 2, 3-di hydro- | H

15 nzo e] 1 4] di azepi n-3-yl ]-2-nitro-benzam de
(2 oxo 5-phenyl-2,3-dihydro- 1H-benzo[e][1,4]diazepin-3-yl)-

20 l\l—{,e'i,z&ﬁldg:hl or o- phenyl ) - 2- oxo- 5- phenyl - 2, 3-di hydro-I H

This material was prepared as described for Example 75b except that 2-hydroxy-

benzoic acid (55mg) was used. The title compound was a colourless solid (63mg).

"25  'HNMR (DMSO, 8) 5.48 (d, 1H) 6.95 (t, 1H) 7.04 (d, 1H) 7.28-7.70 (m, 10H) 8.06
(dd, 1H) 9.94 (d, 1H) 11.02 (s, 1H) 11.74 (brs, 1H)

Example 81a

30 1H-Indole-7-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide
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benzo[e] [ 1, 4]diazepin-3-yl]-4-nitro-benzam de
Exanpl e 103

W 2000283/ - N- [ 2- 0X0- 5- (4-trifl uoromnet hyl - phenyPQF/&B200di004050
hydro-1 H benzo[e] [ 1, 4]diazepin-3-yl]-benzam de 20
Exaiiphetedifldvas prepared as described for Example 27 except that 1H-indole-7-

2- Met hoxy- I - 0X0-5- (3-tri.fl uorome -
yBRGRAE SRR B 1o 47 S eprao § PSR oy tesbe
Exanpl e 105
t hoxy- 2-0X0-5-(3-trifluar
hycﬁ 1‘6% 7 5[@]( )6%](%113}@8?%% (myﬁ%%yéu%éné ﬁi‘)de
Exanpl e 106
52- Et hoxy- N- (2=0xo0- 5- phenyl - 2, 3-di hydro-| H benzo[e][1, 4
] dExerepid 8lb 25 3-yl)-benzani de Exanple 107
2, 4- Di met hoxy- N- ( 2- oxo- 5- phenyl - 2, 3-di hydro- | H
benzo[e] [ 1, 4]diazepin-3-yl)-benzam de Exanple 108
2 a)dmiamaeln@tdamylm il @razoS-ghaeiy3- @hsdrmlﬁlydr o- 1 H

O Zn%o[[eﬁ ,4fd1ane1ﬁ11—3g>hf‘§1§ﬂén 3 -yl)-benzam de 30 Exanpl e
102- Met hoxy- N-[ 5- ( 3- neht oxy- phenyl ) - 2- oxo- 2, 3-di hydro-1H

2ogﬁnzo %%wi,s p%%@%@%%ﬁﬁe&%%’é}@g B 19eg>t 8t MBindote-7-

N- Eabg:3tdatid (dyneh ven ydell - Theditle c@nmed;was 2 c@oetldssenlid(69mng)-
benzo[e][ 1, 4]diazepin-3-yl]-4-nitro-benzam de Exanpl e
111

2- Me MR DS O83)ERe il 112y ©%binG-1 Finenyds: 12, 8y dHyAs© HY) 5
benzo[e] [ 1, 4] di azepi n-3-yl ) -benzam de Exanple 112
152- chl or o- 4- et hanesul f onyl - N- ( 2- oxo- 5- phenyl - 2, 3-di hyd

r ogkdpipenzole] [ 1, 4]di azepi n-3-yl)-benzam de Exanpl e
113 2- )Ij met hyl am no- N- ( 2- oxo- 5- phenyl - 2, 3-di hydro-| H
benzo[e] [ 1,4]diazepin-3-yl)-benzam de 10 Exanple 114

( 33%&%%51{&{&1@%@@%&%5 Qi - &@rtz@{e@%fi 4,3 4ligiazEpi n- 3

[)- carbam c acid benzyl ester e 115
1- pewzsleihil didispgpinpidirgiide3. ( 2- oxo- 5- phenyl 2, 3-di hydr o-
20l H benzo[e] [1, 4] di azepi n-3-yl)-urea Exanple 116

1- (2- Oxo- 5- phenyl - 2, 3-di h roIH—benzo[e][l 4& zep.h
-3 Wis}na@r@hwa%enamdqul@sic éﬁ@bﬁwm%% R/ FHCeRS “methoxy-

naphthalene-2-carboxylic acid (40mg) was used. The title compound was a

colourless solid (73mg).

25  'HNMR (DMSO, 8) 4.15 (s, 3H) 5.51 (d, 1H) 7.37-7.63 (m, 12H) 7.95 (d, 1H) 8.03
(d, 1H) 8.58 (s, 1H) 9.69 (d, 1H) 11.05 (s, 1H) o

Example 82b

30  (S)-3-Methoxy-naphthalene-2-carboxylic acid (2-0xo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide
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Exanpl e 117
1-(4-Brono-2-trifluoronethyl-phenyl)-3-(2-0xo0-5-phenyl

w0 2903/02a8uhydr o-1 H benzo[e] [ 1, 4] di azepi n- 3- yPQFGB2@3/004050
Exanpl e 118
1- (PhiBnaeie] bangybireBad dsaived for eyt 72 excebttined B andtlbxy-

benzo 1,4]di azegpi n-3-yl)-urea 20 Exanple 119
1- (@P%‘ﬁ%%rﬁ- dfasm ﬁg?ﬁ}ﬂl ?8-0@%3 yapyssd-Shp Eﬁﬁwm@usd drhy dr o-
| Hconpnzekald (113hgi azepi n-3-yl) -urea Exanple 120

1- (2, 6- D net hyl - phenyl ) - 3- (2- oxo- 5- phenyl - 2, 3- di hydr o-
| H benzo[e][1, 4] di azepi n-3-yl)-urea Exanple 121

1- (1 - ' ) -p 3rdi
ar o1k GRS P AT L6 i o e el ED e s
124d, 1H) 8.58 (s, 1H) 9.71 (d, 1H) 11.08 (s, 1H)
1-(4-Nitro-phenyl)-3-(2-o0xo0-5-phenyl -2, 3-di hydro-| H
benzo[ e] [ 1, 4] di azepi n-3-yl)-urea Exanple 123

1- (Usitgstnhly s pfogpduresph émpe dutBned(@Bevaxihe Tollohénpydonipoudls were
- dia@%%ge%-% H benzo[e][1, 4] diazepin-3-yl)-urea 30
Exanple g 91

10|1- (Es,gﬁplai8[6 hl M{[b—(}ht&mﬁi@-&ﬁo@%ﬂﬁﬂﬁ)—ﬁoﬁﬂmﬁy;iihyiﬂrcﬁﬂgi hydr o-
H. be J 1, 4] di i n-3- -urea Exanple 125
5-tb8ﬁ°? t %lngpﬂésﬂg@%ﬁ%@i%g &SR eny | m; 3-di hydro- |

H EXZmi¥© 382 0 04(20R166ré DeRGTY-$PR O3 -0R40E1) 3 -dagamole] [

1, éJedi ﬁ{lﬁ%ﬂ Si{%ll)z-lgenzam de Exanple 126

2, 5B CHB he XY R 2Y 6% 625- phenyl - 2, 3-di hydro- | H

bermxehslk 8 11,-@1]-1%@16%%&12%-&3L(hro&@-ﬁéﬁ@ﬂﬂ’-@,fdﬁﬁiﬂ%-@_}ll27

- phenyl - 2, 3- di hydr o-

1-(2,6-0ifluoro-phenyl)-3-(2-o0xo-

13 H(begzo@ﬁﬁz"’b)‘#%ﬁe{”fﬁﬂlg%ﬁiepi n-3-yl)-urea Exanple 128
1- (Banbly 86 O- P3Ny -BenkR)-9 4 2-0R0-B 88 -2 3. dnydikdlydr O- | H-
benzgﬁﬁ E!qu 4] gi ,azé%i n- S?Z/I ;( Br%aJ%Efgln%I e 1399 i
1- (bsn é@@ZﬁPﬂ@I’?ﬂlﬁl@?( 2- 0X0- 5- phenyl - 2, 3-di hydro- | H
bermzampeB7 [ 1124bxdls-PRERI-D;3 31k k- Wi ﬁci&qm%l
1-(2- (ﬁo- S5- hl(eny}I( - 2-?3%3? E’;/B’Sarl%}{dl}ol—l-ﬂgg%% [1,4 eg}naa’zsgl i3n(4 _
- 3gflyoroguettyl-pheriyDruies onet hyl - phenyl ) - urea Exanple 131

201~ (ERaehlk 88 0-PERBYHLI-nrdtroRy-RK@=0xo PSRN 23 -Fn g hN gy o- | H
benzo[e][1,4]diazepin-3-yl)-benzamide ' '
Example 89 4-Methoxy—3-nitro—N-(2-oxo—5-pheny1—2,3-dihydro-IH—
benzo[e][1,4]diazepin-3-yl)benzamide
Example 90  3-Methoxy-2-nitro-N-(2-ox0-5-phenyl-2,3-dihydro-1H-

25  benzo[e][l,4]diazepin-3-yl)-benzamide
Example 91  5-Chloro-2-methoxy-N-(2-0xo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)benzamide |

- Example 92 5-Fluoro-2-methoxy-N-(2-ox0-5-phenyl-2,3-dihydro-1H-
benzol[e][1,4]diazepin-3-yl)-benzamide ‘

30  Example 93 2-Methoxy-4-nitro-N-(2-0x0-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-benzamide
Example 94 5-Methoxy—2—nitro-N-(Z-oxo-S-{phenyl—2,3—dihydro-1H-
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benzo[ e] [1, 4] di azepi n-3-yl ) -urea Exanple 132
2- Met hoxy- 4- met hyl sul fanyl - N- ( 2- oxo- 5- phenyl - 2, 3-di hyd
WO eoobR6815 benzo[ e] [ 1, 4] di azepi n- 3-yl ) - benzamn BE&T/GB2003/004050
Exanpl e 133
4 Nesnirdelfls 4t oapin- 3-N)(bﬁnzamndd5 ‘phenyl - 2, 3-di hydro- | H

2%(%11})?&; 95[ g‘ Nf’gthoxy 4R ?\I-(?Z-och) -phenﬂeagndlhgc?ro I?ﬁarrpl €
N- (denfo{e}f 5A]piaspin-3-21)-Betbatydl O- LH— benzo[ e] %1 4] di lazeglsg
{ e
> AP (oS te by D kot sghra 7 fouuAo [ L. 4
5] dlmﬂ?@ﬂﬁl 4]81aze|p)n 33;217)[5& ﬁkﬁrgs?(aan:n%gG é 6[ Difluoro N
X - -
xa}ng e‘)g £¥-I§;€Sho Jdk (@%p]éenzg# -dithydro-1H-
N (bzn@gqf@ma@gm.a)@r@mm@ | benzof e] (1, 4] di azepin
%9% ropoxy-benzam de Exa
B2-3 @b”@thﬁﬁéa%wa Pé(?d?wﬁjplaﬁnyw %éﬂlzél[oé]fﬂ-l 4] d

le 139
| ammd[b]ﬁ 41&5@?%%?12—?}0%&1%@3 di hgdro | H benzo[e]]

3- Met ho
109, zﬁxamalfe‘?a. nh(ffﬁ‘ﬁ ?W@'@}@ﬁt’%t%mQé dibyddoAHt hyl ester 30

Exaep) di -3-y1]-2-methoxy-b id
4- Am r?ge-]gm 1328?18_ }-I;retnllﬁe 0fyI\I-GI(IZZ@I(%xeo 5- phenyl - 2, 3-di hyd

r o Hxpmpisd A9 of#3-{3tClalpr-gheai) R=030PHphesdAZadihytio- 1B anpl e

%f"%er_lzo[e][lsﬂdlazepln-:i 351]-4-mde tl‘flf)xg-ben%aﬁ%enzo[ e][1, 4] di azepin
- 3Bypmplg 1 @g»[w; Qmom‘mms -ORGTHEBROCH-UBYHE0H-

15t Olb %W@aﬂr an 3&1%%—%&00_ - l(cehﬁyl 2, 3-di hydr o- 1 H
berlimpel]e[m Y- -6zCppro-Beyy])- zmwzqmmz 3ERydub-@H143
> M AR A BNy 0 L beneel o]
2 Hydnpixyowl(Meﬁmm—ﬂ-[p#wnw(x;anﬂumlmhgtﬂquphbﬁﬁ)_ hewydfe] H-
BBy ARERI i adigoher, o op one de Erarml
20[ eExfmyile 494 -MzthpiyaNd2-oxb5-(3-tei fhireoryiéthylsphpiyO)RE Bidds dro-1 H-
benzofe][1,4]diazepin-3-y1]-benzamide _
Example 105 4-Methoxy-N-[2-0x0-5-(3-trifluoromethyl-phenyl)-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3 —yl]-benzamide
~ Example 106 2-Ethoxy—N—(2-oxo- -phenyl-2,3-dihydro-1H-benzo[e][ 1 4]d1azep1n—
25  3-yl)-benzamide
Example 107 2,4-Dimethoxy-N-(2-ox0-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-benzamide
Example 108 2-Bromo-5-methoxy-N-(2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-benzamide
30 Example 109 2-Methoxy-N-[5-(3-mehtoxy-phenyl)-2-oxo-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl]-benzamide
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10 Exanpl e 146
3-(2-Fl uoro-phenyl)-1-net hyl -1-(2-o0xo-5-phenyl -2, 3-di h
WQ 20e/tdd43 benzol e] [ 1, 4] di azepi n-3-yl ) - urea ExarP@l/eB1003/004050
2- Met hoxy- N- et hyl - 4-ni tr o- N- ( 2- oxo- 5- phenyl - 2, 3-di hyd
ro 1H benzo[e][ 1, 4]diazepin-3-yl)-benzam de Exanpl e

1 t -5-ph hydr o- 15
ehst7R 10 mf/'ézbéﬁfﬁ‘ SPpry D e et o B
1 &ﬂ:zb[e ey mé’zeﬁlg%%)lpti-ﬁrtﬁt&ﬂﬁmlae 3-di hydro | H-
di azepi n-3-yl)-ure le 150

b 1,
1- Brme 311 2 YeGos NS 2 rear A o BEReIFe [ 1, 4]
5 di B@&qum& dléﬂeﬁm-@[g@)abe%gar%@”m e 151
-3-(2- oxo- - 2, 3-di hydro-1 H benzo[ J[l 4]
d, Ei@?ﬂlﬁl?@ Zyﬁl}loqgréle@e@%@ﬁgfc@ylﬂggZ ox0-5-phenyl-2,3-dihydro-1H-

