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25 As the BMI increases there is an increased risk of death from a variety of causes that are

independent of other risk factors. The most common diseases associated with obesity are
cardiovascular disease (particularly hypertension), diabetes (obesity aggravates the development of
diabetes), gall bladder disease (particularly cancer) and diseases of reproduction. Research has
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or a pharmaceutically acceptable salt, solvate or hydrate thereof
wherein:
30 R, is H or Cy 5 alkyl;
R, is Cyg alkyl, -CH,-0-C 4 alkyl, -C(=0)-0-C, alkyl, -C(=0)-NH-C, 5 alkyl,
OH, or CH,OH; '
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25 thiazolyl %ere%e%wa@iz@ L)?ﬂolyl, pyrazolyl, imidazolyl, triazolyl, tetrazolyl, pyridyl,
pyrimidinyl, furanyl, pyranyl, thienyl, benzimidazolyl, quinolinyl, isoquinolinyl, oxazolyl,
25 thiazolyl or thiadiazolyl.

In a fourth aspect, the invention features a composition according to the second or third
aspect wherein R; is H. In addition, the fourth aspect features a composition according to the
second or third aspect wherein R; is methyl.

In a fifth aspect, the invention features a composition according to the second, third, or

30 fourth aspect wherein R, is methyl, ethyl, n-propyl or isopropyl. In addition, the fifth aspect
features a composition according to the second, third, or fourth aspect wherein R; is methyl or
ethyl. Further, the fifth aspect features a composition according to the second, third, or fourth
aspect wherein R, and Ry, together form —CH,CH,~.

In a sixth aspect, the invention features a composition according to the second through

35 fifth aspect wherein Rj is chlorine. In addition, the sixth aspect features a composition according

to the second through fifth aspect wherein R; is bromine. Further, the sixth aspect features a
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phar maceutical agents is not limted to those listed

herei n, supra or
10



5it fra, but includes in principle any conbi nation
W th any pharmaceutical agent or pharnmaceuti cal
we@ewposi7e on useful for the treatnment di seasesPCT/US2005/046654
conditions or disorders that are linked to overwei ght
and obese individuals. Conbination therapies have been
used in the treatnent of disease Eemev car
be. CelaRaHeTHie] GBI H R FChe ol e A oty RogUerEigh o in e
i nt gcagtt fde. @ harnful manner. The 10 conbi nati on of

two agents that .treat the. same ¢ |ton1
expect ed*t 5 EE ’][:he ?eﬁm aafgomsadla fntten\&/)eg ehrect e eS%]eat a(mwatt‘:lwﬁéet’

t he uﬁe@mﬁﬁ r&@ponkdrehee ﬂfeemhd foshetrévepter omedfande IﬁEé"P@frﬁ@g to ngfmbranes. In
ac AQNe e

€T A S0 Lt 45 o

dr uggonstet fhedryepior prnde mllmed fermodulating ﬂtle Aetivity obthpalac recep‘for

ad d 'dgc're\églégof[)odsixtglér ig&ﬁlng Qaﬁ@tﬁofn% ﬂ{%@eefn%(b@[ ﬁillﬁés@k&)n&o?ﬁ% we1ght gain,

gure , B). synergi stic ef
rre 2 et ghesiysceRsiog é@fb/éveight arlé{ardlfff:thewea%%w%@aweﬁwpwm loses

15 t\x]g%htcéﬁm i@ Rvelche rSﬁﬁl}bhhrﬁla@ﬁtﬁﬁltcelﬁpdsﬁ&% chiT@tus&i8@ the context of

1¢ )(/) n%g?jﬁgs qntg/ggcﬂlgegﬁgsr v%%%legwe!é%\, %1%? 1g@sléorr%>gli1(e§%q?’ﬂ1§ %gease and/or disorder such as,

SYN@sr@kaadpleCobeaybi nati on therapy is that |ess of each
1 Tood ThRaRe e gorruRir € e s Rt T B B o ot
f r ont the @@t sient agohists Forppantpées the ¢ndggedes Hgdnd)c big whick doyot activate the
See th%g llBlQr ?4881\@@151 g@é ﬁ}ﬁthéjeftﬁ\de fo1‘rbr‘! do? e récgbtor Saﬂ@@an@l%?e@? mhibit the

e of one dru

t he "si n mtigate or
lave n@g@lld@nreﬂpbree@b’ deonists forrartiapageriity. Aniggony dp pet digtipidythe baseline

dr ugntrage@ﬁlatqés@m%ﬁth&afl&n&fofﬁl%m% b artaByoki@sul t i n
i ncreased od pressure and_the other drug results

in | ower éélus‘ﬁﬁ B"é?jﬂ e g8 ]é"t’é’f)ﬂﬂT%ﬁ: TPARELT RRGPIEH FrERCP 6‘hag°mSt compound
t herg@py sa@a& tROHTESS e&ebtotdoRPaled tp btﬁéﬁé‘té}&ors ARAtA&Ee food intake. For

otenti ant of conbination t
D et e S SRSl e e R G eh DR Py for e
2¢an SpE- Z(Hdidﬁtexdhan'ﬂirl afotle podplod thiaiaan deneoe rod aatak$subtyas the SHT-1b
f iy
;—\S ﬁgcg%?r 'OF ere :x[%ngpn % 6?e§¥x75 sgggc r?ceﬁggr él%&gspgln hin 10-fold, 20-fold,
200 20-dld, 301, 601f®01 Ofr&dld, P&foé‘h 80-Aph -kt 1Q91f01Nl9nbﬁ)l‘f01d or more higher
60/ rsuch'a receptor.
%Qrﬁln%\géfut}t fol‘ tﬁQSI—’ﬂ‘I 9! nget:?p iu;%p%othy r§ept(l)3 Qéfll %{élg @ﬁn’g 1b pt

I'cat1 on 607, fil
1 8 Axypgerstagd By omhﬂfrﬂr%w &, @ﬂ%ﬂlwwaﬂlebﬁdetﬂ@meﬁcfa& %Wlmsmg 2

220/ 41 Q019 lndirdgialsSFbr MBintiondi @ssay. &Q%a}at’a QAssbds §lect1v1ty 1s to perform a feeding
Non- Provi si onal Patent Application 10/ 917,

fil éasa)aﬁsgiﬁsglpsei gerelg @eezlExaqaﬁlie g) m%o eEtg{ qe@ﬁtlvg |SI§"|F l?rg receptor agonist and
Pri Ofidnlcyallee tRRGIMRI GAR pgaieaﬁxeSHmycraaﬁ@nemeexample Femi 742084 (Sigma).

entl t rovlk s atl on
L o I T T
Appl ieaduiring thrdighrihe SHBOL 68&td @dd nof thioegh aJtiffreenBiecep@05. | n
ne aspe the Lnve "
@0 Mpri si %é tlg , ¢ ?lectl ﬁ-ﬁ ?@ﬁperg%}[%gg? st @oe&?o@&?ﬁhet Jﬁﬁ’lgounds such as
r e c efsrionflusagransi vdiich aﬁﬁélﬁ‘trglpqqma ggents or compounds such as fluoxetine which are SHT
(1, 1u gkgrﬁfuglycl %n QJ'A%X lthe%r!ﬁ%e?e@h@ eyl '2@%0%&%g0mst" does not include non-
henterm ne derivatives or 5 pharmaceutically
acc eqme@tm &H'E ggopists pisk Pwhlorgnbewlpa@rwﬁwn%} Pt ed to,

chl e e SHT- or.
Pcr?ﬂjug%%%eﬁig%%hglﬁfp&aﬁfe (TRAPMQn20 85k QEAAAE: effects at the SHT-1b recept

36! of B cxspeisyTHMEPF cquses degreassA fo%’tIWea‘mWﬁ%f’) hegereeprdn fqof intake is not
I N onglisasdadh FRIMctive BREICRAEAEOARE such ds BB R84 is added.
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HCO salt form As used herein, the term"agonist" is
i ntended to nean noieties that activate the

WO paosaTeld ul ar response when they bind to the PEDERL00F/046654
or enhance GTP binding to menbranes. In 5 the context
of the present i nvention, a pharmaceutical conposition
conpri5|2? 2C, rece tor oni st.of the |nvent|on
can be u F“F“ﬁ‘l—? hegst™ Ft ’"r“é‘)Pf Wgn%%mwwsa? Piggnme and a
SHT 2eledtiecHI-20 neceptdﬁz(gbﬁas ﬂ“lmg)hérl'o@ﬁime mddaklectivée FHILAG rRgeptor agonist can
\‘7\2} Ib%%léh%@reé as septafratéa ae{&l%eg cg‘%b gﬂglttegnungagplg rseg%%gl?% SHT% tege%lgrl aé nI?St can be
an d/cgmblaefdft@fotm o1 entey. dibvobxaslnhe@h@;ﬁentlha@ndtstiectweaﬂﬂpz%meptor agonist
f& 0S &2y bevéféfnggh 56}@,9 ééBEr lp&%ﬁﬂlﬁeé’@ 't}glf'gan b§bb‘1"1{%med to form one pill or
p har maceut i cal conpositions can be used I n the cont text
of Tersdlesorders and/ or di seases where weight gain is a

conponentrpdhvehith aﬁ%%%ﬂ@& a@&%oﬁlﬁo@oﬁ@ﬁs@%‘bh&%ﬁn@&d a sd1Qfive SHT-

exanpl e, obesity erm ant ag IS intended to
e iR A Kigre BOHSERE PV éPg;ﬁCmf%ag%t hapEorpula dt or
at the sane site as agoni sts (fRyr Rexanpl e, the
endogenous |igand), but w@ich do
i ntracel | ular response i NI DAt ey
the receptor, and can therel “Rthe 15
intracel lul ar responses B agoni or partia
agoni sts. Antagoni sts do not di ni ni sfe t he basel i ne
intracel lular response in the afsence of an agoni st or
1partial a;g@ﬁllaﬁﬁaceuﬁé‘allsdwéi)tdb&rsﬁt oliak@r hyifa theskF ect i ve
SHT- 2C rengtor agoni st" means an agoni st conpound
that is sef&ttive for 5HT-2C receptor conpared to
ot her receptoR&sHhaCmdﬁgrease food i ntake. For
exanpl e, a sele t r
significantlykﬁ§g g |ng a |é$#?q?ow ?ﬁlng OPNELCy 5 2l
5HT- 2C réﬁﬁpt@ﬂﬁﬁhan for anot her receptor that can
16lecr ease foodR|Qkae such as the S5HT-1b receptor.
Therefore, for exa a selective 5HT-2C receptor
agoni st can héike zﬁ@gﬂher@enfc‘éizd?Hz- 30-fol d, 40-fold,
50-1 0l d, 601 ol tha R o b hacpBRehil it na . fp%goau%ow ORJERs, NHRs,
or 150-fqld or_nore higher bin afflnlty or
ST 20 r QUE Y B FHelF o P ttCifir s G it b PLTely g with o
5|—rr | b :r erefibaituents A&cﬂdcﬂlﬂ@ﬁ 61004, Halog&?@erﬁzi{(t i]]i:}&f,ldnd kol @nd said
se ct|V|t gan det erm.n r e e Sj

55 T ecdgEEIISTHERITRLE B A o Bro B S HE i atosen
way to assé€salikglb ectivity is to performa feeding
assay as disc
pot enti al seIé@??@%ﬁéé§&§8&recegéggggg%ﬁ% @%a@gﬁﬂcﬁzmnnaSOr
chal | enges-mdwebertisierpaychic vighaviag ae Ot ve S5HT- 2C
antagoni st, f Qefch ﬁg(@ﬁﬁép%mdm%@ (24%%% Q%&Mﬂ he{etoafyh lagcyl,

f ood |ntake ef fect is aboli'shed (or very S|gn|f|can
aecreased?mPH%Hmfﬁémﬁﬁk%@ﬂ‘thﬁéghed to be occurring
t hrough the 5kgggﬁkcggﬁ@tor and not through a
different, rec e term"sel ective 5HI-2C
r ecept or “SYdHR ﬁgém%%féhe%ise‘ﬁt R e B PGSBS E R $pmgesing
d e xf;ﬁarftérmrna aideSelediiv €S HTR2@rebdplibr fgphigtatib the 3@ teSHIE2C receptor agonist
nqgu? g >h as fluoxetine which are 5HT uptake
i nhi BFt8F82Y'n addition, the term"selective 5HT-2C
receptor agoni st" does not include non- selective 5HT
agoni sts such as m chl orophenyl pi perazi ne (nCPP) or m
trifluoronethyl phenyl pi perazi ne (TFMPP) whi ch have
significant effects at the 5HT-1b receptor. 35 For
exanpl e, TFMPP causes decreased food intake; however,

the decrease in food intake is not
12

he active form of

O




abol i shed when a sel ective 5HT-2C ant agoni st such as
SB 242084 is added. 11 WD 2006/ 071740
wERADLB2005/ 046654 As di scl osed herein, conpoBRCT/USNGS/046654
of the invention can conprise phenterm ne and a
sel ective 5HT-2C receptor agonist. The phenterm ne and
sel ective 5HT-2C receptor agonistpcan be delivered as
separate entities or the phent e and sel ective
5HT- 2C recept or agoni st &an_bs onpi ned to form one
entity. For exanple, phente e andi-sgl ective 5HT-2C
receptor agonist 5 can bg < sred. as two separate
pills or capsules or they can be cordined to formone
pill or capsule. The inventiong Iso prOV|des a
conposi ti on conpri sing a selective
5HT- 2C P@%@mwa@amcg%w%ﬁ éf’S" sofhig o g‘@'ﬁ@ {hefrRt S5HT- 2C
recept or wageni st has Forrrula (I) R2 RRa R3 NR R4
R6 (1) 10 or apg{asﬁg Iy acceptabl e salt,
sol vate or hydrat €%t ?edf erein: RLis Hor CL8
alkyl; R2 is Cl. 8 RalikGik alkyIGEEz—O}CCk al§ylaCeP)-0-Ci.s alkyl, -C(=0)-NH-Cyg
-C(=0-0d ) - NH- C18 al kyl, OH, or
CH2CH; 15 RZaMigJ%’I% or “and R2a toget her form
-CH2- CH2-; R3 and IRAlSHre each i ndependently H,

hal ogen, per hal oal kyl , ogg,mgﬁStogcﬁngmhll_ﬁ@CHZN( R5) 2,
OH, aryl, or heteroaryl, wherein said ré can

optional |y substi Rytdlomy prajgaliods CYo R8s tN(Fﬂ?eﬁtflsor heteroaryl,
1¢€el ect ed fr omykeleiBsadilab¥ ban bOSJtiE@ENsubRBKEIR i u@'t(ktylb sub8fiGbnts selected

al koxy, and s |d 20 het er oar n. be t|on
Subst tuted e Cuo b s e A ant S ralpeppyhn be
hal ogen and @ng&nahdbgdmted@mhlaﬁ toatwal suBdtitiieniy edldeed frowh bidlogen and C,.5

the atons to X\%J-Ch they are attached can forma 5- or
6- nenber heterocyclic ring having one 0 atom each R5
i s independent |y Q+i8Laklkgen, pe@hlogkyh Rk AR, NHRs, WNRs),, aryl, or
1§et eroaryl aﬁéfér@h‘f Xx/lh]erem ga?d Qg%%f l%%hé{clngﬁ}}%}ﬁgsnﬂ eﬂ w|1th up to two

perhaloalkyl or dl ¥
substituents selected from C1s alkyl, halogen, perhalo alkyl, and alkoxy, and said

heteroaryl can be optionally substituted with up to two substituents selected from
halogen and C, s alkyl;
each R; is independently C, s alkyl, C,s alkenyl, aryl, heteroaryl, arylalkyl,
20 heteroarylalkyl or perhaloalkyl, or allyl; and
Rsis H or C, 5 alkyl;
wherein heteroaryl is pyrrolyl, pyrazolyl, imidazolyl, triazolyl, tetrazolyl,
pyridyl, pyrimidinyl, furanyl, pyranyl, thienyl, benzimidazolyl, quinolinyl,
isoquinolinyl, oxazolyl, thiazolyl or thiadiazolyl;
25 or a pharmaceutically acceptable salt, solvate or hydrate thereof
provided that:
(i) if Re is other than H, then neither R; nor R, can be H;
(i) if R; and R, are methyl, and R, is H, then R; cannot be NHR; or
N(Rs),; and
30 (iii) if R, and R, are methyl, and R, is H, then R; cannot be imidazole,

substituted imidazole, or an imidazole derivative.
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Some enbodi nents of the present invention pertain to a
conposition conprising phentermne and a sel ective
WG RD6AA THEeCcept or agoni st where the sel ective SPMIFBS2005/046654

receptor agonist has Fornmula (1): 12 WD 2006/ 071740

PCT/ US2005/ 046654 R2 RRza R3 NRI 4 R6 or a
pharnaceutlcally acc? tabl e salt, solvate or drate

t her eof SopRe&pdmenizp ﬁggprﬁe?ffnvﬁfl“o?ppeéﬁa%ﬁ 3 COpIppgIIo ¥§°n@ns’§g

a| k entemﬁld&mﬂl §olkctBre aHEYL recef@iragdnisOviEdk. tBe saledtiyk SHT-2C receptor agonist

% F%g al kyl, OH, or CH2OH, Rea is H or R2

and t her forn1-CHQ-CHQ-; R3 i s hal ogen,

per hal oal kyl, CN, SR5, NHR5, NRRS)2,
heteroaryl, 10 wherein gaid
substituted with up to two B
Cl -8 al kyl, hal ogen, perhals
said heteroaryl can be 8pt|onal bstituted with up

to two substituents selected fr ®ogen and Cl1_s

al kyl; R4 is H, hal ogen, perhaﬁ@alkyl, CN, SR5, NHR5,
N(R5)2, aryl, or 15 heteroaryl, wherein said aryl can

be optlonglhx substituted with up to two substituents

sel ected from Cl_8 al kyl, hal ogen, perhal o al kyl, and

al koxy, Biid sﬂuﬂchekﬂroaryl can be optionally

substi tugad v zﬁky‘ljpiltlo()b\{\ﬁ O)Idiéﬂglﬁyls-@t%-ﬁ\@ﬁ fd mel -OH, or
hal ogen and A'°8 i’'s i ndependent |y Cl

al kyl , CEHBOH) kenyl, aryl, heteroaryl aryl al kyl, 20
1@eteroaru4§lkm} or perhaloalkyl or aIIyI; and R6 is H

or d_s al wherei n he ryI is pyrrolyl,
pyrazolyﬁﬂhﬁﬁi%%?%?$¥ﬁm?ﬁﬁgfgf tetrazol yl,

pyridyl , rRpyr i Hﬂo@etnn ydrhalcfalltyladfryi |5-mem}b£ral’llye|‘.eroa:tyhﬁ1@11¢1/ing up to two
benzinid soqui nol i nyl, oxazolyl,
: ﬁ%%?a%inﬁ Iseg%f,teg %o Q?/ &\I‘a&%g :

t hi azoly I azo or a harnaceutlcally
accept abReis 58 Ihhlpgesmexhalbdlqd)r CMy@RatS@s,t -NER g 6 (Rs),, -OH, aryl, or heteroaryl,

15 wherein said aryl can be optionally substituted with up to two substituents selected from

aryl, or

an be optionally
Qnts selected from
and al koxy, and

C..salkyl, halogen, perhaloalkyl, and alkoxy, and said heteroaryl can be optionally
substituted with up to two substituents selected from halogen and C,_salkyl;
or:
R; and R, together with the atoms to which they are attached form a 5- or 6-member
20 heterocyclic ring having one O atom;
eéach Rs is independently C,alkyl, C, salkenyl, aryl, heteroaryl, arylalkyl, heteroarylalkyl
or perhaloalkyl, or allyl; and
Rs is -H or C; salkyl;
or a pharmaceutically acceptable salt, solvate or hydrate thereof;
25 provided that:
if R¢ is other than -H, then R, cannot be -H; and
if R, and R, are methyl, and Ry is -H, then R, cannot be imidazole, substituted imidazole,
or an imidazole derivative;
and wherein:
30 aryl denotes a monocyclic or polycyclic aromatic group having from 3 to 14 carbon atoms;
heteroaryl denotes a monocyclic or polycyclic aromatic group having from 3 to 14 carbon
atoms, and from 1 to 4 ring heteroatoms selected from O, N, and S;
alkoxy denotes -O-alkyl;
14



provided that: (i) if R6 is other than H, then neither

R3 nor R4 can be H (ii) if RL and R2 are nethyl, and
WGR20068710 t hen R3 cannot be NHR5 or N(R5)2; aPdI/B82005/046654

(iii) if RL and R2 are nethyl, and R4 is H, then R3

cannot be im dazole, substituted im dazole, or an

i m dazol e derivative.. 13 WD _20Q6/ 07174 .

PCT/ U207 BY 881 2 %‘8]%%" °8%6’W$F\S%t°§°y81f°q’é’?f8°abbf’% &QpR having from 1 to
i nvent i oRcqgihtt@me t 0 a conposition conpri sing

phent er nj.ne, an lective. - i :
hhore  t nGakPa ST Rl Wit & SRERHoo A aRh taving rom 1
For mul a {ol8)carbRpatdRBand Rapjore doulpflbaq®d (1) 5 wherei n:
R is: - Hgr Kfikyi, aB@teb DethflemRh bbby, i 1, cyclopropyl, n-butyl
L cHe- o d osal %‘f“}ﬁ’%—‘é(@o : oecﬁs’e%]ef% B Ry, ¢ opropyh n-butyl
Cl_sal ky#$ec-buighfert-gytyl, cy -cylpgromimetiyh n-peyl, ippery, teihientyl,

R2a t ogetRpenty cyBloyfehigmictid 2-ndRPl, brycldhetypgen; _

per hal oal kyl; or a 5-nmenbered heteroaryl ring having

up to two heteroatons selected fromO, Nand S; R4 is

- H, hal og@yyppregitddaha@edntphnds of Bokmutd@B2an haRme or ibiEEhiral centers, and

-N(R5) 2, -OH, aryl, or heteroaryl,. 15 erei.n s

10,y AR R RS PUIRg O CRB 1 AR 5 o ot such
Subshdntietesnd, Siasadoseds et thiknres thGofSadhbdjlg racastesglmmula (I) and the
per hal oal kyl.. -and .al ko an i d.het.eroar n.he
oot oAy (e BB RS R A il SRR s Broot s
sel eteéar shovomtiivatizgen and Cl_8al kyl; or: R3 and R4
t oget her ¥ atrlsla %éﬂ?negmn%g ?ﬂﬁcze%& MHlI‘Q!bf t‘ﬂg %eﬁiroﬁ v@ﬁciﬁ %pﬁldclarity, described

forma 5- o . heterocyclic ring having one
1D atinih conestpl reparpte embodisisaln e elsgbeeiovidsd fyppmbination in a single
Cl_sabéanst. , catddely, RRERIFQREY bf theifeh@dnk¥hich are, for brevity, described in the

het eroary] al kyl . or perhal oal kyl, or allyl; and
context Xf a singl)é embodime?lt, may also be p%vided separatel;y or in any suitable

subcombination. All combinations of the embodiments pertaining to the chemical groups
represented by the variables (e.g. Ry, Ra, Ry, Rs, Ry, Rs, Rg, etc;) contained within the generic

20 chemical formulae described herein [e.g. Formula (I) etc.] are specifically embraced by the present
mvention just as if they were explicitly disclosed, to the extent that such combinations embrace
compounds that result in stable compounds (ie., compounds that can be isolated, characterized and
tested for biological activity). In addition, all subcombinations of the chemical groups listed in the
embodiments describing such variables, as well as all subcombinations of uses and medical

25 indications described herein, are also specifically embraced by the present invention just as if each
of such subcombination of chemical groups and subcomination of uses and medical indications
were explicitly disclosed herein.

As used herein, “substituted” indicates that at least one hydrogen atom of the chemical

group is replaced by a non-hydrogen substituent or group, the non-hydrogen substituent or group

30 can be monovalent or divalent. When the substituent or group is divalent, then it is understood
that this group is further substituted with another substituent or group. When a chemical group
herein is “substituted” it may have up to the full valance of substitution; for example, a methyl
group can be substituted by 1, 2, or 3 substituents, a methylene group can be substituted by 1 or 2
substituents, a phenyl group can be substituted by 1, 2, 3, 4, or 5 substituents, a naphthyl group can

35 be substituted by 1, 2, 3, 4, 5, 6, or 7 substituents and the like. Likewise, “substituted with one or

more substituents” refers to the substitution of a group with one substituent up to the total number

15



R6 is -H or O _salkyl; or a pharmaceutically
acceptable salt, solvate or hydrate thereof; 25
w@eweiodiedo that: if R6 is other than -H, then RACT/HII00$/046654
be -H, and if RL and R2 are nethyl, and R4 is -H, then
R3 cannot be i m dazole, substituted im dazole, or an
i m dazol e derivative; and wherein: 3Q aryl den%tes a
mondeypetitnentshysaliXALgRAdiDE the EroHR OB GBI HANA TRy vt more
to tixéncﬁ‘aag}a @Icﬁxﬂ&ldenﬁ@lﬁmﬁbajﬂbedﬂﬁ@ﬁtes a nonocyclic
grar gg:,]y %{%‘?‘Fﬁleraelglg t%%ng ﬁﬁqlogsgnt%l%vd to genﬁ) e%nAroca{tbo%%roups including
seIﬁ@gmdmﬁﬁmﬂmﬂwdﬁmcamdmﬁmmabk@myhdmg@tesmmtmmhhmmnwdwnwmﬂ,
6/ 071740 / / L&y L tes a
S5t r§ﬂ93htpf%ﬂ¥1 PR ql' (8 : n%%@@?é bugllﬁﬁgj !gc a}?c%&ﬂﬁ%é?up
h av¢ynlgprb1vydxmﬂwl tnepentﬂ, lmmmé,rterbme@m; cyctgpen%wféqwmylm@ nehexyl,

a stk 1}1&815 iR, ﬂﬁg&nﬁﬁs Spgglﬁ&lﬁ&l }t Sholi Bk REREBR that the term alkyl
p

gr ol rom1 carbon atons and at | east
oneis gspBeddo g@p;gpassj)om rpg,—pyclubltyﬁr@paﬂpﬁ g?u@fn@%cmydrocarbon groups. In

de nf&rﬁ%mg&lltuﬁéﬁ{s of @1% El?{rlpourﬁs SRR lentioh Saﬂl@[ Qﬁiﬁ)h are non-cyclic. In further
(Cycl opr.opyl n- buty sec- Db - bu
10 cy Cpr{a}}gg]py;p S, ag<9;1| %@P%ﬁ??yﬁ]@t WPn ftu%heb Etﬂltogllmentf g&l&;ﬁt\m are both cyclic and
t er ﬁonlaﬁﬁ& YWhere &)@ﬁéf&aﬁ@is Yiecifiey thk @t edityyHsiateiniel o denote groups that are
-h %% or ¢ %ﬁexyl. It is appreciated that
ng fgie 3¢ ta (1) can have one or nore chira
C ent er s, Aaned heileﬁh the tesh “dienyd’hia mtendadee denge hydrocarbon compounds
di aSt leglﬁgsrﬁgrgﬁt cha_utl1 %rah&l\éc? zmd Ic )%Io%%b@lg ﬂlgtrl:gl?tﬁlﬁ Et%%g[ ohé)double bond,

ext en Sten “enanti omers, diastereomers and
15mi x inghuding fohewamplp butinpidimiier th gl Zcastii-lly], Hboirheryiat-peys- eﬁlﬁld3'methy1‘

thebutfz ﬁu‘g@igheggregﬂgﬁ')ﬁl@ﬁkeare i ntended to repr esent
all 1ndivi isomers and m xtures thereof, unle

st at ed ofs WRbREFPin e &y Tefogen” hasiils nopmalgneapipg %fé’Frg’fiéﬁ’e’f Heppents,
cer I;I@m@mggajugr%dpf the [ nventl on, V\,hl ch are, for

clarity, _descr,]| cOo arate

enbodi mehedemg O’%(I ‘sf‘&}lteﬁlge ? "8%@ nté8 ?ﬁ’g‘fl nin a
261 ngb-elkylpipbattigronltlyl. Cartuer ek wherewstdid sothesibuwigssustituents such as
theafk{y} (ﬁcgé??g]%afbogsorli]esare for brevity, described in

t he S|ngle enbodi nent, may al so be
provi dedThepar ‘altyblkyl glr“axa]ky]é rymtended tabd:r@te an alkyl group that bears an aryl

sub %190% ‘?tf% %Qanﬁ)él a(l:)ﬁlfzzli Paﬁe%h% Qlfcylir{rle oﬁ‘g’ﬁé}ﬁ” E?rﬁénﬁed to denote an

pertal nin e groups represented by t
var iagbgrew thas begrs amﬂcylrse@sutma or REmpIRA 4-nrethylplggyl gqvg- )
agont ai ned Weh Ml ilkQrgenar isqnt&lgeﬁb ﬁl@ﬁlﬁﬁ’dnodcy@l[cw Bycyclic aromatic

descri bed herein [e.qg. Fornul a efc. a}%
s pe &ML Alihgrsh ﬁ%%@@acwcwﬁeeas &Weaééﬁ%rbmﬁ TR TgFP pfgroups have 6
as iif avohray c%n%t&ﬁﬂﬁdr&prﬁfbryblﬁﬁ ®eb&s elarbboatbie Bxh@3tof aryl groups

t hat, ucE tcon‘m nat nds t reesplt
in JR9F BV Eﬁﬂﬁ&ﬁﬁta to (pﬁeély nag@ﬁ@&aﬁggﬁt %
i sol at ed Thetat ‘hetdiiry]? @dntaudel to denote an aryl group that contains at least one, and
30 preferably from one to four ring “hetero” (i.e., non-carbon, .g., O, N or S) atom. Examples of
“heteroaryl” groups are radicals derived from 5- and 6-member aryl ring compounds having from
one to four nitrogen, sulfur and/or oxygen atoms, for example pyrrole, pyrazole, imidazole,
triazole, tetrazole, pyridine, pyrimidine, furan, pyran, thiophene, benzimidazole, quinoline,
isoquinoline, oxazole, thiazole, and thiadiazole.
35 As used herein the term heteroarylalkyl means an alkyl group that bears a heteroaryl
substituent, for example a group having the structure —-CH,-pyrrole-  2-yl.
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tested for biological activity). In addition, al
subconbi nati ons of the chem cal groups listed in the
wepdves7ment s descri bi ng such vari abl es, as wel PCEHESBD$/046654
subconbi nati ons of uses and nedi cal 25 indications
descri bed herein, are al so specifically enbraced by
the present invention jyst as if.e uc
subconbFﬁ%?@bﬁmﬁwu%¥§%$#%FmﬁW3ﬁ%% g%ﬁ%d%§8§WFQ§FFgﬁm%?kmﬂ
US &s5e sibdlitRichrapl ThendinCgiazde Senvam”eneencspl fosed tingsystem in which one of
d|3$.§ gd her |n As used herein, "substituted"
THELPRHR | east one hydrogen atom of the
chemni calThe gmo‘tsmastﬂsted wpdaadedndays aradieohderyed figgdnidazole that bears at
subgtd t & ell stéh in which
Sar ot BB e e e T R R
sub@t pftbmﬁqtedmgsgermques divalent, then it is

under st QQfit fpdintehts s tﬁkrdahh@odngs cflédfoEeh*ﬁErelﬁ bbhhfobﬂldnblllyﬂﬁ sWstittied, i.ce.,
anot her substituent or qrou When a chenj ca
S

herB¢yisan eptiong]iyleay Hythenpd itlfentr%%}lpi‘l aq\91éle elfreéi SPWEN%E gliogps include
val anee, I%f;vex&ﬂl@ﬁ(tﬂchﬂﬁhg 3%l notfhﬁﬁteﬁx aﬁm&lﬁethya isopbyy, leyclagropyiptert-butyl,

can he subs |tu bstitu
L0t 4 PER BB E Ak et b PR By (46 G55 v X i alogen).-
;ub@ﬂﬁﬁM@ngﬂaﬁth?n¥l group can E?hSFbStItUted b%51b
; u | pht hyl group can e
subi%%éng h8V§fw%' %%ﬁﬁﬁdgsm%ﬁ or 7 substituents and
t he | i keAtvhiidegplicsein eyt seficatongithshiueiref ermpopags ef the mvention
su b%% hltséilo%ggx.g érto{lpgfopﬁ%ntg& ﬁthsespgémlw ihtbtab Ofat @fe nﬁreﬁfoﬁ) Hilude each and

t uent he total nunber

5 WO
15200810 AR PR TSRO URBEH oS 6 V8L f5eT s Tor example

phy g ad |, Y@t & QEdcay intR&dgs BEPidualiyiaibdRRE mettif) @ehyR CHITIONU T, alkyl,
i s substituted wth ag @ t han one group they can be
|deﬁtﬂ€%I6ﬂkﬂ¥hé$ﬂ€% Hifferent. As used herein,

the ter m&acﬁiokéﬂy coin{SouInﬂB.’cﬁ e @tlsehDindbetimteacolmyds aibzalaﬂmawutically

t ht. ch
o b g
ZOTEt blyelnterrmﬁe ﬁtehtydrmnerdem@wy e, 2. icllophenjsyrhine).seledtinptbipaff receptor agonists

sec r cycl obut yl,
cyc 8% ﬂvwmkoﬁﬁ¥&ma1§ atndkﬂ];étlﬂélsopentyl tert-penty
cycl ope ntnysbme @@gﬂlmgémfﬂemmmvenﬁoqq@g %lectlveéygfzgﬁ@ig;pr agonist is of

andFB %h t)kv@”mhroughout this specification, |t shoul d
ers at the termalkyl _is intende

e n (o] o n‘p ass bothk qul@}@g@y]gqr}}a}palﬁx}oq:%égp BEHRs ’%B% gryla?f&eteroaryl wherein