4 §er@b cilazgllﬂﬁ @Wfbe‘ﬁé&%ﬁéy' ic acid

ro- 1 H benzo[e]

- 0XO0- [
1 Emmdg éBi é“WFWMI%KTES&ﬂp{S@hQQQ-Z 3-dihydro-1H-

9%{%{)@ [E‘QEL Zgl%?%)fp)#en g 3-di hydro- 25 1 H benzo |
10 e] E{cangple;} 141.(&@gmsmhsnxln)&@hydiwE>dmmpcb[e][115]4hazepm- -yD-

N- pyl) - 2- oxo- 5- phenyl - 2, 3- di hydro- | H
be%la?% gér&yp%%azepl n- 3-yl )acet am de Exanple 155

N- E@m}ﬂe Ol dr@,Sghienstly)-plRnghG-(B-ophemhen223-dihjirod- 1H-
be@él%?[%ﬁ%égd% A}I]lglygzegl n-3-yl]-isobutyram de 30

ran carboxyllc acid
[ SEJ(aamﬂdnl i d-(@iie0ya-pheyleXd-d iy froeitysben2o[8} 1, d]dinyeisin-31y1)-3-(4-

|azep| n-3-yl]-am de Exanple 157
15 Th‘lki){c%)fr?)l L‘%eh? %é‘?%%ﬂ % aci d
[ SEXddapddl OF a-(p!rm«styb - -t2flwotomEthyilyhei1)-3-98 00y -gRd1-03684 3
P / 3-d dr o- 1H benzo[ e] [
%‘%&38@? (g%h‘}]d‘&?ﬁpabgﬁﬁm e 158
CyEamipe frse ¢ aBoonib-benze)i3d2-oxo- 5-phenyl-2 3-dihydro-1H-
[ 5- &%:[gj r d hen ]Yb 2- 0X0- 5- phenyl - 2, 3- -di hydro-1
H- B [féfl PAP T P epi n- 3-yl ] - ani de Exanpl e 159
20 Pi pemipl ne- 1= (Q afm&ﬂb&blﬁle@ﬂ) 8l(2-0x0-5- Fhengl-Z ,3-dihydro-1H-
[ 5- g‘ﬁ‘? EEL? heny b - 0X0- 5- pheny
l%e [ l"’IZ &Y [ 1, 4] di azepi n-3-yl ] - ani de
B(E;t‘ﬁﬁ{ 1690 1-(2, 6—D1meth 1-phenyl)-3- (2 -0X0- 5-pheny1-2 3-dihydro-1H-
N[ 5- (3 Chl or o- phenyl ) - 2- oxo- 5- phenyl - -di hydro-I H
benzo[e][1, 4]d1azep1n-3-yl)—urea
Example 121 1-(2-Chloro-6-methyl-phenyl)-3-(2-oxo-5-phenyl-2,3-dihydro-1H-

25  benzo[e][1,4]diazepin-3-yl)-urea
Example 122 1-(4-Nitro-phenyl)-3-(2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-urea
Example 123 1-(2-Methylsulfanyl-phenyl)-3-(2-0xo0-5-phenyl-2,3- dlhydro-lH—
benzole][1,4]diazepin-3-yl)-urea

30  Example 124 1-(2;6-Dichloro-pheny1)-3-(2-oxo-5-phenyl-2,3-dihydro-lH-
benzo[e][1,4]diazepin-3-yl)-urea
Example 125 5-tert-Butyl-2-methoxy-N-(2-oxo0-5-phenyl-2,3-dihydro-1H-
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benzo[e] [ 1, 4]diazepin-3-yl]isonicotinam de Exanpl e
161 5- Met hyl -furan-2-carboxylic acid
W@ 2000026883 phenyl - 2, 3-di hydro-| H PCT/GB2003/004050
benzo[e][1, 4] di azepi n-3-yl)-am de 10 Exanple 162
F’Weﬁzd[él]@} admaerplnowl)ibenzaﬁﬁ@b :

i T WM bbb 4
N-Hefzd[ %{ﬂ@]ﬁﬁ@é@h‘nwlglbyhz)anﬂddaxo 5- phenyl 2, 3-di hydro-| H

kT e L TR B S A B R

5 [%eﬁga[gmhl]qmeﬁh Wlutea2- 0X0- 5- phenyl 15
3-di hy ro-| H be

Ex@wmp@ 1255 l@auefpeszm@&aﬁ%]e%%f Bl dhard T

e%[%fmﬁﬁ?ﬁh?gﬁlu}eaz 0X0- 5- phenyl - 2,3-di hydro-1
enzo )r?]@ i'azepi n-3-yl]-am de Exanple 166
p. @@mpaa |-<&meh@yaca— /oxo-5-phenyl-2,3-dihydro- 1

1€l kea2- 0X0- 5- phenyl - 2, 3-di hydro I
e(éog? m%%fﬂﬁ pazeeapl n-3-yl]-am de 20 Exa

l e
10 P| E?@mpéh - 4- (%'&)Xbéxﬂ)kmd gt flifydro-1H-benzoe](1, 4]dlarzrgpm- -yl) 3-(3-
hﬁoggﬁ,ﬁf&?f( egQZF;é) 2- 0x0- 5- phenyl - 2, 3-dihydro- |

I azepi n-3-yl]-am de Exanpl e 168
Wbtampéb(bﬁ’ied6(3-lﬁ’d)klycb—ph,ena]aﬁe{z-oxod—phenyl-2 3-dihydro-1H-

(Sbﬁlg({[ggpﬂ%lag qn_ ?,Bmggyl -2,3-di hydro- 1 Hbenzo[e] |

am de Exanple 169
ThIEJth’(]J&I@-ZZ Qdﬂﬂbwyy‘l—mcthals\ul&nyl-N-Q oxo-5-phenyl-2,3-dihydro-1H-

( 0x0 3-di hydro- 25. 1 )
15 %[gﬂ @%lafepin'g']ygl a%%ﬁ“ﬂ‘% 3-yl)-am de Exanple 170
1 E;&n{ﬁk@}ﬁ Ehﬂﬂydneﬁufﬁnﬂmya}om—glxphwlhz,éflg]lyﬁm Wdi azepin
i 0 rea Exanple
13?%2%55(@1 é]td gﬁ ?ygbg %oémhydro | H benzo[e][1, 4] di azepin
- 3E)§a|n)p-1d 3134t IN- QFXD:&I-\b :Bp&ny] 2, g*d&ig(dﬂﬂlfﬂi-)balmp[@[l ;HYCEazepln-3-
i car bgx Ci
(2311 3’58&51’%%18;9?‘8 © Sﬁ%ro | H benzo [e] [ 1,4]
20 dl B;Zaﬁ?rﬁjl&}ﬁ- SZI-P)lucﬁdSINJ(e s SrfHefry1127B dihydro- lH-benzo[e][l 4]diazepin-

Pﬁgr azol e 4- car boxylic acid
23% 3’52351’1 yl -2, 3-di hydro-1H 100 WD 2004/ 026843

EXCIEH&%I 033/ Q@ﬁﬁﬁorotw 2 i2-0kebpherli-dizadibnire- 8- yl ) - ami de
anmpl e

6- llﬁnﬁ%[ﬁmfﬂﬁl?ﬁz%nﬁy@?ﬁ%@ phenyl - 2, 3-di hydro- | H
benzaigid (3 N-gl oz PbRendt-¥ B)HIUIER T HbaHofta] 1,4]diazepin-3-y1)-2-

25  propoxy-benzamide
Example 138 2-Iodo-N-(2-0xo0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-
yl)-benzamide ‘
Example 139 3-Methoxy-N-(2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-terephthalamic acid methyl ester

30  Example 140 4-Amino-5-chloro-2-methoxy-N—(Z-oxo-5-pheny1-2,3-dihydrb—lH—
benzofe][1,4]diazepin-3-yl)-benzamide
Example 141 1-(2—Oko—5-phenyl-2,3-dihydro-1H—benzo[e][1,4]diazepin—3-yl)-3-m-
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waldwdeas4d H benzo[ e] [ 1, 4] di azepi n- 3-yl) - am de BEXHGBR@3/004050

10

15

20

25

30

Exanpl e 175 2- Et hoxy- napht hal ene-1| - carboxylic acid
(2- oxo-5-phenyl -2,3 5

176 9- Oxo0-9H fl uorene-|-carboxylic acid
( Zolykored- phenyl - 2, 3- di hydro- | H benzo[e] |

1 Bt i}zgﬁ ?H@%‘%@%@WQ% ¥ qugenlyyggrdb%g% 1 aci d

( Zye?chg_c]g} 4]@?}1@%)!_1-3]8/1)%@1&31;&11"1 8 | H benzo[ls]

[#"61?‘@ ﬁgpgﬁﬁ;?thé‘y@l‘gipﬁ’ﬁf’d? Bhef"gl-i(ggpré@[déﬁ ?‘i 4] di azepi n-3
- Béh}d{@]l[bﬂ%la@elﬁﬂs@l)tﬁé’yﬂfaﬂ%ﬂyﬁenﬁﬁﬁ&é Exanpl e 179

rono-furan-2 carboxyllc aci d

( Boissigles ooy M i P A SRR U |
1, &hﬁﬁ[@ﬁ{?@}d&z&nﬂh)ﬁ)@m@@ﬁmaﬁlé@0

(2% Benzof ur an- 2- car boxy
U

wplesldgh drfipdroxy3N-¢R- Wdﬁ‘thnVl -2,3wlihydro-1H-
b%ﬁ&[ é}&i 4%&5151%%?%9%@1&0 AFaHRdEX arrpl e 181

i dro-1 H benzol e] 4] di azepi n-3

it B e Pl or B I o G 8 i o 1 -

(20 2oz 3. Ba8inydr o- 1 H benzo[ e] [ 1, 4] di azepi n- 3
e%e]grﬁlgm l%myg etah | ester 20 Exanple 183

( ﬁmlﬂﬁ h éMﬁh@i}’Q\T-meﬂl,Y{jﬁﬂﬂIOI-Ntﬂéﬁm{SeﬂhFllyl-@}ﬁthé%ilE 3
[ | ester Exanple 184
YA&Z"[ﬂﬁ%ﬁ%‘%‘gg eny E;a% di hydro-1 H benzo[e] |
1 Elzqamp&zlelﬁl h-t@t-Byty}-3-22-vini-Dphenkl.2-diydse Blani de 25
AGLL V] =Py nples 1 to 74 and 83 to 124 were
t}g%&éé}ﬁlgﬁé%%€3ggﬁf%w ng protocol. XTT Assay
PrExampisl 1430 1-Thyeloheyt&r(2-©80-fiphbsyl-3f3-diBydsell H-t | ssue
| t pl-at seeded with Vero cells at 3x104
cLeh Péj"/[aé Jﬂ%l(a?e H\f'g'lﬁ el s/wel | for toxici ty studies) in
1QExaoipleli50 [l -Foifyl436(@onors-phéiy- W3- dABA%s-0 B8R4 e][1,4]diazepin-3-
Pcy (GB2003/ 004050 and incubated at 37C overnight or
hear | ng confluency. For primary screen, 25 |
C dixamipleds 1 e Baityade@ ax oS rphedyil 2, 3-dihdd?6-1H- mzb[el]m 4]diazepin-3-
gle wells to duplicate plates. Athird plate was
prz)p F2d for sinultaneous toxicity investigation.
Example 152 4,5-Dimethyl-furan-2-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-

1H-benzo[e][1,4]diazepin-3-yl)amide

Example 153 Piperidine-1-carboxylic acid (7-chloro-2-oxo0-5-phenyl-2,3-dihydro-
1H-benzo[e}[1,4]diazepin-3-yl)-amide

Example 154 N-[5-(3-Chloro-phenyl)-2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)acetamide

Example 155 N-[5-(3-Chloro-phenyl)-2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl]-isobutyramide

Example 156 Furan-2-carboxylic acid [5—(3—chloro-phenyl)-Z—oxo-S-pheﬁyl—Z,3—
dihydro-1H-benzo[e][ 1,4]diazepin-3-yl]-amide

Example 157 Thiophene-2-carboxylic acid [5-(3-chloro-phenyl)-2-oxo-5-phenyl-
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5 For follow up investigation, 70 | of conpound in
duplicate wells were added directly to culture nmedi um

w@003/026843 i nal concentration and' /z | og seri al PET/GB2003/004050

diluted down columms of plate. A duplicate plate was

pr epRadedb AH-Bénzb]el[aa ih-9XfCiride 1 Nvesti gati On 10
Cells vvere |nfectec¥ V\Aﬁtmﬁg%S TWCRdSV to give mo.i

SortEply 198 oFyelphexpnesarberyle peid &1‘(3\%]9@}‘131%9@}’1%'25{{?{66&119@’1'2 3-

t hegy @[nghi 45{3@6 Rlate.and i ncubated at 33C for
6 1M Ogegl I p I\%?\%/ere added to stock XTT

so@qam@h 15f9| Rigeridiaps: calizwm apES-(3rpderobeny hndroxee gt phenyl-

XTH R I wel | and incubat ed
for 5%%?51%{)%%@&%} ates wtgﬂe sggken (DynaTech

Varixagplgdép) NeliSqr(dlaso-phenyh-240x045phenpis2, ddthydiol Glved t o

co g. Absorbance at 450 nM
%ﬁﬁﬂ@ﬁdﬁk@ﬁh?g&ggﬁ%ﬁ%@d usi ng M crosoft Excel
s offxample. 1 60/h KMty - OD4 %53 eambpedid iavig (2-oro-Hiphetydd,3-dihydro-1H-

unt, 2GRl corresponded to 100%
| nh| ga@hﬁgﬁé}{?ﬁlﬂ%%ﬁ@ﬁ%nm readi ngs (infected control

10c eIerl)ipbdﬁB eByreriked-camboxyHO aG8/42-orkui-Hiphényh2, 3 iditgidfo-1H-

f?@%&éﬁ?tfbgﬁﬁ Sg%,él)%%’t“ed agai nst OD450nm and | Cso

&8¢l culated from either readi ng

SO%xmbkad 68 r NF[ﬁgﬁB-a/ﬁnhomy phetyl)iPgoxoeHpesgi-nB-ditgdal M5 S.
5 t0,184 were tested according

l o[e 174§di 1n g oé
éﬁ' AR LT B bel ow. XTT Assay
Pr (Bxaxnplle 184 eThioptene-B@ambetyllis acii [ 96 -wethbxt-piaesti-2ChtbiSUtenyl-

pl te eed p- 2. cel.ls at 30 4x104
5cei’il’ ‘Iﬁ%\/ﬁ) %&XQAUHHZ%W SY&Pdhd toxicity studies

in E_klﬁkﬁbleo’s_s n@yﬂlcbhé?ﬁfédarbdxvﬁﬁ%bgi %32%684/ s angﬁ}gmgm -5Qhenyl-
ntg.l Jeari co

AcibH% ef[@%%e%% #iamidcted with 25 gl RSV
pr @xhmpls 1196 t Pipsratied] -tabdk WM@ac@@f@-(@%éthdﬁd#ﬂhenﬁPZ-%ﬁ& DNgl(x)enyl-

he fi nal

LI f d d
\é\gﬁée‘ﬁ@géo 1@:11’%3%&%81”%?%%2@%%6‘28@?6 of sterile

20di Ekhﬂlﬂ)l@d67\/aplﬁéndw4ica?§tﬁgﬂc 4o b8 R th & - p\P@xll}llﬁZ-Qf(o gjlﬂﬁenyl-

25

30

te._and _incubated at 37C for 6 days. Sone

PI\/%’-”V\SE?@T‘%Y&IH@@“%%G]& Hdwrzeri3-gllgstdst i on, fi nal conc - 25
M Ek/ﬁn%@_l?@g‘ @)Ebldhex\ﬁké'ﬁ@%xw T4 RIVB- éﬁQJr&-tZ oRb- 5%@%1 Za_’adﬁ* Iro-

eac and i ncubated for 1 hour at

w&ﬁd}?ﬁ@q{@éhﬂlﬁgzwnﬁﬂf)@ml% untreated control ceI I s)
CORkSRRO M6E ArtliGhhene-2-carboxylic acid (8-methyl-2-0x0-5-phenyl-2,3-dihydro-
- 1H-benzo[e][1,4]diazepin-3-yl)-amide
Example 170 1-(2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-y1)-3-
thiophene-2-yl-urea
Example 171 1-(2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-y1)-3-
thiophene-3-yl-urea
Example 172 Pyridine-2-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide |
Example 173 1H-Pyrazole-4-carboxylic acid (2-oxo-5-pherniyl-2,3-dihydro-1H-
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100% i nhi bition. M ni mum OD450nm r eadi ngs (i nfected
control cells) corresponded to 10 0% i nhibition.

WO kaglo2d4xoncentrati on was plotted agai nst ODABONGB2Wd/004050
| C50 val ues were calculated fromeither reading 50%
v&ieﬁﬁo[é][pﬂﬁ@t@ﬁh3qﬂ) ansidag regressi on analysis. The

ok 1 B s BN g a8 B e 0a 00050

Taeneo[d][ Exjatipéen-3FT)-li€hflarhidd) TD50 (2d) TD50 (6d) 2 4
0. Baggls 1732 BT pepyiengipear RS a4 Gopron oy
5 174iBydrd-8HDeAf[2)[ 10Ria26h-390-288de21 6 100 100 22 4
Example 176 9-Oxo-9H-fluorene-1-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-
1H-benzo[e][1,4]diazepin-3-yl)-amide
Example 177 2-Oxo-2,3-dihydro-benzoimidazole-1-carboxylic acid (2-oxo-5-
phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-yl)-amide
10 Example 178 (2-Oxo—S-phenyl-Z,3-dihydro-1H—benzo‘[e][1,4]diazepin-3—
yl)carbamic acid tert-butyl ester (
Example 179 (8)-4,5-Dibromo-furan-2-carboxylic acid (2-oxo-5-phenyl-2,3-
dihydro-1H-benzo[e][1,4]diazepin-3-yl)-amide
Example 180 (S)-Benzofuran-2-carboxylic acid (2 ox0-5-phenyl-2,3-dihydro-1H-
15 benzofe][1, 4]d1azep1n-3-y1)—am1de
Example 181 (2-Oxo-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)-
carbamic acid methyl ester
Example 182 (2-Oxo-5-phenyl-2,3- dlhydro lH-benzo[e][l 4]diazepin-3-yl)-
carbamic acid ethyl ester
20  Example 183 (2-Oxo-5-phenyl-2,3- dlhydro-lH-benzo[e][l 4]diazepin-3-yl)-
carbamic acid isobutyl ester
Example 184 2-Oxo-N-(2-ox0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-
yl)-2-thiophene-Z—yl-'acetamide

25  Activity Example 1

Examples 1 to 74 and 83 to 124 were tested using the following protocol.

XTT Assay Protocol
30
The inner 60 wells of 96 well tissue culture plates were seeded with Vero cells at

3x10* cells/well (1x 10* cells/well for toxicity studies) in 100 or 150 pl of medium

101



23 5 243 252 26 2 27a 0.3 100 27b <0.3 >1 00 28
529 2 303 315 322 104 WO 2004/026843

WOMDAGBRBED3/ 004050 33 2.5 34 3 35 6 36 15 BFI/6GB218/004050
6 50 40 39 10 60 50 40 10 50 15 41 10 100 100 42

20ard3noBBatedi4t 33€C o%m%ﬁl or 46ti13Garthg c3RX1ukASy. SHr phithak/drebl) 25

49 50 100 100 50 50
! compounds were added directly to 100 pl medium in single wells to duplicate

plates. A third plate was prepared for simultaneous toxicity investigation.

5  For follow up investigation, 70 pl of compound in duplicate wells were added
directly to culture medium at 3.2x final concentration and ¥ log serially diluted
down columns of plate. A duplicate plate was prepared for simultaneous toxicity

investigation.

10 Cells were infected with 25 pl RSV to give m.o.i. ~ 0.2. Some 100 pl of sterile
' distilled water were added to the outer wells of the plate and incubated at 33°C for 6
Adays. Some 0.25 pl/ml PMS were added to stock XTT solution, final conc. 25 pM
PMS. Then 25 ul warmed XTT/PMS solution were added to each well and incubated
for 5 hours at 37°C. Plates were shaken (DynaTech Vari-Shaker) vigorously for 10
15  mins and allowed to cool for 15 mins before sealing. Absorbance at 450 nM was

measured and data analysed using Microsoft Excel software.

Maximum ODasonm reading (uninfected, untreated control cells) corresponded to

100% inhibition. Minimum OD4sonm readings (infected control cells) corresponded to
20 0% inhibition. Logl0 concentration was plotted against ODuspum and ICsy (Table 1)

values were calculated from either reading 50% value from graph or using regression

analysis.

Examples 75 to 82 and 125 to 184 were tested according to the protocol described
25  Dbelow.

XTT Assay Protocol

. The inner 60 wells of 96 well tissue culture plates were seeded with Hep-2 cells at
30 4x10* cells/well for compound activity and toxicity studies in 100p1 of medium and

incubated at 37°C overnight or until nearing confluency.
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515 523 53554 1.530 55330 56 557 0.7 58

1.2 30 595605 613 621.5 631.7 64 165 2 100
wW®2003/026880 67 1.5 100 68 1 69 1.5 105 WO 200B¢D&836H3/004050

PCT/ GB2003/ 004050 70 1.5 100 71 3 50 72 1.5 100

73@eﬁs W80 infdBR With 25 ﬁq{g\ﬂ bvisushPRiratdrb gﬁ/e%omw TYRach
LC-Ms data XTT | C50 P|'C5O (2d) TC5 RT/ m n

ESWEB@S uMaF tegsarrxp@zmdg@erg added. The ﬁnal DMSO concentratlon was 0.5%.
Some 200 il of sterile distilled water were added to the outer wells of the plate and

incubated at 37°C for 6 days. Some 0.25 pl/ml PMS were added to stock XTT
5  solution, final conc. 25 uM PMS. Then 25 pl warmed XTT/PMS solution were
added to each well and incubated for 1 hour at 37°C.

Maximum ODysonm reading (uninfected, untreated control cells) corresponded to
100% inhibition. Minimum ODysonm readings (infected control cells) corresponded to

10 0% inhibition. Log10 concentration was plotted against ODssonm and ICso values
were calculated from either reading 50% value from graph or using regression

analysis.

The LC-MS data for Examples 75a to 184 is also shown in Table 2.
15
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75b 4.83 ES+ 464 0.6 >50 76a 5.2 492 3.5 64 76b 4.81
ES+ 442.49 1.2 >50 77a 5.28 ES+ 432 4.6 >50 77b 4.85
WEBW44384316° 0.5 33.2 78 5.62 ES+ 454 2.7 32.BCT/GB2008/004050

65 79b 5.03 ES+ 410.44 5.8 >50 80a 8.7 33 80b 4.83
EST%%.ISO 2 >50 8la 5.39 ESt+ 395.46 8.4 63 81b 5.01
ES 46 1.2 35.6 82a 6.7 >50 82b 5.21 ES+ 436. 49

1.5 >50 83 5.37 438.44, 436.39 6 >100 32 84 4.74

ES+403—54—2—>106- 310085 46 ESHAtE_54 4100 =10
56 4. 95 EEFE50 59 5 OO0 Ib0| 7 EEE RorJae BY 450
50 88 5.64 ES+ 490,422 0.3 100 40 89 §.190 ES+ 43]
0.8 >100 >160 90(5 11 ES+ 43[ 0.5 100 100 91 5.65
ES+ 420422503 100100, 166162004/ 026843
PCT/ GE2003/004050] 92 532 ESk 404 <0 31100 100 93
5.44 HS+4315<0.3 100 >0 94| 4.91 ES+43l 1.5 >100
>100 [05 5. 81 ES+31 1.5 100 5100 96 5.3 ES+ 414.54 5
>100 ST00—g7 5t ES¥4EI 555 >100 >100

6 6

7 2

8 2

9 2 70 100

10 1.5

11 0.5 100

12 25

13 1.5 100

14 1.5 100

15 1

16 2

17 5

18 2

19 2 100 100)

20 25

21 6 100 100

22 4

23 5

24 3

25 2

26 2

27a 0.3 100

27b <0.3 >100

28 5

29 2

30 3

31 5

32 2
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98 5.17 ES+ 414.54 5 >100 >100 99 5.69 ES+ 420.49 1
100 >100 100 5.58 ES+ 420.48 4 >100 100 101 5.36

wWE3B4826845 2.5 100 100 102 5.79 ES+ 435. 46 7 pADGB2MGO04050

103 5.69 ES+454.47 7 >100 30 104 5.69 ES+454.48 5

>100 *T00 3805 5.6 ES 454.49 9 >T00 >10 106 5.7 ES+
400 0.[7—>1+00—>100—167-5-33—ES—414—<0-3—60—60—16
5.32 ES+ 464, 466 2 >100 >100 109 509 ES+ 416 54 D 50
100 110 5.%1 ES+ 431.53 '5 >100 >100 111 5.29 ES
400. 49 3 >H0 >100 11254.87 [ES+468 1.5|>100 >100 | 113
4.69 ES+399—1-5p106—100—114-5-37ES+386-5—>100 60
~ 115 5,|. 32 + 3991 50 1 >100. 60 116 549 ES+455 U5 2
20 20| 117 %.67 BS+ 517 33, 519.3%% 60, 100%°118 5. 14
ES+ 463.41,39465. 41 2 >100 100 11%05. 54 |ES+ &389. 40| 2
>100 30—12/—4-98ES+399-55-6—>1ag 60121+ 5502 ES+
416.49 4 60 60__1RP2 5 2 ES+ 416.49 0.4 6020 123 5.2
417.48 2 >110 100] 124"'8. 02 Es439'%1 5 70 60'9%125 5. 84
ES+ 442.54 & 1 >5p 1020WD 20/04/ 026843
PCT/ GB20031 4040501263461 A4

44 10

45 20

46 30 A

47 30 100 50

48 100 50

49 50 100 100

50 50

-51

52

53

54 1.5 " 30

55 30

56

57 0.7

58 1.2 30

59

60

61

62 1.5

63 1.7

64 1

65 2 1‘00

66 1.5 30

67 1.5 100

68 1

69 1.5
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127 4.35 ES+ 407.44 9.4 >50 128 4.65 ES+ 389.46 6.1
>50 129 4.53 ES+ 401.47 4.9 >50 130 4.95 ES- 437.35
W@®20048:8%83 131 4.82 ES+ 405.44 9.6 >50 132 5.BO1/682003/004050
389 6.3 >50 133 4.26 ES+ 432 6.2 77.2 134 4.77 ESt
414 6.p 77 -} 13575 2 BS 374742 9.5 >50 13§ 507
ES+ 39242 07 =50 137 5.65 S+ 414. 46 8. 3 =50 138
5. 25 482 8.
2.5

o]

5151 139 4.89 ES+|400 9.2 98 14¢%5. 03 |ES+
435. 45 68 141 4.82.FES+ 412.50 4.3 >50 1@ 4.78
ES+ 402750 B4 >50° 1437473 EP- 463 3.8 Po0 gt 454

ES+ 4006550 45439 -ES+1400—1-9->50—146-5. 08

. o

ES- 401 9 5850 147 5.%> ES+|445 ' 15.9 550 1%8 4. 56

ES- 3409.57 % >100|>100 15149 4|76 ES+ 377.57 106 >100
>100 150 3.87 ES+ 345.55 2 >100 >100 151 4. 43 ES+.
351.58 1.5 >100 >100 152 5.17 ES+374 0.3 >100 100
15Fableyy ES+ 397.52 5 >100 >100 154 4.31 ES+ 328.49 -3
>100 >100 155 4.95 ES+ 356.51 6 >100 >100 156 5.17

B aoteta] T 0 (ORsY 7 Puticom [ 2o | 1oy eal’
RT/min ES

75a , | 482 ES+ 464.33 24

75b 483 ES+ 464 0.6 >50
76a 5.2 492 35 64
76b 4.81 ES+ 442.49 12 >50
77a 528 ES+ 432 48 >50
77b 4.85 ES+ 432.46 05 - 332
78 5.62 ES+ 454 27 325
79 8 65
79b 5.03 ES+ 410.44 5.8 >50
80a 8.7 33
80b 4.83 ES+ 372.50 2 >50
81a 5.39 ES+ 395.46 8.4 ’ 63
81b 5.01 ES+ 395.46 1.2 35.6
82a 6.7 >50
82b 5.21 ES+ 436.49 1.5 >50
83 537 | 438.44,436.39 6 >100 32
84 4.74 ES+403.54 2 >100 >100
85 46 ES+415.54 4 >100 >100
86 495 ES+ 399.59 3 >100 100
87 5.68 ES+439.51 4 50 50
88 5.64 ES+ 420,422 0.3 100 40
89 5.19 ES+ 431 0.8 >100 >100
90 5.1 ES+ 431 0.5 100 100
91 5.65 ES+ 420,422 0.3 100 100
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158 5.74 ES+ 396.53. 2 100 >100 159 5.1'5 ES+ 397.52
2 >100 >100 108 WD 2004/ 026843 PCT/ GB2003/ 004050 160