2€8yCli ¢ hygi 06 e e BptBhay Bbstithted wilOfRo SMREEi iR sEed foheC, ; alkyl,
conpounds of" the |nvent

non- cyc| paosen perhaly 3Rk r"m °éﬁ%‘£¥ﬂ§‘?’tf’r§?rﬁ§?%7lo%ofl Bl supstituted with
are cycl iy e Wlbstithedtsdelebied fremphgenma Css allgl; kyd  gr oups

are both cycl'c non fere '

specified, t ]EEWP$3NF%¥de§(P¥$gﬁde €§§Z%Sg'&%&mb§ﬂ

groups 't hzaetrelmsaei aryh odnfbe ogttohalbf sehstiutadwmithaypdd fwe subsiugpisaelected from
3 erein, lkg/{s Bm&@ 5%513/ 11 1 uagd élﬂ%c? Qg@&dthgtelqg?l%l@be optionally

ydrocar HW‘ I NC stralg t chain,
br ancheds@smutmﬂuuetm@ls@v@wmﬁ ecfetl ombepaca il G 2idast

one doubl e b lrem lgeﬁrdaﬂlpils P%o‘ﬂﬁi Frl‘aiol )ﬁﬁiﬁﬁloﬁl Eidiolym Qdtrazolyl, pyridyl,

limted to al met h ut - -eng
4- hex- 5- @ywmdm}g,_fpf@thy (hienyl, éerﬁl?pndawaqwﬁ@ lzls%qll}gpphnyl oxazolyl,

and the hm&gwfﬁgmgﬁﬁgﬂhereln the term "hal ogen" has

3|’,5 Li | Bglr rnnélll qgrrgee %%or(]ig?en’fé ﬁgt%{a Il)rgs(zzntslgv\égh%n %Le selecgwe 5HT-2C receptor agonist is of

Formula (I) wherein R, is H.
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The term "al koxy" is intended to denote substituents
of the formula 20 -0-al kyl, including -0-allyl. The

wa egoa0/17emer " when used in connection wth sSubBCT/USIONG/E46654
such as al kyl indi cates 6 carbons or less. The term

"arylal kyl" or "aralkyl" is intended to denote an
leglrlm grlrgyoggfqggc} H%S%{?g ggaﬁgeg %Ye solillg %(I eutzfvgltSHT &? receptor agonist is of

" al kemyh I) wheréiREiNGledlylt 0 denote an aryl group that
Zeﬁ;f h;l ﬁ?)fa?!g%%#lbos ylr?e% S o%g]g p%en g&eatuﬁlatﬁp se?ect?ve SHT 2C receptor agonist is of

"ar yd>rm_ulia$l) whérﬁmﬂﬁdnlbthylmn nfpmpyiwyxsbprwpyland poI ycycl ic
Sar onat | r %rlﬁgédimﬂs o?\%g ?1[% af 1¥er &fn,o P&le‘é@g SH@CQbLfgc@ t@lsagonist is of
few as Ferred aryl groups have %
t o Hbouk (Ilwh@ranbﬂﬂmaﬁlﬂwseth}fkor e preferably 6 to about

10 carb soﬁ{e%ﬂi‘ﬁodlr@ﬁ@@{h@?re%t bt on 1.0 SRS tivelSRGLIEE et agonist is of
are not Timted , anthracyl,

pheﬁWh@WhﬁmRﬁﬂgmﬂgﬁhqrﬁ@f‘t @H#Hﬁhet eroaryl" is

i nt ended, Ecﬁled:ﬁlﬂ&ﬁrﬁen%rbf e Ylesdlf @Rt AL sdddieSHTD Cbceptor agonist is of
| east one, and preferablyfromonetofour ring

10 hefippyle d()Wh@em Rh’éﬁm?fg‘rebon e.g., 0, Nor S) atom
Exanpl e9n 8fme emBQIBMBAIE YHe prefinOidRHtic Be bekdineBHT-2atdeptOithgonist is of
r aryl ring conpounds having from
oneFPr@upgﬁWhﬁFﬁbﬁngnﬁul fur and/or oxygen atons, for
exanpl e Iﬁ)yd’rﬁewh!bodnpgntsaf ﬂie@res&nmndfaﬂ@i the seldctivegdBIAFAE;, receptor agonist is of
tetraz o i ne, ran
t hi p‘ﬁlenzl) “%éﬁ“zl v 8%%% X ?Onmg Ie]i‘n]t;)]og fl%mls’ ){Sr(ﬂpﬁol i ne, o
l’oxazol e, Insdmfaezrfob@men&mﬁ ﬂtemr@a@i ayolien, th?,selmvelﬁéﬂcﬂweﬁomgomst is of
the Fgr?r[u %@r%ﬂ%r s@ée@ilﬁom uﬁ@?réllstjﬁbélof ﬂ{ef?ﬁ Wﬁ)yﬂolyl pyrazolyl
bears a teroary substituen or exanple a gro
haviapjmidaectdt r uct ure - CH2-pyrrole- 2-yl. 16 WO
2006/ 07 ]{Kﬁgnep dnbbditnar /&Q‘b%éﬁmvéﬁhﬁl 8 kRt R HPRLId MddefW@r agonist is of

t hi azol " neans a radi cal derived fromthiazol e that
beafemyya @é’ﬁ%‘?mgﬁé seleprg o {“l}]éf"rﬂ“’“@ F@ﬁ‘é‘mg?ﬁ%“e{‘%ffh‘ﬁnyl Pym’lyl pyrazolyl

20 t hiaRZiah Rzdie BlitMﬁHlly WBstinARIBAG o dr KRB Gbstitdhgs samamnmmogen or methyl or
V\,hl ch on

of t hi azol e

e B Pt GepB g B i ph i SRR haale R D o sl
i m dlalzgﬂn,anﬂhmctxybears at 5 Ieast one substituent group.
The ter mIn ! meg % glments Iev "%ets!a myven E}grgﬁl% seellecm'é%%q“ g ch tor agonist is of
systemin Ic tpn use 'ngs s 1m or e.
Cer tFamlas(lbb@tenemulém lsethyﬂ ethiileiseruoppyo on{dB O @ &b agidd. thien esigether form
,gan (FI?nal |y be substituted, i.e., they can
opti onal' Ty bear further substituent groups. Sone
pr ef er r eth swbstiioturent offhaqugsent inveritiond Ehe seaitegpeiT; 2 rowpipr agonist is of
al k»ﬂom(dl l\*th}e{ﬁgR %'ﬁalo?&lt 01J al S%én%gre? Qeteg@cﬁ'ﬁ }ﬁllag ha@ﬁlgﬁ(ﬂ to two heteroatoms

I sopropy opr o tert-buty
met ﬁylpqggdcﬁog]rg @Wﬂ;; an@pg(f@%yo subsifeats se}gpted feym halogen and C, 5 alkyl.
trihal oaIIrkﬁ?ﬁ)f erki§bdShents b@%e%ﬁéﬁo%tﬂe%el&ﬁtm receptor agonist is of
éreCHfg? - (CH2) yNHBoc, N(R4a)

eregxn 1, rﬁwberesg\{xetqyml B%h ﬁp%%ig tvyonhe{ewétoms selected
pr esmyt 0, 3p8aisfahCatth b sbsbGétd sd@@éd&ioﬁfha]b@dﬁﬁ@dmlqall@ﬁ ortphi€nyl
i nventi o I SClI OSée rou n.ra
e CPHTEL PP e PG RyeRL B Cre AR o et i 2oy

and In some embodiments of the present invention, the selective SHT-2C receptor agonist is of

Formula (I) wherein: R is H or methyl.
35 In some embodiments of the present invention, the selective SHT-2C receptor agonist is of

Formula (I) wherein: R, is H.
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15 every individual subconbination of the nenbers of
such groups and ranges. For exanple, the term"C _8

wa@bkdogl717ue specifically intended to individual PgT/US2005/046654

5

15

20

25

30

35

di scl ose nethyl, ethyl, C3 alkyl, C4 alkyl, C5 alkyl,

C6 al kyl, C7 alkyl and C8 al kyl. Additionally,

conmpounds of t I nvention enconpa I .
Py e AU TE AT RS LT bl T PE RGRTRT S0 Rasggptorsgomsis of
pah&xmﬂiajwymﬁyﬁfmh@mﬂ t hereof; including but not

l I m ted I.Ilﬁ]?)me% bol& ?1%% gf tﬂ% ﬁg%ntmgr}{bgglwga%tlg%#fé%% %:%/e%?br agomist is of

or phen sel
ag&vrfsltl@,(l) Wheregy: Rsl@dﬂny@@hmlr@forlﬂwml a (1)), and the

like. In, scbﬁfg‘émﬁdm&% BER ﬁes@rﬁt irfvBiRioR) rtl?essagcttlvé ﬁ-i’leﬁ fe?ﬁgfog agonist is of

t he sel ective 5HT-2C receptor agonist 1S of

(1 )Eorpife@byhereinB. i yfﬁallybbﬂwr pqsaﬁ WA$reiR Fw@wazm3 -ybmgionally has up

NHR5 twdNbRBthents s@leddd fro haldBdn@h @@ ki1, m%&@ bﬁ!:nyl %{éﬁoﬁﬁiy@as a single
can be optionally substituted with up

suﬁg{ofg‘?“t?él?ﬁ‘%‘tegtel ected from Cl -8 al kyl, haI ogen

per hal o @i |embcﬂ[iﬁ13n’@ bkxpese Mbrefdh dhd%@lb&ﬁ/@ﬁ{’lyic fé@éﬁtob@gomst is of

optl; ‘g@/ subs ted with wup to two substituents

105 o TPy VST, 8 en and C1.8 alkyl; and R4 is H,

hal ogen,n @me Iambcmlahelw bof th@deseﬁlﬁﬁ'pntﬂﬂlﬁ&, selBdtiRBIIPT-2 @deydptor fonist is of

het idaryl can be optionally

sub}gf-‘g‘? %‘ YRR El 1sh%{§/fitm substituents selected from

30 C1.8 I@*Ohlylembddailemg efithe presehiaventiah. kiyd selecimelS Fil-Koeyeptoaspinist is of

S&Iﬁﬂﬁ&&{)@%{% rRCANCDS QB onal Iy substituted with up

to two sUbstituents sel ected from hal ogen and Cl1. 8

al kyl ;  Whemsienbedimeats gbihgpresen inygntion |ty scleqiye HFORG Teceptor agonist is of

l mﬂaﬁﬂijhe;em azaip!l . tetrazolyl, pyrl dyl,
pyrimdinyl, furanyl, pyranyl th|

benzi m d&FBe§ROdERE ST tg"nlistemlmé’Sfﬁ’@P’ SPIFFW’G SEolxHzt§Pepior agonist is of

t hi mzaliyl) ﬁ{erethgilﬁlF&Zl(Br}'ﬂ CFQ& 2ldhlofpRaRylembodi nent s of

the present invention, the selective SHI-2C rece .
agoni st Sﬁi‘ PG FmOGERRR PLhS RrsseRiYERoR, ﬂ?—?felf@"?—?HTI%C \ﬂ%P“’r agonist is of
ZO%kraﬂalaMeRﬁTRusHOOS/ 046654 In sone embodi nent s of

the present _invention.. the t i ve

agoni st %1? So & femb 1ments |of th? Wrysew;}rg 0}1], ﬂﬁ sgl’_gw?rﬁ—pﬁgcrc E)elp'ﬁ)r agonist is of
sor@mﬂb@)ﬂwhcm&lsﬂ the present invention, the

sel ecti \fx?songo(&lr{l]eﬁﬁ %Pﬁl@é{eﬁ%ﬁ%erﬁlton Itﬁ sglgctlvé: ﬁ-ﬁ% receig) o} %gomst is of

wher ei n I's met n propy or 1'sopropy
In %wéa@w@mmﬁnw of the present invention, the

sel ect i f@sorltmBddiniR& %%Qﬁres‘@&%’eﬁfon I s@fctivd ﬁﬁn}& Redolod ?gomst is of

wherein R2 is nethyl or ‘ethyl. In sone enbodi nent
t heF prEs@htherc B Porfllot he sel ective 5HT- 2C recept or

ag ONi st I Son@fembdd@hienld bfthé prisemhBERion 1id%e1adhde $2e82¢ REBIN Sonist is of

some enbodi ments of the present
i nvﬂg’lﬁ?ﬁﬁ%ﬁ? E‘@I‘S@gt i ve 5HT-2C receptor agonist is of
10 For mi sonf khbothieshg ofth&3Bede®t ir/Btioh, itltGelective SHT-2C receptor agonist is of

Formula (I) wherein: R; is halogen.

In some embodiments of the present invention, the selective SHT-2C teceptor agonist is of
Formula (I) wherein: R, is H.

In some embodiments of the present invention, the selective SHT-2C receptor agonist is of
Formula (I) wherein: Rq is H.

The invention provides a composition comprising phentermine and a selective 5SHT-2C

receptor agonist as described herein wherein said selective SHT-2C receptor agonist is selected
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In sonme enbodi nents of the present invention, the

sel ective 5HT-2C receptor agonist is of Fornmula (I)
wWoL@eeTIT4R3 i s bromi ne. In some enbodi ments of PETIES2005/046654

present invention, the selective 5HT-2C receptor

agoni st is of Fornula (1) wherein R3 is perhal oal kyl.

I n sone enbodi R3 is CF3. 15 In sone enbodi nents

of R W%‘?é’ﬂ?sgg?ﬁ/o ntion, the selective 5HT-2C

r ecept or agor8+chbro+lsm@1iyl-2$,éﬁﬂmahvd(0f1)H “vbezaEbmneR3 i s

selected fr O@bﬁ&f %81‘1&?2@%%@5%&91}?&%&&@&%

furanyl, pyrroly yrazoly I mdazolyl. In sone
enbodi ment s (8f1040l=ieln€rﬂr3’é%,éﬁi5'tqtfﬁ]%’é¥?t%?Tbentz%@’nseeI ective

55HT-2C r ecepts%ﬂ&%‘ﬁi%&?ltl-ﬁl&h}@ﬁ34|§Q£tﬂ]¥5l'dﬁ) (PI) béﬁﬁsﬁz&;ﬁxhen R4
|s selected fromth eglroup consistin EE\len

furanyl, pyr Sofiuoromsihylali.345detaly °i'
optional l'y Slgkbﬁiokouuetﬂ@qizs\mtsheuamogmxwm&mtl tuents

sel ected from hal oge erein R4 is
phenyl opt i or?%r‘?rwg 813{439 %U&KW {ﬂ'g%eriz%zqf“\}\%
subst it uent s ssiedoeicdtian2,B ponen@lyds-dH-kdnzazedi@t ogen, and

1o koxy. In nggﬁ?b-.mgcg‘z%ﬁm fuRi R3S éﬁ;ﬁ_gntlon

the selectiv i's o or mul a
(1) wherei n: 7Rdi¢hdoreritthyti2, 3 4@'Hh@ﬂlhydr<i> B g hopgdepingr  CH2OH;
or R2 and R238 éhﬂ%oe’?ﬂ& Ecgﬂ:ngtﬁﬁ 2%%@%&6\%?&0—% (Gbl%azeplhé'l

sone enbodi ments of resent i nvention,

sel ective SHR- CZ*@IQ"??@etbQX@Tl “eefhi- 35 fefralgpiro- 1%%’??3%%613(116)and

wherei n: R3 ighhad-28650%0-1-8hy12,33; ﬁ@ﬁ@ﬁﬁfr@-@HB%@@ﬁ&ﬁﬁé’ |
ring having up to two het er oat oms, el ecg}éle om0, N

15and S, and upPre8bavrseiGh pqceriblnsalt SAyaRY ‘T‘W"f

hal ogen ’ﬁi@@o@u&ls al ey inventidh rﬁ@ﬁ&tﬁﬂhﬁ @ mshmmémt &ugbon atoms, so
resent t 5]

g 9 o??fitélfe ! %‘p!%?l ;%%éx’}_s&}nﬁm%gent(es efeo%/ eeerng i orgms %%c?npq_lgnds can be, for

5- rremfmgne aatehettsr opticylly activa fprba viihe gptigglytadive foms can be obtained by

het reeroq% o OPthe r%c e% e cggyg Plglgn]?fﬁ éasﬂd hﬁaﬁ@ gn%ﬁmfeﬁl tcm}pounds of

subs uents se ecte a?ogen an y
20ph e Rythule ) ke Rahinjiorsadh dt somgerbbdighants, appeusds ofBormu a (1) are S

- Su bgﬁahttlo Nt $, S8k &6 oﬁgpefltg Q%}glmcﬁ offdt¥hla (It‘ﬁ!: PPEL midPds of

al koxy. n sonme e ments of the present invention,
t heematiamstsi ve 5HT- 2C receptor agonist is of Fornula

(1) wher gife enf¥dibrnt Fﬁl@lhveﬁﬁ;nl'ﬁyawdesaﬁzofnﬁosﬁﬁﬂ&)nmﬂ@phﬁiﬁﬁhﬁle and a
of the present invention, the select

|
r eceebre SHYoi ererprrepist Wharin i docledye ﬁ%?éfeﬁeptoﬁigof‘%t {§4R)-8-chloro-
518 Meagpﬁi B 7145 dBGTH 31200510 6655hdmlateuti@liPacceptable salt, solvate or

%dl ments of the present invention, the selective

PEts Beet or agonist is of For mul a (1) wherein: R2

| S met hyfhe doﬂptﬁﬁﬂ@nécdnmdsmmmatcsordiﬁgmlﬁehp'pxg'@emay optionally exist as
IF(r)“r/e a}:rrlng ?liltbcalp cce%tabge sa cl@ﬁ%ﬁﬁ&n{lcﬁ%ﬁg Qbce gﬂﬂcﬁtad(’iﬁongglts

t hi @repired font phagwnatiaiihediphbinnen-igfic pofirls H}&l“é@é mrgamc and organic acids.
(?:nv%ﬂ agl?T L a§e%|c %Qﬁz%%ﬁﬂfgﬁig- befzoit Q:‘a‘rﬁﬁfoﬁﬁlfcﬁ&%@ tethbr@si@bnic,

raz -3-yl or phenyl
vxherd@hhros@rl@ fcyalwcafz@w} gh@m}lf, g c@waq»w hpfggbr%lc hydrchloric,

isethionic, lactic, maleic, malic, mandelic, methanesulfonic, mucic, nitric, oxalic, pamoic,
pantothenic, phosphoric, succinic, sulfiric, tartaric, oxalic, p-toluenesulfonic and the like, such as
the pharmaceutically acceptable salts listed in Journal of Pharmaceutical Science, 66,2 (1977) and

35 incorporated herein by reference.

The acid addition salts can be obtained as the direct products of compound synthesis. In
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to two substituents selected from hal ogen and Cl -8

al kyl, and said phenyl optionally has a single
whadoegert4esubstitutent. In some enbodi ments of PEEUS2005/046654

present invention, the selective 5HT-2C receptor

agonist is of 10 Formula (I) wherein: R6 is H In

sone enbodi nents_of the pr i.nvention,

Sel Be fransHIe B i e PRy Oie st BE SOyt ey e ppyorrise aid,

WhefritHe salRsoldt& tyle@iporbng tHeRolSemtia othﬁfbm bepedating tofsalt &nd solvent. The

g;} g%‘lﬁg){mﬁhgé’ n; ﬁ%gf;??{ﬁqag f(?ri%l)sgl%ét]es dﬁé% %gc% \{velght solvents using

OR iEthddskigomeo dedkdtd mbsshs of the present i nvention,

t he sel e&tn S(}‘tﬁgm* &Qﬂeﬁtﬁﬁ %9 Eon@&%gﬂalé}e ahrﬁlnfg'fere Eﬁﬁmﬂs@ge form and

(1) whereil sone e ments o
Pr eseie piepmed iy e the etheds wel krioya hghAPR@apeEeabtrh for example, as

f‘goﬁ‘ésélbe% 1rﬁ R%n tFPJ ﬁMbﬁacédtz}azM%ééla(tack%b ., Bastdal pA,B530).

) or op . I'n sone enbodi ments of the
pr esent |ThW@YﬁnP?5tﬁlsoﬁ’f?éld§SéP’@E‘tSF19fé obthyrinyentipr adsecpiped above, further

ago EHn?p&ghgaa &fanr%agthlé%m/; %Uép&bl@ l:é)meii\hﬁfr @kaﬂ)pleRﬂe intSerr]lt‘Ibn prévides a
some enhodi nents of e nven e
10 ¢ eqoprsiionsprors s pRraiepiipTan iéﬁ%-°§t°f°-lsmﬁfry? L84 r ey

Whe b&ikzdxepisforiaphdrinadetticsiynmeceptifitodit, nelnttsor bfdrith herpofome nt
IFEV ﬁl?f}rrlgo%qtlj:atllggcecgpg?bﬁecct | \e/:re wqhg lg}éer ﬁ ov1<{es % nal((iesu%cah ?om%osmons
of bmmrg@sextmnmmwclémye bt ApberBHFUL2E composition s a

r e ¢ g&%%ﬁu@%&ﬁé]rﬁh% atsleagtf e 5 ‘H(zé‘ﬂ'f%r@dﬂlt Qnd ‘Mlga@t%ng 1ng1%eﬂt that is not an

| men pr esent
1ﬁ nv eqiive mfedltnh 60@@@1@%1 4nd eot Hpfitatipg arﬁélere@temr a ggehanign fof gowpfelease),
For mkrdbytle)cotbtBiBh 1 améFRe foSsdTor o PecHRAR FRAGME bit®He$n Dhammal (for
t he present invention, the selective 5HT-2C receptor
agofteEple aad gt limgigioprien). (1) wherein: R3 is hal ogen.
I'n | sone Qﬁﬂib&dihglﬁ AtfGthef asebiof e Eﬁéﬁﬁbn the ¢@nokifiths of theinvention are
- sel ective 5HT- recept or i S of For mu
e PEHEC T & TR0y B P BB E R Hed PP I%I?Pé‘-‘f%’flse%f%ﬁ%m“ of
20nveﬁmﬂ@n%mkhedseheem&yewﬁﬁﬁmﬁﬁmreceptor agoni st is of
For IR?:IC rdu( t)) mﬁer aspect oﬁge fnt?enH)n t%?re ;I;g oV dQ(Y &0 Bf & mposition of the
pr ovi es & & 'on conp entermne and a
sel eotitipe mﬁwﬁn@@facme e@n&dma@btqr tb@ praphyldeis ertichiment ofthedigprders
whe rdﬁ&l& @ﬁe’r&'n Sk 5 gt%f”ehy@errﬁkﬁqmgxﬁ: e \Q&edqg&mf ] t:odlp%smon of the
sel ected 19 WO 2006/ 071740 PCT/ U52005/ 04665 from
t he iRyewigp mémarng@q:tw@ of ¥ meglicarpgnpiopthg prophylaxis or treatment of obesity.

25 et hyl - 2peiafh doveloBld iRRUA oS hekoRdR %8 2RPhES esently disclosed

compositions of the invention are of use for the treatment or prophylaxis of clinical obesity or

W

overweight disorders in mammals, including, but not limited to, human. Compositions of the
present invention can be administered by oral, sublingual, parenteral, rectal, topical administration
or by a transdermal patch. Transdermal patches dispense a drug at a controlled rate by presenting

30 the drug for absorption in an efficient manner with a minimum of degradation of the drug.
Typically, transdermal patches comprise an impermeable backing layer, a single pressure sensitive
adhesive and a removable protective layer with a release liner. One of ordinary skill in the art will
understand and appreciate the techniques appropriate for manufacturing a desired efficacious
transdermal patch based upon the needs of the artisan.