W 2004/026843 391. 48 10 >100 >100 161 5.52 ES+ 414PQr/G8008/004050
162 4.43 ES+ 358 2 >100 >100 163 4.67 ES+ 352.51 5

s AR sl L Pt A AT P
167 4.9 387.582 ¢ >E6#33100 168‘05. 43 |ESH@D6. 53>80
>100 >400 |16%15.[18 E5#3376.44 5 PP 30| LI, 4 A2, F5+
37 40— A 1>50 47+ A—43—ES+ 3774044 >56—1F2 461
ESt 35% 6.4 5. 4 1¥8*48'66 ES+ 3U%B 8.3 9990 174 21%6
ESt 4065 46 {6. £3 60 t§54145545 S-‘l-_'4§(’_)‘. 5(? §.;'._'Z1r96’5‘>0n 11Zo§
T U A T I R (VI
396. 46982, 6 |3A.1T 18ES+44@354ES+ 310555 9.i6 >156) 182106.‘47
39052 54298 Vio S50 064 PCH CBa003/ Bhaose D
100 5.58 ES+ 420.48 4 >100 100
101 | 536 ES+435.45 25 100 100
102 5.79 ES+ 435.46 7 >100 >100
103 5.69 ES+454.47 7 >100 30
104 5.69 ES+454.48 5 >100 >100
105 5.6 ES 454.49 9 >100 >100
106 5.7 ES+ 400 0.7 >100 >100
107 5.33 ES- 414 <0.3 60 60
108 5.32 ES+ 464, 466 2 >100 >100
109 509 ES+ 416.54 2 50 100
110 5.21 ES+ 431.53 5 >100 >100
111 5.29 ES+ 400.49 3 >100 >100
112 4.87 ES+ 468 15 >100 >100
113 4.69 ES+ 399 15 >100 >100
114 5.37 ES+ 386 5 >100 60
115 5.32 ES+ 399.50 15 >100 60
116 5.49 ES+455.45 2 20 20
117 | 567 |[ES+517.33,510.33 6 60 100
118 - 5.14  [ES+ 463.41, 465.41 2 © >100 100
119 554 | ES+439.40 2 >100 30
120 4.98 ES+ 399.55 6 >100 60
121 5.02 ES+ 416.49 4 60 60
122 5.2 ES+ 416.49 0.4 60 20
123 5.2 41748 2 >100 100
124 5.02 ES439.41 5 70 60
125 5.84 ES+ 442,54 6.1 >80
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CLAI MS 1.

formula (1),

Use of a benzodi azepi ne derivative of

or

a pharmaceutically

acceptabl e salt

WO baaends43 i n t he manuf acture of a nedi canent fPCT/GB2003/004050

treating 5 or preventing an RSV infection R2 O (R3)n
I rR512gI) -N1R4 RESM;%@ n: R &gpredents Cl{ 6 :abkyl,
army—or Leroar —RZ+eptresents—hygrogen—or—Ci. 6
al kvl12710 - 4ch RESH40%He dame ©F diflf erent and®
repre@gnts h@ésogen,gshygbr@xy, Cl.&1 al kyl, C 1|6 >50
alrk 6=l Illll 6 hafoal Ryt C1r6
hjlgaﬁyﬁoxv A nﬁﬁ%ﬁ‘ﬁm 6 _al ;{fu)a ino, di{CTo8
allky ! sani ro, 4.9% tF o,Escyames - CO2R'9.7 - CONR' RL, 39.5
- NFF OR —= 7R STOZR, -9( O '
AP S N S TN T e P
dif f evs@nt andBor epr eE8MEY 15 hyd@@gen or Cl.6| al¥9l ;
nifst rgg0t03'4_25R4 re@igegﬁns hydr@gen ar CL.6 pl kyb, R5
r epresents—ct—6—al r\ H at-y het-eroar-yi ; barbucy'c.lyl
het erGéycl yl4-i7 ar vyl -EPCi“G al kyl )85 hetleroaryl t (¢1:'6
allkyl s, clar b,gcycl )éss,(o,mg allkyl )95 20é >50
heterocyctiyt=o(C: U atk aryt=(Ct hydroxyat Kyt )3,
het er B&r yl -L:Té[’ g?x"{'l?al IJ- jIr‘ar ocyclyl .g(%%ﬁ
hydr onsyal Ky! 3.65, hetasmw.ca yll-(Cls6 hyldr oxyal kyl3e,
anyi =GO -1 heter.gar yl O-,
car hn1rL3\%/nl \I %5('\\ C( 9 Z\"g?‘)"yg‘:l( \_Ll) r‘/@l QY/ 51GF
~XR6:; 13X repr‘b@ents 5@0400 SO - 9 -S(j0)2-; ahd 9% -
re,qbesent§03C1 6 @ngyg% hydroxy5 Cl- 6 al koxy, ggl-6

al —ky*thi O "LgJI heteroar DA car UULybl yI ;
hdt erdycllyl482ar | E664135%] Kyl ) - 43 het dr oar vl - [ CI°58
allkyl 42, carim;cycl s+ u6dsd dal kyl 3.4, hdterocyc| yl>s6Cli 6
R AR S R =

144 4.54 ES+ 400 5.5 >50

145 4.39 ES+ 400 1.9 >50

146 5.08 ES- 401 9.5 >50

147 5.02 ES+445 15.9 >50

148 4.56 ES- 349.57 5 >100 >100

149 4.76 ES+ 377.57 1.5 >100 >100

150 3.87 ES+ 345.55 2 >100 >100

151 443 ES+ 351.58 15 >100 >100

152 517 ES+374 0.3 >100 100

153 5.01 ES+ 397.52 5 >100 >100

154 4.31 ES+ 328.49 3 >100 >100

155 4.95 ES+ 356.51 6 >100 >100

156 517 ES+ 380.46 1.5 100 100

157 5.51 ES+ 396.45 5 >100 100

158 5.74 ES+ 396.53 . 2 100 >100

159 5.15 ES+ 397.52 2 >100 >100
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WO 2004/ 026843 PCT/ GB2003/ 004050 O0-, heteroaryl-(C
1. 6al kyl )-0-, carbocyclyl-(C1_6 al kyl)-0O,

whedogasyxl yl - (C i _6'" alkyl)-O or -NR'R' whePE&l/GB2@3/04050
R' and Ris the sama or different and represents
hydro LT 6, aT[K rgocycryl  heter ogygri v, v,
hgi ar gggul ﬁ4r4\l| gﬁcﬁgb\/? y Lnt eroar \ﬂ%&(zl_é%f)y
al kyl 181 car @é@ycl yI E%‘Gﬂf 6 al kyI P- or (5 100 60
het er qucly -4(4@1 6 aggy@a 2. Usg accordifg to clogl M
1 ret-et-A—each—H3—i-s—the—sane—oer—di-f ferent—at
r epr eséht s |hdt%gdn, ERYHPHRy, | C1-65 al kyl ,>'€4. 6 aﬂ@@xy,
Cl16 abkylthig Cl. 6shedaal kyl, Ci.6 hal oad)d<oxy, 100
ammo, 10 IUIIU Cl Hrytamno,—dir (i 6—atkyt)anino;
ni rn16§‘varm (Z(“2FQ'E§l Qﬁé@R R, ZNH 04,>'9 100
-S(0) 256, -NH-7$( ) 2Bs+8a3.57S( O) NRYs wher e00 edch>18e
and" RIS {N ane or ferent agd represeprs
hydr 091;\6:3?1 ol %(_,4? al l./\/((jbi RS tepr ncnanF 1§5] l(\/T1,OO
aryl, 16&t enodmyl , c@ﬁb@@g{iél yl, heferocycly100 |15>100
aryl- (6o 1- 6 %I.1Isyl) eshefegioaly! - (§ 1.6 lalkyl ) -}, 5
carbecyetyH~—(C—1-6—altk heteroeyelyrH—(Cc1—6
al kyl )ﬁoor - X6 ﬁ§b$75,§€nt $ -C34 -s O) or -SF@B 2-1;
and R67f epres,eugts C£3537a|4by| hyd;rg)xy, Cl_6 al|koxxyg
Cl6—atkytthro, gryl etervparyt;—carbocyctyty;
helerd&cl Y1 %4yl - (B ®7al kil ) - Shet edoar yl - (Ic11%820
al kyl )173 car tacmycl yI E§Cu66 al kyl )s3 hetlerocycllyl -45C1.16
al kyl each and R~ 1S tjhe gane
or XI% nrnr I)!;(‘Slgd 'rngg{agjﬁgfs 1\/drggen, Cl 6 al !1\}/!’
ca bod?&:l yI, h%et ar oE§T45IS0 aryl , &kt eroaryl, >50
aryl -(19;51 6 alslgyl)- g§+j;*5<gt4groaryl 4(§1 6 al kyl) . o@o-
3. rUse—aceotch Ilg to—et+ther—etarm-3i—or—e¢tatm 2 whetreHn
R [is'®. 2|alfkyl orE§T§/1I25° 4| Uséaccold ng td an$® one
of | t hazgregedi ng |cl ai s V\,her ein B is hydr oger|. o))
Use or di Mg Lo fany_o[re e T eceding—charmm
mam.z LS Walln gﬁ c?g hydroXy? C144" al kyl|, o504
al koxygo Cl1- 45aJh kylthsm%@m 4| hal @ kyl | C1-. 37.1
hal| oal.kKpXy] na, - jalk am mo or_di|( v
al k \,.\éﬁ, 21y -\Ag%%&%g;#gﬁﬁ)cm@azzoos/ 0daczt o
Use ad8dr di n(j4170 cl BSndB46wherei nfOR3 i § fl uorijne>50
chloriige, brampne, Eksgs2.48 0.88 >50

184 5 390 9.5 >50
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alkyl, C1-2 alkoxy, C1-2 alkylthio, C1-2 haloal kyl,
C I -2 hal oal koxy, am no, nono(Cl.2 alkyl)am no or di

W@ gb4M2a@kkyl )ami no. 5 7. Use according to any PCEGB2003/004050

the preceding clainms wherein R4 is hydrogen or Cl1.2
al kyl. 8. Use according tocamymsne of the preceding

clains wherein R5 is CL.6 alkyl, aryl, heteroaryl,

carbocyclyl, heterocyclyl, aryl-(Cl_4 alkyl)-

hleLle:r ;Dawt 01§mzo<ﬂ£elﬁﬁd<déln)/ztlvelfb§ fd?ﬂxﬁléc(i)}’bri&lnﬁac%l(néiﬂly
al ky C a
het er oaPSFERRY @i% ‘g%e ’Wfa‘%‘re Qfs"emea‘%l‘%"é‘?eéﬁ %'zguqedn treating

5cl ai m SQrM%ﬁhgaﬂSsvﬁlf@ae}n al kyl, aryl, heteroaryl,

carbocycl yl, heterocyclyl, phenyl (CL.2 al kyl) -

het er oaryl - (Cl 2 alkyl)s, 15 phenyl-C(O-C(O) -,
heteroaryl -C(O - (O - %3 R6. 10. Use according to
claim9, wherein R5 is al kyl , phenyl, thienyl,
furanyl, isoxaz pyr'dyl, ycl opentyl ,

cycl ohexyl , RNzp enyl r obenzof ur anm

phenyl - f ur aryb - CH24N, nyl-C(O-C(O) -

t hi enyl - C(O) C(O- or /-XR6. 11. Use accordi ng to any
one of the precedingRclains wherein Xis -CO or

S(O2 25 12. Use according to any one of the preceding
cl ai ns erem when R6 is a group -NR R' wherein
each R "8H8™R" is the sanme or different and represents

hydr ogen, CIR'4embieyts C, alkll, argbseeysbyl , heterocyclyl,
aryl-(Cl. 4 zkl%){és- 0 het ergaryl - (C 1- 4 al kyl)-. 30
13. Use” acc§%d¥ ePﬁli‘er%%OI?GWr ein when R6 is a

10group -NR R'eagtiRhis Be sahélor dffferest dnll ?ep?@@iﬁs ﬂloééhfﬁy@fo%ncl %

15

20

25

and repr sents hydrogen, C 1.4 alk
t hi enyl 21Ky Cratay Crsalke] t@ae%tswaloaﬁwbﬁgﬂmlow aming,

VO 2004,41 8 inod t
oA m 13%2‘?%??3%&%%/ e e O ona. of

rpu
SRS TN el V1 o R Y A i A T €1

of the @ ﬁﬂmﬂ Hérﬁh%h‘ﬂ"%dek’ﬂ RR
hydr oxy, C)% 6 alg‘xléoxy Cl-6 al kyISth Sbﬁe%gﬁe@h&hmpmems

het er oaiXiFoges g Gecialy| | heterocyclyl aryl-(C 1-4
al kyl) -, hetgk @8l t0 6C 1-4 al kyl)-, carbocyclyl-(C 14

- R* represents hydrogen or Cy_s alkyl;

- R’ represents Cy.¢ alkyl, aryl, heteroaryl, carbocyclyl, heferocyclyl,
aryl-(C,. alkyl)-, heteroaryl-(C,. alkyl)-, carbocyclyl-(C . alkyl)-,
heterocyclyl-(Cy.s alkyl)-, aryl-(C;.c hydroxyalkyl)-, heteroaryl—(C1.6
hydroxyalkyl)-, carbocyclyl-(Cy.s hydroxyalkyl)-, heterocyclyl-(Ci.s
hydroxyalkyl)-, aryl-C(0)-C(O)-, heteroaryl-C(0)-C(0)-, carbocyclyl-C(O)-
C(0)-, heterocyclyl-C(0)-C(O)- or -XRS;