35 In addition to the neutral forms of compositions of the present invention, by appropriate

addition of an ionizable substituent, which does not alter the receptor specificity of the compound,
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1% nant iayifeprs: in p prikdospeforavistien. FRpPhermaseyHEb EAFERs mBt bwrrmnb& with the
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pha tﬂ’e‘&%ﬁ 'idbﬁé]ht{s Yin &G Ql@l Bn RAsddSin faDIE e cBfdules for oral administration.
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pr e paruispravriatinnp vapiRdemisiaian pap ba Eckpoaneisolpins. pEKiens aqueous or

28C1 Gty budehdshs Rbd &RPE. %&hﬁn@@m@éﬁ@i’dpﬁraﬁﬁé 68 be BOeFoHEIVF dry powder
aC|ds i ncl ude acetic, benzenesul faonj

ca mﬂlﬂg faabp ¥e6qil1ptgutedcxy1{.hrvya{er owﬁtgeli élgta‘?l{: h?ﬁlqsvel?lnle gefore use. Additional
di chligreassh hs&uspérﬂ[n@oﬁemuﬂshmiﬁg dtg@nts gbruziqutiucvehgleu(m&hﬁmg edible oils),
:’llag ?Hl#%éfgﬂ?ﬁ‘%gqglg gavﬁglilgs gﬂd c&é%étg F::a.n be aécféc{l o é}r‘?zl u)? Preﬁara%i‘ons Parenteral

nuci dosagéfotnisi cen be@x@hred:by mmng:the cqmpmndtof]@ﬂmzentlon in a suitable liquid
38 Ptogxf ﬁllgln es it lt? l'é?e% %ﬂ i n: bre ofe ﬁlﬁr%ra{}l@{eﬁlﬁg :ﬁ)@'}obﬁ:ate vial or ampoule.
P h arfeseareist afewxaaml?e pﬁtbﬁon@y smrqpeatr ngtheslg Welhknpwp forfhg arfdr preparing
Phanggggﬂkﬁ§al Science, 66, 2 (1977) and 35
i ncorporated herein by reference. The acid addition
salts cantiprotedtiepthnepasitiophel theiipvsption gie gefirtendedyfor use only in humans,

COMRHAQtHeHILEAGSnInamhdals as well. Indeed, recent advances in the area of animal health-

35 care mandate that consideration be given for the use of compositions of the invention for the

Ul

-

treatment of obesity in domestic animals (e.g., cats and dogs), and in other domestic animals where
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20 WD 2006/ 071740 PCT/ US2005/ 046654 the alternative,
the free base can be dissolved in a suitable sol vent
w@omwbarrTing t he appropriate acid, and the sal PCT/US2005/046654
i sol ated by evaporating the solvent or otherw se
separating the salt and solvent. The conpounds of
this invention may formsolvates wi.th standard
o editease ongisorist s biepiir -slopprished FTPATTEE & ﬁ%‘(ﬁm"hthenf High, etc.).
ski 'll"l'l(ﬁedof@f(ﬁﬂaﬁ@ﬁll uﬁh@ﬁ%adﬂy aBBtedwith iderstmdeng tie@filitprafsuch
conveni ent | m nistered in unit dosage form and
can“ﬁ@oﬁygﬁéﬁg% %Vgény of the methods well known in
t he pharTRedettivecHT-24T beepthiagordstenffbreulagB in thee®mpesbions dambe readily
Remi_n n.s Ph
oot Ao pg ] PR b el Rt M B 2 familor o oe
conpditi in thewst. @f reprérentdtive ganerplopnthesis 15@@§Qfﬂllbbleﬁ inYsberes I
further conprising a pharnmaceutically acceptable
carrier. For exanple, the invention provides a 10
conposition conprising phenterm ne and
(R)-8-chloro-I-nethyl-2,3,4,5-tetrahydro-| H 3-
benzazepi ne, or a pharnaceutically acceptable salt,
solvate or hydrate thereof, and a pharmaceutically
acceptable carrier. Thus, the invention provides
phar maceuti cal conpositions containing phenterm ne
and a sel ective 5HT-2C agoni st. A pharnaceutica
conposition is a conposition conprising at |east one
active ingredient and at | east one ingredient that is
not an 15 active ingredient (for exanple and not
limtation, a filler, dye, or a mechanismfor slow
rel ease), whereby the conposition is anmenable to use
for a specified, efficacious outcone in a mammal (for
exanple, and not limtation, a human). According to a
further aspect of the invention, the conpositions of
the invention are provided for use in therapy. The
conpositions can be used in the prophylaxis or
treatnment of 20 disorders associated wth 5-HT2c
receptor function. According to a further aspect of
the invention, there is provided use of a conposition
of the invention in the manufacture of a nedi canent
for the prophylaxis or treatnent of the disorders
di scl osed herein. In a preferred enbodi nent, there is
provi ded a use of a conposition of the invention in
t he manufacture of a nedicament for the prophylaxis or
treatnment of obesity. 25 The data devel oped herein
supports the conclusion that the presently discl osed
conpositions of the invention are of use for the
treatnment or prophylaxis of clinical obesity or
overwei ght disorders in mammal s, including, but not
limted to, human. Conpositions of the present
i nvention can be adm nistered by oral, sublingual,
parenteral, rectal, topical admnistration or by a
transdermal patch. Transdermal patches di spense a drug
at a controlled rate by presenting 30 the drug for
absorption in an efficient manner with a m ni num of
degradation of the drug. Typically, transdernal
pat ches conpri se an i nperneabl e backing | ayer, a
singl e pressure sensitive adhesive and a renovabl e
protective layer with a release liner. One of ordinary
skill in the art wll

19)]
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under stand and appreci ate the techni ques appropriate
for manufacturing a desired efficacious transdernal
w@adosi7tiased upon the needs of the artisan. 35PCTUS2005/046654
addition to the neutral forns of conpositions of the
present invention, by appropriate addition of an
i oni zabl e substituent, which does not alter the
receptor specificity of the conmpound, 21 WO
2006/ 071740 PCT/ US2005/ 046654 physi ol ogical ly
acc%gﬁ%ghe salts of the conpositions nmay al so be
formed and used as therapeutic agents. Different
anp (HENERAL REACTEMHESHEMENS of t he present invention
will be required to achieve the desired biol ogical
effect. The anmount will depend on factors such as the
specific conposition, the use for which it is

i nt endedy, the means Qf.am ni st ralign, andjthe  |ogination
condit of the treafed Syindivi c@ - all] of +hese—»
dosimQ paraneters are within thedl ere™ofNome; of

ordinaryAskill in the nedicinal art$& A'%ypical dose
can be expected to fall in the range of 0.001 to 200
my pRFO%%Lbgram of body wei ght R6IOMeHE nanmal . For
exanﬁr a typical dose can fall B the range of 0.001
to 0.01, 0.01to 0.1, 0.1to 1, 1to 10, 10 to 100,

or 100 to 200 ng per kil ogram of body weight of the
manmal . Unit doses may contain from1 to 200 ng of the

conpgsi ty ons of the pg t inventiQn 10 and can be
adm no;fg 0 Rpisiof! s a i ndiYi dual Mgk
in gk pihes ™ Fogr, exanpl e, unit g

0 ‘ contain
from1l tg 10, %10 to 50, 50 to 100, 100 to| 150 or 150
to 200 ng of the conpositions of the i AVef%i on and
can BegOMe® ni stered one or nore RyFOMesCla day,

i ndi ®=Hual Iy or in multiples. Ta# conpositions of the
present invention can be conbined with the carrier in
either solid 15 or liquid formin a unit dose
formul ati on. The pharnmaceutical carrier nust be
conpatiblefywith the other ingredients\in the

conpsy n angP nustydmsenaitner at €4 N%@vumwwmm
reci pi . physiol odical | gredrents

RSP
U

ves i
can Be incofporated into the phafmaceufical
conposi tifon of the invention if desfred, and if such
ingrggbﬁgkﬁ are conpatible wth ghaemgicher ingredients
in tRey conposition. Fornul ationg=Aan be prepared by
any suitable nethod, typically by uniformy mxing 20
the active conpound(s) with liquids or finely divided
solid carriers, or both, in the required proportions,
and then, \f necessary, formng the resulting m xture
' i e XCypi ents, such

, % Bt i ng agents,

g Bants, and di si nkieqgt can be used

in tabl et and capsules for oral adm'nistration.

Li quiid parations for oral adninjistrlat] can be in

t he gﬁﬂ%ﬁgfﬁggﬁutions, enulsionntzgaﬁégﬁgggr 25 oily
5 suspehsions, and syrups. Alternatively, the ora
preparations can be in the formof dry powder that can
be reconstituted with water or another suitable |iquid
vehi cl e bef ol & H# ?fthéfbégt%ﬁ Rte 0l B8y SHCBASsHT-20
suspendi ng or enul sifylng agents, non-aqueous vehicles
(i nc lragefitorgeoaist dompovnily dsycribedpin e iaraptien apeke prepargd according to
flavorings and col orants can be added to the liquid
preparations. Parentera
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dosage forns can be prepared by dissolving the
conpound of the invention in a suitable liquid 30

waelwsores@and filter sterilizing the sol ution bREDUE2005/046654
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filling and sealing an appropriate vial or anpoule.
These are just a few exanples of the many appropriate
nmet hods well known in the art for preparing dosage
forms. It is noted that the conpositions of the

i nvention are not intended for use only in humans,

but $cher 1 @6r RAHPI) bb"@di\hﬂ'g&ﬁ?ﬁ&h @p@%nmw Substindesenyl

advances i.n.fhe ar ealth- 35 care nmandate
t hat “°EBef éef‘aé(tnﬁ &N “géwbdie V%P?t-"f"é ?“Ig gty Bpang Re, the °°“esp°ndmg 7
co nms/iot 8 absitedd 1tduhyl-79, e,atteu@mdfoomz -hedzdzéRai(eoRpbund H) can be

b t ti s, and dogs and
o ot AR -4 P Bt BBy oS3 sBBRrE S
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compBeirt - wﬁgmgegﬁ S 111‘3’35%1445§F3“3%Ydﬁ?r%%r W%P@P%@d %2p by
varlﬁﬁym@f synthetic mani pul ations, all of which woul d

be famliar to one skill ed he art
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R1= GWdISCQQFedF@GHeIRZﬂd—WuﬁzPr@emd GloasiioGrgRzic Sptietk 2dRxdnTohn
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The invention provides a method of decreasing food intake of a mammal
comprising administering to said mammal a pharmaceutically effective amount of a
combination comprising a selective SHT-2C receptor agonist and an amount of
phentermine, wherein said selective SHT-2C receptor agonist and phentermine are
provided in amounts to give a synergistic effect in decreasing food intake in said mammal.

For example, the invention provides a method of decreasing food intake of a mammal
comprising administering to said mammal a pharmaceutically effective amount of a
combination comprising an amount of (R)-8-chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-
benzazepine and an amount of phentermine, wherein said (R)-8-chloro-1-methyl-2,3,4,5-
tetrahydro-1H-3-benzazepine and phentermine are provided in amounts to give a
synergistic effect in decreasing food intake in said mammal. In one embodiment, the
amount of selective SHT-2C receptor agonist, for example, (R)-8-chloro-1-methyl-2,3,4,5-
tetrahydro-1/-3-benzazepine, alone and/or the amount of phentermine alone are
therapeutically effective(i.e. showing a statistically significant effect) in decreasing food
intake in said mammal and the compounds are provided in amounts to give a Synergistic
effect in decreasing food intake in said mammal.

In one embodiment, the amount of selective SHT-2C receptor agonist, for

example, (R)-8-chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine, alone and/or the
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Cl, I RR=H, Br, C, | Those of skill in the art wll
appreciate that a wide variety of selective 5HT-2C
recept or agoni st conpounds described in the invention
can be prepared according to 24 WD 2006/ 071740

PCT/ US2005/ 046654 Schene |. For exanple, by starting
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f which is I ncor porated herein reference in its
e nt i pr@flgied i preoupts {pegiicia SYReTBIsBR S e 4o ’ad‘%?ﬁ‘ﬁ FRSELY g¥said mammal. For

decr gasmbRohd i@RtdntRHies Dhetidd mﬁaming sdewRI d rﬁdnﬁm comprising

adm nj ster ing tg said naceuti c
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sai d mﬁmgashtlety in said mammal. In one embodiment, the amount of selective SHT-2C

receptor agonist, for example, (R)-8-chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-
benzazepine, alone and/or the amount of phentermine alone are therapeutically sub-
effective or ineffective in inducing satiety in said mammal.

In addition, the invention provides a method of controlling weight gain of a
mammal comprising administering to said mammal a pharmaceutically effective amount of
a combination comprising an amount of a selective SHT-2C receptor agonist and an
amount of phentermine, wherein said selective SHT-2C receptor agonist and phentermine
are provided in amounts to give a synergistic effect in controlling weight gain in said
mammal. For example, the invention provides a method of controlling weight gain of a

mammal comprising administering to said mammal a pharmaceutically effective amount of
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For exanple, the invention provides a nethod of

decreasi ng food i ntake of a mammal conpri sing
wa@evsniisseri ng to said mammal a phar maceut i cal PGT/US2005/046654

effective anount of a conbination conprising an

amount of

(R -8-chloro-I-nethyl -2, 3,4,5-tetrahydro-1H 3 25

benzazepi ne and an anount of phenterm ne, wherein said
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provided in anpunts to gjve a ‘%nergls c effect in

decr@aéazwe@%@apﬁf%@fmnww fid (RyyS-ghjgro-1-methyl-
enbogls ﬂElﬁétr,ah}HbelH aa&mepmfamsﬁkmamm erepHlid2GnhRc@RtiOFive a

agonist,. fo 8-.chl or.o- | hyl - 4, 5-
T SRt e g i it B Sl o o R be
5 of phenhief KldtvedHIME radegtor3Gortish éoramtptel, @Q—!Slcyloro— -methyl-2,3,4,5-
e]]: ]]: e{: %[3}1 grgl - -be%z OWI n o%e %}ﬂl%%o%ﬁ! heT:il!e IefaIIO%QFrg
ec ecreast n*sal
t he @gnmmumﬂbssuhﬁﬁecpveow mdﬁiﬂﬁtwenn convelbrtasveight gginvie sagd mammal
syner gi st i efif ﬁltrthér%roqﬁgs BR%H Qfﬂr&ﬂﬁa;hmr%ﬁmén@oﬁ%sﬁy or
manmal . I n one enbod t he amount sel ective
5HT- Q@nﬂ@@gﬁ]@’@g& thar@’@rﬁogxprlsmg@iimmétﬁrgrgﬁq) épa’uent in need of such
10 (R) - &bf}l}la&fé Or theattRt Yl eradevedly Stfdole B 61Qr chinbiBade RERASR:
i ne, nd/or the 25 WD 2006/871740
PCT/ US98 0H 58T e SHhBHATRT 2 HPE ARt Bpatergyine, wherein

t her Wkttﬁasﬁy 26 bhbcpﬁfr E@ﬁisﬂ aM@pheﬂtexdﬁ&raqu:&(bvﬁﬂgd fn@@dunts to give a

| ntake in sed.
"t he Fyg%ré e?fg t rn chare mv Fo]pd 1n 1n Sai nrélaénﬁxga t F] exatnﬁle tg?_ﬁvefgon
agonfisthergrdidesra rpdﬂ@dbémmhml@umr @eqtn@v pichbebity, lor agrodingngelated
15 t h at F]hgl%con&k eadﬁmﬁ{eﬁﬁé t§tr1 baﬁ_}@ﬁt luy neec?&fgﬁlclh ko%ﬁ‘ﬁ&ls%t {r&ﬁﬁe ta

& nmeasy par aneter. € anount
s e | e %ﬁawtl@ﬂﬂ%fgctz@mme@é?fta@@m@@ém @tnpnaﬂrtgran exetthdfdR)-8- chloro-
(R) - 8: nfeﬁkllof D k—feﬂﬁiy@%hﬂ%—&nﬂze’émg gldrag Qﬂﬂgﬁl@of{phbn%rmme wherein

benzaze al oné and/ or the anount of phenterm ne

Bl On Sy SO HRA B ¢ TP et REEPTAFE Spphentormine ae
decr ﬁl@%ﬁéﬂgn &ﬁ@ﬂts &d@l\'zﬂﬁ%yﬂefglsﬁ@éfﬁ:ctfﬁﬁm&mg$<boﬁ(itﬂak€ hﬁald mammal.

conblnatlo sel ect rece t or. agoni st

20 G U PR oS S AHER N ST ferpEtoopisal: ele, RS-
exa rrp]hlap 1 mheghy-23,2 5-tefrulgydiod &-BAnavging, aloaa ghdFor thel EI&Gmﬂ(A
taﬂ g . g pegﬁxtmr}r?e ? %Igta)rle altfalgc? ca&l h \?\JII‘;% af%é/ctl\(z:eaorll hne ?cg}/ehm decreasmél}'oog intake

sepalmetidnpmarke Qomah@p@med tabesity inglude, fof éxawpletwe (Hmbcm,

i ncl

v Sk 1 BE SR fess il EfhelohE SERTROURE 1P fonE SFRAUS
25 t her diserdarfiscohesity: effectlve dose of the conbination of

the sel ectiifentdhaBEpbRES Bl Wove BN s&l medds ﬂmeem&rrpmuﬁgahe
is used. The invention, al so pr ovi des a net hod

of
i ndu éﬁ%ﬁ%ea?%s & subjectasaidphisgt D8 iptepdefepphyjagis or treatment for
adm Bbdsityg b al’b@ndﬂibn&éldtdl ﬂiemamheran pieinE S /el ke B pérformed prior to

effective a t on ri si pg..an

o oot e i e DR BT Bl B B S apoupes
30 anpbunt of Onepdsﬁrat of theiptesent inkeetic@ipartada itcch B@hod fdritheareGidnt 21C

r ece pfy t}{) OI\lle t‘iog?’égg%dgﬂe?eto ? m(‘pnglx?% Ko ?mst&gqr g%l Sl:%iect suffering form

s at i edig cqnﬁntlm tuermmwdly eﬁ@@ve AN P4 @mpositon | pmwng oglective

gg%lsﬁﬁcqec@ﬁmg&w%d L RAMERRY Rl S Dhere, ReFBS Rl he form of a

pharmaceuhcal composition.
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20 adm nistering to said mammal a pharnaceutically
ef fective anount of a conbination conprising an
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(R -8-chloro-I-nmethyl -2, 3,4,5-tetrahydro- 1H - 3- benzaze
pi ne and/or an amount of phenterm ne, wherein said
(R)-8-chloro-I-nethyl -2, 3,4,5-tetrahydro-

1H 3- benzazepi ne and phenterm ne are provided in
anounts to give a synergistic effect in inducing

sati ety b, SAk iR B infoli B ATRAoMBRLon biriiDyINt

of selective recept or afgognl S for exanpl e
( R) seectifr B reqepipragpuis atgl phenteria fog i dft npthed:sf ireatment of the

benzazai RmalBbBNS tRRAGY. Aor &xBRApIaMRUREnRh pRREAtRbfbdIIRon of
al one are_therapeutical I sub-

ef
i nefifedeiertipe for Hsel%ﬂ%ﬂf“ﬁlg) Yesfimesi 9 i Sﬁ%}é‘;ﬁ'h&"f%?ﬁ% humpgor
addighimalbody ii8herdpy.ETHelBntdh Glvd Heddeaa Emtpb@bﬂ)n@f the invention for

contrallin n._o

adni’ffi B BF ?f’\é\‘ﬁf’%h@é\agﬁ &R 05&%?1 Orfr%féle |lc§ ‘ngm amethod of

ef f eledrd:avieg faoidiake of i maBMalaforeein anmthod nf igdiipg sam:tm @ aqmpmmal,

anoun a .sele ist and an

amoin ?r usehlgﬁ et?llr)ﬁi %gon%\:ﬂm%%%h?g%(g se Q{l i ve 5HT-2C

r ecept or Oag@mcmf therpebsqph@PRIBoITHErdns tag eonppsifion @bie inpention for
L{ﬁetlﬁan Rordk ¥ r@ed§¥rﬂ§1€ ﬂf u°sE Enctheegr(gﬁﬁils bﬁ‘re%@rﬁ ofd drme

ailn In said For exanpl e
i nv eitﬁpﬁderr?f e bwwsanan%?%a thepye SR F<ETRS> 48P %@ngqﬁfhe et

of  anvehRAREains Qm%m isfign &ﬁﬁﬁhﬁlﬁgsd s@lé(ttNQSH{rDZ@ &b@tdﬁ&g@'ﬁiﬁj an(a
phar maceut i fc?al I §1 ective 006/

PCT/PUR5BES ufag e P ?‘?“8 %?&FFF}P&@P??BY%‘H?F % et“ of
of  (dBsitB oL dhditirs kelamatiiivydio. 2n Dmd edbddetenahedisordérké Besity. In

S Zlnéa % E§ @ %xhaﬁndlle %ei 1r§vrént?c]r%rg>%'lor\}1tdesoafcor[r)lpo%ﬁllgl? gmquvent)[gﬂ%r%{en
2, 3, nanblattet piayadicanchi-foBush erectiop ofilscraasie lod mtase ofi appammal,
are provi,/ H.]ﬁscthr@ 0 ﬁlﬂ:&rﬁer& Br (e YiEa Iﬁethoaxeﬁﬁwmguu@ty@f £ Bkmal,

in contro aln 1n sald In One
enb cuil/mebr the m@@fagura ﬁmmedlcemer% B we e\/@eﬂmdrpf @aﬁ?l@tséﬁtgmgm

agorufgihlamjnglr exanpl e, (R)-8-chloro-I-nethyl - , 4, 5-
t et rahydr o- 1H 3- benzazepi ne, al one and/ of the a

of phent é¢ Wém'aqdﬁ?%tsd]?‘%mveflﬁ@@%@ﬁ% gihpds {pr alleviation o "
sub- ghbe@lof 46 obthe distedf, eaidite dr Bis@ @R ieatidnemieraiei ght

R
con dlbetplem”rmécednapﬁﬁicutahmmmf timesmp ini agy p’egtlcalamemlesctee Addl‘g)ntalo
a t .in need,of h Loph: i Dl
a the a{; ealc} a,nta%eis and ncfv]g:ﬁuat?ues]opthg \{‘!}XJI ?fﬁ b%co?nre a#ﬂ’a%ﬁ‘l.ttgrﬁl
conpskilisd imghe aampmumnatm Oﬁhesfellloe?@tgl WW@@ Wheieheasg igtended
ago”!o%E 11135%@%@1%%%@9% RhgMgr M ne, wherein said

sel ective C receptor agoni'st and phentermne are
provided in anbunts to give a synergistic effect in
decreasi ng food intake in spisghpigmmal . For exanpl e,

t he |nvent| on further provides a nethod of

pr opPythede Examplesr eat nent of obesity, or a condition

r el ag@ghpldr: t(RS) 81BPom S PR oSy - T ehe i, 34,5 tediahyilyo-1LE-33

patient in need of such prophylaxis or treatnent a
therB‘iﬂ’é‘th?‘E"al ly effective anount of a combi nation
conprising an anmount of (R)-8-chl oro-

1-nmet hyl - 2, 3, 4, 5-t et rahyd#re. X 3-benzazepi ne and an
anmount of phenterm ne, wher @
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sai d
(R)-8-chloro-1-nethyl -2, 3,4,5-tetrahydro-|1 H 3-benzazep

wWOo p@earnd4phent ermine are provided in anmounts POT/GB2005/646654
synergistic effect in decreasing food intake in said
manmal . 20 I n one enbodi nent, the anount of selective
5HT- 2C receptor agoni st, for exanple, (R)-8-
chl oro-I-nmethyl -2, 3,4,5-tetrahydro-1 H -3-benzazepi ne,
al one and/or the anmpunt of phentermnine alone are
t e RROHLI & Al Y. S SicheRkdne or | nef fective in

decreasi ng I nta manmal . Condi t

rel at ed t@oyggsqfﬁﬁzleﬂlﬁ&pm@hylg@pe (@99 ﬁ.&ﬁ@ mniopﬁ%dlpl]loromethane

d | ah@deasn), walh@ddas Fleeimasitfed Wih@hidHeqes mb] BFSHh@) followed by
yndrome X and th

Li ke.
G o herovris Saiseret o BRI TS BrLs TEPD g rfiae
5 ab OMViRixflieSGlrdFad Howt hmds;vahmng foeo°Cc dmppmmcngmﬁmas gituyd with

Iplﬂ§ Wgﬁg wgﬁheckJ sreJé %{tl:ttﬁle%w?l} u bl o%é: ltl(t',‘l ‘?60”1&) water %%g mL),

c o ndiring (N0 me), etieclovith ANesSOL and cmetrtetedl tmeGS B eem yeﬂtyw oy 'H
ste r hst &g ng -
PR (RS 1\%19{ E@?gﬁﬂﬁ(d&éﬁls ?ﬁ?}l téﬁ iNGs 12 ﬁgféjw (4,18

subject "sai iC I've ‘anount

conpida i ifis,.6.73 @, GﬂéGéﬁﬂ@clth 8Q (a3 By 2L, JThV &Vt 3 Jn2.86 (dd,
10 Pertainsgt 9ug WS tNQl & . BErNORAL PR Lbfed: ORRESI ty, oOF

a condition felated thereto, conprising adm ni stering

to a subject suffering form said condition a

t her /PR Rbt)1Y-ielt Bfdprapmylin®f a conposition

conpri si sel ive recep st_.an
phent er m‘%%’?‘m%ofg\g? Op9rse é’i‘ego gﬁ‘lﬁ’%g %ﬁgg igh64tnﬁlé°1) m
f or nmehanal (325 hﬂr)mamulbd oal/8°Conp ﬁsatetdlmth CaQ@, (WY g, 145 mmol),
2006/ 071740 / US200 4 f

15 or es{e ﬁ?weldﬁ g sofition. (§%81 ?6 gﬁg??‘g‘og@&eﬂ%ﬁ% %)t m]% TB&? rgacnon waa
a sedliowtd ty &aBHT 2<2’G whéc gptingovagen plsith%mﬁlterpch emcemmech élssolved
for M%‘R%Ad&tzé’o A5t \Eﬁged%cé EEN I foaulSisul BT 1, once with

ani mal erapy. For exanple, the invention

pr ovlpraleéwan%ﬁlp@s\wﬂn zSQaﬁnd coprentraipd éngivega-Seof 2 whits splif a
et heskaad 1ﬁN@/ﬁi@me9fcn@1&H dd]—S@lfzdleﬂi), efe (EhQ—I)hGJiWB(H J=9

or 5 ani_mal )o%( invention als

20 Ot ovHADE LM LU SO DI bRzl o) 090 (el
met hgyl ¢ capuRRb bk 8XHSF.INOHHEHL Bive@f370besi ty of a
manmal , for use in a method of decreasing food intake
of a manmal, for use in a nmethod of inducing satiety
i N anNpgEpslriluoaaalybl-icleb-magexyphenalimtiteod of

cont [ ot 11 DGk o83l 801 Ao B FREIRRRE Lasaly 4P

present i‘nvention 0 a conpus
25 | nvemtoob m thlagne (42@n¢h@asm@;fnalb¢tmtgd with I CRed2 d andrfmna)

use kB hﬁsmmém%umrkﬁgts%%%d alyﬁmg@e (107 898

di sorder of "the human or ani nal

exanpmeD- Biranigupaeystiped § BECrddnprs, CP‘H?ﬁé?l @9 Srﬁ“fﬁtﬁe@ ‘éﬂﬂhé‘)%
t 0 aafeil OB, kdpRhte CANRCIaG IS pBasS SBGLd Wifd e&%ﬂESML) The

r ecept or agoni st and hent erm.ne for n ture
of aCqmbHet SERNRPET Vs BAshy Wﬁ@n‘i}ﬁ(&{%ﬂ“ﬁx‘!}?d i 1?'?23‘3 Tt
30 of  edaesirhtyd to @ive ZOEdfa bR ofl. e1}BNMEl (dooearet, ODCmescamaof
enmbodi msnt r Si 5
or a7 ROAHE bPsRR TRl s Setm I e
t he #“nveéni=66h, §.5H), 8.8%(d, J=6 Hz, 0.5 H), 3. 77 (m, 3 H), 3.55 (m, 2 H), 3.00 (m, 2
H). MS calculated for C,4H;sF;INO,+H: 414, observed: 414.
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manuf acture of a nedi canent for use in a nethod of

decreasing food intake of a mammal, for the
worcwedzicsur e of a nedi cament for use in a net hpdr/v8§2005/046654
i nducing satiety in a mammal, and/or for the

manuf acture of a medi canent for use in a nmethod of
controlling weight gain of a mammal. 20 In sone
enbodi ments, the invention provides nethods for
alleviation of a synptom of any of the diseases,

CONApiTHARS 0 QLI AR AR %:ezﬁﬁaklz@nﬁadtemzmwz{.ffenz\aﬂzépine be
recogni zed, %e ste t he met hods of the pres

0
|nvent|on“ﬁ@§6n 'ﬂgﬁéIﬁgwpﬁﬁﬁéa*%ﬁﬁIﬁﬂF?ﬂ@ﬂP@ﬂ”ﬁ@ﬁ@@P&
of t fomoIPh dirfettBTmRRIdE (260HnBY is HE6Hd e ROARGDI.d d, 0493 hmol), n-

v eRERBRCAOR GEakEPAsRe St 18R o s e v

5the satined Usreﬁﬁgheat aoAcn ahé pmduotfmmm wfaoéobxammmgc’ce ﬁhmsﬂ @ifited with

t her eaf t end b ust
A R e N o E
Exanptre wa3ed Edawgidr €100 mLj, ng)(loo mL), dned with NaZSO4 and concentrated.

geE; gfgggglﬂrﬁg‘;é g%ﬁﬂo%fﬁbm nh&a%%ﬁgggbk%t‘é@ﬂ% rh s o o

PCT/ NSR0Y) MHg§EWL:) 6 7.26 (d, =8 Hz, 1 H), 6.77 (d, J=8 Hz, 1 H), 6.66 (5, 1 H),
10 N-TrsB4- m Q@i A, et oxy gl @ %oﬁﬁ@ VN
QROe)y: m%m A gbloﬁlrga ( B*_Hg ( Hb‘

of 3-net hoxyphenet am ne

di chFAPBIEEH Skl ﬁaﬁﬁ obsiped: 2801 ed t o OC and
treated mnth pyridine (6 5, 83.5 mvl) followed by
t he

t dride
(15 SRS SE L S e e i G-Er i
stirred f 8 pol@ioh of IN-grifinbriodcetyamethaxg 1 nethRBLS-2, 3 h & trihy dro-UE3-
t {.
15 T el Bl Sl e b2 13, o WRRDARac 075
n), 2. 3m0ﬁ@nc($@9d¢r@)mghtjmd@dn shineshhex0f SpirogemdThe product mixture
<(:onc G f1Rfe8 @ilr&ugh Phabese éeﬁte%xgsﬂfag arfd tye%bxlval\%egfobed to %besdiﬂ’?é,fa

J=8 phite sIhq(_:DE')g I\@»/)IR]Q‘:OQ HHz i qu(turq_ofﬁ)tamegs) ' II% &, 131474 (m, 1
6. 30H§,l8%8 (, 1H), 4.83 8 Gork, 2.1H)3.9,3H3 -36Zm( plsilH) élﬂntn (Zs h§23 229
o e
2 cuHﬁ%gkéﬂéa i Wbl gt Sutb R o Shscved: 6.

| uor oacetyl - 2-i odo- 5- nethoxyphenetllylan1n e A

| ut ty am ne
(15, 8 B o R e S B o bt
- 78C, andAselgmb efiNwiflubrofCat@Bméttioky-T-ngpthy 2 54, fatatrhhydro-1 HE3-

foll Qéﬂﬁ% % 6? nfg 4%%_?%&{59% ac!et&iltn(e%gO rgL) Vga§ &aa@@&%én\f n

nmet hano eact | on was
25 bromosuccinimide (0.852 g, 4.79 mmol) and stirred overnight at 20°C. The product

mixture was diluted with EtOAc (200 mL), washed with saturated aqueous sodium
bisulfite (100 mL) and brine (100 mL), dried with Na,SO, and concentrated. Flash
chromatography (15% EtOAc in hexane, silica) resulted in 1.55 g of a clear oil. 'H NMR
(400 MHz, CDCl,, mixture of rotamers) 6 7.34 (s, 1 H), 6.65 (m, 1 H), 3.87 (s, 3 H), 3.81

30 (m, 1 H), 3.55 (m, 1.3 H), 3.37 (m, 0.7 H), 3.2-2.9 (bm, 4 H), 1.30 (m, 3 H). MS
calculated for C,4H5sBrFsNO,+H: 366, observed: 366.

8-Bromo-7-methoxy-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine
A solution of N-trifluoroacetyl-8-bromo-7-methoxy-1-methyl-2,3,4,5-tetrahydro-
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allowed to warmto 20C while stirring overni ght and
then filtered, concentrated, dissolved in EtOAc (200

worgos/ovesthed twi ce with 5% aqueous sodi um bi suPEEHUS2005/046654
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(100 m.), once with brine (100 nL), dried wth Na2SO™4
and concentrated to give 23.8 g of a white solid
powder. 'H NMR (400 MHz, CDC13) 6 7.68 (d, J=9 Hz, 1
H, 6.76 (s, 1 H, 6.57 (d, J=9 20 Hz, 1 H), 6.42 (bs,
111); 3.77 (s, 3 H, 3.61 (dd, J=7, 7 Hz, 2 H), 2.99
(dd, 14 S%enzZzef)'ge © 35 i"j) .59 nml)qﬁlln@tﬁin%f (Q@jm.f,})\*}as treated with 15%

Cl, H, 1F31NO2 observed: 374.

N-tr ?@F%Ne%% @59‘!9 70d Birsd ererightb 297 6h Ehf‘extr?fﬁ\[ﬁalﬁa% was diluted

sol uitioRat&f(100 mL), extracted tw1ce with EtOAc (100 mL), the combined orgamc phases

o, casheaa ke () B iR B A3 SOhes e B lrahe PR gor

t r eat elehr vil. t 'H NGZIOOBO (IR, dDQ,) 63928, TEMI6)34 (s, KAM3(81 Is, SHY 3.1-

207 )| o

br om%g (6 fﬁ%%y%)%%om@ 1%@?%{% r}g \f/{\/i/asjs&éé“tﬂat?drfgﬁ
at 80CH{KBINOIHE2Moebssvedc2y0l ed to 20C, acidified with
10% aqueous HCl, separated and the aqueous phase
extracted with ether 5500 m.). The conbined organic
phas Exanile 2 BAashebloyd-T-methptynemethple?, 3, 3-tetrghydset L3t h
Na2 Sg¥hzaRsina30 concentrated to give 20.5 g of a brown
oil. "H (400 MHz, CDC13), mixture of rotaners d
7.67 (m 1 H), 680(m 1H) 6.7 (m 1 H, 5.9-5.6
(bm 1 H), 5.27 (m 2 H), N

3.85 (d, J=6 Hz, 0.5 H), '
3.00 (m 2 H). I\/Bcalcul"'&‘tefo ,
obs eNVZEﬂuoréakétyl LN -3y Q FefiB 02, Pﬁ#ﬁ%@%fi@%@%@me

o ot r Ao e b TR e BRI £ s e

N-t r bénbazenimd@ 810, 2.87 inpdinGeaeithio PpIg wet tegledmitils- ( 20. 5
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ol JixtEpS dilttedwig w@er aom» Jtrapier] i@ike yvith @@A@@u@ 'mI), the
Mol bondafld Sreshid ghasegwgmrvml%ﬁe (@éo n%gqnea Ben RL 9&%&
m xture was cool ed

di luted W th
wat e Fone@eee%@asfaﬁlaonef@eeam(%% WiOtAﬁ ingievae, sflige) geswityd ifl.309 g of
The GQ%bme‘@IWHMDM&h@S% miXEE 6f RS c&?\mt(mmtses@ (m, 1

(100 0Q ried with Na2$
ConcEnonsontl Sab e Bl el &ﬂawgm REICETIRYE
hex apdgulagt fir CaH,;CENDHHB 22 jobeered:g2nf a yellow oil. I H
NVR (400 MHz, CDC13) 6 7.26 (d, J=8 Hz, 1 H), 6.77 (d,
J=8 Hz, 1 H), 6.66 (s, 1 H), 10 5.34-5.19 (m 2 H),

4 40 8(CIh'(0r@7 ypthoxB- 1 BB thyia, 3, .5-¥djrahy@ro8BI-{-Benzd3epife, 3. 00 (m

285 N- T eyl %@ggglt“é&%&%“#g@%% #e“ﬁ%?zzp &3 %{r%&‘g“"
5- t et Hatbprepgspipe (3382 bé#ﬁazr@bum@etmnslﬁmms tated with 15%

N-tr h(ﬁde&ﬁf\]@@ﬁ@io}fﬁm 7anH§¥r¥%@ K%ﬁghﬂﬁbw Q‘Heeprgdu@b rﬂlx’éretvfaé &m&éd

ro-1 H 3- 15 benzaze i ne i n et hanol

( 100 Vi yrater (0 mplp) éé?@&dWﬂf%MTd@g@@dvl ¢ r(ﬂe) ths oqgbined organic phases
Mol Jye@ReshSd Wit Ble Q06 ), @hdd with ARISOR FhdabRBBERRE Fsivef0.306 g of

Ny dr 09 e s PKRBUG 0 W HE) 6 7.05 (5, 1 1), 6.59 (s, 1 1), 3.80 (5, 3 ED,
3.0-2.8 (m, 6 H), 2.62 (m, 1 H), 2.16 (bs, 1 H), 1.24 (d, J=7 Hz, 3 H). MS calculated for
C,H;cCINO+H: 226, observed: 226.
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was filtered through a pad of celite and silica and
the solvent renpved to give 6.27 g of a white solid.

wWAaRobR7¢0100 MHz, CDC 3, mi xture of rotaners) PCTUID05/046654
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(m 1H, 674 (m 1 H, 6.68(m 1H, 4.1-3.8 (bm
2 H, 3.8(s, 3, 3.5(m 1.5 H, 3.4 (m 0.5 H),
3.2-2.9 20 (bm 4 H, 1.32 (m 3 H. M calcul ated
for Cl4H, 6F3NO2+H. 288, observed: 288.

N- Tri uuor oacet yl - 8- brono- 7- net hoxy-| -nethyl -2, 3, 4,

S5- t etsanipledt @&, shhdrDReHZELnBRY-2YS, Aﬁslkak!{rhﬂﬁo-@fl -3-benzazepine

N-trifluoroacetyl-7-mnmethoxy- I-methyl 3,4,5-tetrahydr
o-1 H 3- benzazepine (1.25 g, 4. 5mm|) in
acetonitrile (40 ni) vvasf d wth N 25

br onmosucci ni m de (0.852 Ng ) and stirred
overni ght at 20C. The pr'6Huct xture was dil uted

Wi t hv- Eﬁj@amaéeamazmy,mm@heﬂeth@ B, 4Satithpd-& UH 3R R4dsine

ot N2 A thon o el 2 Rt i TS

( 15%etztatopine (1rH0 e @nmmolsin etharol (7€ sll) tvasdreiten With3RCQ; (f06 3,

cl eaf, 491 - 3 i Xt ur.e o

138 kg ol (A R 8y
H) sgrrgilovelgi@ht(atﬁ0°q Hip proguds Brixtng was fBerpf, cor@er@?tec( ssolyed/in

f 5 r %?%ﬁ g%rnﬁf:)b gl&a&ed@vlce %ﬂ?%@ g&éﬂf%llg sd?ﬁum ﬂ%@lﬁt&@b%)a&n%gmth

8- BrioAn (90 bk Prefféyﬂtb Naﬁ@u #i|corpentrgted. 4FlaSB cltr@flqi%erﬁybbr 5% EtOAc
H- 3-ihesaaz R esuedsOl 54 § &M vafite solid. "H NMR (400 MHz, CDC13, mlxture

o - R SE5146. 5080 e I o et o3 .

1H 3Dberease(i, AH), (00 &, 3¢]). RMsEicitval Hr ¢, (H, meNoann k14 20
) Jas bLreate ed with 15% aqueous NaCH (25 nL), and
stirTed overni ght at 20C. The product m xture was
diluted with water (100 nlL), extracted twice with

Et O%%QJQQM S keIGLE %5"9 keg)‘ﬁﬁ&gr%rﬁzag“ bé}m%&'ﬁézsm"\er e

washéd w th brine ed wt and
concentr aﬁtS@Hﬁ‘tf@f@rtv@m@a%’?sgo@?-mgh@%rml DB.H.5-tetrhyoR H-

(400 IMTEa b g,51 4% n%golflﬁ met%aﬂc')') %O ﬁL%as Qléatedjwﬂﬂ)lﬁ%(%q&Zus

(s, (m

1 H)Na‘)@ @&m{b}a andjﬁl?edrf&r 3 @urﬂ)i’f SOT% Télspre@}cwg%wrw diluted with
Cl2 Wa@eB(lmhlﬁ) exdréBled (/RS Stk E@ACZWD mIFXR RIBined oréaﬁic ases were
? 00};‘]&% [ g gVétB %Q@%& (}W%ibl\]%?%rap(} conct:e%ttrarte QX gnr/eod 425 ¢ of a

| uors@ﬁweioydi lam\m @OOMPEZNEDEIQRY-5L (s; WH, Iyl (21 HS 3.86 (s, 3 H),
5-t be |yt

N-t re“"lt uor oac {’El?;’c?n ’hoxg nle%é 3?‘{% Pgol%%g’tje% V4R H&r
0- 1HMS galcubt@ﬁ i(&@eﬁlsh@%3 BOebsgyyed23 167 mml ) in

acetonitrile (30 m_) was treated with N 15
chl orosuccinimde (0.357 g, 2.67 mmol) and stirred

ov erragle 45 (R, 9EBrompra-hydroayré-methy-2,3.45 detupgdreilFiA-eaizazepine
with water (100 nL), extracted {wice with Et OAc (100
m_) , the Br

NH
HO

N-Trifluoroacetyl-8-bromo-7-hydroxy-1-methyl-2,3,4, 5-tetrahydro-1 H-3-benzazepine

A solution of N-trifluoroacetyl-8-bromo-7-methoxy-1-methyl-2,3,4,5-tetrahydro-
1H-3-benzazepine (1.50 g, 4.10 mmol) in dichloromethane (80 mL) was treated dropwise
with BBr; (9.4 mL of a 1.0M solution in CH,Cl,, 9.4 mmol), and the mixture stirred
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wae boenrt7agr aphy (20% Et OAc i n hexane,
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30

conbi ned organi c phases washed wth brine (100 niL),
dried with Na2SO4 and concentrated. Flash

silica) PEBUS108:1046654
in 0.399 g of a clear oil. "H NWR (400 MHz, CDC13,
m xture of rotamers) 6 7.17 (s, 1 H, 6.68 (m 1 20
H, 3.88 (s, 3 H, 33.78(m 1 H, 3.6-3.3 (m 2 H),
3.2-2.9 (m 4 H, 1.3 (m 3 M M calculated for
Cl14H15CLF3NO2+H: 322, observed: 322.

8- dﬂv%%ht%v}ﬁ'i@ RM“&& 20°@‘Ef}ﬁ\él’(ce% BI333 wik ’que"}lcﬁeﬁ LRy q{oﬁ\mge

H 3- benzazepi ne A sol ution
N- t radgifiepettaaice thy Imvsure ﬁlFUé‘ﬁdéVrﬂl ﬁ@frm@ww:ﬁ yith Dla;04(180 L)
et r aay GiR(1@h Hridd PRMNAZERhDenédiradd Fosh chroddtoEHy X 1504

(zohﬁe?\ malﬁ’é‘m%’ts%‘F BB %ﬁﬁ ‘té{@te%?}%?f%%ﬂ gﬁm{?@‘%ﬁ

m xt(mncels,mamel bfrtiﬁnﬁd's) SVILZS l(s W, 8179 (iLaQDN. )9 (e X By, a0t3edm, 2

t he conbi ned organi ¢ phases
wor gﬁh#}%gé é {) 100 m_) dried with Na2SO4 and
concentrated to give O 306 of a ye||OM/SO|Id

3 A Oé- r%gzomro%%)yé § %Z g Q%raﬁzfdv o—f_igl_bbinzg

2.16 (bs Aaaelwqyn of N-fpiffuqrepcetyl-Sbrqapo; 7-gydsqyy-1 Elaﬂaw-fatr@mdro-

for 1453 &t 28@ @2&%&&%’01(%2& w%g-tréé\giwﬁh 15%
2006/ 071740 05/ 046654 Exa

S)
8- | olyeops N%?}EQQY‘-IP’-%WHW ovgmightat 20° ?a@?erﬁ’i‘iﬂa?t&l’f‘lul? wap_ qifuigd
zaz e\Oiﬂﬂ\ﬁats}QOb hfl), eMBGted twme with EtOAc (100 mL), the combined organic phases

5 1 crranphrOnE e el R00s TR NORY o cOttisd oty gor

N- t r 4 §l¢aucit. JHORYB [%UWIIBMS@-dJ) Smet ky1 HR 685 &, GH}, 290 ahy db,

2 I

(70t Bnd e SRRt BPds it b gl ol AR
f ol | YMeabsdyyeda25ol ution of I (1.70 g, 10.44 mmol) in
met hanol (10 mL), and stirred overnight at 20C. The
product mixture was filtered, concentrated, dissolved
in  Exaomie 3 2R8) ?ré}lylolarﬁrhramvéﬁwtw éé»ﬁﬁﬂffhahs%o(—;l&b%b%azepmf%
sodium bisulfite (100 nmL.), once wwth brine (100 nL),
dried with Na2SO4 and concentrat ed~Fl ash
chromat ogr aphy (15% Et QAc 10 , Silica)
resulted in 154g of ' 1H NI\/R(4OO I\/Hz
CDC13, m xtu rotamers) 6
1 H) N- Tgﬂ%oc(cgzyl—@zllp;{yw-%brg@o ( meth)f 2'_1)4 5- tgﬂ @h@dig H%foi’ l(eﬁ.;«"azegme
f , 3. 20- £ sédioh 6 N-diflodroacdtyl BCoréun-7-Bydkdky-1Mothged, GAlb-atr@gidro-

or HI5F31
071 olft A PeRBERER 150 & DathyrSn iphimedait s pyag rpet vits iy
H 3- bemnilagelsb gel .28 nsoduind DRU@.195 g, 1.28 mmol) and then stirred 2 hours at
N-tr u - - Leymgtihyl - 2, 2 -
r ahy%(? g ?Iﬂ—i %‘gd%g&)ﬁt%%epl Cglétew& kso%&igyaﬁ}f?é@?oﬁéqgeg}s
met hHEbERO (R brine)(20yak), dricd witeNa-wP1 4nd tEPsrdrefad dlash cli@k4graphy
(20 WS%Et@ﬂgmshHaﬁJ Qﬁlcaf Iggultgﬂ 1H@l1'5§g &l RAGL %ﬁMRr(%lilﬁtIz,

m Xt ure was
CDCl,, m1xture of rotamers) 6 7 34 (s, 1 H), 6.65 (m, 1 H), 6.04 (m, 1 H), 5.47 (d, J=17

Hz, 1 H), 5.30 (d, ]=9 Hz, 1 H), 4.59 (s, 2 H), 3.80 (m, 1 H), 3.6-3.3 (m, 3 H), 3.2-2.8 (m,
4 H), 1.31 (m, 3 H). MS calculated for C,¢H,7BrFsNO,+H: 392, observed: 392.

7-Allyloxy-8-bromo-1-methyl-2, 3,4, 5-tetrahydro-1H-3-benzazepine
A solution of N-trifluoroacetyl-7-allyloxy-8-bromo-1-methyl-2,3,4,5-tetrahydro-
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water (100 nL), extracted twice wth EtQAc (100 ni),
t he conbi ned organi c phases were 20 washed with brine
W@ 1@6/0mizy) dried with Na2SO4 and concentrat ed POI/GB2005/046654
0.425 g of a vyellow solid. 1H NWR (400 WMHz, CDCl13) S
7.52 (s, 1 H, 6.57 (s, 1 H, 3.8 (s, 3 H,
3.12-3.06 (m 4 H, 2.95(m 2 H, 2.75 (m 1 H), 2.43
(bs, 1 H, 1.33 (d, J=8 Hz, 3 H. Ms calculated for
C12H161NO+H: 318, observed: 318. 25 Exanple 4: (RS

8- Br %Q-bZnZQXBSﬁ@(M 8 h'mtni?ﬁdll_)b i¥manMoly34 BLY AR WA Wit 593- be

S bR G L) ALl 2IEG. The o pixise wes died

EI— : eﬁﬁ}ﬁw fi el Z@OlntLb'l'eﬁtriaﬁ@m&g&llE&)&k sl l’fﬂ)l iﬁ?coﬁfbmed organic phases
ri uor oac 1 -0o-D0Dr - (-1 --rre

N 1 P MO BEr Rl W NI ana ;e Braie 1556 & of

5 di chi ae=poibt'HaNMR (480 Miz) CDELS 517120 & eH), 668 Wl B 6.08 Gn,WiH)J6.47

and (51 hie P BTSN BB i 0 AT . 205

PCT | @S260.5/3046654Hz, 8 Ve r MB ghiculaped ifer € 1aNaBRYOrgL: 220, DipGyvedTPRS.
excess BBr3 was quenched with the dropwi se addition
of water, the m xture diluted with ether (200 nL),

was hEgmple ¢ (RGP zgle0E8-bromo-1apeth2i3ieS-eardydracdH-3dr i ed

10With,t,&{}@g.zgi),qE and concentrated. Flash chromatography
(15% EtQAc in hexane, silica) resulted in 1.25 g of a

white solid foam '"H NWR (400 MHz, \5 CDC13, m xt ure of
rotamers) 5 7.25 (s, 1 H),

H, 3.7-3.3 (m 2 H), & 4'1'4) 1.32 (m 3
H). 8-Brono-7-hydr oxy;@ﬂgﬁyl
5-tetrahydro-1 H 3-be eplneAsqutlon of

N-trifl oroacet | - 8- br r ,4,5-1
etr ab{;fai%mfﬁﬂl A g{?@ﬁ# .fféq?lof %@%fea? ’y?’?ésléz%gﬁfafepf”ﬁ
nmet hanol 4 Qcmltﬁh))fwvaﬁlubrbﬁayla;brmd NhioXy-1 agptheor) 54, Ne@hihydro-
(20 T}I)J’beand St{(}OE? d OQYf V\}g%n dic TB’G%?%E)@ mLi\{faos uz%ed avith

m xt Ur e was dituted® trac
15 t wi cbengyl blhmEieWZ €106 mh9l), DBRO.t@reh? . fredmol), gadwtigephimss st

bona 20 Mt hiiibie s SRR b0 oMb VR R B8
(400720 N 8) mE), dried Mith NS 4yl congerpe. st cgymatography

90 1(s%lEtéAh}1 hexhee, 211107a§’>re£md1§ob%1 &aRarlol) ME chlkutatdd 9
§27
cal cul at ed % or Cl1H14Br NO+H:

3 H.
256 C@HQ%WFM“LHZ% Ob@zvgﬁﬁﬁ% 5 (R S)
20 7- Al Iyl oxy- 8- brorm I-rrethyl 2,3,4,5-tetrahydro-1 H 3-be
nzaz

| ne
| uor GEEEGP- B‘S%b 4o f/f"S’f?y g Jb#%%? FodEtRA292PEe 4, 5-t et r ah

ydr o- | H- B sdhainz aMepiflneroacetyl-7-benzyloxy-8-bromo-1-methyl-2,3,4,5-tetrahydro-

1H-3-benzazepine (0.81 g, 1.83 mmol) in methanol (20 mL) was treated with 15%
aqueous NaOH (20 mL), and stirred overnight at 20°C. The product mixture was diluted

25 with water (200 mL), extracted twice with EtOAc (200 mL), the combined organic phases
were washed with brine (100 mL), dried with Na,SO, and concentrated to give 0.412 g of
a clear oil. 'HNMR (400 MHz, CDCls) & 7.38 (d, J=8 Hz, 2 H), 7.30 (dd, J=7, 8 Hz, 2
H), 7.23 (m, 2 H), 6.61 (s, 1 H), 5.03 (s, 2 H), 2.94 (m, 3 H), 2.81 (m, 3 H), 2.62 (m, 1 H),
2.30 (bs, 1 H), 1.24 (d, J=7 Hz, 3 H). MS calculated for C;3H,BrNO+H: 346, observed:

30 346.

==
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weeooalydn® 1H 3- benzazepi ne (0.150 g,
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A sol ution of
N-trifluoroacetyl-8-brono-7-hydroxy-I-nethyl-2,3,4,5-t

di chl oronet hane (5 nmL) was treated with allyl bromde
(0.155 g, 1.28 mmol ) and DBU (0.195 g, 1.28 nmol) and
then stirred 2 hours at 20C. The product m xture was
diluted with EtQAc (50 nlL), washed with 5% aqueous 25
Ha (20 mL), brine (20 nmL), dried with Na2SO4 and

con %IQL‘IE)@BE S& 5'5@&90-9 Q{hggai 919&???3’,4,5-(&1%?(9#& %-ﬂeﬂzazepme
hexane, " si | resulted’in g of a clear oil H
NVR (400 MHz, CDC13, m xture of\rotaners) 8 7.34 (s,
1 H, 665(m 1 H), 6.04°F ™\ 5.47 (d, J=17 Hz,
1 H, 530 (d, J=9 Hz, L H 59 (¥ 2 H), 3.80 (m 1
H),3633(m3|—|),3/2\- 81 4 H, 1.31 (m 3
392 W d@@l@@é&y@g @@m@@%ﬂ%ﬁﬂm&%ﬂﬁ%u@zt'e‘tﬂzhycg&zﬂ 3Bt RE

Al 1yl oxy AgolEeb Niiforqseh -8 Depme T ity g G-31 - s

Z Az epi-NBenfhz&Rlcd.0181%, @H43 mmol) in dichloromethane (1 mL) was treated with

R U B L TR bl

1H 20b@ e pepicn@ixfuie w8 dijyted3viME@HRDI1Y miL)) washedraitiol % {@Eous
L) Le L h. 159 0

st i r%@g ov)grgnl g %i)éfm e%%é&‘%?“ %gicgg%%&'a%ﬁ%l%%)ém&rgg%aphy
di | ufl ¥d EtQhictihhexane esilic)26p0ltadiin) 0.018etof agleasdilt wi ce wit h

Et OAc (200 nL), the conbined organi c phases were
washed with brine (100 nL), dried wth Na2SO4 and
concEBromatehond-ueipE2.8488e gyt 18-S kenerzgzive oi | . 1H NVR
(400 MHz,A GhGd3r I\ﬁtnﬁuoz&ce(tﬁst% “blordd) 7-etiox BB rleBiyl-213,4:D-tetr iy @6-1 H-

|(_|)m’ %bagl)gfzipgn’e%(go 19%?0%2%3%1?0&)% r’n%t%q;{;;? ( ?iééz?s( qcé%\i]fl:%ll%%;ﬁt}egl}s
(m NaO#) (1 odL); 3w.ihd {titked Jverhighizat ZCB’CH)I“he PiEluctahiciuide shediufed with water

C14 v
gla& frﬁl) X yac d %Vrl%e %8%%&1{ (Erql), e§012b1%Ee)c(i?)ggm F]hGas S ()ve e@ashgd
10 bmﬂzlame(ilrﬂe d8ed With Na,SO, and concenirated to glve 0. 007 g of a clear oil. 'H

N T R A {bgbm?s%w}g%ﬁs@r T4, 22 BEL Y5, 3

ro-1 nzazepi
N-t rHE Babﬁ@éé%t%m(@rlbﬁib%ﬁ ODS:H;Iﬁflo%;(LIT 6rH?t hiD 132 6l 57417 3
etr aﬁ)’%@caﬂchi’a@d Q?@él?rﬁ]@rmmﬂﬁ Q%-S@z)@seg/ed Qg®13 nmmol) in

di chl or onmet hane was treated with 15 benzyl
brom de (0.072 g, O. 64 nmol ), DBU (0.100 g, 0.64

0| ¥xanfhB: §it,5) §- B md-1isopi Spor-1-mehel-2,3 NS - tqdFah pii6-11 H-3-
mxture was diluted with EtOAc (50 nL), washed wth 5%
aqueBTEaZeBRy (20 nl), brine (20 nL), dried with Na2SO4
and concentrated. Flash chromatodgraphy (15% EtQOAc in
hexane, silica) resulted i8 of a clear oil. M
cal cul ated for CZOHlQBiE '

20

N-Trifluoroacetyl-8-bromo-7-isopropoxy-1-methyl-2,3,4, 5-tetrahydro-1H-3-benzazepine
A solution of N-trifluoroacetyl-8-bromo-7-hydroxy-1-methyl-2,3,4,5-tetrahydro-
| 1 H-3-benzazepine (0.035 g, 0.099 mmol) in dichloromethane (1 mL) was treated with
isopropyl bromide (0.037 g, 0.297 mmol), DBU (0.048 g, 0.205 mmol) and stirred 2 hours
at 20°C. The product mixture was diluted with EtOAc (10 mL), washed with 5% aqueous
HCI (5 mL), brine (5 mL), dried with Na,SO, and concentrated: Flash chromatography
(15% BtOAc in hexane, silica) resulted in 0.014 g of a clear oil. MS calculated for
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7- Benzyl oxy-8-brorno-1 -rnethyl-2, 3, 4,
5-tetrahydro-1 H 3-benzazepi ne A sol ution of

-tetrahydro- 1H 3-benzazepine (0.81 g, 1.83 nmol) in
met hanol (20 nL) was treated wth 15% aqueous NaCOH
(20 nm.), and stirred overnight at 20C. The product

m xture was diluted 25 with water (200 nL), extracted
twice with Et OAc (200 nlL), the conbi ned organi c phases
ver ecyashediotobobRged: 300 nL), dried with Na2SO4 and
concentrated to give 0.412 g of a clear oil. 1H NWR
(400 MHz, CDC13) 8 7.38 (d, J=8 Hz, 2 H), 7.30 (dd,

J=7, 8—87‘&7)'70 7-zgoprdﬁ)ny—]7ma?@l £ BV, 5Zertdhydr £18.3-blifazepind) , 5. 03

530 (b A ign S sifurdioed i s G T e

for W@tﬂaze@ﬁé(o 004 8,803 & thinol) Bﬂn&l&hﬁol (BALMs treated with

2006 1740 S2005/,046654 i .

o- Br b Nty HHE S Bt BRI e bl
az e pililwed Brith Wefer (B\Inﬂib zkltaum vagatith E(@A(F o He-coblized xygatic

- et Les %ere Srastida wits 8L A Ra Fitt 358 ERAE BFHERKAE \give 0.008

sol u
N-trB Pﬁ WU&C&VW‘*@QM}% CPOhy Y -&% G- 1 Db i) LD, 84451 H),
et r ahygmgs H5 zw@a mm@(z@psm 138 @ 357 18, 3 8. OAS cdidwBled £dr N

di chl or omet hane nm) was treated with ethyl iodide
(0. 0%Btyt ﬂ‘{‘ﬁlo%%:ﬁ%ﬂed $BU (0.016 g, 0.102 mol) and

stirred 2 hours at 20C. The product m xture was

d| | ute i m), hed. w 5% epu

Eopats 3: 0 5 ok oy RGeSt S -1
concbnmzapied. FIl ash chromat ography (15% EtOAc in
hexane, silica) resulted in 0.010 g of a clear oil. 10
8- Brono- 7-ethoxy-1 -methyl -2, 3.4, 5-tetrahydro-1
H 3- benzazepi ne A sol ution e
N-trifluoroacetyl-8-bropp.A4 -I-methyl -2,3,4,5-te
trahydro-1H 3-benzazepine (0.010 g, 0.026 nmol) in
met hanol 4 solytioh offalSrome-Gatcthaxyni-inbthyl B Bodebeferebyriso- | N3Ok z{ztpine
ML), (AR 098 Mﬁﬂm%é%m m;L)@Jas £a with BB Q%M&ﬁam@aew M

was dllute “@P , extracted tw ce
Et OAEICY 5 ethen)(0.0¢4al. 8 9Rbrriely NsBH&A @ Optead 813 miedleandstirrdd

Wi t N oREdigh€at 08 ATirhe prgdubﬁfﬁxWethas m%@%th @%q &%%@Hr(ﬁfnﬁ}j
to glve 0,007 g.of a c ear

CDClS’S a ed73 Ws (Ng.h C%z (5 mk ¢ Bc% Fg coxibqg?}i org&m@ghafea werg d%ed with
HZ Ria S, and .cOiBerfiafed. :i?laslrlbhrmﬂatc%&plﬂm 093 MdDH 12 CH, 1, ilica)lresulted

W B el s gl FREL it Dt a0 55 o

obseB ¥d:. 26_3‘8@21?205 ExosrpHE 285 (04, R, 1) 2.45 (s, 3 H), 2.45-2.25 (m, 2 H), 1.36
8- Br ofRe741) $APNIPONNtalea REENM! B rftasd; Ssdlaudr o- | H 3-

Example 10: (R,S) N-Propyl-8-bromo-7-methoxy-1-methyl-2,3,4,5-tetrahydro-1H-3-

Br
N—n-Pr
MeQ

A solution of 8-Bromo-7-methoxy-1-methyl-1,2,4,5-tetrahydro-3H-3-benzazepine
(6 mg, 0.022 mmol) in methanol (1 mL) was treated with propionaldehyde (5.0 mg, 0.067

benzazepine
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benzazepine Br NH O N-Trif
| uor oacetyl - 8- brono- 7-i sopr opoxy-| -netlzyl-2, 3, 4,

w®B2G0e07EMYdr o- 1 H 3- benzazepi ne 25 A sol ut i onP@F/US2005/046654
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N-trifluoroacetyl-8-brono-7-hydroxy-1-nethyl -2, 3,4, 5-t
et rahydro- 1H 3-benzazepine (0.035 g, 0.099 mmol ) in
di chl oronethane (1 nL) was treated with isopropyl
brom de (0.037 g, 0.297 mol ), DBU (0.048 g, 0.205
mml) and stirred 2 hours at 20C. The product m xture

WaS ﬁthlhztl@ﬁ\dﬁdl h e%@é;\@om@ ortbd m\e@mﬁ dm @ﬂm n5g/® ULRMS
brin dried wth

c onc@ﬁts?“aﬁtd@&emé}t éfszﬁ (:: & RQESHPE PR 28 éﬂ”(@é’%hét/ gapeopsNaOH
hex aﬁ&nL),de{mcCéa)S tifneSwitht GLCi, (5 0L EitH), e @nbaeCbrgaic pRisks wddS

LBt LS TSR S

8 Br sitig) résuitsitp # apgoRyeltar il e EIMMR @00 BHzACD;6D) &7.80{YyI0H)06.47

u
M R R T R A e T
4,5 Gm 2H), 416y (n.d-HH-B-BA7 Hz 8 g1 rP6((0 J/ e, ). OVI® Blculated for
ol ¢ Hz%mhaﬁgl obehvelldipwas treated with 15% aqueous
NaCH ( , and stirred overnight at 20C. The product
m xture vvas diluted with water (3 nL), extracted
t W CExah J]IIEU%O? ARirfiy)8-iod I EmeMYOI, N5l 8R1Fb-5 H-3M3SEShine
wer e vvasﬂrl}ed Wi th b’rﬁilﬁig( m), gir)iled V\Athﬁilzlazsoﬁl andecp
concentrated to give 0.008 g of\ a clear oil. 1H NWR
(400 MHz, CDC13) 6 7.24 (& N\6.64 (s, 1 H), 4.48
(m 1 H, 10 2.98 (m 3 H) 7 3 H, 1.36 (m 6
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j |
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et heexcgs9 BBO avapquenahedduizh vatpp hid theiaddia @iktyre wes dilgted Gittostigr (20
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m xt ure was ute % aqueous ?
ext r EFEpatel tﬂ%@ﬂ%ﬂ%ﬁ@ﬂiéﬁ@t@éc mheéaaeﬁ)hca) feelted in z mg of a

conbiyhietod. 38 alulRBRHES  MEF,NGIF a0, WhdeRed: MR SO4 and
concentrated. Flash chromatography (10% MeOH i n