- X represents -CO-, -S(0)- or -S(0),-; and

- RS represents Cy.¢ alkyl, hydroxy, C; alkoxy, Ci alkylthio, aryl,
heteroaryl, carbocyclyl, heterocyclyl, aryl-(C.s alkyl)-, heteroaryl-(C.¢
alkyl)-, carbocyclyl~(C1.s alkyl)-, heterocyclyl-(C.¢ alkyl)-, aryl-(Cy.s alkyl)-
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al kyl)-, heterocyclyl-(C 14 alkyl)-, aryl-(C 1-4
hydr oxyal kyl )-, heteroaryl-(C 14 hydroxyal kyl) -,
w@ a00bozegad vyl - (Cl4 hydroxyal kyl ) -, heterocycl yl P€TZGB2WG/004050
hydr oxyal kyl )-, aryl-(C 14 al kyI) O, heteroaryl-(C 14
~al kyl) -Gi}het&rairble(@ cAliry1)-Of,Carbacyal RYC)e Wry)-0-, heterocyclyl~(Cis”

o cor g DIy T Btk sarh R R Bk qffoncad
glalr( gég ,rg;lﬁésleﬁts h?dlrggéggﬁic Ldalkyd rcﬁllbgC}h:Eﬂ Gretbm"cyblylk aryl heteroaryl
pheny!| 3L % yCQ5 HEIP{Q/ Bt eémx‘rqgt@i&ér ’;ﬁ(d%(o@ic%ﬂetél ‘%%}%’Sﬂ' or

5 phenyl lkfékoc?clw(@]@aqm j-kyl)-, heteroaryl-(C 1.2
hydr oxyal kyl)- or -NR R11l. 17. Use according to claim

16, wherein R6 is Cl4al kyl, Cl-4 al koxy, phenyl,

napht hythse aQéo?&iﬂébe%‘rﬁqfvﬂfe?éﬂM benzodi oxi nyl ,
9H-f 1 uoren-9-onyl, indolyl 20 th ienyl, fura

oxazol yl , i gaph 61‘ gap sanﬁﬁrrélkfgqr%t ancby;p;eaewts halogen ¥1y&roxy, Cis

benzot Qm&md 15 afkBRE @f, W c,qx GhIGRRN! &l ha@déﬁio%ﬂ @¥ito,

' pi perazi nyl, piperidin 0|nyf phenyl - (C12
10 al kyl) -morpﬂétnswﬂkymm@-%@ﬂ)ﬁ ﬁlky Hew m@q(cw

phenyl - F ® %hﬁldd-ROS(o R, ,-S(O, R, NH—S(O)le or-lgé))NR’R”

1H benzo[d] i mi’ da onyl “or -
accord |wigremm eaa;h)R @mleR da$ thp ﬁ@nwrehﬁ’@m@n@ F%’FWW\H@F%@H or
t he be I@;eplne derivative of forrmula (I) is a

benzodi afepl rie derivative of formula (la): R2 O (R3)n
R5 (la)r N R teprqapntdqasail®l, 200 diet2@8yiacarbocyclyl, heterocyclyl,

PCT/ GB Y thyl;

PCT] ORS00 il g Lot i

hydr ogdmtmcynlyt-@lsalkyl) RE-XR phenyl - CH2-, furanyl - CH2-,

thi enyl - or -S(0)2-; and

- R6is Cl r%?g ik E&? ’X&g?)koxy é)f)hé%%yl napht hyl ,

di hydr ocbenz&®® mepmy:hts C1.s alkyl, hydroxy, Cy alkoxy, Ci.s alkylthio, aryl,
heteroaryl, carbocyclyl, heterocyclyl, aryl-(Ci. alkyl)-, heteroaryl-(Ci.6

20 alkyl)-, carbocyclyl-(C1.s alkyl)-, heterocyclyl-(Cy.¢ alkyl)- or -NR'R” wherein

each R’ and R” is the same or differgnt and represents hydrogen, C alkyl,

carbocyclyl, heterocyclyl, aryl, heteroaryl, aryl-(C.¢ alkyl)- or heteroaryl-(C;.

¢ alkyl)-.
25- 3. - Use according to either claim 1 or claim 2, wherein R!is Cy, alkyl or aryl.
4, Use according to any one of the preceding claims wherein R? is hydrogen.
5. Use according to any one of the preceding claims wherein R’ is halogen,
30 hydroxy, CM alkyl, C4 alkoxy, C;4 alkylthio, Ci4 haloalkyl, Ci4

haloalkoxy, amino, mono(Ci alkyl)amino or di(C4 alkyl)amino.
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whemwaoedssenyl , benzofuranyl, cyclopentyl, cyckP@ieBg003/004050

10 benzodi oxi nyl, 9H-fluoren-9-onyl, indolyl, thienyl,
furanyl, oxazolyl, isoxazolyl, pyrazolyl, pyridyl,

pi perazinyl, piperidinyl, norpholinyl, phenyl-(Cl_2
alhl@l I) Use Iamf@lﬂlg tlﬁld&ioﬁi(ﬂd)rein‘Rbﬁﬁlmﬁn@bﬁl@ﬁhe, Gldtine, Cy
pheny - - ‘ )
benzo| d%ﬁ%}ﬁl §é ]&X’?)C Sipdl {;‘Lo G halpalleyl, Guedialoplkorn aming-
and R~ in®ond{@., ak§Banlibo 6F didC{f K@amidd represents
hydrogen, C 1-4 alkyl, phenyl, thienyl, cyclohexyl,

cycl opentyl or phenyl-(CH2)-, the phenyl noi ety in the
5gr qup R]Jsb@dcﬁﬂh WRpddetod e r&deﬁ Bratnlst b

single f neﬁg&ghll@}grl ne, % kyﬁr,iswgf?%ngl ilég?(dmgen or
Cl_2 al F? 5 Cl.2 hanaIkyI or Cl 2 haloalkoxy
substituent; 20 the aryl moieties in the groups R5 and
R6 being unsubstituted or substituted by 1,2 or 3
sulst i t g’ém@ogl@}géeﬁ@ﬁomroéwﬁmm@@mm@almmmrmrna is Crsalkyl,

br omi near&l |h8{€{i'daﬁﬁl cgooélycﬁill Hﬁ{erocg(%%ﬁm?ﬁ?qm a]%?ﬂ ﬂ%(tgroarcf‘i]' (Cflm

al koxy, al K

10hal oal ka¥yD- a%ﬁmclyh@waml)ﬂhmrkwc)mm}ky@r,(a@u:(m C(0)-,

al kyl)aﬁgtag 876) %0 6-S(O 2R and
-S(0O 2 v EYEIH(EEQ%E%FGSEHtS 25 Cl1_2 alkyl; the

heteroaryl moi eties in the groups R5 and R6 belng
ungubst I 5 Uk Eo) 2.s tituents
Ser bot el Eors e FHRES iAo cly gyt RafobgE™
al kyl , erbayelsl, bdbmwcly&mdierdﬂ(@haﬂcya)l- Kgteyaangl4(0;., adigd)-t he

5heteroc

neterocygh a6 RIRKELY BB 5kl he PO group

substituents selected fromfluorine, chlorine,

i 8, YRS 55eh HBREH o domsad Srav B

accor di mg:cazdyhpyHMeyﬂépehiye cpeleinagi, bghzothithyls, wherein
t he nedj.ca | treat.i ient who is
et e Bl i e e SRR

20c|a|n1l@um&b@@DNXGaJd:KBPId suffers from chronic |ung

25

30

5 di sease. 21. Use according to any one of clains 1 to
18 wherein the nmedicanent is for use in preventing

RSVL.i nf@gtdcestding t@dhyioné afithe pro&lidgtdiims wker¥BaX & -0D- gg¢€
who massagprn after 32 weeks of gestation or |ess.

12. Use according to any one of the preceding claims wherein, when R’ is a
group -NR'R” wherein each R’ and R” is the same or different and represents
hydrogen, Ci4alkyl, aryl, carbocyclyl, heterocyclyl, aryl-(Ci4 alkyl)- or
heteroaryl-(Cy.4 alkyl)-.

13.  Use according to claim 12, wherein when R® is a group -NR'R” each R’ and
R”is the same or different and represents hydrogen, C;4alkyl, phenyl,

thienyl, cyclohexyl, cyclopentyl or phenyl-CHp-.
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10 22. Use according to any one of the preceding
clains, wherein the nedicanent is suitable for
WO paoran@sal or i ntrabronchial adm ni stration. PGI/GB2@3/004050
according to any one of the preceding clains, wherein
the nedi canent 15 futher conprises an

colbourldee SHEED FRBORdN I 5 TER B A R g R of K
anti-i rgnhwmgafgge@onpound i's budesonl de or

fluticasone 5. Use according to claim23 wherein
the anti-inflammtory conpound is a |eukotriene

54 L f290 m&tacc&@iﬁé M§ oSt RhaSBcedingtiihh WhsreRr RTRIE, glky1a
I'bitor. . Use according to claim23 vvhere{nthe

ant i - | Hﬁﬁ%l@r@k%brﬁm alkylthie, aay], baterpHy e FARIRFI 8 or
Iopt er Lﬁ;rggarslby&gi ggn %&91@1)2 Keteﬂdaﬁ‘vl fECANGHN gaﬂ;ec;@ny (©ne

erein medi canment

coadni rallster kegeradyelil-ghs allyl-~ ?fbe% Hﬁﬁ@féﬂgﬂn‘é@rr&é‘iﬁmryl £G14
def i | 5,
ef i ne }Jl ueg.meyl? ”&‘arbo‘a céﬁ (gbﬁ%ﬁ%yheﬁktyﬁ hetRfocHy1-(Cyu

anti-in za conp hod of treating a
10 pat i enthysicmcﬁlék}’lbrgalﬁ/}@deyli,—g)s,d‘@mcpaﬁylécu_@al]@ﬂ) Qs \garbocyclyl-

nf ect _ gtering to
sai d pare AR O e O S e 045
~PCT/ GB2003/ 004050 anmount of a benzodi azepi ne
deg s vat e cOl R TIULA 16 derdh IS £0SHo) 1 30Ko0R®:, of

arnmaceut i call’y “dccépt abi’e sal t
t her eof alk@hio, Aryt;éabtemdryaccaxbpmctyg mwrmdvm@wl-(%ml@m

sald pat.i e tihent as i

Scl ai ms Iil'ifn{’]lcfd?ial%gga » RESAOPR, &E la?c c%’% Prl%g’“{lgc czlr%drwgaéwo)r’
329, mWabmmmzbm@dkﬂz@l-NﬁR derivative or salt

t hereof is adm nistered intranasally or .
intrabronchially. 10 31. An inhaler or nebuliser

conyai nUElﬂacaorHﬁag it clnirnts, whérein Rfcm@u aleg, C(la)alkzaxy, phenyl

benzodi az vative o %m
n any GGk drgpabrrgoseny. deohp ot e RE s A ARG,
20accept afhiedys alrinyt, ReiRBA, 1soamzd>1y1 (ﬂ;r)azalyﬂqlmfmﬁpmmtma:h}ﬂ,y
acceptable carrier or dll ? .
benzofuranyl, cyclopentyl, cyclohexyl, piperazinyl, piperidinyl, morpholinyl,
phenyl-(C,.; alkyl)-, phenyl-CH,-CH(OH)-, phenyl-CH(OH)-CH,-, phenyl-

(C12 alkyl)-O-, 1 H-benzo[d]imidazol-2(3H)-ony! or -NR'R,

25 18.  Use according to any one of the preceding claims wherein the benzodiazepine

derivative of formula (I) is a benzodiazepine derivative of formula (Ia):

2
- Too
) 5
R %N—R (Ia)
N Rr*
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15 32. A product conprising a conmpound of forrmula (1),
or pharmaceutically acceptable salt thereof, as
waledosna@d4i n any one of clains 1 to 18 and an aPCT/6B2003/004050
i nfl anmat ory conmpound, as defined in any one of clains
24 to 26, or an anti- influenza conpound. 20 33. Use
of a proguc,t accoding to claim32 in the manufacture
of a nediPE&Ment for use in the treatnment of
concom t ant 183@/ pgﬁghdra{elmyenza infections. 34. Use of a
conpound of rrrul 23 or pharmaceutically
accept abl e s%llﬁmefhﬁb‘?ré \orm%s defined in any one of
sclaims 1 to fJ8¢ig1the manufacture of a 25 nedi canent
for use in the the treatnent of human nmetapneunovi rus,
measl es;  pafab HydregsA2amethikises, nmunps, yel | ow fever

virus (B5 sgﬁsgig gﬁqn#@g%lrjﬁlag{p@ﬁgsmegﬁ d!&ﬁ)lc(hl?.' & _)(R(f us

35. A benzo ive of fornul'a
phar maceut i c&hﬂ*ﬁo-go-sé@)zeﬁtldabl e salt ther eof 116 V\D

2004/ 026843 RGT bC% Qﬂ(@é? Sphg%l agét ) 55 élieg&%ran}w

R4 R wherein: rep resen

10het er oabsgrzodiofRyly ﬁbﬂe@@nt?@nhly thdolyb thiergl, f&awlkqnazolﬂ

cach R p ARy el bESBlgIIBRALESE By,

- al kyl t hewlohetylGpiprakaigl. lpyrleridiagl, @Otrdzlobwl,kzﬁlﬁyyl -(€rd atieyD)-,
v el LR Ph‘%m&%&@ﬁ Gy ARG AR 11
- NH S( q)aaogd]mﬁ(aa)lmm “onyt or NB( mlﬁzeqch\m andR hs emcsame
R~ a d represen

Bhydr og eﬂr q}i%tsr&’f aé‘d gﬁp@?n S hf'%rqggn’f 6341?5 S “E&P 51 felotky,
r epr esesjclopeist @ghenyd(CIG)-, 6 al kyl ;
the phenyl moiety in the group R' being unsubstituted or substituted
by a single fluorine, chlorine, C; alkyl, C; alkoxy, Ci.; alkylthio, Ci
haloalkyl or C,.; haloalkoxy substituent;
20 the aryl moieties in the groups R® and R® being unsubstituted or
| - substituted by 1,2 or 3 substituents selected from fluorine, chlorine, bromine,
iodine, Cy.4 alkyl, Cy acyl, hydroxy, Ci.s alkoxy, Cy4 alkylthio, C14
haloalkyl, C.4 haloalkoxy, amino, mono(C;+ alkyl)amino, di(Ci4
alkyl)amino, nitro, -CO,R/, -S(O);R’ and -S(0);NH,, wherein R represents
25 Ci- alkyl;
the heteroaryl moieties in the groups R® and R® being unsubstituted or
substituted by 1 or 2 substituents selected from fluorine, chlorine, bromine,
Ci- alkyl, C;; haloalkyl and di(C, ., alkyl)amino; and
the heterocyclyl and carbocyclyl moieties in the R® group being
30 unsubstituted or substituted by 1 or 2 substituents selected from fluorine,
chlorine, bromine,Ci4 alkyl, C;4 alkoxy, Ci4 haloalkyl and nitro.
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R5' represents C3_6 al kyl, aryl, heteroaryl,

carbocyclyl, heterocyclyl, aryl-(Cl1 6 alkyl)-,
whedoe2@ey| - (Cl. 6 al kyl)-, carbocyclyl-(Cl-6 aP&yiGB2003/004050