CH2C12i silica) resulted
7-Hydroxy-8-iodo-1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine

A solution of N-trifluoroacetyl-7-hydroxy-8-iodo-1-methyl-2,3,4,5-tetrahydro-1H-

3-benzazepine (25 mg, 0.063 mmol) in methanol (2 mL) was treated with 15% aqueous
NaOH (2 mL), and stirred overnight at 20°C. The product mixture was diluted with water
(5 mL), extracted twice with EtOAc (5 mL), the combined organic phases were washed
with brine (5 mL), dried with Na,SO, and concentrated to give 13 mg of a white solid. 'H
NMR (400 MHz, CD;0D) 6 7.46 (s, 1 H), 6.64 (s, 1 H), 3.16 (m, 3 H), 2.94 (m, 3 H),
2.81 (m, 1 H), 1.35 (d, J=7 Hz, 3 H). MS calculated for C,;H,JINO-+H: 304, observed:
304.
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in5ng of aclear oil. 1H NWR (400 MHz, CDCl13) 3 7.31
(s, 1 H, 6.66 (s, 1 H, 3.87 (s, 3 H, 3.26 (bm 2

2.45-2.25 (m 2 H), 1.36 (d, J=7 Hz, 3 H. M

cal cul ated for CLl3H18Br NO+H 284, observed: 284. 25
Exanple 10: (R'S)

N- Propyl - 8- br ono- 7- met hoxy- 1 -net hyl -2, 3, 4, 5-tetrahydro
-lH-3- benzazepine Br N n-Pr MO/ A solution of

8- Br - 7= 1] sl LS DY) 12 1 { 97 §
zaz e%g}rgfgle 15‘8&{%8 ﬂr%‘;‘,&“%’.péo%}’ %ﬁyﬂ%,%,ﬁ,ﬁi{tﬁa?%nﬁ l?liﬁtn%?aﬁge
treated with propional dehyde (5.0\ng, 0.067 36 WD
2006/ 071740 PCT/ US2005/ 0466 , 1.OMHOA in
ether (0.004 niL, O. 004%& BH3 (1.0 ng, 0.013
mol ), and stirred overmig a The product

m Xt b WS- 5 21?,,9}55' -1H-5-bBsdzepine
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conbi ned Aol & NoABecsldy @Ydfeﬁyrfge‘adog&é?gﬁ%%haé é%ie‘ﬁh@m'lﬂ -
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| e Pyl 50 Gl iy oty ot s
cal chekaesdics) ossulte CiEPRRRBI AC)e4:0il.3WS caleyitpted ez €k BANO,Hp440,

Exanple 11i0(R S)
7- Hy P%g(y'- 8-iodo-1-nethyl-2,3,4,5-tetrahydro-| H - 3-ben

zazepine 1)C) DNH HO
gl—;l'l‘ ?—M%h d—@%?-tll_ﬁhlée'th f—h%ﬂ5%hﬁrd;ﬁﬂ9—lbéntzqzweh%’| -2, 3, 4,

-t et rahydro-. -benzazepin SO, on
N-trifl udh ket §iN-adlpesppgetyl-Tr t’lﬁ)&&%ﬂ-"iﬁj -'Jriﬁf‘hﬁa12z3é‘:5§?‘fﬁh%df‘f‘¥1'
t r ahy.g¢n@azbithe (B-1H€ 0 26gZAMLINE nfeBEndI (P mI). whOtréumed Wjth il %% aqueous
di chl.o t han 3.m) . I ed wth BBr3 1 .
Lo ey B B e 3ot e e Vi e
sti r (sanl)psxeacrei grite veith FAOA: (ST 9, theexmbiss! dBBNI8 phwass were washed
quenched. wi . h ' : -
o T P Ly s bBasbihaClidals el K o Wy i s
) eatlatsd fon €1 LRNOHEY 344detiserdid4th Na2SO4 and
concentrated. Flash chromatography (15% Et QAc in
hexane, silica) resulted in 74 of a white solid.

mg
VS cEramutletds dRSb1S-Bimethyd I Sdcptralydood?-1-855Ertad:  400.
20 TotdwllEfaivaede | 0dO-1 -methyl -2, 3, 4, 5-tetrahydro-1

H 3- benzazepi ne
o]

N-trifluoroacetyl-3,5-dimethyl-6,7,8,9-tetrahydro-5H-1-oxa-7-aza-cycloheptaindene

A solution of N-trifluoroacetyl-7-allyloxy-8-iodo-1-methyl-2,3,4,5-tetrahydro-1H-
3-benzazepine (158 mg, 0.360. mmol) in dimethylformamide (4 mL) was treated with
KOAc (106 mg, 1.08 mmol), n-Bu,NBr (116 mg, 0.360 mmol), PPh; (13 mg, 0.036
mmol), Pd(OAc), (4 mg, 0.018 mmol) and stirred overnight at 100°C. The product
mixture was filtered, water (10 mL) added and then extracted twice with EtOAc (10 mL).
The combined organic phases were washed with brine (10 mL), dried with Na,SO,4 and
concentrated. Flash chromatography (5% EtOAc in hexane, silica) resulted in 15 mg of a

38



A sol ution of
N-trifluoroacetyl-7-hydroxy-8-iodo-I-nmethyl-2,3,4,5-te

W e@opdrree | H  3- benzazepi ne (25 ng, 0.063 nmol PCT/NIS2005/046654
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met hanol (2 L) was treated with 15% aqueous NaOH (2
m.), and stirred overnight at 20C. The product m xture
was diluted with water 25 (5 nlL), extracted twice with
Et OAc (5 nl), the conbi ned organi c phases were washed
with brine (5 nmL), dried with Na2SO4 and concentr at ed
t o gL oil :?Mggal&ltate@ fdm GH%FMZ-I-}@ 314 bbsexNéA% {A00 MHz,
CD3CD) 5 7.46 (s, H) 4 (s, 1 H), 16(m3|—|)
2.94 (m 3 H), 281(m1H),135(d J7Hz 3 H).
VS cabouwhatyed 7@@rten61}lzb&1ﬂméd:lz-az%%zoh@ﬁ&mewed 304. 30

7 A1 yT 0l BRI SRR ST R o e b
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(18 MR (004 HpEh) 3)5 s{ 2B Trig (s: 6 3.5 - Ohén 1 ¥D éda (IéstllH)r%W
2 ho &}ﬁtzéﬁQﬁa}1ﬁﬁ@64(%pﬂl=l¥blﬁ‘(sxim@w@eﬂ:@ﬁzuiﬁ Mg t h

Etr Pr?%al‘%’étepr?)c”gWNéEHHV%? H’% ‘géiqgﬁguioncent rated.

FI ash chromat ography (15% Et OAc in hexane, silica)

oS B B Ba 15 G B SR AL

Al | ybaeyzegine odo- | - i net hyl - 2, 3, 4, 5-t et rahydr o- | H 3- benz
azepi ne A sol ution of
N-trifluoroacetyl-7-allyloxy
et rahydro-|1 H 3-benzazepi ne 058 mmol ) in

met hanol (2 nL) was trexjed 50 aqueous 15 NaCH
(2 m), and stirred overni ﬁt at 20C. The product

mi xt Yl iygagacdvlSxthboro- dewxyﬁtn@ﬂzylfw fri-Jefraleitor [dled-bazaegging e

Wi th Et OAg sdimiolbin- ﬂﬂn&o&&m-gﬁﬁ% @ﬁlgtﬁ&yq rpgﬂ‘g§§4\§@é't1§hydro-

washed wth brine (5 m);, dried wth

conc &RPreraEripe§ mad- 1Panray ip ficklomgmethage @aplaras fygted with BB,

cal cw@tnﬂﬁoffaq foMCebititkGd S2idt, 0. 3dHfhmo RERHNQGverddift at 208, The
o P o g Sl i g yith e 20

c y c ! mm; pxamemmzaxj (NH L Qnbititef LOnD@RY With 83,50, and

o 1 cPPAAYHIFS T ARy A O e i ot n 24 m ot

sol u’whilﬁ’soh}f MS calculated for Ci3H3CIF3NO,+H: 308, observed: 308.

N-trifluoroacetyl-7-allyloxy-8-iodo-I-nethyl-2,3,4,5-t

etrahydro-| H
-Trifluoroacetyl-7-allyloxy-8-chloro-1-methyl-2, 3,4, 5-tetrahydro-1H-3-benzazepine

A solution of N-trifluoroacetyl-8-chloro-7-hydroxy-1-methyl-2,3,4,5-tetrahydro-
1H-3-benzazepine (24 mg, 0.078 mmol) in dichloromethane (2 mL) was treated with allyl
bromide (18 mg, 0.15 mmol), DBU (23 mg, 0.15 mmol) and stirred 2 hours at 20°C. The
product mixture was diluted with EtOAc (10 mL), washed with 5% aqueous HCI (5 mL),
brine (5 mL), dried with Na,SO, and concentrated. Flash chromatography (15% EtOAc in
hexane, silica) resulted in 23 mg of a white solid. MS calculated for C;gH;CIFsNO,+H:
348, observed: 348,

-8-10gda-|-nethyl-2,3,4,5-t
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25 3-benzazepine (158 ng, 0.360 mmol) in
di methyl formam de (4 nL) was treated with KOAc (106

woreno6708 mol ), n-Bud4NBr (116 ng, 0.360 mmol ) PCPBRBI05/046654
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(13 nmg, 0.036 mmol), Pd(OAc)2 (4 ng, 0.018 nmol) and
stirred overnight at 100C. The product m xture was
filtered, water (10 nL) added and then extracted tw ce
with EtOQAc (10 nlL). The conbi ned organi c phases were
washed with brine (10 nL), dried with Na2SO4 and 30
concentrated. Flash chromat ography (5% Et CAc in
hexane, silica) resulted in 15 a 38 W
20067 G irart i ssbibe s GBI AgPoBE g
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sol uiguens N40H (2 mL), and st1rred overnight at 20°C. The product mixture was diluted
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W|tth%@gn’(ﬁ{)m_go,(dchyﬁg3\94)th Na2SO4 and concentrated
to give 1 a white solid. 1H NWVR (400 MHz,
CDC13) S?25(s| H, 7.12 (s, 1 H, 7.09 (s, 1 H,
3 12E£mple115H)R S)Z—MZthaan 1t - Sb&-ﬁhlalysa 3(m-teﬁcalk§)iro-ﬂ{-§4

I—z|) 5 (s, 3 H, 1.34 (d, J=8 Hz, 3 H. M
cal c’&‘f“é? 8‘8“? or Cl4HL7NO+H: 216, observed 216. Exanpl e
14: (R 'S) s
7- Al Iyl oxy-8-chloro-I-ne - ~o-tetrahydro-| H - 3-
benzazepine CI NZ NH 15 D NH
N-Trzfl uor oacet yl - 8- chl orme7- -l -methyl-2, 3,

I

R e R e R o M P 2l pengogine

t et r ahydr4ysoluiep sfTﬁré"rﬂza\z@ﬁhsﬂ?éetrlzﬁsorwﬂ-meth@wm-r@ﬁﬂ)yl-1 Py4,5-
d' c h{e%%%lﬁ t3h%0&n&2ep%lsc\é%50 14 rﬁzﬁ&?ﬁl M&&a&%ﬁ {%L) X! ﬂ%ﬂed%th

solution'in ) and stirred

ov er Rioghrne-dborogieacidifeme . Zéxre@é)sKﬁ@rs @8%0 ftiemehaatentn

vvat emLRRAPPRIR (16384 b 014GmaT) 268 btirfd dvami%@ﬁ 196°Ch TR R&fuct (dfdure
ri

) e Kol A e atspel e Pty o Srbistograghy

chro mn%og«oaoinyle)(aié Yiida) Atink ih I3axgpaie yeldivlsblisla MSroalstilhtédofdr

in 2 esl M5 cal cul ated for

oS H bR, Loa: 306, 25

N-Tr zf | uoroacetyl 7 al | yl oxy-8-chloro-1-nethyl-2,3,4,5

N LA Or A, IDENZRTERY RS ey by SOL 8= Rline
met hyl - 2A Solution of MAriflyprperetl- 7-m mﬁ@w@alzﬂeﬁrth@wp 28%0y,
0. 07 &umo)mmbe%%h@ (RS D88anhel) T nbthRE(2 LIS FhSitatdd §ih
allyl 15% aqueous NaOH (2 mL), and stirred 0.5 hours at 50°C. The product mixture was
diluted with water (5 mL), extracted twice with EtOAc (5 mL), the combined organic
phases were washed with brine (5 mL), dried with Na,SO, and concentrated to give 18 mg
of a yellow oil. 'H NMR (400 MHz, CDCl;) § 7.45 (d, J=4 Hz, 1 H), 7.39 (s, 1 H), 7.27
(d, =6 Hz, 1 H), 7.07 (dd, J=4, 6 Hz, 1 H), 6.71 (s, 1 H), 3.90 (s, 3 H), 3.1-2.9 (m, 6 H),
2.80 (m, 1 H), 2.22 (bs, 1 H), 1.38 (d, =7 Hz, 3 H). MS calculated for C,sH;yNOS+H:
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brom de (18 ng, 0.15 mmol), DBU (23 ng, 0.15 mmol) and
stirred 2 hours at 20C. The product m xture was

waledoapzdsoni t h Et OAc (10 nL), washed wi th 5% aqReDUS20pKN46654
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(5 m), 30 brine (5 nL), dried with Na2SO4 and
concentrated. Flash chromatography (15% EtOAc in
hexane, silica) resulted in 23 ng of a white solid. M
cal cul ated for CL6HL7C1F3NO2+H: 348, observed: 348.
39 WD 2006/ 071740 PCT/ US2005/ 046654 7
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aquellfﬂéazmi (2 m), and stirred overnight at 20C. The
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with Na2SO4 and concent rgb Yve 19 ng of a white
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4 (16 ,
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Et OAC r''ica
Tl SoDENRGIT (et e Bt PO"C. (6 PG ORS¢ derg with

0 bs e&/&’t&% m]3)7 thrac?ced\@kg W EbAWf; m thg Cc(n%‘lﬂe@ bt%BJYcJ ﬁhasgs wede

4, 5-tetrah ro- benzazepi ne 25 A sol ution
of N- Pishsd Wit oeasé f"rﬁ?ﬁ;? IandrﬁSPW‘Fateé "‘( Va4 %ﬁ?f a)WhE*e
' 3, |4so'ﬁ? mmt ggr?ngld:b;ﬁ}menzsafsepﬂ?e% aslt HY 3. 9D(s93716)l]3(,e cljé 97
'&’a‘%}rwﬂa{%p*@n £0 Ph A5 it e Mot il Goc:

m Xt a8, MgEsH: 217, observed: 217.
Example 17: (R,S) 8-bromo-1-cyclopropyl-7-methoxy-2,3,4,5-tetrahydro-1H-3-
Br
NH
MeO
N-Trifluoroacetyl-1-cyclopropyl-7-methoxy-2,3,4, 5-tetrahydro-1 H-3-benzazepine

A solution of diethyl zinc (1 mL, 1 M in hexanes) in dichloromethane (1 mL) at
0°C was treated with trifluoroacetic acid in dichloromethane (0.5 mL) and the mixture

benzazepine
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diluted with water (5 nL), extracted twice with Et QAc
(5 nmL), the conbined organic phases were washed with

give 18 ng 30 of a yellow oil. 1H NWVR (400 MHz, CDCl3)
6 7.45 (d, J=4 Hz, 1 H), 7.39 (s, 1 H, 7.27 (d, J=6
Hz, 1 H, 7.07 (dd, J=4, 6 Hz, 1 H), 6.71 (s, 1 H),
3.90(3 3 H), 3.1-2.9 (m 6 H, 2.80 (m 1H, 222
(bs, 1 , 1.38 (d, J=7 Hz, 3 H). M calcul ated for
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benzazeph e N%ed)ﬁepu@ bt g!\lf) 26 mmol) in dichloromethane (1 mL) was added
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dri e]d Jol;]oa'c\% %@g’on@)nldc O&QW Wnﬁaﬁgﬁz@ 3, lF 3 L@§«lﬂzydio 1H-3-

chrorrat ography (35% Ef OQAc I'n hexane, silica) resulted
in 1@rasgePe a clear oil. MS calculated for

C15H15F3N2QAtbh of&ﬂt%ﬂu&&wﬁn Q:%lo;ﬁdk@lﬂ -h8thoxy-2,3,4,5-tetrahydro-1H-3-
g;l?e/an o %RnZ(g(%)}g & (b(hﬁ ne)rf.lol) 1}{ acetonltrlle (1 mL %vtasr t?elgy 9 gvgﬁ ILI-H 3-ben
N- t rbrbhcsadcaaniad @103 Bg, oy &mmo]l ametitvakipe 4 brsvet 395C. - The Brodych- t

ot ARG 5 WS SR By Rl BB
L) , heamds, sili¢a) redting ih®QUr ga)f a BHE, solith dSatsulated fori xt ur e
was glsﬂz[gé@%id\@l%g d g ), extracted twice with

Et OAC he ’conbi ned or gani c phases were 20
washed with bri.ne (5 rrL) dried with Na2SO4 and

?088§ k@l %%g%opgl ﬂﬁet@oxp-Z 39, 5Q£trciﬁydi‘$1]1t{3 beﬁz@ie e 1 H NNR

(s, 3 H Axhg b b@fxlﬂuzrmce@ %romzi %loelmw T rﬂqgho’wz? %‘@5

1H) tetrﬂhe &&lmrbeﬂza&piﬁ'z (0.034 E))0.03Wbnop ircadt@h e dl Dy was treated w1th

CL3H1GN20O+H. served: 217. 2 le 17:

o- br BbS ety PSP S S 843 5 e Pt e

3- beihzezeihibrige (BY mDtxtracted twice with EtOAc (10 mL), dried with MgSO4, and
concentrated to give 0.008 g of a clear oil. "H NMR (400 MHz, CD;0D) & 7.26 (s, 1 H),
6.78 (s, 1 H), 3.83 (s, 3 H), 3.02 (m, 2 H), 2.92 (m, 2 H), 2.67 (5, 2 H), 0.91 (m, 2 H), 0.85
(m, 2 H). MS calculated for C;;H;sBrNO+H: 282, observed: 282.

Example 18: (R,S) 8-bromo-1-hydroxymethyl-7-methoxy-2,3,4,5-tetrahydro-1£-3-
benzazepine

OH

Br
NH
MeQ
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Meo N Trzfluoroacetyl -1 -cycl opropyl -7-net hoxy-2, 3,

4, 5-tetral ydro-1 H 3-benzazepi ne A sol ution of
waele@bloyl74zi nc (1 nL, 1 Min hexanes) in di chl opCIESIvasI@I6654
(1 m) at 30 OC was treated with trifluoroacetic acid
in dichloronethane (0.5 nL) and the m xture 41 WO

2006/ 071740 PCT/ US2005/ 046654 stirred for 15 min.
Di i odonet hane (0.280 g, 1.0 nmol) in dichloronethane
(0.5 nL) was then added and stirred for 15 m nutes.

N-Tr A %y%}%;&?%?t])ﬁ%d%xymﬁ % Neato 8}1%% y. kegﬂgfd)% e xs be512azepme

tetra enzazepi ne

di chl or orfetohipreof NHrifporoageid- a’EfH@HY' 'glﬁtbyl?lﬁél 3rﬁ %(tF‘Eﬂhédm -1H-3-
2 to Ic r}fe_ﬁl_%zef bRk (039)0@ (15 @Sl fih teREhy@dfirah HERALY v tréatddQuith BEGTHE
e product m xture was enche s

o PEPEREs | pEm ) el T VoA

5( Zohﬁﬁ}ated\éﬁﬁhﬁdJaHCOD(OSaﬂwaaﬂ &ado HMQ@M&LNaérmedsl@eﬁﬁa)ly
was W t O (.10 onc
chro F’Sé"ra&tb"ﬁﬁt“(é?})%réw &ca’: Zﬁd?:ﬁggl% m‘?‘mg Si “urew dlllu?S“‘u thEiPAc
i n 0(10mD), wgshed with vk {16 xﬂa,landjconwrat@l EFlabtechethafogmphy (33%
C15 (Y 380
N T:‘_Igtg) glo}%)éﬂe 51%? géesggﬁﬁlmﬁgg cgesf %Igy Sc7alculate foo§( y-2.3,
4, 5- €eﬁ1ﬁ%ﬁ9dﬁb3%+-|°‘t86r"®ewﬁazepl ne A sol ution

10 Of N-trifluoroacetyl -1-cycl opropyl - 7-nmet hoxy-2, 3,4, 5-te
trahydro-1 H 3- benzazepine (0.025 g, 0.08 mml) in
acetonitrile (1 nL) was treated with N
br o NRIUAL SUcEB 18D +&io- DB r&ym &y L BmBMsXy 2, 358 esdhldrb-28-3E Or
2 hrg. at 50C. The product 15 m xture was concentrated
and YHER%BGrified by flash chromat ography (10% Et OAc
i N hexangslutish b N-aiflusresethylacerg- li-hydlﬁxyﬁibﬂaylgﬂ—méthay% jt5e
sol i ul at ed Hls r.F3

15 Obse%t\l;aell'\@ ggg)cbe%za%elpme 0:U35 g’cycl opr gaﬁ%@ fril léiEWaséxeatgdmﬂl
4, SNtbednroateyidimide10.6253;, O &tramolp pmdﬁ@rrﬂtfowosmh @t 2066, ‘Bfe product
N- 1§l O ﬁ &ﬁgaéafeﬁm@ﬁ&qgmke&wﬁms&&yakogéplgq@.mém%q-n“>4

a enz nmol

,5- tetr ro 1H3 zepine (0.0
in nbftXMn%llca)(risu}mg RO g Pléaaf”é Ml pyplated W&aﬁu@%@oﬂﬁ
(1 mipserva@inghostirred for 2 hours at 50C. The product
m xture was diluted with brine (10 nL), extracted
20twice with EtOAc (10 nl), dried with MySO4i and
CONCBBLFHBLISY IR nIVIET -Reth)B2,8 4,05 tetiall 2 BH-3-Obrzazephd NVR
(400 MHz, 1
5183 (o, ASytorhe Gy uge Sy ond gy Siegtptl a5
2 H) tetrfhy8rd- IHFB beazabaame Q.3 g, a2y mZhobin mévBncld] mly) wdsexelatddorith
C13H I | % g
}9/8 a(fue(hus agﬁgkne 3’1% eq ‘f%rﬁgl)g(ur_ ng) @pgb%%l r\gasl
25 H- 3d1hb%inwaz>gpq (5] @LQ)ep(tragpd twice with EtOAc € mL) dried with MgSO4, and
concentrated to give 0.006 g clear oil. "H NMR (400 MHz, CDs0D) 6 7.28 (s, 1 H), 6.79

(s, 1 H), 3.84 (m, 2 H), 3.0-2.8 (m, 7 H). MS calculated for C;,H;sBrNO;+H: 286,
observed: 286.

30 Example 19: (R,S) 8-Bromo-1-ethyl-7-methoxy-2,3,4,5-tetrahydro-1H-3-benzazepine

Br
NH
MeO'
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NH 30 MeO 42 WD 2006/ 071740 PCT/ US2005/ 046654

N-Trifl uoroacetyl -1 -hydroxynethyl-7-netlzoxy-2, 3, 4,
w®B2G0e07EMYdr o- 1 H 3- benzazepi ne A sol ution of PCT/US2005/046654

N-trifluoroacetyl-7-nmethoxy-I|-nethyl ene-2,3,4,5-tetrah

ydro-1 H 3- benzazepine (0.100 g, 0.35 mml) in

tetrahydrofuran (1 nL) was treated with BH3- THF

conmplex (0.36 nL, 1 Min THF), and stirred for 30 mn.

at 20C. Water (0.5 nL), 5 saturated agueous NaHCO3

(0. Sv-ekohy, mﬂuﬁw&ﬁmzd&ﬂmgthJ}}y)her)’éﬁtﬂzﬁmﬁzgded _

sequent i (IJ\II E reat\)aélon stirred for. 30 m n.

20C. Theipﬁ“t\'/a‘a?}’c‘{tl R reeeiRdodr repthoryiFrety ppiap(s 68 @:116 9

n|L) nnwaﬁh &fthewd (160 L) wee géaida mﬂ;)é,f@r(sizzlcqgg awﬁﬁxfogtlledﬂ (3.01 g,

Fl ash .chr amatogra n _hex siic

result ed™ % g %@gw%o% £36 g)r gfrlotyl Wg%@&a éd“‘%o@r The
5C 14H11©E3N68mbﬂ at36)°43 fontﬁsheum', ohiled3®20°C, dIBted with Et,0O (500 mL),

N-Tr I o

_hyd \*r/dglir(@:g %Eet? ?&’/e E%xeou@ HE‘E gé&%L agd coilcengat%de tF}asIhchg)r atOfraP_%yélo %

ben z%@éfﬁnﬁl@(app, sibita) repudtad me 22 g of a clear oil. MS calculated for

N-t ré, ft poforst: byd, Gekyd: ads; hydr oxynet hyl - 7- net hoxy- 2, 3,
4,5 15 tetrahydrod-1 H 3-benzazepi ne (0.035 g, 0.12

rmol) in acetonitrile (1 nmL) was treated with
10 N- brromesieetdi-Medietdr-Rakrdz2 3953w H- 3@£}Qaz§1$zhef red

for 30 mn. oduct, m xtur
concent r &58%‘9%0%9%%%3 Bﬁ{u?rf’aéaty Tyodq- %@WW@%Y%?% ghyo
(33% ELDAmol) in dlﬂmmmamsjb (80ed) waesated WitOKO e @ 01XB6G
glbger &), b Bg%@ %‘}5& %ﬁ 15,%113 W BN R i b a38 137,
- hy d}@xmré)tah@ ptirrpd n@trhmnk:;t 9®C. Jhe podubi-migtue aaycholed b 20°C,

15 H3- dﬂ%@@mdté}%zoﬁnigle%dc&@r@{] \xgr gt)lzer 500 ml[) t}}e mtblﬁled orgaﬂlc

N-trifluoroacetyl-8-b
3, 4,Phaseg %&Sk@&ﬁvmwﬂnhqns%%m%hz@ppmmﬂ(a@d omhghrm@atm@hy (10%

nmol BtOA@m'EB}IaH@ BiGa) fedultddih 298 S of 4 @At SO Wikt a)ns&g’o@a FRUGOYS
NaCOH and stirred for_1 hour at 50

pro ’f”"l‘ﬁo #1548 Gpdulated FoyiGuslp BN QR ﬁo%lopsﬁ’é(e‘t 50%1_),

extractedtvvice with EtCAc (5 rrL) dried wi th MySOAi

and centr r oi . 1H NWMR
20 (200" fE fiioro %E))e’ 7?’”‘%}5’”(%9 4 ? 5ys- -bewzazegingy '3 g4

(m 2 H ,A sBlufendf B-tfifiyorohcdtf)- l—e{hﬂemaﬂ-rﬁdﬂﬂoay e.d,4f5Q¢trahydro-1H-3-

?122%1§z§febﬁg(5'j9 gzﬁb% mmc%)ﬁ?nr Mlanol (18(? 8 ml) v&?’ag treate%%tlhqo& %d/C 4.0¢g,

8- Brloifgarhalle aridyptizrepl-onesnibly xydeparGiindosheteat hyaltvgetr Gthé plodiBt rhigtore

zazepi ﬁﬁered@ﬁrm@ﬁ' a pad of celite and silica, and the solvent removed to give 2.14 g of a
25 clear oil. MS calculated for C sH;gFsNO,+H: 302, observed: 302,

N-Trifluoroacetyl-8-bromo-1-ethyl-7-methoxy-2,3,4,5-tetrahydro-1 H-3-benzazepine
A solution of N-triftuorolacetyl-1-ethyl-7-methoxy-2,3,4,5-tetrahydro-1H-3-
benzazepine (0.710 g, 2.36 mmol) in acetonitrile (20 mL) was treated with N-

30 bromosuccinimide (0.504 g, 2.83 mmol), and stirred overnight at 20°C. The product
mixture was concentrated, diluted with EtOAc (100 mL), washed with water (50 mL) and
brine (50 mL), dried with Na,SO, and concentrated. Flash chromatography (10% EtOAc
in hexanes, silica) resulted in 0.561 g of a clear oil. MS calculated for C;sH;7BrF;NO,+H:
380, observed: 380.
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WG 2060 710m0 of

10

15

20

25

30

MeO 43 WD 2006/ 071740 PCT/ US2005/ 046654 N-Crotyl,
N-triuoroacetyl -2-iodo-5-netlioxyphenet hyl anzi ne A

N-trifluoroacetyl-2-iodo-5-nmet hoxyphenet hyl anmi ne (6. 68
g, 17.9 mmol) in toluene (100 nL) was treated wth
K2C® (3.22 g, 23.3 mmol ), KOH (3.01 g, 53.7 muol),
n- Bu4NBr (0.580 g, 1.80 nmol) and crotyl bronide (3.15
g, 23.3 mol). The 5 m xture was stirred at 75C for 16
hours .cool ed to 20C, diluted vvith Et 20 (500 nli),

Sﬁg w th 10% agueous HC n.) and concentr at ed.
FI as reﬁPcérfﬁ‘fng’flﬁ]tﬂWZ(?féf%m’@fd&@{r?ﬁe’ﬁ%zi%i% silica)

resul ted A smuﬁonzozNgnmior@cat;hea;fonm1Lethyt\/$nﬁmb;@m 34, 2@ irdnQdro-17-

C15 7 F31NO2 er e
N T ueﬂ%)arz Bac Q—%ﬂl %8 “Eew) lﬁgleg'%éﬁ&i/lw? rgatefl veith, 13%020yR0
r o- | Q3L Bemi p areisiimeal Qﬁ\ers@htut 1060 Tife pMdadt miixyilrg was diluted with

o 133U AR Blnllel B pOTE ABHIP ABRRHIBER G 2 S
Wi 1 HPoRERIcI ) B 12 86 Aieanetol § NMR. @OMMEr, QTBODES 174 (12,12,
(f)mg| 0.76 (E’E"?ﬁ 3(8@ (s?>8@1§1 3. 011 B3 m@bl)i 13% %02 %T(&Ps %Iﬂgggn 1 H),

tfirred overnlg
i xtlu?ge( %) é&%fr’é@l B.§-%dd, 15 H%I%@eéﬂsﬁlﬁ%at@ﬂa”?rer (200

) , c.gxiErRotRdsl whehetth et her (500 ni), the conbined
organi ¢ phases washed twice with brine (200 niL), and

concentrated. Flash chromatography (10% EtQAc in

hex dixampki2Di @) 8+Chkouié-1-2thyl-Trmetha-13,05-tebraByd@éHl HBLYenzazepine
whi ch consists of a mxture of__ olefmc isonmers. M

cal cul ated for Cl5H16F3NO2+H: 3§00, observed: 300. 20
N-Trii uor oacetyl - 1- et hyl -°F -2, 3, 4,5-tetrahydro-
]H - 3-benzazepi ne A solutiq NH

of N-trifluoroacetyl -1-etMe9] erte- thoxy-2,3,4,5-tetra

hy drshiors 0242 SRLIIGI-KrehSky D3, 475 Bt by 3.4
met hanol (10 Has O e S SR nzazepz;e
Q'éa re

0.77 ol Sf’lug‘ﬂ’d’f Wﬂ‘?oé%acﬁf"&lelrfﬁ}iybﬁfm@?ﬁezr3 4a§1te

of hyseegre0.600g 1!99 adm)tm ﬁﬂe%ﬁlh}ﬂﬁqZO m;swafs irbdi@rv@@ NLhr ough
pa of cel i ? 8{,} 3%4 ({1%% vent renmoved to

gi ve Yyrogypcigimy % 5 ) P61 S VE‘B’Ig 3} Ot e g Tegpoduct

C15Hidi8E3M@R donken@4e, dilnkes it EEACFOP.mL), washed with water (50 mL) and

l5\|- ;rreﬂtrl?é; 9%&% %&é’%l%\]ﬁ 2 2a dconcentraYe lzlasi[ﬁe%uolg%é{%?phy 80% tOAC

N- t rip héxenss,slliced essyted in 0.421 g of a clear 011 MS calculated for C;sH,;CIF:NO,+H:

- et rg\,gg ogseg;@gtgg)g(y 2,3,4,5-tetrahydro-I H 3- benzazepi ne
(0.710 g, 2. mml) in acetonitrile (20 nm.) was
treated vvlth N 30 bronosucci ninm de (0.504 g, 2.83

Mol 9 crand- e%l—f ﬁz@ﬁjoxﬂy & thgnz‘}zyaﬁ& 129 @enza-zlgﬁnep roduct

m xture was._ concentr at ed uted with Et CAc (100 niL),

washed wit 4R o8 N-iegraage §ﬁ]&}°r°ﬁ reFIW]eh(“%PxﬁE? 4, 5dptpaggiro-1H-

\(I\/Ilg FB-BeA2SD¥he emné GOIBsithdlEh ﬁﬁﬂlan;a @s fihLlﬁ\bd's dmd%iha Q‘Wéqueous

n nes c resylted In

ac I{Qéaa i éﬁ THL g%ﬁ%c u‘fdélglé& %D (? %fgﬁé‘*fé?l?—‘?ﬂiﬂai ﬁf?m

obs driued00 @.Bpextracted twice with EtOAc (200 mL), dried with MgSO,, and
concentrated to give 0.241 g of a clear oil. "H NMR (400 MHz, CD;0D) 6 7.05 (s, 1 H),
6.79 (s, 1 H), 3.84 (s, 3 H), 3.03 (m, 3 H), 2.91 (s, 1 H), 2.86-2.76 (m, 3 H), 2.64 (m, 1 H),
1.81 (m, 1 H), 1.72 (m, 1 H), 0.93 (dd, J=8, 8 Hz, 3 H). MS calculated for
C3H,scINO+H: 240, observed: 240.
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44 \WWDO 2006/ 071740 PCT/ US2005/ 046654 8- Br ono- |
-ethyl-7-nmeth oxy-2, 3, 4, 5-tetrahydro-1
wok®@sloEr1z@azepi ne A sol ution of PCT/US2005/046654
N-trifluoroacetyl-8-brono-I-ethyl-7-nmethoxy-2,3,4,5-te
trahydro-1H 3-benzazepine (0.561 g, 1.48 mml) in
nmet hanol (30 nL) was treated with 15% aqueous 5 NaCH
(30 nm), and stirred overnight at 20C. The product
m xture was diluted with brine (100 nL), extracted
tw Cﬁaﬂpﬁ&lﬁl,@}c\s-]ir&qg—l% rop?l[‘,‘-ﬁah&ﬁyhtﬁ,J\,@@Qﬂhydng%-
concentrated to give 0.412 g of a clear oil. "H NMR
(400PeWFAZEPITDBOD) 5 7.24 (s, 1 H), 6.76 (s, 1 H), 3.83
(s, 3H, 3.02(m 3 H, 2.91 1 H, 2.85-2.76 (m
3 H, 263 (m 1 H, 1.78 (m H, 1.72 (m 1 H),
0.94 (dd, J=8, 8 Hz, 3 H)Fr | ated for 10
C13H18Br NO+H: 284, observed . anple 20: (R S)
8- Chl oro-1I - et hyl - 7- met howep 273, 3--5-t et r ahydr o- | H 3- ben

zaz eﬁ-l Nfeth 5 t-b—I-I_LL / !\g-g acetyl-2-iodo-5-methoxyphenethylamine
N-Tri f(l uor)gélceteyyl)- - gﬁlfrgr ofyl -etlayl - 72Tt hgx -2

53 4 5.t otk HhyEh U HIIGoE 2ot RO pdeNtslaife (G50 671,88
Nt 1 b1y Bt RE B4 Y1) bvaiteli¥d wifh kjeioh 8%3)40 2,23 fimsly, KO @BWd,
o-1 H 3- benzazepi ne 6(0\%5600 0,.1.99 mol) in
acet T TP e Hua D 0S| PR @ Aty qnetiyl 2-butene (0364
chl oz.ostie6l). nmgigﬁbem§r QasQfirfedgy 800C $62 3 MBI, booledRCR08E,idiliit@Chvith
over a . e m xt ure
0o oo B, S, P o RS e S Rttty

10 wat e¢l0%304din hevaat, sitim) malt¢d 0.612) g ofdclegdil Wi KMRAABOHz,
d 0% 0
", E08E SR amb s CARE ILERIY, dsknlt X0 &4 m),

oi | . 5-MBa.édDctl e Y, 882 @153 H.ACRERER 3H0 (m338), 3.02 (m, 2H), 1.75
obse{nygﬁi 1%3@113 -Chl oro-1 -ethyl-7-methoxy-2, 3, 4,

td

5-tetrahydro- 3-benzazepi ne A solution of
N-trifluoroacetyl-8-chloro-I-ethyl-7-nethoxy-2,3,4,5-t
15 et r aRyeifiorbdderyi2SiscprDSBZILRMRE2, 6,9 5 4t h@iro- BH-2 BerBR)ide 1 N

t hanol (30 niL treated with 15% | NaOH
R S A U e
M xt hietRoxppendiylatiec002 12k, 0.6 hinel) friBRHyIE)maedé (aed paas
t Wi itk 00 dri ]
c\(;mngg?]a efi éx’t]mégbggfogil(g\%é’ ]O%ELZ%&ODQ{I%f% R\ga%qt.%)g >0l ?nm%ﬂrd’ﬁ'&}d"-‘)“g’
( 40008z @DBAEDRAC) (071885, 1(86 muiol)dnd stin§d F@might at 30°H) Ther@Hhct
20 5% ol ey ® dfoq gyt fi o
0. 93mLy ghe coigned greppic phgsepyvere yEshedawith fring @8 mily end qgneentrated.
13H1 Bﬁslal\éﬁ}s}ﬂato%égay (10020 X &M hexdfhD silidhPre ¥t 0868 dr b4 far oil.

PCT/ US2005/ 04 4
MS calculated for C¢H1sFsNO,+H: 314, observed: 314.

25 N-Trifluoroacetyl-1-isopropyl-7-methoxy-2,3,4, 5-tetrahydro-1H -3-benzazepine
A solution of N-trifluoroacetyl-1-isopropylene-7-methoxy-2,3,4,5-tetrahydro-1H-
3-benzazepine (0.096 g, 0.31 mmol) in ethanol (2 mL) was treated with 10% Pd/C (0.033
g, 0.031 mmol)) and stirred overnight under an atmosphere of hydrogen. The product
mixture was filtered through a pad of celite and silica, and the solvent removed to give

30 0.091 g of a clear oil. MS calculated for C,sH,oFsNO,+H: 316, observed: 316.
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Example 21: (R S)

8- Brono-1| -i sopropyl - 7- net hoxy- 2, 3, 4, 5-tetrahydro-I1 H -3
WO 2@wefzaaepi ne Br NH MO N-( 3- net hyl but - 2- enyP{T/US2005/046654

N-trfuoroacetyl -2-i odo- 5- met hoxyphenet hyl am ne 5 A

sol ution

of N-trifluoroacetyl -2-iodo-5-net hoxyphenet hyl am ne

(0.700 g, 1.88 mml) in toluene (25 nL) was treated

with K2CO3 (0.340 g, 2.4 mmol ), KOH (0.210 g, 3.76

Trglr]% T7i] uﬁ%yc ?E@’ {n(ogr quogﬂ;pyl()] o ?‘@k )l 54 %glztvdro -1H- )3’ benzazepzne

m xture \Aessluéftnl of Néﬂﬂ@lfd%%lflﬁf’@fosyl% fthoxy- %’%45&?3{15@”2]@@’

di | l—ge&%e 09? h)%n(\ﬂ{@% Ef'jet))mtxﬂ@@ Hﬁﬁwﬂtﬁeﬂedl\gi%w (50

nm.) and concentrat ed | ash chro 0 (10%
Ft OAETORRERRITAD 518 D AR papLaty Tat VPG ohergetiovin
5 Cl eahe @ivént, fhid PRalogQhy %, Eto@ﬁlﬁxanm Aicaiy résulddd i 1n 0.056 gofa

r ot amaZbl) &\/%ca&ulﬁ?é@rgl%}_%rﬁﬁl\%e }?_])3ginﬁb5fra}_% 3946 b4 m3 éZ

(m 1 H, 376(d 2H) 3.50 (m 2 H), 302(m 2H)

1.75
N TI‘ Z.?r%ﬁznléllésg%fo I7 niLe ho 6%.%:%5-&2?7911 dr07IH3 b%zz (i?mf 3.4 5-tet
r ahydr o- lAl-ebohlEmtxé mztaﬂecman@yl-iwcmlultsqpmyldfmethoxy-Z 3,4,5-

10 N ( %ﬁﬁ%ﬁ% nzg t%e az%ﬁxé : oﬂ\%forok Mg afaﬁx%t %ls n%)'v@gi?eaéd with

nmet ho ani ne . g,
di nekSF@//qu@P @5k, %ﬁyt%gveme@éaé?%&? \Hl? Produeiagixture was

é gh é&ﬁtgg glltﬂb&@ (IRD), dxtrafledBu BRI £i0A2 G0N, drRd 9L MIBO), Ind

T R A e

M Xt 61648, WaD, Tak,8d)f 302-20Cm, eIH) Qt7exh (od, 8 B8t 2T (n(, B ), 19195 (d,

15 oF gl kO pheb B ol ol B chitroTrin g Bt

concentrated. Fl ash chr omat ogr aphy (10% Et OAc in

Ve chrmiar BEP SR IRRed ipnt 3 el 2,

25 benzazepine

N-Trifl uoroacetyl -1-isopropyl -7-pet hoxy-2, 3,4,5-tetrah
ydr o- | H 3- benzazepi ne A sol uti
of N-trifluoroacetyl -1-i s@propyl e
etrahydro-| H 3-benzazepi ne 096Nfg, 0.31 mmol ) in
et hanol (2 nlL) vvas treat ﬂ’,ld 0% Pd/ C (0.033 g,

20 gf Oﬁ& C}n@goégt)cet%he iomo— h s troxy Gf‘srogrhgrl?g 3 lélr}dt?t{ﬁh?e? 2 %%{P)g uéﬁ

a pad of f&eilutmeommflsorbacetal 8-taorao-t-fseprenyl-rmpthoxydidehved t o

give T far d
&r6rBatRes iy Pufen B ARG (oo SEUBH A B B e
PCT/ BipBB (0236540 Myolviqnfin GEChhedsiredgvasmighiat20°C. Thé excess

-1 SOpRA @sycfuenzhémﬂlﬂ%ﬁér Zad ﬂ% resﬂltmg'in&ﬁierdﬁﬁwdj\{nﬂr elher (50 mL), washed
H 3- benzazepi ne A sol uti

25 N-t r PigeTEh St HaEd gauequs N%zSBr QBW and Gonepptiglgd: Flash ghrematography

hydr @obd#i8Ac in hexanes, silica) resulted in 0.037 g clear oil. MS calculated for
C,5H,7B1FsNO,+H: 380, observed: 380.

8-Bromo-7-hydroxy-1-isopropyl-2,3,4,5-tetrahydro-1H-3-benzazepine
30 A solution of N-trifluoroacetyl-8-bromo-7-hydroxy-1-isopropyl-2,3,4,5-tetrahydro-
1H-3-benzazepine (0.018 g, 0.047 mmol) in methanol (1 mL) was treated with 15%
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benzazepine (0.091 g, 0.29 mvl ) in acetonitrile (3

m.) was treated with N- bronosuccinimde (0.057 g,
w@2@80mmed ), and stirred overnight at 20C Af t BECT/US2005/046654

renoving 5 the solvent, flash chromatography (10%

Et OAc in hexanes, silica) resulted in 0.056 g of a

clear oil. M calculated for C1l6HL9Br F3NO2+H: 394,

observed: 394. 8-Brono-| -isopropyl-7-nethoxy-2, 3, 4,

5-tetrahydro-1 H 3-benzazepi ne A sol ution of

N-t 1 jofdo HORAEG tith -28a Qﬁ@mrkhau%capw@me rdaﬁ&m %as?mﬁlght
5 10 tetrah%dro ['H 3- benzazepi ne

et H RG-SO hegeqsi i o e (7 "o e 86 60 Ry
(0. Svpd9,; and &qlcesltratédtegww 8134 @h whid sod) G NMve (4pends] €D,0D) 6

M bl s i, T8 A b AT gl T (725 om, 2,

5 concemnaﬁedm 005gHN3E)00. 130(dg3 Bl MS @lcalaied foi €. H,JBINNVR 284,
(40 o) 57.08 (s, 1 H, 6.64 (s, 1 H, 3.72
%"’ﬁ #2310 (m 3 H), 2.7-2.5 (m 3 H), 2.3-2.1
(m2 , 0.96 (d, 15 3 H, 0.63 (d, 3 H. M
cal c f IV, )
cal n%':% 2 ge%s %)2&%@5 MR -1-5Fopy2 B S 85U Einy Ao .3
8- Brlesmeazeniney dr oxy- | - i sopropyl -2, 3, 4, 5-tetrahydro-1 H -3
- benzazepine Br NH HO 20
N-Tri fl uoroacetyl - 8- brono- 7- hydr oky-1 -i sopropyl - 2, 3, 4,
5-tetrahydro-| H 3- benzazepiBng ~Q sohuti on of
N-trlfluoroacetyl 8- br - I-| opyks 7- met hoxy- 2, 3, 4,
10 5- tetrahydro 1H 3- benh\a{ebo M 0ne41 g, 0.10 mml) in

o PPN Aol B ST SR By By
ZOC The Pes@@éslsof @Bﬂ@r@@etﬂﬁém@mﬂhwomlwrml 2hd, Sttmhydm-
r2es Ui Ak 'B&z!%ﬁﬁé{b 8174, b U&ﬁﬁnm {rl'alcﬁl%%ﬂa&é?l IH‘L—))was %?@a%éa%h

twice with saturate agueous

conc¥nttedbed:N i Hs A -Shr %@W%ﬁ?ospl{om%cﬁl%%? (PA16 g, 0.068

15 hexapgs), a g;u bioglk (0.03 ¢l 6. @0nhél) Hd GB+ed @r 8 h&AL at 9d°C. TMDroduct
. calcul ate Cl15H17Br F3 erved: 380.

oh
8- Br ’BFFB‘“’?W‘ﬁ IIM 24P ’Iex‘?ac"egmif‘m dfCB]f”ioﬁlﬁﬁl??i’F &%
H 3- hE) Zrﬂ&@@brﬂraﬁd 31@asAc1&6dr1M<Bgr@:ﬁy Q0% EtOAc in hexanes, silica) resulted in
N-trj uoro cet =1 =1 sapropyl. -
L o eaee b RO YLl BB 9B,
in nmethanol (1 nL) was treated with 15% 47 WO
2006 [ L u " A1 M),
20 and étglﬁ)%ozxfe}g bf 7 %%Q%E/S’p%??%é@ﬁ% ﬁpyﬁe %@ i xtur e
was br ougﬂinhttlen ofY-triflgorggicetyl- 71@@1%)@%‘@@9@1 Hatropyk3 3.t Sdatraleydro-

thr ek ibBscithd 6.0H Q002 Ao nenslid RF 1)l wMESOR o013,

concentrate rgtve 0.013 % ite 'solid
( 400B0Us BiesE(9)S Bl), and gigyred or ilowre 5668 hyrgodugt nmturegfaeo
(M dilded with Brind-(Oml ) extedctdd) twicd wBEAONC (sLil).), dréed &itB MeSONtnd
25 2H)., concentrated to give 0.010 g of a clear oil. "H NMR (400 MHz, CD;0D) 6 7.09 (s, 1 H),
6.62 (s, 1 H), 5.94 (m, 1 H), 5.32 (dd, 1 H), 5.12 (dd, 1H), 4.46 (d, 2H), 3.19 (m, 1 H),
3.05 (m, 2 H), 2.66 (m, 1 H), 2.5 (bm, 2 H), 2.3-2.1 (m, 2 H), 0.95 (d, 3 H), 0.63 (d, 3 H).
MS calculated for C,sH,,BrNO-+H: 324, observed: 324.
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52.3-2.1 (m 2.11), 1.05 (d, 3 H, 0.73 (d, 3 H. M
cal cul ated for C13H, 8Br NO+H. 284, observed: 284.

wezapled4R3: (R, S) PCT/US2005/046654
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7- Al l yl oxy-8-brono-1-isopropyl-2,3,4,5-tetrahydro-1H 3
- benzazepine Br ~\O1 / NH 10 N-Trif

| uoroacetyl -7-al |l yl oxy-8-brono-1 -isopropyl-2, 3, 4,
5-tetrahydro-1 H 3-benzazepi ne A solution of
N-trifluoroacetyl-8-brono-7-hydroxy- 1

- | SOREARNI 2428-Brdhnod7-n@ib ALY AliRretnlid, 34, DGR FE D1 A ez
g, O. O‘ﬂgxrmol) in di chl}gj%net haie ( m.) fv\(gs treat edépz
with N''-tert-butyl-
N - hexamet hyl phosphorl i aE‘ Fde (0.016 g, 0.068
15 mol ), allyl bronide (0. 09 nmml) and
stirred for 3 hours at 2 reduct m xture was
diluted with 10% aqueous HCl extracted twice with

di c PV drbtetasdrd-(-perhompheny)derobienent r at ed. Fl ash
chr omat 0gx abiyn &£1QYaEhAehdnil)-NEXEIRERe (Sk9 &, Qa)z @ t ed

LoD Piess o mhbB 0 o Bewisg i igniing L, 5.2 )

Al | ytrifixoyacBiichininitidel (5.9 g,szsprnmy)l, and theB stm!éd fdp 3 hers wilig ShaBmidg to

H 3-he A.sol ut

N b L BESRIAS oSO R Dl PioAe (200 i, washed ssquentipliyigh
, 5- t K% aalgads BCL (104@)5@1@ alz)@ pﬂmémqm QAL )ried Wi B2, AOHnY

' n n&h&ﬁﬁ]ﬂéd @Qslgkhfghﬁto yg{O?aétégc h%ﬂn@&héaixé%lt@%%%gﬁof a

and stirr
pr odﬁ&?w prlidt E:INMWQO Méiz) GR-08) &7 -1 h(ddrirh S Hebl HL §.76 (m, 3 H),
ext ragd @ twisee (@ th) 258 e D1 ﬂt(h J—?ij .edpw th MySH4,
and 25 concentrated to give 0.0 of a clear oil. 'H
NVR (400 MHz, CD30D) 6 7.09 (s, 1H), 6.62 (s, 1 H,
S. 9AN(IWluckodcheyl-192-8odo-5akihodypkdhyl)-Dpibgyidiftes  111) , 4. 46

575 (o Sstjiol humatdionryt 2 mplbpogelig pon e s

(d, Bmbl) in melBnat 410¢ wllat@sdodigito %%ﬁﬂ&ea‘t@hﬁth GRo,; (3.17g,31.4
gzgrer%.fﬁglif%ﬁ%éd by%(golﬁ@on\gg& Q(Qy gq 3&3 49 1n me q?&/ 1966(?1%

8- Brmp@orvwmﬂmyavaammoﬁ%wmsﬁzzinsommfght dihe prhudoixtite was

3- beﬂ?e?eé%h&ﬁra@ﬁ d@st(lvelt\ilﬁl ERO200 mL) washed twme with IS? agueous |

N-Tri f| uor oacet - (3-ret hox ropy

sol utofigr bispliite. ({Q/ﬁ%mwﬁw@mv 5Q rzL)pqir@éw Wp=Ris qng cegengated
21. Ttoeb )2 k Bf a vhitd boki bw&mm&ma{ez Br 01, BINGG: 48S
treated with pyridine (2.1 nm, 28. 5
trifPBFrEcEi ¢ anhydride (5.9 g, 28 2 mml) and t hen
stirred for 3 hours while warnmng to

N-Allyl, N-trifluoroacetyl-1-(2-iodo-5-methoxyphenyl)-2-propylamine

A solution of N-trifluoroacetyl-1-(2-iodo-5-methoxyphenyl)-2-propylamine (6.09
g, 15.7 mmol) in toluene (450 mL) was treated with K,CO; (2.82 g, 20.4 mmol), KOH
(2.45 g, 47.1 mmol), n-BuyNBr (0.506 g, 1.57 mmol) and allyl bromide (2.47 g, 20.4
mmol), and stirred overnight at 80°C. The product mixture was acidified with 10%
aqueous HCI, separated, the aqueous phase extracted with ether (500 mL), the combined
organic phases were washed with brine (200 mL), dried with Na,SO, and concentrated to
give 4.45 g of a brown oil.
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20C. The product m xture was diluted with Et OAc (300

m.), washed sequentially with 10% aqueous HC1(100
woregog/oveser (100 L), brine (100 nL), dried w PeCT/NeRDSKH6654

and concentrated. Flash chromatography (20% Et OAc in

hexane, silica) resulted in 4.29 g of a 10 yell ow

solid. "H NMR (400 MHz, CD3OD) S 7.17 (dd, J=8, 8 Hz,

1H, 676 (m 3 H, 419 (m 1 H, 3.77 (s, 3 H),

2.78 (m 2 H, 1.21 (d, J=7 Hz, 2 H).

N- Terﬂiﬂﬁfr&z@Qﬁtﬂ%eﬂiox)( Zmbﬂ?ﬂ-(?-mréth%ﬁé]p.?w RRSBOMNo= 21-3-benzazepine

I A
O Nt r 1 15186 S0Y b N ey Sy BB ispy i ne
(4. 28oglamlde.(¥45 d 20.8HRo)) id dimémiitbanamide (1RO )s twasd with KOAc

cool 78C an e d wih 17 31.4
ol §17 oG B B e M BT R e L B iy
5 mml }d©ac)©Lhagalos @rﬁl&mhq stirdcheyernighicat $0°6 N Thersodattnovkee was
to r tin h r
i X¥\%and oozogtoglt?r%d dljleuée’sc'i Corv]vgteelg(% r?lf éxgécttedm té1 dr (?%%‘OtmL),
Et OAthe (@OMedrbrpaniapheteedashedivi walet (H0G95)abrine 6108 miggdédmth
b' Sui\lg S(t) ean& J:ngenma:t)ed I@ﬁﬁ@u&ﬁa‘d@ra }J(![U% étH;\Q lﬂ]ijre)(anecgmcs%sulted
Na2SO4 and concentr at ed to give 6.
\Nhl t@@@lgloﬁaﬁ@m% MS cal cul at ed for C12H 3F3| N02+H
10 388, observed: 388. N-AI I yI
N-tizfl uor oacet | - - - et hoxhyphen [)-2
pr op% gﬂf%@zcw 4] ?}’[”Ft 7(Yfet 0xy-2 3,4,5-tetraliydro-1H-3-benzazepine
N-trifl uok echah yi N hrﬂ(;&oacetszlmrﬁemp Immemplmemth;)lma-zpmgpyl a

T 10k A0 (0L oy LS g
47. 110YBd/g (0.49-430. 4NBmol() ®1d5®t6edg>ver111g15 ﬁndmm Jmegpigreal hygfogen.
15 br by réd%ct%néxt&’e Wgsoﬁléred \Agﬁ a %aﬁ %fjc Cf{ S%Q:a %@%%y c%pctent?a{ed

800 uct m xture

aquediph mmat%@pfafr(a%atoﬁc mehea@aééle@ rfpwﬁé & %throeie gleagoil. 'H
W t hygizhe D@b}mmﬁf&fﬁ@ﬁﬁfsp@ﬁi% @ @%6071@3181%56 YR

washed W|th bri dried wt

concEntPa{ay 1 £ 3-839 3§ (ﬁl’ U8, §23m. 4 Bro\iribwiZ B, 18 o B
20064 87 &y 48 PCT (h)S2605/ 046654

N-Tri fl uuoroacetyl - 7- met hoxy- 4- net hyl -1 - et hyl ene- 2,

3, 4, 5-tetrahydro-1 H 3-benzazepi ne A sol ution of

N- al Wy.ll'rzﬂuo; oacetyl 8-bromo-1,4- dzmethyl~7—metho;\qy—2 3,4, 5-tetrahydro-1H-3-benzazepine

N-trifl
pr O[)Iy| aumo%e ]tlé?n Z(]ISm hu&off)etygqg d ejl:[“ef;]m%x%%’t K %% tet%ar‘%dro 1H-3-
( 120 borizpeniged0 ﬂfﬂ%ﬂ Saimmph f @A (B .oLJ wgs 2 it ).

n- Buél%ﬁ u(: 1de 29% 1865rHHP(JI))and &E@@ox&%g%ﬁa% é@’c thepﬁo uct

nmol ), stirre

25 over ﬁm@m e BG TR An FlORE: Whbsd Ao fits bise i B gnd

20C, piifel g(ﬁrﬁ@ddneg Mﬂa‘f\ﬁgoy\dnﬁ Bond@tREd. (40 ciidnlatogfBiy (B®4 B AC
W th et her (1 t he conbi ned I%{P%anl C phases

was h deFge i lﬁ\ﬁfeé‘ﬂlte@ mkﬁwl IHNMR4Q02882. (D L» mgixfugspt gfamsrs)
Na2 S§4.32.001 HRBGL (137 dul BEf)3.eNImY, 981 @i h¥),318%10 (m, 3
o P53 o Pl b BN SBR Wihed 10 139 g of 2

30

20

8-Bromo-1,4-dimethyl-7-methoxy-2,3,4,5-tetrahydro-1 H-3-benzazepine

A solution of N-trifluoroacetyl-8-bromo-1,4-dimethyl-7-methoxy-2,3,4,5-
tetrahydro-1H-3-benzazepine (21 mg, 0.055 mmol) in methanol (2 mL) was treated with
15% aqueous NaOH (2 mlL)), and stirred overnight at 20°C. The product mixture was
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N-Triiuuoroacetyl -1, 4-dinethyl-7-methoxy-2, 3, 4,
5-tetrahydro-1 H 3-benzazepine A solution of
WORMGT17¢0r oacet yl - 7- met hoxy- 4- net hyl - | - net hy| BeTBUR2085/846654
, 5- tetrahydro- 1H 3-benzazepine (1.39 g, 4.64 mol) in
et hanol (40 nlL) was treated with 10% Pd/ C (0.49 g,
0.46 mmol ) and stirred overni ght under an atnosphere
of hydrogen. 15 The product m xture was filtered
through a pad of celite and silica and then

conCitel 4B Fater (Fd$ thﬁhbt'é@t'@&%ﬁ Eﬂb\)é (2908 &t @ﬁqmiemorgamc
hexane, silica) resul of a clear oil

NIVR PH2E58 WRjRiy 2sh @b@ﬂﬂ?ﬂnﬁﬁ%ﬁ é‘ﬂ i P corgentraisg tq We li
H) fig dth ofem oill 'BHINMREAGBMEMCDLL) §.29 4, 138), 6.61(s, 11H)EHD.88 @ 389,

5 72?% %Hﬁ‘)z(sﬂ‘(df lo,—lgbl‘(l# é%%@é’i%ﬁ&é&% m%uz-l), 53 (dd,

5 N Tr H10U85108A0Y{, 767 B, 3 - 1119 (@) Ik K8 Fy.| M3 cai@dateddocy - 2,

, r E+,3; benzazepi ne A sol ution
I\I-trF'F‘Ié}‘ﬁ%SE)ace y1°§gfe%vfd fet hyl - 7- met hoxy- 2, 3, 4, 5-tetra
hydro-|I H 3- benzazepine (0.452 g, 1.50 mml) in
acet Eﬂinﬁﬁé iSe7-§&2l§)lmEp=§-b1Wﬂl% 1t4r (ﬁﬁﬁztﬁﬁ ZV! 4g]tehl'ah dro-1H-3-benzazepine
br omosucci ni m de stirred
overni ght at 20C. The product 25 'xture was di | ut ed
with EtOAc (100 mlL), washed w500 um bisulfite (50
m.) and brine (50 nL), % 22504 and
concentrated. Flash chr t 8gr aph 0% Et OAc in
hexane, silica) resulted in a clear oil. 'H NVR (400