15 heterocyclyl-(Cl-6 al kyl)-, aryl-C(O -

hetoer ods sy&laecﬁ@@lg 62y one of tleer rexyink ylairgy, @ﬁe@xncgle medicament is

hetero (‘f %:Hb%iﬂjg %a?ent v‘ﬁ%)t & %Z}alaclf)%n%}d %@gé@ 3k agahen

R51 is ;
6- chloro pyrazinyl, when R5' is heteroaryl-(Cl.6

al kyl)- it is_.not net h I
orZ(}Zl fUseARSATRe alm\%ﬁ é’*ﬁ‘\éﬁgx Safdy(’hgfiﬁ‘&er% Jfrgrg gf?fo%n): B

5 unsubstdidedecd phenyl and when R5' is 20 aryl-(Cl.6
alkyl)- it is not unsubstituted phenyl-(Cl.Z al kyl) -
or 4-chl orophenyl- (C2_3 alkyl)-; X" represents

- G R6lyse a@&ﬂmgﬁf any Bhe of AL 1 Rﬁl gévherl0 kheﬁ@@llicﬁﬁléﬁﬁls foeThse
al kyl, hydroxy, al koxy gg alk | thio, ﬁ%%
het er odp VFGVCWW egion i ap iy Slé PRATS picage @ho was
al kyl) bonb@ﬁé?".’a@@feé’ﬂs of g%ta@iog%r RéKY| )
car bocyclyl -(CL. 6 al ) -, heterocyclyl (CL.6 al kyl) -
10aryl-(Cl.6 al kyl)- O- het eroaryl - (Cl1-6 al kyl)-0O,
cabPOoCyGleloz drfind ifand Hé’ bDthprecdifloRNRBY GV iéteir e ilne@mament is
E? yg} or Né e erelnmg%ch R .and R' is the sane
or d| f f%lnt@hdc ftamjramawl m@b@@m@@é&@m@m@zooy 004050
represents hydrogen, C 1-6 al kyl, carbocyclyl,
heterocyclyl, aryl, heteroaryl, aryl-(CL. 6 aIk [)-
hef®r oasd ac¢@ding tedniryphy of th@memﬁ@wla}m,(@ffe@ the th)cam@}t
het er oc%ﬁ{e%/%ongpqﬁsgs £ oAl Kok at QYf&Adlob 8t antiGhivdaen
i's not unsu tut ed napht hyl
unsubstmmumeMiphenyl, nono- halophenyl 5
4- et hyl phenyl , 4-net hoxyphenyl, 4- hydroxyphenyl 4-
trlfluoronethylphenyl 4- nltrophenyl 4- cyanophenl
4- p4.pr opd zmbcmimg to dla1tn—23 whemtiy the hg’n—yxtﬂammatory compound is
4-n- pe henyl| di met hyl am nophenyl
4-neth;%¥%$6$ (ﬁﬂmeaﬁmtrlfluoronethylthlophenyl
203, 4- di net hoxyphenyl , 3, 4- dlchlorophenyl 3, 5-
di §E: 8: hen#dﬁgs%ém 2% 611181 H—?ﬁf%%%ﬁ%ﬂ/ compound is a
- d| met hyshledthstlephaposist, p&lbéphwﬂlemlerm 4 inlsibitertoe T E @ipha irthibitor.
not 2-pyrrolyl, 2- pyrazinyl, 2-quinaldyl,
2-qui noxal i nyl, 1-nethylindonly, 2-nmethyl-indolyl, 2-
bengof ugaitcord2rgheslziat 18 einydin tid-antitiefylmat@y cordpdupd jis an
unsubstituted 2-indo uor oi ndol - 2-yl ,
255. chIorBWﬁﬁB?nﬁ‘ﬁpﬁeggﬁ?gﬂﬁmﬂ -2-yl,
5- hydr oxyi ndol -2-yl  or 5- nethoxyindol-z-yl, (c) when
RO 27I S %rsg/ allc-cgr%lnggm aarllykoere )of' clanns 1 to I}gtwhAérein the medicament is
coadministered with an anti-inflammatory compound, as defined in any one
of claims 24 to 26, or an anti-influenza compound.

30
28 A method of treating a patient suffering from or susceptible to an RSV

infection, which method comprises administering to said patient an effective
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15 t hi anapht hene- (CH2) -, unsubstituted phenyl - (CH2) -
4-trifluoronethyl phenyl - (CH2)-, unsubstituted

W@ b@aptesCH2) 3-, nonotri fl uor omet hyl phenyl - ( CHRGB2@3/004050
nmet hoxyphenyl - (CH2) 2-, 4-chl or o- 2- am nophenyl - (CH2) 2-,
2,4 di Ca%o%ﬁp&%@ﬂoa{a@p@e%emms @ﬁmnaﬁlam%mbﬁr(e@hﬁa&one '
2,4-trifluoronethyl henyl - (
4- cyancﬁﬁ@ﬁwl‘(odﬁzgrztp emnasewél%isﬁ@ﬁ%}qle veFeL, (d)
when 20 R6" is heteroaryl-(Cl-6 aIkyI) it is not -
i ndol yl - (CH2),,-, wherein x is 1, unsubstituted
f BNyl A petiRyl 2accordigsto kgt tzﬁbt‘fé‘cfr‘tlh Paé‘;‘] mtle{“eﬁ-&)’@lem( @)deﬁned

mhen yb1it is not cyclohexyl (f)
5 Egna#socarbocyc$§? %C 1.6 al kyl) - is not
unsubstltuted cycl ohexyl - (CH2) 1. 3-, (g) mhen R6' is

“heger OC e*ﬂod a cokd? r@tﬁtcla rﬁ?@ ﬁ]ﬁg @H@f’ﬁl thé)lgenfod azep116le

2- hy enzo ura I's ar
al kyl) - dénﬂﬁ:metor bagt theyeof immsipsistoted iwthngdain g m‘(r{bm)ch@y
and (i) when R~ is hydrogen, R' is not wunsubstituted
phenyl, 4-hal ophenyl, 3-hal ophenyl, et hoxyphenyl,

10 ni 81. Ophﬁmyﬂlaleﬂemhbtmse}mbmn ing aéknﬂthamphp\hh;pﬂyctompnses

3 cyandBhenyis B

3-benzoi c acz;ﬂaiirns Btobl@nm lﬁhaﬁﬁacdumiaﬂy hecegtttde saltﬁhexmfm«iS

o nterl bt BUR ey pr R uenf?"xy) Pyt

-di met hyl et hyl , unsubstituted phenyl -

) unsubstituted napht or b tri,a and en

ISR 3% ndPHpSt cRmp Shatiompesnies B0 ég eifitmaciicat)
PCT/ GBZ&%%M&%&%Y @b Qﬁhﬁﬂ)’d ff1vhe Beclalﬁﬁ]llo nep:rmamtis
C 1.6 al kyl, hydroxy al kox It hi

aryl , W@?@?‘é"ﬁ%ﬂomp%ﬂdb%ﬂ? P n 2% PRg %P?#J% 26, or 2 anti-

aryI-(q%ﬂQﬂég&yhkmndheteroaryl (CL.6 alkyl)-
carbocyclyl-(C 1-6 al kyl) -, heterocyclyl-(C1.6
al kyl)-, aryl-(Cl-6 alkyl) 5 0-, heteroaryl-(Cl-6

202l kyl) l%e of‘i%&?ﬂ%@é&dlﬁg(t@llaﬁn ) K]ythé m@hufacture of a medicament
heterocycl yl -(CL.6 alkyl)-O or -NR R11l whgggln each

R and fRr ujedn fhedreatment of cogomitantdyV anddnilyeasy nioahiens-
hydr ogen, C1.6 al kyl, carbocyclyl heterocycl yl, aryl,
heteroaryl, ar I-(Cl 6 alk heteroaryl (C1.6

al Ryl ) - Usacdrakcgmywngpf fooruis (é; q@qhynna@@utlcally acceptable salt

het er oc 1, : SRl hubeRiesant s
ClL. 6 al ﬁ‘g{ew ﬁg‘gkggiy@ o4y b °f°1a%§§,1 i Kyl thio,

25aryl, meqhgqrmt {pr nsedm e dleg tedaimpent h@h@m@mqpypumovuus measles,
aryl - ( Cﬂargnﬁl!lelﬁﬂ ')1ms§sb1%{1ﬁf>§3 @fElYAW feg;:r Brus (BS strain), Dengue 2 virus

or West Nile virus.

35. A benzodiazepine derivative of formula (Ib), or a pharmaceutically

30 acceptable salt thereof
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al kyl)-, carbocyclyl-(C 1-6 alkyl)-, heterocyclyl-(C

1.6 alkyl)-, aryl-(C 1-6 alkyl)- 0-, heteroaryl-(Cl-6
w@bdoylo268@ , car bocycl yl-(CL.6 al kyl)-0-, PCT/GB2003/004050

heterocyclyl-(C 1 .6 alkyl)-0- or -NR' RL' wherein

each R and Rl11 is the sane or different and 15

represents hydrogen, Clg8 al kyl, carbocyclyl,

het erocyclyl, aryl, heté¢ro I, aryl-(Cl 6 alkyl)-,
heteroaryl - (Cl. 6 alk arbocyclyl -(C1.6 al kyl)- or
het er ocycl yl - Qgé ek jsried t hat when -R6111
is aryl it is ndf )Nspheny provi ded t K& the
compound of forml a™( niat N (2- Oxo

5- phenyl - 2, 3-di hydro- k
H benzo[ e] [ 1, 4] di azepi n-3-yl )-acetam de. 20 36. A
benzodi azepi ne derivative according to claim 35
wher ei nwherel®b1 is C3.6 al kyl, C3.6 cycl oal kyl,

het T 0yl Y\ by o LS s Yol g )

car bocyel yI @mﬁﬁ@)hydmgéa;et:@gg cl yI C( 0O-C(O- or
S-Xl 25 - &P 11 or -S5(0)2-R6'; R61
is Cl alkyl, eaﬁég‘r’(ﬁ Sa’@ﬁ opdi Teplapd represgnty nggephlmgkoxy, Cis

het er oc E1.4 o I i
al kyl ) ST &?I&a t}’m’Chﬁq{a%%%)d‘sﬁ%%??gycrfn?

ar b
(Cl.6 aP‘P??‘I’(S% mlw tis %@)ﬁmlw, éﬁ@hcwo,aG@zRe is
t he samm’@(’fm@@n{/ ag t n NER‘
al kyl, yc;,l oal kyl ﬁ))%{e?%?%?y%@ égg? @) %
(Cl.6 aTSr(W%\’R%rWFFéflé F%?é)l% Pyd R(@Ihe@aalle l@yﬂlfferent anR@dp]:esents

101 epr eserfdsoden oBCAl digh:, hydroxy, Cl.6 al koxy, Cl.6
al kylthio, aryl, heteroaryl, carbocyclyl,
het er ocycl yIRS&PY0t81. 6 al kyl )-, heteroaryl-(CL. 6

119 WO 2004/ &/ 004050 al kyl
car bocycl yl l%’%%ﬁ‘és@:g?ﬂ;—dr@%%g fe%gym yf1 (Cl) 6 al kyl) -

aryl-(CL.6 & rypr)esegts Capatkps ok, pbtero@yl, <brbedykcipl, he@xacyclyl,
oyl ) s SR SR G R BN R e same
IS or di f flestespayclih@is plsph-eswhCEORG@)o hewroafyl C@OHE@QM,,
Egtr Sgg;%%fﬂol\g_/ olyl 1@2? bm%eter&sr&ﬁfe?@)yé@f: 81” Vﬂé{( d ﬂ‘?at When
al kyl) R ﬂpgteroa%r_l; isinot g-q@ha]ﬁybdrwydhlorhpﬂfaﬂxyl, wheh 10 is
O LA B A g oy
het er o dymhylme(lm w&elaRi(ysI aryl it ianyt uﬂélﬁ’ktﬂﬁted @hé@yl érrdG«vhen R is
20 h IeL elr ;)aa@(ll (C -6 allg'yl) q is no% }llngubstltﬁteg %enyf%lccl 2 Xlk(yls or 4-chlorophenyl-
(Caaalkyl)-;
- X/ represents -CO-RY, -S(0)-R¥ or -S(0),-R%
- RY represents C; alkyl, hydroxy, C.¢ alkoxy, Cy. alkylthio, aryl,
heteroaryl, carbocyclyl, heterocyclyl, aryl-(Cy.¢ alkyl)-, heteroaryl—(C1_6
25 alkyl)-, carbocyclyl-(C1.s alkyl)-, heterocyclyl-(Cy.¢ 4a1kyl)-, aryl-(C.¢ alkyl)-
O-, heteroaryl-(C1.5 alkyl)-O-, carbocyclyl-(Cy.s alkyl)-O-, heterocyclyl-(Ci.6
alkyl)-O- or -NR'R” wherein each R’ and R” is the same or different and
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het erocycl yl - (C1-6 al kyl)-O or -NR/ RL1 wherein each

R and Rl/ is the sanme or 10 different and represents
woiyanogsmy Cl.j al kyl, carbocyclyl, heterocycl BET/GRR0pB/004050

heteroaryl, aryl-(Cl-6 alkyl)-, heteroaryl-(Cl.6

al kyl) areﬁéieﬁﬁ%y&b%én € Glaliby, EHai‘b)él:Qciyl QHeterocyclyl, aryl, heteroaryl,

het er ocycl al kyl) .. A benz |aze
der | vataifﬁ()e(\éa I5i4i l}?ﬁr‘ia&ddpm% "&FbOEYC'ZY rfFBGﬁtﬂa)sroél n