10 VHz, Ném‘lﬂ_agoacmzl)&lw?r@o bF- d;;n@thalrfe}p/gr)oxy 33,4, 5- gegal(yg’ro— enzazepine

6. 62 ( gl 2% so|1'19t10n Gfrﬁ%ﬂ(ﬁbacétyl&broxﬁo &? dfoRthyld rh@thox?tzgl st m

%tr%dr? I]ﬁ{ 33be11®azep§e (083}_%&,01'.&5 mmo ) m dlcjzlhloromeﬂ}ang (30 mrﬂ was
li g| g&tehyzhth BBA¥L. iii(}iﬂyof%, 1.034 soﬁJ%tlol’ﬁth@Iz(ElQ hy6linirof) and stirred
-penz ne SO | 0 . .
N o1 PR S pi oy ShestPhreisymctsd ik Regy =4 5 4

15 , 5- teeﬂmlrtyidmewad-dhlﬁte&bwh}za]zee p‘liOf)ImLI Bishadywit 2 0fEd Aebus NejCO;5

met h
)g%ll rr e ér maavhﬁ%avgd C%ﬂ?céﬁu%% gszlt(:{l“r%q;'?%?phy
vvas GQ%\WQ@@W@W?M@) JIB@TMJSQ@QI& @46@5@45011@ 'HUNMR (440 Tz,

wat eepeh, ke O%Iafn@&)téeszzt(m £R), 874 En '%&9%‘34((519 I—B’L:l)as (ltnhleH),

conbi ned organi c hases wer e was %
m) , 3-6% med Bhi3x2 (Nalz@eﬁlfé%%%ﬁé@ﬁmﬂa@)ehﬂ@ éﬁ)éz {m2gD).
20 of a clear oil. "H NW (400 Mz, CDC13) 37.29 (s, 1

(d a anﬁuori%ewl_gl@laﬂ)ﬂ gg&g—éﬁdm@t@l 4,_6 4, 5—§tr6h;ydt(od1H}_%quaazepme
Hz, 1 H), A 2hbidn Nddfuordacedt:3 Bromb3 4-dimdihyl-1-hgQoxlye,3,4)5=tétrahdro-
S ks Bl AL L Bt
7- Al byphgiz (0.@0 lgr (Ga#6 niigol); ABWEL 13§ lg- 02248 mﬂn,oB -ahdedirred3/ighus atl34°C.
25~ 3 b%ﬂezﬁgd%&inﬁ)ﬁure Bhs diluted with BtOAc (10 mL), washed with 5% aqueous HCI (2
mL), brine (5 mL), dried with Na,SO, and concentrated. Flash chromatography (15%
EtOAc in hexane, silica) resulted in 0.028 g of a clear oil. 'HNMR (400 MHz, CDCls,
mixture of Totamers) § 7.32 (s, 1 H), 6.62 (m, 1 H), 6.02 (m, 1 H), 5.45 (d, J=17 Hz, 1 H),
530 (d, =11 Hz, 1 H), 4.58 (s, 2 H), 4.36 (m, 1 H), 3.62 (m, 1 H), 3.23 (m, 1 H), 3.11 (m,
30 1 H), 2.81 (d, J=10 Hz, 1 H), 2.70 (m, 1 H), 1.34 (m, 3 H), 1.21 (m, 3 H).
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WQ 2006401880 ahydr o- | H 3- benzazepi ne

10
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30

~\O1I / NH 10
N-Tri fl uoroacetyl - 8-brono-1, 4-di znet| zyl - 7- hydr oxy- 2, 3

N-trifluoroacetyl -8-brono-1, 4-di nmet hyl - 7- met hoxy-2, 3, 4
, 5- tetrahydro-1H 3-benzazepine (0.383 g, 1.01 nmol)
in dichloronmethane (30 nL) was treated with BBr3
(2.35 nL of a 1.OMsolution in CHC12, 2.35 nmol) and
stirred overnight while warmng to 20C. The excess
BBr 37 148,18 9BR69, Mzwh;)ﬂ@tse/fmet%jﬂd; |1"ﬁ 3Jb5nzfzz%1§zH«J: ting

m xture was dil ufed th ether L washed vvlth
sat ur at ed BtiebU- w&mﬂylﬁsﬂ@ylmg ‘5?{60 #imsthylEes h-
dri e@iratidrbl1 M3 284 -piRel 0008 E ®V6Y AMENYl in nfhtRsd (2 mL) was treated with

o O S Sy G353 s LGl S 4

m xt difved @/ﬁth wattrd nenB)) exfracfed2Ricé with BtOMY (106nl Y, #he cainbiteddyganic

i ?I_’l;"ph(aiyh Ygre Z};gs’hedzmébstmgl nzl g §1L}_|)dhed Wl%%z%dl ¢ r@eﬁt??’eﬁ)%o gn(em

1. 220.030g dBa bRyar oil. 28 NWE (40P MHz, CDCls)  7.30 (5, 1 H), 6.64 (5, 1 H), 6.06 (un,
'Uorpﬁfﬁtﬁg&?ﬁhkyﬂ XY 3% DLPIE;, H)%S@éﬁ?hzlé'm%n 23, #90

tetra enzazepi ne
N- t r (dfl Ju%rléﬁéétl‘}bl 2.8 (¥ bﬁb2ﬁ5 4L &il Atz Ny, ?/55h(9arJoL0y142Hza 1 D),
, - t.ﬁtﬁﬁ@m{@bQ'303{&'FJ=3T@§@1—1?219J@|(&1@—6(1@2 939 g9, 0.082 mol)
i n di chl or onet hane was treated with allyl
brom de (0.030 g, 0.246 mmol ), DBU (0.037 g, 0.246
nmol ) and stirred 2 hours at 20C. 25 The product

T e

and concentrated. Flash chromat graphy (15% EtQOAc in
hexane, silica) resultedcQ 028~9 of a clear oil. '"H
NVR (400 WHz, CDCl3, m xt pf rwtaners) 5 7.32 (s,
1H), 6.62 (m 1 H, 6.02 ( HY, 5.45 (d, J=17 Hz,
230 (&, J=11, Mz, 1 H), 4.58 (s, 2 H), 4.36 (m
1 N Tg%@foa(%ﬁgl 4 c‘;zﬁfoph?e%ar?m 1H, 3.11 (m 30 1 H),
2. 81 (d, 43 soh@iotpf 4-chlordphenpthiA@nifengl.0 B, ¢} omel) Bdliohleron@thie (20
1.21 4d 4 7
Piwasgo&@d to oo%ltrééQd %99@411@1 gl%fg 5 Ht'ﬁ%gahy.%%a@éﬁ

Al l br ono- di me
be ng&q E e ga74 &n@}),%th@lfstlrred for 1 hour while warming to 20°C. The

N- t 1 hbhidOhRRRstY hﬂu?e-da\h&m'tcﬂ%y(i(ﬁ)-r&)%he@ ,sélquéiinblﬁzt\ilﬁﬁ'lo% 3,
4, 5- tetrah}/dro- enzazeplﬂsm)h 028 ¢ 069 mmol )

in neRREC @mﬁwﬂﬁﬁéo PR bR dried wigh Eaé%wg cqpEeipied
(2 mMo)givearwd osh whiteg6lidd or 3 hours at 20C. The product
mxture was 5 diluted with water (10 nlL), extracted
twice with EtOAc (10 nL), the conbi ned organic phases
wer e Nviaigheokcedit Nodpr 4-cidorfphenertivlpmindr i ed Wi t h Na2SO4 and

(200 . Bl 4B BB Gl @l o4 Y,

(m dighlpdpmetBneg (20 nd) wastpFtedyith bis(sfyidingiog@uuingl)tetgaiindrolqpate (3.6

l:)lz % ﬁﬁn&é&), cﬁ SUEH (231 %)314(1%1% ahl) stirr€d &:Qmﬁgndﬁzoc’éb Phe iﬂ-&lgct
(dd, mym{gwas:[:gpc ateq_ d}sBolveq,_ o EIOf‘;q(l@(b@L) 'g_/aspﬁd twipe g@h ?‘@ aqueous
J=7 Eiumbiddfite (30 £D), {vHoe withathiZied éﬁu&ﬁls NaHCOs;, (50 mL) once with brine

(50 mL), dried with Na,SO, and concentrated to give 0.94 g of a clear oil. MS calculated
for CoHsCIF;INO+H: 378, observed: 378.
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Exampl e 26: (R S)

8-Chloro-I-nethyl-2,3,4,5-tetrahydro-| H - 3-benzazepi ne
w@oobler17@® 15 N-Tr i fl uoroacetyl - 4- chl or ophenet PGT/E81008046654

A sol ution of 4-chlorophenethylamne (1.0 g, 6.4 mol)

in dichloronethane (20 nL) was cooled to 0C, treated

wth pyridine (1.0 nL, 12.8 mml), trifluoracetic

anhydride (1.6 g, 7.7 mmol) and then stirred for 1

hour while warm ng to 20C. The product m xture was

di | Uz aeh il bbb liz%@ﬁﬁﬂl&m zmijlganﬁequentl al ly WIth

10% 20 aqueous vvat er ne
m), dri ebsoliiphofRh O%MZd%ﬂﬁéecmOfoa@efhyl%m‘g(P\?‘é& 46ma°1>

of  ainWhich€25 Al das tceated w1th K,COs (0.43 g, 3.12 mmol), KOH (0.40 g, 7.2 mmol),

Sol u PORBRRRE errrmsD snay o RRE P ina eyl

5 (1. ﬁngture@vad stiTten ht)801’(hf012:55 hushdooled D tame adi@Bedntith I(A%Suneous

{1 el TPl SL YLl BEM RS MATEL A S EALhUST R0 Ahe

st i rcroeidmgi/@gwcgmsewermed*Wittbblme(ﬁmmlt) drwﬂmtthesza@d

Conc&ﬂéeﬁi‘ﬂt&% 1% @%‘Q o\fggledr Bi1. %Qa%ﬁcu(aieq(%or 3}{ cW’@ﬁﬁ 418,

twice wth 5% aqueous sodiumbisulfite 52 , twice

vmth°b§eé‘t'edr‘ﬁlged aqueous NaHCOB, (50 ni) once W|th bri ne
10 (50 mL), dried with Na2SO4 and concentrated to give

0.94 a clear oil calcul ated, 30 fo
c10k@‘%’|248—'3’(‘r€€%¥+8 -hlpeo-1 66526{26 iéd? 536%@%%%%@@0@71740
PCT/ USZO%éo@ﬁi&ﬁ&zN—alM- Althiffloroacetyl-2-iodo-4-chlorophenethylamine (0.76 g,
N 1 28 L UOROAGEL it ik 50 %S R SRESSLBXL R 25 Aumon, n-
N- t r BE.NBo(OG& gl 8/hm@), iPBld @0.¢H7 h. U rop bl BE(ORy ), éi4h ¢, 4 13.08ol)

15 9 Cé%‘lﬁ %&‘Eg §)16m1 attlgg"'é}e&ﬁ Igrgcﬁgﬂn%%(‘é% éo%ﬁ@qo%g de' ft%?ed diluted
n- BuWNBVﬁt%r(@OQWJ) gxiffa@te(?wlﬂn?ﬂm P xlfe ma), Iﬂvlcolfbl?lm‘ﬁ%ﬁ@m( Phags

g, %ﬁhwmmwa&@ﬁv@am alulex}oom? dﬁecmﬂ @)4\5@&0%&&1&&6@ Flash
at 80C for ours, cool ed C and acid wi th

10% mpﬁm% EffH ipfirsaesiligy Feéﬂ@éﬁa%?@ &af 2 ‘tls%oﬂ "HNMR
aque@ueMPRASIECIY S tnact EH), Wig fn, @ e 04(hODH)TEBS (, h &), 5.40 (4,

conb Qr.ganj c r hed .wi

20 007 08 P 1 T B Bt Yl 2 oo Ramera Ly il TACE: A0
g ofotaereédezﬂo oil. M calculated for C13HL2C1F3l NOt+H:
418, observed: 418. 10 N-Trifl uoroacetyl-8-chloro-|
-nmet hyl ene-2, 3, 4, 5-tetrahydro-1 H 3-benzazepine A
sol uNJ}Tuﬂuc@'qﬁaca@laﬂ-dhgob’o -1-methyl-2,3,4, 5-tetrahydro-1H-3-benzazepine

N-trifluogg %ﬁ Xi‘N ﬁfﬂh&ﬁa‘éfft?l -gCdloRY PB &Je '233'4%%1'13% (746

g, 1.8 mo onnam de was treated
25 wi t hbgreagpired QSgg §:55 smal) mmﬂ)anol L0 mL) Was treated with 10% Pd/C (0.02 g)

and stirred 30 minutes under an atmosphere of hydrogen. The product mixture was

filtered, concentrated and purified by flash chromatography (5% EtOAc in hexane, silica)
resulting in 0.057 g of a white solid. MS calculated for C;3H;3CIF;NO-+H: 292, observed:
292.

30
8-Chloro-1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine

A solution of N-trifluoroacetyl-8-chloro-1-methyl-2,3,4,5-tetrahydro-14-3-

benzazepine (65 mg, 0.22 mmol) in methanol (2 mL) was treated with 15% aqueous
NaOH (2 mL), and stirred for 3.5 hours at 60°C. The product mixture was concentrated,
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Bu4NBr (0.58 g, 1.8 mmol ), PPh3 (0.047 g, 0.18 mmol),
Pd(OAc)2 (0.041 g, 0.18 nmmol) 15 and stirred overni ght
W@R0080%1Z40 The product m xture was cool ed to 208 T/US2005/046654
filtered, diluted wth water (100 nlL), extracted with

ether (3 x 100 nL), the conbi ned organi c phases

washed with water (100 nL), brine (100 nlL), dried with
Na2SO4 and concentrated. Flash chromatography (10%
Et OAc in hexane, silica) resulted in 0.228 g of a

gl igéxtr%téd 3 tidek MﬁHz@ﬁQg)mM"amed%iﬁ$O§ana C&Q:el{tﬁt’ied @o g'ii)eBS mg

20 Jﬁfg}eﬂfﬂ ﬁh@ﬂ@%@{ ﬂﬁiwu(@ 166 7(%«121%& 1,@@698 @
cal crsatzeny, o1-2CIBHIACE FBNOT ), 243 Qbs, 1 B $.82 WeE8 HZJDH). MS

gl: ;I' &#@%&93{%’ Eyh!@y&geﬁ%g@%ﬁ ﬁg%\hsol 5t i gn gf

5 N-trifl uokosidigbngl syShesislharboen repvstd il thereerdraBondf Bietitle hy dr

o BB ol OB | o Pl

stirred 30 m nut es under an at rmsphere of hydr ogen.

The

pur | P R e LR O ER 3 B
S|I|beal)lazelrléf5ult|ng in 0.057 g of a vvhlte solid. M5
cal cul ated for CLl3H13CLF3NO+H: 292, observed: 292. 30
8-Chloro-I -nethyl-2, 3, 4, 5 ahydro-1
H 3- benzazepi ne A sol ution NH
of N-trifluoroacetyl - 8- chharaN~metHyl - 2, 3, 4, 5-t et rahyd
ro-l H 3- benzazepine (6 , 0.22 mmol) in nethanol (2

10nm) was treated with 15% aqﬁeous NaOH (2 nL), and
sti r pethaf B5acdyR7 ﬂﬂ#&x? 1 eth 8102@45_ CRE o RESd s stk Ss e Was
concat E e L A B OG0 CARaE
ext r act ed ltioppEN-Fifpsrorspiplcmetiony-hmethyl$s3. b3 tefiphydro-1H-3-
Na2 St 266heGO 50N 7 Gl ﬁltalcglometﬁélem n@i) was ﬁ?éa@afmtﬁ)BBrg, 4.1

v, o) Qugiiy m CEhL, gl S prtigl il N o 20°C

15 2 7 1 'I(hmaxcass BiBy; was (ﬁﬁncﬁlhswlﬂﬂwaké} ,andlthS2suftihg mbeae s, dildtedH)ith

it LB - e RN REQOE 7 B PR e il eSO

p re p andabicenirapl. Elhsb chrbindtezrapby (HH1 A cin textieesilid@) rewdiddtin D.A60
72 R et A G AR B oy

ro-1 H 3- benzazepine )ONH -\ 10 N N\

20 N Tr inf Il'i'b‘mtgrgégﬁlt—ﬂ/{zydroxy- -methyl-2,3,4,5-tetrahydro-1H-3- benzaze ine,

- 7- hydr oxy- | - et =2,3, 4, 5"t et rahydro- JH - enzazepi
ne O-trifluor omeﬂzanesul onate

A solution of N-trifluoroacetyl-7-hydroxy-1-methyl-2,3,4,5-tetrahydro-1 H-3-
benzazepine (460 mg, 1.76 mmol) in dichloromethane (15 mL) was treated with pyridine
25 (417 mg, 5.27 mmol), trifluoromethanesulfonic anhydride (991 mg, 3.52 mmol) and
stirred 1.5 hours at 20°C. The product mixture was diluted with dichloromethane (100
mL), washed with water (50 mL), 5% aqueous HCI (50 mL), saturated aqueous NaHCO;
(50 mL), brine (50 mL), dried with Na,SO, and concentrated. Flash chromatography
(15% EtOAc in hexane, silica) resulted in 658 mg of a clear oil. MS calculated for
30 C,H;sFsNO,S+H: 406, observed: 406.
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A sol ution of
N-trifluoroacetyl-7-nmethoxy-I1-nethyl-2,3,4,5-tetrahydr

W@20060374benzazepi ne (0.506 g, 1.76 mmol) in PCT/US2005/046654

10

15

20

25

30

di chl oronet hane (20 nmL) was treated with BBr3 (4.1 niL
of a 1.OMsolution in CH2C12, 4.1 mmol) and stirred
overnight while warmng to 20C. 15 The excess BBr3 was
guenched with water, and the resulting m xture was
diluted with ether (200 nL), washed with Na2CCO3 (100
) ﬁ-@ﬁ Méa@ 1O B 201 SV 4615 . L Ret. 25@% tetfipPro-1H-3-
concent];lat edgy Fﬂ(galshm%hr o%»ﬁt ogr})gbhy 15% Et OACQII, n

hex aff&z@i"ei ca) resulted in 0.460 g of a white solid
foam M5 walselficates- uﬁﬂ)bro%@l‘ﬂrﬂw hidthy R34, 5-eh et ad.3-

274.. 20 N-Tr | - 7-hyd -1 - hyl -2, 3,.
4, 5beP@?englﬁ 1161%(%8 ! %%m tE élg%f leé’? d% mmol)rrn? ‘c;im}élhyl%orman’nde @
0 t riLipwes ﬂbaﬁdh\&ﬂ’lésmbtﬁmmperaﬁl-sol)mt—hbmym (138 mg, 0.37 mmol), LiCl

| 5 - - 1ot

o | ARLRREEN b DY Ot o S bl
d| ¢ hTlemendedt hatee (dsslinted wilEISOAr @a1EY wakheh twseniidivatsr (1081L),
(417, dﬁywmﬁb Z&lm) Daried Wﬂwﬁ qg@éon@cﬁﬁﬁéal FRG cﬁmmatogmphyt

anhy d stirred 1. OuUf s

20C. (BW@t%caa b@ftmerﬁﬂi@lfﬁ%ﬂt%da% 8Qﬁng pfiaestpangily HIS loulied for

di chtgnneidvaness( dfQvedntdlg) , washed with water (50 nl),
5% aqueous HO (50 nmi), saturated agueous NaHCO3 (50
m.), brine (50 nL), dried with Na2S04 and

conc eyd-yaty@dH-phlaed By DIt DY, pivhy dkol 36 -Binkdbepinen

car cul ot atr iR oo RSN AR G Sabs B bafbrzo

54 V‘@Iiﬂl@ﬁﬁﬂﬂ:ﬁﬂb?ﬁ@zeﬁﬁﬂ' (4818200 BY i@ Bib hethanol (2 mL) was treated with

N- Tr ( 0
SHUBRPREN DLl B M b a0, e ot
a S omgqtqrqmas concentrated extracted 3 tunes Wlth CH,Cl, (5 mL), dried w1th Na,S04 and

of N- Ihta, Edclxleﬂtce(lé%@ﬁﬁ@l Yiiash cmxmtsgf mb (omg%mié()}?m leg!c@ sﬁlei) Feadidd

dro-| H 3- enzaze [ ne, | uor omet hanesul f onat
( 10034 meef %eaﬁﬁ%l FINMR éﬁOPrMPHWIPQ}ﬁﬁzZ e el Hh 725 (IFisLZ)H)vJals3
t r eatsedmMs Qh(smmgmlﬂ@tb pyoOaas H);’>2 7d ()id UH mﬂb utey) t4ond,

I(Dé ?gbg%zzﬁ ggaﬂ%tedg"fgéﬁ*’g@*ﬁyg% abs d at 100C

for 4 hours. The product m xture was dlluted W th

Et OAc (20 nL), washed twice with water (10 nL), once

with brine (10 nL), dried with Na2SO4 and

conc Exdmygd¢ 28 .(RS) ZeHBromodmetng2&8piyyazok BN -EeOik2,3.h5-

hexa I ]k ga) L.ted in 80 ng of a clear oil. M

cal c&?"g%‘%‘*al’?%? op R g Fang0+H: 338, observed: 338,

7-(2- Met hyl - 2H pyrazol -3

yl)-1-nmethyl -2, 3, 4,5-tetgahy

sol ution of NH

N-trifluoroacetyl-7-(2- razol - 3-yl)-1- et hy

l-2,3,4,5- tetrahydro-1 SNQenzazepl ne (48 ny, 0.14

mml) in nmethanol (2 nm) was treated with 15 15%

aque OB Iatrdetl - Hibyomoahil ettt Hyptaet 3 ol | shethyk- 8314, 5-tetrahydro-

over C. The product m xture was

concgjr{%:btael’tlzgé i%e)xtract ed 3 times with CH2C12 SS m),

dried wi tfpm@g@qofélrmﬂuoroacetylﬂ (2-Methyl-2H-pyrazol-3-yl)-1-methyl-2,3,4,5-
tetrahydro-1H-3-benzazepine (30 mg, 0.082 mmol) in dichloromethane (1 mL) was treated

with N-bromosuccinimide (15.3 mg, 0.086 mmol) and stirred overnight at 20°C. The

-benzazepi ne A

product mixture was absorbed on silica and purified by flash chromatography (2-5%
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W@2005/074NVR (400 MHz, CDC13) S 7.48 (s,
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t he sol vent evaporated. Flash chromatography (0-15%

MeOH in CH2C12, silica) resulted in 30 ng of a clear

1 H), PQT/B320051946654

2 H, 7.13 (s, 1 H, 6.27 (s, 1 H, 3.89 (s, 3 H,

3.3-29 (m 9 H, 2.79 (dd, J=7, 14 Hz, 1 H), 1.40 (d,

20 J=8 Hz, 3 H. M calculated for CL5HI9N3+H. 242,

observed: 242. Exanple 28: (R S)

7- (4- Brono- 2- net hyl - 2H pyrazol - 3-yl ) - 1- net hyl - 2, 3, 4, 5-

}\Leyr rl\_afty@ qu}izblrz,%ﬂiaig @e;éﬁlﬁljg% mﬁmgsfzaNbl\r}éte ll"@stz?}lng ﬁ/%id. MS clalc%}ated for
r ugroacetyl - 7- (4- br ono- 2- Met | ayl - yrazol -

yl) - lzkhé%r%ﬁ%ié?{%???&é*?&'zydr 0- | H 3-benzazepi ne To

a sol ution of

N-trifluoroacetyl-7-(2-Mthyl-2H pyrazol -3-yl)-1-net hy

| -2,3,4,5- tetrahydro-1H 3-benzazepine (30 ny, 0.082

ol }(4iBrorda-2-hiethyl ety varl §-4) U -ndiAyl- 08 3, 5 et nded | H-3 Denshzehine

N- br onos %&iuﬁéﬂ&&é‘iﬁﬁﬁ&&éoa?e (4 91'091§§ 1\%?%8)1 %H %ﬂgzolsi %ls-f—ggﬂlyl-

over nlght at oaduct m xture "was sor

si | i%% éﬁ@ﬂp’éﬁorlﬁ%@ﬂm@ﬂﬂe 89tnee hPrremdlie msthgnol @ n8%gvagBated
WO ZVOi@ﬁff(i)? o} 4 01P ﬁbﬁ%ﬁﬁ@ﬁ&{aﬂﬁ@aﬁ%ve okt Gﬂﬂg guct mixture

silica) resu crystal

sol i s CWIE%‘I% &F%efé‘a?’ FJB‘TS m@fﬁ@?‘éffﬁé’l@@ﬂﬂl lﬁaz%J4 i the

obs eowed evaddibited. 551a2h é}ﬁlmﬁﬁcggmphﬁemmu\/xeow in 2HiRY), 924} res?alted in 28
Zlol) i %t Eefyuoﬂz’lﬁ Rabo N2 05 1 5 B8 A2 PR B A v, 7.07
N- t rdf J=8 8zddafet. 1 (s,1-H)43.83r (g 30,2 WKinhy H), 2 H2pymaz B), 2.86 §ki)

-1 - (o tetrahydro-| H 3- benzazepi ne (37 ny,

0. Ogygt7hpé ?Hﬁﬁg&ﬁ ol (2 m) was treated wth of

15% hﬁhéé@@, K&, 1) nM§ cal@h@déqr iCisHe8 N vidr3ad.ghtervad: 320C.
The product m xture was concentrated, extracted 3
times with CH2C12 (5 nlL), dried with Na2SO4 and the 10
sol VErRmpiaep G-t Ed-Chipragiiendh sty bt aptairahpire-4 83e OH

i n Giddfakdlinsi 1 i ca) resulted in 28 ng of a clear oil.