R2 is }é@r&?%ﬁ@@amﬁﬁ , prOvided: gﬁ(]‘a?\lrﬁeﬂﬂ rfeisdpl itvaddtve of

fornul a armaceut i acceptabl e salt
t her eofunSlFlPSDtu@dBaPhﬂ'(YR uggubstifuixd Rhenyl, magork aﬁ?ﬁ%ﬁ“@}s n- - R

518 pherWlneﬁkEH&§hﬁymethoxgﬁ% §4fﬁ?§1|3¥ilph9ﬁqull orine; 25 -

ni sOor 1 dr og i is
phenyl t@ﬂnoromhﬁlﬁlnlyqnybetn)m@@@yl Ao¢yan9phen>de  4-p-gropyipheryl, 4-1-

20041 0 upIARRE F EsmyRhaty ol tiaRiop B, o ;’fghmoghenyl

al koxly 3-blieodictyltiyphen g3 ﬂ+duo¢tb¢xy9h@mw 4- ¢1qlﬂ<am3henyl 3,5-
oxazo
y& chl?r%%gflp é%l,ﬁgr%ﬁn@aﬁﬁ%%é 61??,’ %—)}:ﬁ?()to-}g%ﬁiosﬂﬁw $ 4.

pl peraziny
10 plhﬁn?/l) mﬁrrﬁﬂl(ﬁf%ylphep}['ig(rw WhGHR Ol he@rary] it iphe Byiyro2, 2-
a e
is >C/3 11 lraeﬁlrp/wfz qugla%g Zé noxgl?ny ﬁhenétﬁﬁndgrﬁk)%m?thyl ﬁ@é]yl 2-

di hydr mmfawlﬂ}yémothheﬂzM1ﬂbyl Byihdolyl, unsubstituted 2-indolyl, 5-
9H- f | uog en

oxazol uormpgog-g Oﬁ ghﬁ]orowé?l-azz—%l é’/—l o%adn%dfoyi {]% -hydroxyindol-2-yl
benzot m@mbmo@mmm af)wh,en &yas z{rpb(lﬁll yhlkyl)—cgns notvexyl |
5 R bR, Bl DL e R b e
phenyl &(C@ﬂz)_-zur@{lﬂ‘sﬁfu)ed@he@ﬂ -(CHh)LOmonotrifluoromethylphenyl-(CHy),-, 3-
benzo dmletrlpoygy%lzugnlyl-gC,(I%Q-,_fcqallglr;oQ-aminophenyl—(CHz)z-, 2,4-
dichlorophenyl-(CHz),-, monochlorophenyl-(CHa),-, 2,4-triflucromethyl
phenyl-(CHz),-, 4jcyanophenyl-(CH2)2- or 3-cyanophenyl-(CHz)z-, (d) when
20 R¥ is heteroaryl-(C1.s alkyl)- it is not indolyl-(CHy)x-, wherein x is 1, 2, 3,

unsubstituted furanyl-(CHz),-, unsubstituted thienyl-(CHz)3- (¢) when RY is

carbocyclyl it is not cyclohexyl, (f) when RY is carbocyclyl-(C,.s alkyl)- it is
not unsubstituted cyclohexyl-(CHz):.3-, (g) when R¥ is heterocyclyl it is not
N-pyrrolidinyl or 2-dihydrobenzofuranyl, (h) when RY is aryl-(C1. alkyl)-O-
25 it is not unsubstituted phenyl-(CH,)-O-, and (i) when R is hydrogen R/ "is not
unsubstituted phenyl, 4-ha10pheny1 3-halophenyl, methoxyphenyl
nitrophenyl, 2—chloropheny1 4-methylphenyl, dichlorophenyl, 3,5-
dimethylphenyl, 3-methylphenyl, 3-cyanophenyl, 3-aminophenyl, 3-
‘ aminocarbonylphenyl, 3-benzoic acid, 3-benzoic acid ethyl ester, 6-amino-3-

30 pyridyl, 5-(2-chloro)pyridyl, 5-(2-methoxy)pyridyl, S-indanyl, unsubstituted
cyclohexyl, 1,1-dimethylethyl, uﬁsubstituted phenyl-CH,-, unsubstituted
naphthyl or benzotriazol-3-yl and when R’ is methyl, R” is not
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each R~ and R' is the sane or different and represents
hydr ogen, Cl1-4 al kyl, phenyl, thienyl, cyclohexyl,

weyohopsms yl or phenyl-(CH2)-; and - each R ardI/8B1003504050
the same or different and represents hydrogen, Cl-4

al kyl , 9:%\13 Hefyeifly! . cyclohexyl, cyclopentyl or
phenyl i \Aﬁ%eer ein: 15 the phenyl noi ety in the

group Ri be| Ihg represenss Ci tﬂk}émYdmxs,libstalldom,éﬁ -6 bikyHhio, aryl,
single I

&3 2 BB Earpge b1 hErociebytani ool Reidp B«
substit @ﬂknh) carbt@ydylyﬂclﬂdkﬂb—i, merbwclyﬂ}&lg;ramps aRB-(C 1 -Ffky1)-

d R6' ted t '
5gnsubst It B‘g{r? Z‘? aﬁg s gﬂ?‘%’f}gﬂtgs EIF%%OCYC%’I g
br oni nealkylp0O- DD&NR‘E/ witkeif ead® land 24 ﬂmﬂne ohy¥idifeXyand

Cl-4 al kox 1-.4 oal k
hal oal kE?QV?é%ﬁ%YH&g%g%éE‘@Xh%ﬁ’%%j%laﬁ?t?mcy%’l @Efiﬂﬁemﬂﬂ
al kyl') aagyh(C;. 6mlﬂ<$’ID’QhetCI€@HCI salRy ) 8«519009 ﬂl (26 Dk,
wherein R~ re ? 2 al kyI t he heteroaryl
moi et | eBCH" ﬂcytc}g(i (tj‘ B‘E@ and R6"' being 25
1o0unsubst it ut ed” ?fpré‘sldﬁts O} Mkﬁdh}laivaiz @{6 aﬁcow b§1t 'a!léjzﬁﬂfbsaryl
rom fl uorine

sel ect e%if Cl.
al kyl , RSIeroarplapasbacysiyL, hﬁawebfctyélarvz <§n wm)afheﬁ%oarﬂr(@x 5
het er ocmﬁwl caafbdy&ﬁr(m QMﬁﬂzl)Ll he@bc@&lyﬁ?ﬂﬁ enc&ijﬁ x?@ 1(Clog gl

group bei ng -unsu bsti t ut ed subst

su bst i tde r’i‘F@mélé(i Bl Drmearbasaslyng s al@fﬂp'@n WTOCYCM (Crs
brom ne;k@lé- 8l KRR Wlerén @iéﬁ@( Xnd 1@-15 ﬁw@%‘n@&l &ﬁ%reﬂt'ﬁd

nitro; 30 the aryl, heteroaryl car oc‘vy
15 hoi et | eXPTepEfSHYdiRESTR fats ﬁkylb@iﬂwgydﬂnm@t}’lc btaéd hg:teroaryl

SUbS T L4t B ANEn A 4R &%&Zc@%@?ﬁ% oxy

fluorine, chlorine, bromne
Cl. 2 al hjsreayFlyl-(Gos alkyBaprsaide thaawuenllif iy R0BMODR6843

PCT! CE2A08(BRA05 Brov el i} 18 Blfnddifia éﬁéhmgb {%)efs B¢l 24

car bocycl noieties In
unsubst i -ordihydiostH- b@nze@] (bt dmeplnrﬂ -Sﬂ)m:etamlde
spSubstituents selected fromfluorine, chlorine,

bromne, C1.2 alkyl, C 1.2 alkoxy, C1.2 alkylthio, C
1. 26.hal Hakiepfliazepthe Slelrwaltim accprding td eldint hatvhérbie: conpound

o 2, Sl IS BN £ B
. alkyl), aryl-C(O)- C(O)— heteroaryl -C(0)-C(0)-, carbocyclyl—C(O) -C(O)~,
heterocyclyl-C(O)-C(O)- or -X/;
25 - X'is-CO-RY, -8(0)-R¥ or -5(0),-R%, |
- RYis C; alkyl, hydroxy, C. alkoxy, C . alkylthio, heterocyclyl-(C1s -
- alkyl)-, heteroaryl~(Ci.¢ alky1)-O-, carbocyclyl-(C .5 alkyl)-O-, heterocyclyl-
(CisalkyD)-O- or -NR'R” whe;ein each R’ and R” is the same or different and
represents hydrogen, Cy.¢ alkyl, Cs. cycloalkyl, heterocyclyl, carbocyclyl-
30 (Ci1.6 alkyl)- or heterocyclyl-(C,.q alkyl)-:
R% represents C\.s alkyl, hydroxy, Cy.¢ alkoxy, Ci.s alkylthio, aryl,
heteroaryl, carbocyclyl, heterocyclyl, aryl-(Ci. alkyl)-, heteroaryl-(C .

119



39. A benzodi azepi ne derivative of formula (1d), or
phar maceutically acceptable 10 salts thereof HO O

wWaA200802d4C-R (1d) wherein R6* is an aryI gr oupCTIiEBLI3/004050

kll

is unsubstituted or substituted by 1, or 3

subst i t WERHS c&BJJ tga(t:lf&msn)h%@ﬂ; Cmylgé %ll?}llj‘%:a{ryl @fe{lk%l)—

acyl, hydroxy
hal oal kit hE@ffiarié (Ras %lﬁsrlk@warbﬁfmc}ydr(cwafy@ -O AtsmAyyL-(Cos

nmono( Cl 'aﬁcyﬁl(k%r)-ﬁﬁ"l@’avmyém eddh ﬁlczgpdqg% Ex\é r&@{ifﬂﬁ?ﬁélﬁ and

am no, nono(Cl. 6 S%/ ) am no
1

- CORRI ' represepthyrogen Qpkyl, hetg(ogycbm heteroaryl, heteroaryl-(Cy.4
-S(O NR'aKyl)— @.(r@c%g‘i% @ 1-6 ai}#&%r@e%ﬁ%c}y&?l %d\“;'él% and' €' ein

each R~ an
represents h%‘gﬂ@@enalb}rl gty o€ koyellkoxprsiatkytthidOC L hdtloalkyl,

R6* is
benzodi ggtféro?}ﬁgy'l (01(23?6 i 5;88%15%13/(% .%llgﬁﬁhl?egerwé -G glieyl)-, aryl(Cus
phar mac elyl)-€al lejererrddft-adikd)-Os ahtbscyclyb(@afalid 220 MO

R~ (1 o) PO Gt 01 8 ARy st RARCR'ebt some o

 10unsubst ldtff@teedaminemedems ihydrbm 0ys alkyl QﬁrbBC}S:b},b Sdete&éb@rﬂlzﬁ aryl,
Cl-4

sel ecte lorin

cra’s. aneeb p B P Sroe P nalahy seprosy i B M-
hal oal k oxhyeteaorgclyi-(ChQ alkx_;m

1, 1- Di et hyl - 3- (2- oxo- 5- phenyl - 2, 3-di hydro-| H benzo] €]
[1, 4] di azepin-3-yl)- urea N (2-Oxo-5 -phenyl-2, 3

- i3y dr 8-bindddiazepirraietiedtive adcoflinglo RBERBH 013c1a1')ﬂ 36 wldein R? is

5propl onﬁtznéu]rde N- (2- Oxo- 5- phenyl - 2, 3-di hydro-1 H benzo

20

25

[ e] [ 1Y géﬂ‘azepln 3 -yl)-butyram de

38. A benzodiazepine derivative of formula (Ic), or a pharmaceutically

acceptable salt thereof,

5!

wherein:
- R’ is phenyl or methyl;
- R® is methyl or chlorine;
- nisQorl;
- R*is hydrogen or methyl;
- R” is phenyl-CHj,- thienyl-C(O)-C(0)- or -X;
- X'is-CO-R®, -CONR'R", -S(O)R*" or -S(0);-NR,R; and
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N- (2- Oxo- 5- phenyl - 2, 3-di hydro-1 H-benzo [e] |
1, 4] di azepi n-3-yl)- isobutyram de

WQ@2@4/0268%83 hyl - N- (2- Oxo- 5- phenyl - 2, 3-di hydr o- PCT/GB2003/004050
H benzo[e] [ 1, 4]diazepin-3- 15 yl)-propionam de
Cycl opent aneRﬁﬁb@?@kﬂ,@@Qﬂlﬁm , benzodioxinyl, 9H-fluoren-9-onyl,
(2- oxo- %ugh nyl -2, 3:-di h%]g,{)o- H benzo e]1 1,4 _
di azepi n* 9}81 ‘?’S‘“‘a lisorarelvb Resezald s GySlepeal, @iperazinyl,
2- 0x0- S-pfegiainbt; dodrhdiimy Brenyi it bem@nt)e lbnényi- -CH,-
1, 4] di azg%igné- | fﬁmﬁ%?}@ ’Lzo F?it%gri c}i’]r’?e-lfy-l S T e
acid (2P8%gl Zﬁ%‘@ - IZE-bRoegldlimidagel-268Azaml;e] [ 1, 4]
gli azepi n-3 - gh am iNQ-.4-1C i '
(2 o6 5 phonyl -2y CLPUR Ry B ARANY biaRBl oturany,
1, 4] di a}?@lﬁOﬂmglnyh, ?H;ﬂﬁogp@@-_onyl, indolyl, thienyl, furanyl, oxazolyl,

4- Vet hy| R i -] - i |
LR I e R

benzo[ elydohexd; pipespsinylgpip¢ridinylingepholinyl, phenyl-(C, -, alkyl)-,

Benzo[ blt )| a i Ci

(o oo ERTEERERGIEHE SR HOBEE . shopgy(Cpaglstyp- o 177
1Q4i azepi Regoldjimidaant ABHEBAYMO 2004/ 026843

PCT/ GB2003/ 0 0, 4l | e-5-carboxylic aci
( 2- oxo- 5- ph e%)é/'{? _%fﬂg_Rg ?%@é ?%xgiﬁd‘fﬁeren? axYA representsdhydrogen, Cia

benzo[ eplkyl, fhedi/la thequiyh cﬁelyﬂe)(?'lamcﬂﬁelatyl or phenyl~(CH,)-; and

Benzo[ b]thio e- 2-carboxylic [

( 2- ox0- 5- phe%?ﬁ ﬂ?ané di'h 8?%‘3‘7 A d%gq’i% g represents hydrogen, Ci.4

ﬁl’. ?]Zdlc)e(lz&]gﬁ, plleﬁyly;dﬁenag'byk_ﬂ?]ﬁxyl, C}]clopentyl or phen[yl]:(aIiI%-_, wherein:

: - Oxo- 5- phenyl - = di hydr o- enzol e , i azepin
15 3-yl)- net htg?} Sarry? 8’[’?5% 1&&3@8‘&;@2@&1}&%’5‘%@8%@& or substituted
zcn d- f prisizﬁg Abexirel elﬂ%ﬁre?(:hyﬂr_e%-(tlbiglktoxy, Ci2 :elxlkylthilo? Cia,

enzoj| e |1 a7 N-.o- -am de ut ane- -sulronic
aci d- ( s %ﬁbﬁ%‘lﬁf‘%‘y a‘;ﬁﬁ%ff&i I H 10
benzol[ e] [ 1, 4heingr@pietiesin Yl‘le)gr@hg!; 48, R* and R®" being unsubstituted or
N-(7-Chl oro- Z-gx -5- phenyl - 2, 3- di hydr o-| H-benzo| e]
1, 4] di a?g?ﬁt?tﬁt_e%_ X,?,)Z_OI ?§51?§§f"§?t§t sglegted from fluorine, chlorine; bromine,

20N- ( 2- Oxiodine [QRIKY1, 2,3 2641 TRy, 1C, B Ik8RE T\ L liylthio, C 4
1. aldiazepili &Y B i ino, di

» C14 haloalkoxy, amino, mono(C;.4 alkyl)amino, di(C;4
alkyl)amino, nitro, -CO,R/, -S(O),R’ and -S(O),;NH,, wherein R’ represents
Ci2 alkyl;

the heteroaryl moieties in the groups R*, R® and R*" being

wn

25 unsubstituted or substituted by 1 or 2 substituents selected from fluorine
chlorine, bromine, C;_, alkyl,/C -2 haloalky] and di(C;.; alkyl)amino;
the heterocyclyl and carbocyclyl moieties in the R®" group being
unsubstituted or substituted by 1 or 2 substituents selected from fluorine,
chlorine, bromine, Ci4 alkyl, C14 alkoxy, C;. haloalkyl and nitro;
30 the aryl, heteroaryl and carbocyclyl moieties in the R and R” being

b

unsubstituted or substituted by one or two substituents selected from fluorine,

- chlorine, bromine, C alkyl, Cy alkoxy, C,. alkylthio, C\., haloalkyl and
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I soni coti nam de 15

N- (2- Oxo- 5- phenyl - 2, 3-di hydro-| H benzo[ e] [ 1, 4] di azepi n
WO 20yl02es84ni cot i nam de N-(7-Chl or o-2- 0x0-5 - phePg1/6B2003/004050

-di hydro-1 H benzo [ €] [ 1,4] diazepin-3 -yl)-

acet amgR. %) - 2 l\/bt hoxy- 4-nitro-N-(2-oxo-5-phenyl -

3-di hydro-1 H b iR, b

benzole] [ 1, %@W&i@ﬁrwﬁ 294 sarbacyctdlpQigHies inthe R/and R/ being

(S) - 1- (gsbbitE@oPrteihibd 8y b dawao Sropitasyd sekcfd diokyficoine,

1 H benzoq.{% [1, 4] di azepi n- 3-

2- Chl orchlorn rqman@ﬁw ﬂlé;w,/ o Ml%/GZWo%L%kYHﬁ@nQF 2 halealigl gudy
sro-1 H itRenzo[ e] [ 1, 4] di azepi n-3-yl) - benzam de 25

1- (4- Nt To- phenyl ) -3.-(2-o0xo0-5- pheny ﬁ/

H  benpojvélef thad hicampping- oﬁfwyh&kéﬁ not N-(2 Oxo 5-p eny1-2 3

4- Met h I_ ] RaQ%G5@s phenyl - 2, 3-di hy
dro-1 aﬁs’é%nzOFQZOE&]@H‘%?I&%%?% 3- ;I) benzam de
2- Met hoxy 4- et hyl sul f anyl - N- ( 2- oxo- 5- phenyl - 2, 3-di hyd

ro;

i DBl ey BARRL A B RR 8p
10 benzo [sel}s therdofd] di azepin-3 -yl )-benzam de 124 WO

2004/ 026843 PCT/ GB2003/ 004050 .

N- (2- Oxo- 5- phenyl -2, 3-di hydrd31 H-benzo[e] [

1, 4] di azepi n- 3y|)te eph am'cﬁcid met hyl ester

g-AcetyI - 2- et hoxy- N DX O0- r%n | -8 3-di hydr&a)l H

enzo [e] [ 1,4]diag : enzam de 5

3- Met hoxy- N-(2 0X0- 5- 2 3 di hydro-1 Hbenzo[ e] [ 1,

4] di azepi n-3-yl ) - ter ephf hal am ¢ acid nethyl ester

2- Met hyl sul fanyl - N- (2 o 5- phenyl - 2, 3-di hydr o- |

H benzo [e] [ 1, 4]di n- 3-yl)-benzam de

4- Am no- 5- chl or o- 2- ret hoxy- N- ( 2- oxo- 5- phenyl - 2, 3-di hyd

ro-1 H 10 benzo[e][1, 4] di azepi n-3-yl)-benzam de

wherein R%" is an aryl group which is unsubstituted or substituted by 1,2 or 3

substituents selected from halogen, C1.5 alkyl, C27 acyl, hydroxy, C alkoxy,
15 C1. alkylthio, C;.¢ haloalkyl, Cy.s haloalkoxy, nitro, cyano, garbamoyl,
mono(Cy.¢ alkyl)carbamoyl, di(Ci.6 alkyl)carbamoyl, amino, mono(Ci.s
alkyl)amino, di(Cy alkylamino, -CO;R/, -CONR'R”, -S(O)R/, -S(O).R/,
-S(O)NR'R”,-S(0),NR'R” -NH-S(0),R’ or -NH-CO-R/, wherein each R’ and
R” is the same or different and represents hydrogen or C.6 alkyl, provided
20 that R%" is not a 4-chlorophenyl group.

40. A benzodiazepine derivative of formula (Ie) ora pharmaéeutically acceptable

salts thereof
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4- Met hanesul f onyl - 2- net hoxy- N- (2- oxo-5 -phenyl -2, 3
-di hydro- | H benzo[e] [ 1,4]diazepin-3-yl)-benzam de

W@ 3)04/026845- Tri f 1 uor o- N- ( 2- oxo- 5- phenyl - 2, 3- di hpcir/6B100B1004050
benzo[e] [1, 4] di azepi n-3-yl)-benzam de 15
(S)-S-Acetyl - 2- et hoxy- M (2-0xo0- 5- phenyl - 2, 3-di hydro-1H"
- benzo[e] [ 1, 4]d| aze -yI) benzam de
2- Met hoxy-N-(2-0 7di hydro-1 Hbenzo [e]
[ 1,4]diazepin-3 Bjnﬁc(y-H\beR'Zam de
i-tert-Butyl-3-(2 §|I- %dl hydr o- I(H-benzo[e]
[ 1,4]diazepin-3-yl)
1- Cycl oheyl - 3- (2- oxo
1, 4] di azepi n-3-yl) pa 1- Et hyl -3
- (2- 0x0-5- phenyl - 2\3-df hydro-1 H benzo [e] [
1, 4] di azepi n-3-yl)-urea
1- Butyl - 3- (2- oxo- 5- phenyl - 2, 3-di hydro-1| H benzo[ €]

[ 1, 4] di azepiyheiyR ¥ iddn@y]l gdap which is unsubstituted or substituted by 1
4, 5-Di et hyl - furan- 2- cay boxyl i

( 2- oxo- -5 2 sHestiients selecipdh o 8“‘?rllleb§\i‘|2‘51€e}]m‘[mne Cisalkyl, Crs
51 4] di aafﬂé’o%zrti& B, d{s IBIdamyl djlmalbane@dykaﬁamtﬂoc aci d

(7-chl or o- 2- oxo- pheny 3 di hydro- | H

benzo[ e][1, 4] di azepi n- 3- yI ) am de

Is) 290 GRS AL bedzote i, MAdEepin-3 4yh)-

30 genzof:w]lﬁ z]p(glﬁ?z‘espglﬁmg yl )a%dgt am de ofelf, Apieepid-3h)

N- [ 5- (3#@hl or o- phenyl ) - 2- oxo- 5- phenyl - 2, 3-di hydro- |

H ben sl i arem-981125 WO

2004/ 0 %ﬁ?xégﬁ%@&%/&g ﬁ%ggm%déﬁgﬁgxan?%rggxyl iC
10aci d [ pré@etdnod®- phenyl ) - 2- oxo- 5- phenyl - 2, 3- di hydr o- 1
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Cyclopentanecarboxylic acid (2-0xo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide
Cyclohexanecarboxylic acid 2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide.
20 Piperidine-1-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide
Morpholine-4-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide '
4-Methyl-piperazine-1-carboxylic acid -(2-oxo-5-phenyl-2,3-dihydro-1H-
25 benzo[e][1,4]diazepin-3-yl)-amide
Benzo[b]thiophene-3-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo{e][1,4]diazepin-3-yl)-amide
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25 1-( Nltro-phenyl) -3-(2-0x0-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-urea
4—Methanesulfonyl-2-methoxy-N-(Z—oxo—S-pheny1-2,3—dihydro-lH;
benzo[e][1,4]diazepin-3-y1)-benzamide
2-Methoxy-4-methylsulfanyl-N-(2-oxo-5-phenyl-2,3-dilydro-1H-

30 benzo[e][1,4]diazepin-3-yl)-benzamide
4-Methanesulfonyl-N-(2-oxo0-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-benzamide
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aqueousbeazo[e]l[j,y]dﬁu@ﬁlemsl)@mzadn@per si bl e powders or

granul esMe hjé}zc}Z-N-(Z o0x0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-y1)-
5-sylfamoyl-benzamide \
1-tert-Butyl-3-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4] diazep?n—3 -y1)-

. urea '

1-Cycloheyl-3-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-y1)-
urea .
1-Ethyl-3-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-yl)-urea
1-Butyl-3-(2-ox0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-yl)-urea
4,5-Dimethyl-furan-2-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)amide
Piperidine-1-carboxylic acid (7-chloro-2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide
N-[5-(3-Chloro-phenyl)-2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yDacetamide
N-[5—(3-Chloro-phenyl)-2-oxo-5-pheny1-2,3-dihydro-lH-
benzo[e][1,4]diazepin-3-yl]-isobutyramide
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Cyclohexanecarboxylic acid [5-(3chloro-phenyl)-2-oxo-5-phenyl-2,3-
dihydro-1H-benzo[e][1,4]diazepin-3-y1]-amide

Piperidine-1-carboxylic acid [5-(3-chloro-phenyl)-2-oxo-3-phenyl-2,3-
dihydro-1H-benzo{e]{1,4]diazepin-3-yl}-amide
N-[5-(3-Chloro-phenyl)-2-0x0-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl]isonicotinamide
N-[5-(3-Methoxy-phenyl)-2-0x0-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl}-isobutyramide

Cyclohexanecarboxylic acid [5-(3-methoxy-phenyl)-2-oxo-5-phenyl-2,3-
dihydro-1H-benzo[e][1,4]diazepin-3-yl]-amide

Piperidine-1-carboxylic acid [5-(3-methoxy-phenyl)-2-oxo-5-phenyl-2,3-
dihydro-1H-benzo[e][1,4]diazepin-3-y1]-amide

Piperidine-4-carboxylic acid [5-(3-methoxy-phenyl)-2-oxo-5-phenyl-2,3-
dihydro-1H-benzo[e][1,4]diazepin-3-y1]-amide

Cyclohexanecarboxylic acid (8-chloro-2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide

6-Morpholin—4;yI-N-(2-oxo-5 -phenyl-2,3-dihydro-1 H-benzo [e][1,4]diazepin-
3-yD-nicotinamide

Pyridine-2-carboxylic acid (2-0xo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide

6-Fluoro-4H-benzo[1 ,3]dioxine-8-carboxylic acid (2-oxo-5-phenyl-2,3-
dihydro-1H-benzo[e][1,4]diazepin-3-yl)-amide

1H-Pyrazole-4-carboxylic acid (2-oxo0-5-phenyl-2,3-dihydro-1H-

" benzo[e][1,4]diazepin-3 -yD-amide

6-Dimethylamino-N-(2-0xo-5-phenyl-2,3-dihydro-1H-benzo[e][1 ,4]diazepin-
3-yl)-nicotinamide

2-Ethoxy-naphthalene-1-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide

9-Oxo-9H-fluorene-1-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide
2-Ox0-2,3-dihydro-benzoimidazole-1-carboxylic acid (2-0x0-5-phenyl-2,3-
dihydro-1H-benzo[e][1,4]diazepin-3-y1)-amide
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42.

43.

44,

45. .

(2-Ox0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)carbamic acid
tert-butyl ester

(S)-6-Fluoro-4H-benzo[1,3]dioxine-§-carboxylic acid (2-oxo-5-phenyl-2,3-
dihydro-1H-benzo[e][1,4]diazepin-3-yl)-amide
(S)-4,5-Dibromo-furan-2-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-amide \
(S)-3-Methoxy-naphthalene-2-carboxylic acid (2-oxo-5-phenyl-2,3-dihydro-
1H-benzo[e][1,4]diazepin-3-yl)-amide

. (2-Oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-3-yl)-carbamic acid

methyl ester
(2-Oxo0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)-carbamic acid
ethyl ester

(2-Oxo0-5-phenyl-2,3-dihydro-1 H-benzo[e][ 1,4 ]diazepin-3-yl)-carbamic acid
isobutyl ester
2-0x0-N-(2-0x0-5-phenyl-2,3-dihydro-1H-benzo[e][1,4]diazepin-3-yl)-2-
thiophene-2-yl-acetamide,

or a pharmaceutically acceptable salt thereof.

A benzodiazepine derivative according to any one of claims 35 to 41 for use

in a method of treating the human or animal body.

A pharmaceutical composition comprising a benzodiazepine derivative

" according to any one of claims 35 to 41, or a pharmaceutically acceptable salt

thereof, and a pharmaceutically acceptable diluant or carrier.

A composition according to claim 43 comprising an optically active isomer of

a benzodiazepine derivative according to any one of claims 35 to 41.

A compositioh accoding to claim 43 or 44 which is in the form of a tablet,

troche, lozenge, aqueous or oily suspension, dispersible powders or granules.
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