'H NMR (400 MHz, CDC13) 5 7.50 (s, 1 H), 7.25 (d, J=8
Hz, 1 H, 7.17 (d, J=8 Hz, .10 (s, 1 H), 3.83
3 H, 3.17 (m 1 H, 3.1-2%¢/(m\ 8 H, 2.80 (dd,

(s,

J=7, 13 Hz, 1 H), 2.48q
H). M cal cul ated for CL§
320. 15 Exanple 29: (R 3
g-eggégglplor 0 engtj&tn%uoroatcg]t% I7 hydroxy— -metﬁy?& a@-tetr 10H1-H g’—-
benzazepine, O-trifluoromethanesulfonate (50 mg, 0.123 mmol) in 1,4-dioxane (1.5 mL)

A (d, J=8 Hz, 3
320, observed:

was treated with 2-chlorophenylboronic acid (39 mg, 0.243 mmol), CsF (56 mg, 0.37
mmol), water (50 mg, 2.78 mmol), Pd(PPhs), (29 mg, 0.025 mmol) and stirred overnight
at 75°C. The product mixture was diluted with EtOAc (20 mL), washed with water (10
mL), brine (10 mL), dried with Na,SO, and concentrated. Flash chromatography (10-20%
EtOAc in hexane, silica) resulted in 45 mg of a clear oil. MS calculated for
CoH;/CIFsNO+H: 368, observed: 368. The product (27 mg, 0.073 mmol) was dissolved
in methanol (2 mL) treated with 15% aqueous NaOH (2 mL), and stirred overnight at
20°C. The product mixture was concentrated, extracted 3 times with CH,Cl, (5 mL), dried
with Na,SO, and the solvent evaporated to give 18 mg of a clear oil. 'H NMR (400 MHz,
CDCls) & 7.54 (s, 1 H), 7.42 (d, J=6 Hz, 1 H), 7.35-7.21 (m, 5 H), 3.14 (m, 1 H), 3.1-2.9
(m, 8 H), 2.80 (bm, 2 H), 1.38 (d, J=8 Hz, 3 H). MS calculated for C,;H,sCIN;+H: 272,
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A sol ution of
N-trifluoroacetyl-7-hydroxy-I-nethyl-2,3,4,5-tetrahydr
W®@20061031720 benzazepi ne, O trifluoromnet hanesul f BCEHUS2005016654
ng, 0.123 mol) in 1,4-dioxane (1.5 nL) was treated
wi th 2-chl orophenyl boronic acid (39 ng, 0.243 mol),
CsF (56 ng, 0.37 mol), water (50 ng, 2.78 mol),
Pd(PPh3)4 (29 ng, 0.025 nmol) and stirred overnight
at 75C. The product m xture was diluted with Et CAc (20
m.) , opgsaeghowi th water (10 ni), brine (10 nL), dried
Wi th Na2SO4 and concentrated. Flash chromat ography
(10-20% 25 EtOAc in hexane, silica) resulted in 45 ny
of  aEGInH 300I(R,S) M3-Cltb1Gpihea e o nfethyl-2,84, SitbtrabdroNE:3-:
368, observed 368. The product (27 ng, 0.073 mol)
was HPEERNEd in nethanol (2 nl) treated with 15%
aqueous NaOH (2 nL), and stirred\overnight at 20C
The product m xture was cpncemgrated, extracted 3
times with CH2C12 (5 ni),] dr wi nl Na2SO4 and t he
sol vent evaporated to gi a clear oil. 1H
NVR (400 MHz, 30 CDC13) .54 (s, 1 H, 7.42 (d, J=6
SHz, 1 H), 7.35-7.21 (m 5 H, 3.14 (m 1 H, 3.1-2.9
(m 8 H),A hgon (hVrriflBorbcstyl -1 8roxyel] -matin-213A, 5-t8trabfydro-ME3-

o o LR G5« L fg b
7- ( 2wetitegpbpfchghloraphenyiberagie aci (39 me.%)- 214étnrnah A G20/ 1pg, 337
benzazem,ivaer &b nlg i\w\ﬂﬂnoﬂ\nglPﬁﬁ @owtel @5%hmol) and stirred overnight

N-trifl uoroacetyl -

10 ot HyP0 The rob BT NP AR B Bl ed with vater (1

O t r mL ), bfe@rEhanes with B30 Land 5(91céiﬁatec0 Flad@ cHidkograby (10-20%
X t

5 enPlo b ol Dbt a8t e O Dy oo o
(56 ﬁanOlF INO+HTAEH, dhservait 368. (ThOpmpct (27 B, OATH Innol) was dissolved
Pd 0
Ee bty a0 ST u ORG B, S OS50

15 i), 20i6s ﬁmrwuttmnm @S t(om@ntramri)extrmedﬁ@m(%ﬂ\@ﬂrﬁ_lizcbdﬁrm@ddned
ui  uDRAERY, @B the ARG ERLIAG & g¥E23530 FDKIONTI ONARRIo

(10-20% exane, silica) result

a cl @BFla)cﬁ 744 (P%E‘%HF diDat Bd 2ém. 5 @P—ELQ*dlfff)sN@'r@ 1@6 ; -29
Obse(n‘{%d{) Bqdd, T—hl@ 1, @2%1 (8,71 10139058 I M¥BGloulated

di ssgl ved _in _nethano treated with 15% aqueous
I\IaO—If°(§17ﬁLS:1N3J&}ﬁ&7%f’PSF’?’ 2z?vernl ght at 15 20C. The

20 product m xture was concentrated, extracted 3 tines

oy e e YR TS B0 e SRR S e tinge

MHz, CDCI3) S 7.44 (d, J=8 Hz"Q1 H), 735722(m 5
H, 7.15 (s, 1 H, 3.14 (w(:@s.l-z.g
NH

N-Trifluoroacetyl-8-chloro-1-0x0-,3,4,5-trilydro-1 H-3-benzazepine
A solution of N-trifluoroacetyl-8-chloro-1-methylene-3,4,5-trihydro-1 H-3-
25 benzazepine (0.23 g, 0.80 mmol) in 1:1 methanol/dichloromethane (45 mL) was cooled to
-78°C, treated with ozone until the solution turned blue (about 20 minutes), PPh; (0.21 g,
0.80 mmol) was added and the resulting solution was stirred 90 minutes while warming to
20°C. The product mixture was concentrated and purified by flash chromatography (30%
EtOAc in hexane, silica) resulting in 0.215 g of a white solid. MS calculated for
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(m 8 H, 2.80 (dd, J=13, Hz, 1 H), 2.51 (bs, 1 H),
1.38 (d, J=8 Hz, 3 H. Mscalculated for C

WA ZMe8ATMB+H: 272, observed: 272. 20 Exanpl e 3BCT/R085/046654
8- Chl oro- I - hydroxy- 2, 3, 4, 5-t et rahydr o-| H 3- benzazepi ne
HO C | \ NH NTirifluoroacetyl-8-chloro-|
-0X0-,3,4,5-tri hydro-I H 3-benzazepi ne A sol ution of
N-trifluoroacetyl-8-chloro-I-nethylene-3,4,5-trihydro-
| H-3 25 benzazepine (0.23 g, 0.80 nmml) in 1:1
met hapgldmhehuosamekbaaere4s nL) was cooled to -78C,
treated with ozone until the solution turned blue
(about 20 mnutes), PPh3 (0.21 g, 0.80 nmol) was
addeglcane- Lt haroes Bk bitdghsied-LH-5-0bzygsnest i rred 90

Concont r 4t BHOANY DI PG By FRREH Cr o B ARy 2 300%

5 Et QAC50 mg, héXmmel) inshdthiagel X2 mB)swas tréatg with N@BR4ad ¢he ofsulting

e BBkt ankead P AR e SR B SR ggon

8- Chiveshesl With-viafeelngigied? resigtingdn 305ng effarwafiyatio-H NMR (400 M,

H 3- I = =
o v PONTESBOLELE TOL L 1 10 4t e 0

- benHaZdpiHe. 6 B). (l‘é%)%rlﬁgﬂateé fOI‘?:lOFFn‘ElNPJ“Hnl%‘tbﬁ%YFél 1982 nl)
10 was treated with NaBH4 andthe resultlng m xture was
stirred 16 haours at 20C e white solid product was
col | &&r By B ¥Prmeh methe«}a?s%értamalww SrPeBREACRI ed,
resulting in 30 ng of a white sylid. 1H NVR (400 Mz,
CD3OD) 5 7.39 (s, 1 H, ®r ~~3=8 Hz, 1 H), 7.06
(d, J=8 Hz, 1 H), 4.74 (d, Hz,Ndl H), 3.1-2.7 (m
6 H. M calculated for Cl10 H: 198, observed:

198. 10 BExaldlafe dederal fRocture asmexam le 26 SS}S-bromo -1-methyl-2,3,4,5-
8-Brono- 1| -net hyl -2, 3,4, 5-tetrahydro-| benzazepi ne

Br JEahyios{- %h?%zaéea% W@%‘?‘?@n‘”ﬁ‘# ﬁﬁaﬂl 6&@%@@%&@8@@6@%%1@58
15 26, 6, '8)NMR Bl0oMIEz| civert)ayl274s, BHA 722 (d, J=8 Hz, 1 H), 6.94 (d, J=8 Hz, 1

tetr ro-1H 3-b zepj.ne fro
et Sl et el N GREA ALY i
( 400 fdvHz H, BDECH3)4060bder2ed: 149, 1 H) 7.22 (d, J=8 Hz,
H, 6.94 (d, J=8 Hz, 1 H), 3.1-2.85 (m 6 H), 272
(m 1 H, 2.25 (bs, 1 H, 1.33 (d, J=7 Hz, 3 H. M
cal c Bkamme33: f(BsS) EFludrét - Befiyt?.3, 22 Girabyis el Schen24pine
Exampl e 33: (R'S)
8- Fl uoro-I -nethyl -2, 3, 4, 5e¢ ro-1 H 3-benzazepi ne
NH

20
By the same general procedure as in example 26, (R,S) 8-fluoro-1-methyl-2,3,4,5-
tetrahydro-1H-3-benzazepine was obtained from 4-fluorophenethylamine as a colorless oil.
'H NMR (400 MHz, CDCL;) § 7.00 (dd, J=8, 10 Hz, 1 H), 6.86 (d, J=10 Hz, 1 H), 6.76
(d, I=8 Hz, 1 H), 3.08-2.56 (m, 7 H), 1.85 (bs, 1 H), 1.31 (d, J=7 Hz, 3 H). MS calculated
25 for C,;H,FN+H: 180, observed: 180.

Example 34: (R,S) 7-Fluoro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine

NH
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F/ NH 20 By the sane general procedure as in exanple
26, (R'S) 8-fluoro-I|-nethyl-2,3,4,5-

W0 edocalyde o- 1H- 3- benzazepi ne was obt ai ned fr onPCT/US2005/046654

10

15

20

25

4-fl uorophenethylamne as a colorless oil. 111 NWR
(400 MHz, CDC13) S 7.00 (dd, J=8, 10 Hz, 1 H), 6.86
(d, J=10 Hz, 1 H, 6.76 (d, J=8 Hz, 1 H), 3.08-2.56
(m 7H, 1.85 (bs, 1 H, 1.31 (d, J=7 Hz, 3 H. M
cal culated 25 for CL1H14FN+H: 180, observed: 180.

Exanpl e %?th Qﬁh )meral rocedure asmexam le 26, - -1- -
ple 26, (R,S) 7-fluoro-1-methyl-2,3,4,5
7-Fl uoro-1-H % t et rahydro- | I—Z 3- benzazepi ne

j ChbNgtpahydrosigl- an@ameowvt&@neﬁéw@@e@@eeﬁwwe afg o qyigss oil.
S ammrm mt'zocéﬁdwﬁ @Qdd r-cexaanlm, 6.6. ’(8F@m$9 H), 3.10-2.89

s @0k SRR G 5 H 5y bEn S e e S50 1S Btfted

col apd®gs,Foit: 180, dokdNWR 16400 MHz, CDC13) S 7.09 (dd,
J=6, 8 Hz, 1 H), 6.85-6.78 (m 2 H, 3.10-2.89 (m 6
H, 2.71 (dd, J=7,13 Hz, 1 H), 1.91 (bs, 1 H, 1.33
(d, Ekampldds: ®,$))7-Cilisodahahyl-a3dd-te@alfydro-1Z[-3-biinkridpine

180, observed: 180. Exanple 35 (R S)

7-Chl oro-I-methyl -2, 3,4, 5-tetrghydro-1 H 3- benzazepi ne
)OO NH C By the sane gen pr q@edure as in exanple
26, (R'S) 7-chloro-1-neth .4/ 5- 10

t et rahydro-| H 3- benzazepi ne vvas 0

3- chl or opH&HFETRTACRTH! RS 3 8 5F8P eggs(ﬂ§? Chhirflllﬂ?\‘?ﬁ‘y]( x>
|VHZ , tetfabXdk3) H-B-bdnzdBpifehyas dbtBinddzAzomI3-dH)oropRenBifiylfmine & aleflprless

b o1 e ol et 00 5yl sty o B,

cnmmm%ﬂs 198, 1 b8 (ped H). 198 .(d, 157 1Ex 3 k)| MS 3@culatR f)
3,4, 5-tetrahydro-| H 3-benzazep
| ne II%I%IﬁII—}QéP 8 %Egep,&#] 1%

e sane general procedure as in
exanple 26, (R'S) 7,8-dichloro-I-nethyl -

% 3, Pramipics! AU Oplchtor- REBHAZEN, SR IRRIrDHALHRBE2piRM

4-di chI orophenet hyl am ne as colorless oil. 1H NWR
(400 Mz, CDC13) 6 7.20 (5, 7.16 (s, 1 H,
3.05-2.86 (m 6 20 H), 2. , 3=7, 13 Hz, 1 H),
1.83 (bs, 1 H, 1.33 (d, J . FH). MB cal cul ated
for

By the same general procedure as in example 26, (R,S) 7,8-dichloro-1-methyl-
2,3,4,5-tetrahydro-1H-3-benzazepine was obtained from 3,4-dichlorophenethylamine as a
colorless oil. 'H NMR (400 MHz, CDCls) § 7.20 (s, 1 H), 7.16 (s, 1 H), 3.05-2.86 (m, 6
H), 2.71 (dd, J=7, 13 Hz, 1 H), 1.83 (bs, 1 H), 1.33 (d, J=7 Hz, 3 H). MS calculated for
C11H;3CLN+H: 230, observed: 230.

Example 37: (R,S) N-Methyl-8-chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine

Cl
N—

By the same general procedure as in example 9, (R,S) N-methyl-8-chloro-1-
methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine was obtained from (R,S) 8-chloro-1-methyl-
2,3,4,5-tetrahydro-1H-3-benzazepine as a colorless oil. MS calculated for C;pHsCIN+H:
210, observed: 210.
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C11H13C12N+H 230, observed: 230. Exanmple 37: (R S)

N- Met hyl - 8-chl oro-1| -net hyl -2, 3, 4, 5-tetrahydro-| H 3- ben
waawep7riéd Cl | N 25 By the same general procePCF/ESHe5/046654

in exanple 9, (R'S) N-nethyl-8-chloro-I -

nmet hyl - 2, 3, 4, 5-tetrahydro-| H 3- benzazepi ne was

obtained from (R, S) 8-chloro-I-nethyl -

2,3,4,5-tetrahydro-1H - 3- benzazepi ne as a col orl ess

oil. M5 calculated for C12HI6CIN+H. 210, observed:

210 59 WD 2006/ 071740 PCT/ US2005/ 046654 Exanple 38:

R S Met hyl - 7- trlfluoromsthoxy 2,3, 4, 5-tetrahydro-1H
AR 8 1 ik R
procedure as in exanple 26, 1-methyl -7- 5
trifluoromethoxy-2,3,4,5-te ' -1 H 3- benzazepi ne
was obt ai ned from 3 tri flug t ho®yphenet hyl am ne as
a colorless oil. 1H NVR Retd —/CD30D) 6 7.39 (d,

j =? 3 HZH’Z ]Bf)_t% sa%% éeglgrgl océd £§ m%§§x%ée(%‘ ST]?S) %ﬂ&ﬁs (d,

5 (dd, mgaplgnet}g)xy.@ﬁ 4.5t ydr_p— qu}zazgpﬁg Wobtq;ne omR(s

cal Cﬁih@&rﬁgetﬁ&%hgﬁeﬂ@lﬁ%g ANCSIbHes2A0 111 @ﬁ/ﬁ@@U@ﬁHz 2450D) 8939
g@o‘ i%e‘tlé)y? 137@1% £ P36 (Brd Dnd38/ A =18 Bz, 3 1).h 2 Ay Do 2 16

I I+ 3am, ben sz e, ra3NHiz, Fﬁms%d, lsiseﬂézsaﬁg P@?Ehﬁihﬂ{ﬁd lfor7 15
proc exa i odo- | - net hy
tri fﬁglg‘ffﬁéiﬂo‘{%y ‘é eg‘pgt%ég’t et rahydro-| H 3- benzazepi ne

10 was obt a| ned from N-
trif tyl s ldor ot ho 4 5-
tr ah%% &Fs g ) &7 e%%/iﬁléletggd'tr col’0 nﬁ' 2%/4 E’te%,f WW3
(400de@,ep1®33(D) 6 7.79 (s, 1 H, 7.25 (s, 1 H) ,
3.46-3.40 (m 3 H), 3.28-3.12 (y\,m 3 H), 3.07 (dd,
J=13, 9 Hz, 1 H), 1.47 (daJ= 3 H. M calcul ated
for CL2H14F31NOtH. 372, obs : k2. 20 Exanpl e 40:

(RS
N- Propyl - 8- ] odo- 7- net hox

| H- 3- berbd %Sﬁ?lﬁ %enirﬁl proce re asin exan¥ple 32 &S 8-1odot Elglgtl?yl);d ro-
15 trifluoromethoxy-2,3,4,5-tetrahydro-1 H-3-benzazepine was obtained from N-
trifluoroacetyl-1-methyl-7-trifluoromethoxy-2,3,4,5-tetrahydro-1/-3-benzazepine as a
colorless oil. "H NMR (400 MHz, CD;0D) & 7.79 (s, 1 H), 7.25 (s, 1 H), 3.46-3.40 (m, 3
H), 3.28-3.12 (m, 3 H), 3.07 (dd, J=13,9 Hz, 1 H), 1.47 (d, J=7 Hz, 3 H). MS calculated

for C,H,FsINO+H: 372, observed: 372.

20

Example 40: (R,S) N-Propyl-8-iodo-7-methoxy-1-methyl-2,3.4,5-tetrahydro-1H-3-

benzazepine

|
N
MeO -
By the same general procedure as in example 10, (R,S) N-Propyl-8-iodo-7-

25 methoxy-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine was obtained from (R,S) 8-iodo-

7-methoxy-1-methyl-1,2.4,5-tetrahydro-3H-3-benzazepine as a colorless oil. MS
calculated for C,sH,,INO+H: 360, observed: 360.
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WOreaooxy40 - met hyl

10

15

20

25

MeO By the sane general procedure as in exanple 10,
(R'S) N Propyl-8-iodo-7 25

-2, 3,4,5-tetrahydro- | H 3- benzBZEpPBE1065/046654
was obtained from (R S) 8-iodo-

7- met hoxy-1-net hyl -1, 2, 4, 5-t et r ahydr o- 3H 3- benzazepi ne
as a colorless oil. M5 calculated for CL5H221NO+H:
360, observed: 360. 60 WD 2006/ 071740

PCT/ US2005/ 046654 Exanpl e 41:

%)x;'mé b o 85 1-PAO LB BN a4 G0t lbGirkobive
benzaze |ne(§ By the sane general procedure
as in exanple 19, (R S) 1- et hyl ¢8-i odo- 7- met hoxy-
2,3,4,5-tetrahydro-1 H 3-bgnzazepipe was obtained from
N-trifluorolacetyl-l -ethy NH

nmet hoxy- 2, 3, 4, 5-tetrahy enzazepine as a
colorless oil. 1H NMWR ( 0 % 5 7.47 (s,

H), 6. 54By the sameigpnerabprggpdyrg as %ewple 39, ;@6 pl-giplEqdoz- nib?}hOXY-
(2) 8% 3% SZtéuaﬂﬂﬁro 33 knzazpBdwisBbtaibedfom M-trBotolabety?- 1 lhyl-7-

cal cul at e
O et L op el Lol 5 SEHEL S 80y caop g
7- (D¢ hoxypheny b.y4 &; ey, By .2 1), 312062970, AHY,Ar00-2176(830

e TRl 3} oo HiE R A BT Bly BT B 2L €

nmet IGAJPLQNGHA.%&tomewamy@Ho | H 3- benzazepl ne was
obtained from N-trifluoroacetyl -

hydr oxy-1-nmet hyl -2, 3, 4, 5-tetrah dro | H 3- benzazepi ne,
O t rEshinple A% R Sh Al ethexsphend)-hmedyl s Aiephydsss Hyp-penzazepine
NVR (400 MHz, CDCl13) 6 7.37 (dd,\J=7, 7 Hz, 1 H), 7.30
(m 2 H, 7.21 (d, J=7 Hz, ) .14 (d, J=7 Hz, 1
H, 7.09 (s, 1 H, 6.86 (d, Hz,nvl H), 3.85 (s, 3
H, 3.2-2.9 (m 6 H, 7 , 2.64 (bs, 1 H),
1.38 (d, J=7 Hz, 3 H). al cul ated for CL8H21NO+H:
268, observed: 268. 20 EXanple 43:. (R'S)
7-(2,6-difluorophenyl)-19¥et hyl -2, 3,4,5-tetrahydro-| H
- 3- benz@&eRisite ddtral §focedBy at ilnexaa@m9gm$e 7-d-Mpthoxyetetuylel -

S RN T e

obt atiyrexly-f-methylI95:3t4;5- ﬁ%ﬂralmd‘r@aﬁétbyﬂzaz?pme O- trlﬂuoromethanesulfonate asa
colorless oil. "H NMR (400 MHz, CDCl;) § 7.37 (dd, =7, 7 Hz, 1 H), 7.30 (m, 2 H), 7.21
(d, =7 Hz, 1 H), 7.14 (4, J=7 Hz, 1 H), 7.09 (s, 1 H), 6.86 (d, J=8 Hz, 1 H), 3.85 (s, 3 H),
3.2-2.9 (m, 6 H), 2.80 (m, 1 H), 2.64 (bs, 1 H), 1.38 (d, J=7 Hz, 3 H). MS calculated for
CsH, NO-+H: 268, observed: 268.

Example 43: (R,S) 7-(2,6-difluorophenyl)-1-methyl-2,3,4,5-tetrahydro-1H-3-

benzazepine

By the same general procedure as in example 29, (R,S) 7-(2,6-difluorophenyl)-1-
methyl-2,3,4,5-tetrahydro-1H-3-benzazepine was obtained from N-trifluoroacetyl-7-
hydroxy-1-methyl-2,3,4,5-tetrabiydro-1 H-3-benzazepine, O-trifluoromethanesulfonate as a

61



wardociof17eodr omet hanesul f onate as a

10

15

20

25

25
hydr oxy-1-nmet hyl -2, 3, 4, 5-t et rahydr o-| H 3- benzazepi ne,

PCT/ US2005/ 046654 colorless oil. "H NWVR (400 MHz,
CDhC13) 5 7.35-7.10 (m 5 H), 6.95 (dd, J=7, 8 Hz, 1
H, 3.2-22.9 (m 6 H, 2.79 (dd, J=8, 13 Hz, 1 H), 2.70
(bs, 1 H, 1.38 (d, J=8 Hz, 3 H. Ms calculated for
C17H17F2|\I+H 274, observed: 274. 5 Exanple 44: (R'S)
olghéég&f)pﬁ%%&ﬂ %O@MPIQ 'cﬁicﬁ%h 78R hN t % }ﬁ 64955{51& @if ahydr

enzazepl
pr oé@cﬁﬁ“@é{&@fﬁ QeZ?a(ﬁ"’bFEs bigHz, (lﬁ)§)70 (bs PH) 138 (d s Hr, 3 B,

7- (Zﬂé éa%fa@@ﬁ?@%ﬁ)ﬂﬁ?H 274, observed: 274.

chl oro-I-methyl -2, 3, 4, 5- tetrahydro | H 3- benzazepi ne

was obt ai ned from N 10

tri fisd@pRafet YR,;SB7qhesrophenily shemyy-1-merkili2yBL4;2te B allydbo-145-3-
trag)ydro | H 3-benzazepine as a colorless oil. 1H NWR
(400MAPHEDCI3) 5 7.35-7.23 (m 3 H), 7.19-7.09 (m 2
H, 7.03 (s, 1 H, 3.15-2.85 ( 7 H, 2.76 (dd, J=8,
13 Hz, 1 H, 1.36 (d, J=8CHz 8 \ M5 calculated for
C1l7H17CLFEN+H. 290, obseryed: M Exanpl e 45 (R'S)
7-(2-Trifl uoronet hyl phe > | -2,3,4,5-tetrahydr
o-1 H-3- benzazepine N By the sams gener al
procedure as in exanple 29,

trif | uor SHdeyIiTen mosqdmﬁé% wm@le?MRéﬂ (e Puerpary-P
3- bedﬂ?oﬂz ERERE- 2}9@:,35 t&ﬁhﬁr@ﬁﬁ-ﬁbé&ﬁﬁepﬁ&was obtamed from N-

N-trifl iy t et r.ahyd
N e e s e e P e e
col odolod&ss oii . NMIkI(AVRIEHZACIOCINIZ, 350[2@113)315) T1921.0Y @h, 2H9;8 03

Hz d

G 12 556 Gy 17 g, %zﬁéﬁ%%ﬁeﬂs
H) chcil]itet( fy CIHEGCIFNH: R90pbseBedt 839¢m 1 H), 3.1-2.9 (m
5 H), 2.76 (dd, J=8, 13 Hz, 1 H), 237(bs 1H),
1.38 (d, J=8 Hz, 3 H. M cal cul ated for CL8HI8F3N+H:
306, Egmpihéter @) -0k ifgponygthydeaylplrmpthgl-2,3,4,5-tetrahydro-15-3-
Pd/bggﬂgglg(,eo%ﬁm Exanpl e 46: (R S)
7-(
o-1

: F

3-Trifluoronet hyl phenyl) - 1- net hyl -
H - 3- benzazepi ne NH

2,3,4,5-tetrahydr

By the same general procedure as in example 29, (R,S) 7-(2-
triftuoromethylphenyl)-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine was obtained from
N-trifluoroacetyl-7-hydroxy-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine, O-
trifluoromethanesulfonate as a colorless oil. "H NMR (400 MHz, CDCL;) § 7.71 (d, J=8
Hz, 1 H), 7.52 (dd, J=7, 8 Hz, 1 H), 7.42 (dd, =7, 8 Hz, 1 H), 7.31 (d, J=7 Hz, 1 H), 7.17
(d, I=8 Hz, 1 H), 7.11 (4, J=8 Hz, 1 H), 3.15 (m, 1 H), 3.1-2.9 (m, 5 H), 2.76 (dd, J=8, 13
Hz, 1 H),2.37 (bs, 1 H), 1.38 (d, J=8 Hz, 3 H). MS calculated for C;sH;sFsN+H: 306,
observed: 306.
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wao eioblotonomet hyl phenyl ) - | - net hyl

10

15

20

25

N/ CF3 By the sane general procedure as in exanple
29, (RS) 7-(3 5

-2, 3,4, 5-t et r ahgTUB20058046654
3-benzazepi ne was obtai ned from
N-trifluoroacetyl-7-hydroxy-I-methyl-2,3,4,5-tetrahydr
o-| H 3-benzazepi ne, O0- trifluoronethanesul fonate as a
colorless oil. "H NWR (400 MHz, CDC13) 5 7.80 (s, 1
H, 7.73 (d, J=8 Hz, 1 H), 7.57-7.48 (m 2 H), 7.38

( d, ﬂxaﬁg,i'ézw 1 9*\'9?_5 7-?3-ﬁ‘i}hfo§omelhy'li)hen3|ﬁ_?)~12(hetélg1»2 3 ﬂ&%ulﬁkydré-m 3-

Hz @“Wepﬂles 8 (d, J=8 Hz, 10 3 H. M cal cuI ated for
C18H18F3I\I+H: 306, obser ved: 306. \Exanpl e 47: (R'S)
7-(4-Trifluoronet hyl phenyl) - %l -2, 3,4,5-tetrahydr
o-|1 H 3- benzazepine NH N |
general procedure as i ngeXef
trifluoromethyl phenyl) -
1-nmet hyl - 2, 3, 4, 5-tetrahydro-| H 3- benzazepi ne was

obt ai ned from CFs

N-t ri fl uasyaRe@hy bendralpyddédays IneRmiphydo; @,83.743-5- t et r ahydr

col o RGP T kg it g SRS P s ity fom

H) NFrifB8rob@iyl-daRirddy-1-nikthiy)2,3,45-Blral{ydro- 1H-3Yenzazepdd, ¢-d,

( d d ucggmg_%hﬁglfo%% é_i)ryco rlé_%m 3H;1’~H\§R @'9610?{1 %ﬁi&%foé pﬁ)
Hz, B7Hy. JBzcaie LAt €5dmf HH), 7@§8HJ=§FI@L\NHB 7306, 1 H),7.24 (4,
obse | 9)79 (dd, J=8, 13 Hz, 1 H), 1.38 (d, J=8 Hz,
8- (Zpg:hq%olr%pﬁé%éa(qq? s ﬁgﬂ %EDS A?( t ef rah d%-l H-(é be
nzaz&pi gs Cwula?ﬂlif‘l’f@lsHﬁF@S P08 ADBRT eér?’ Bf
N-trifluoroacetyl-8-bromo-I|-nethyl-2,3,4,5-tetrahydro-

| H3- 63 WD 2006/ 071740 PCT/ US2005 46 54 anza %3%
(84 Fipmnle 459 (Rdd M4 THwraRehgpeay et 354, ﬁfy 3
t r eab@dazépindy 2- chl or ophenyl boronic acid (43 ng, 0.275
mmol ), CsF (52 ng, 0.34 mol ), water (70 ng, 3.9

mol ), Pd(PPh3)4 (27 ng, 0.023 g and stirred

overni ght at 75C. The product was dil uted

with Et CAc (20 niL), washe PN S (10 mL), brine
(10 nL), 5 dried with Na and concentrat ed. Flash

chr omat ogr aphy (10- 20%:¢ i n hexane,

By the same general procedure as in example 29, (R,S) 7-(4-

trifluoromethylphenyl)-1-methyl-2,3 ,4,5-tetrahydro-1 H-3-benzazepine was obtained from
N-trifluoroacetyl-7-hydroxy-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine, O-
trifluoromethanesulfonate as a colorless oil. "H NMR (400 MHz, CDCl;) 6 7.65 (s, 4 H),
7.38 (d, J=8 Hz, 1 H), 7.31 (s, 1 H), 7.24 (d, J=8 Hz, 1 H), 3.15 (m, 1 H), 3.1-2.9 (m, 5
H), 2.80 (dd, J=8, 13 Hz, 1 H), 2.48 (bs, 1 H), 1.38 (d, J=8 Hz, 3 H). MS calculated for
C,sH sFN+H: 306, observed: 306.

Example 48: (R,S) 8-(2-Chlorophenyl)-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine

P

A solution of N-trifluoroacetyl-8-bromo-1-methyl-2,3.4,5-tetrahydro-1H-3-
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wab@eproduct (39 ng,

10

15

20

25

30

silica) resulted in 36 ng of a clear oil. M

cal cul ated for CL9H17ClF3NO+H: 368, observed: 368.
0.106 mmol ) was di ssol vedPCTIUS2005/046654
nmet hanol (2 nmL) treated with 15% aqueous NaOH (2 nlL),
and stirred overnight at 20C. The product m xture was
concentrated, extracted 3 tines with CH2C12 (5 nl),
dried with Na2SO4 and 10 the sol vent evaporated to
give 18 ng of a clear oil. 1H NWR (400 MHz, CDC13) 6

7. 4%e1(z§zeﬁme] '(8?4 ﬂ:l;g 0.240 rhﬁml) ifi+ d%@mglf&&arﬁlﬁé (2% nli%) wad treh%d Gvﬂh 2-

( dd, chlgrephepgbaupnic afld'r(é-” mg 0@52 el GoF (5 mgga %"6‘“1(1%}5 WB““J?U?—E‘&
37 ;')3 91&51{5%12:( @h@pmt(mng 01023 ffzhol}3h8 GLNB t¥dmidht 2,75@h JRE Medict
a

S Nyt SRt g EAS CporBhed g GO LY bk (Y
o- | hln]?(il wiﬂﬁml%m‘;eilﬁﬁ Etﬁhcéﬁﬁr@edﬂlﬂlas}i\@fbnﬂtog@]bhyt(i(BIO"/oEtOAc m hexane
N-tri uor

et
4, 5- 1P '%‘ &t ot r%%—?cf 1Xéenzaze ﬁchate 351 1(@3215 33%13| )
in ohbmemss oThembdiet (B}l OwoD 25 dussxﬂwé fremgtiong (rih)

Ni
0as eat%%%gl 9 Jggeo%&d qp)ffzztnﬁa %&&é@@&&mg@m £33 > hrpduc
and mieretb crapratrefpds extagted tivfep WtﬂeCH:é?rlnﬁ@Laﬁyedrve&um 4 and

\évats €the solvd? @\éﬁ;&@t@& fo %R/e ] fﬁ%b’fr a%le%ﬁl Sﬁ NM’RQdO(ﬁMHQ— Qﬁ’.@lﬁ 8717 44 @,
hour S,

si | i EAB&IdDp (7T F i7e(al 6‘;71) f7|1%£dnJ éﬂ%hﬂi 8@? %H@(ﬁb%’ é? é&@
i N heaee =514 Hga)H), 23BIb8, { H)0.36 @, 26 HAB BY. 7S &Rkl #8S

25 SRS NEoTREUIAE (26 g, 0073 rmbl) i

mst hanol (2 nL) was treated with 15% aqueous NaOH (2

ywand. stdr h

et BAFBISH R0 B g Beiu P I BEE D e Ttk
Et Oﬂbﬁnéaﬁeme), t he conmbi ned organi ¢ phases were washed
with brine (5 nL), dried wth 2SO4 and concentr at ed
to give 14 ng of a col okkes ' 1H NWMR (400 MHz,
CDC13) 5 7.32 (s, 1 H, 6.7 Inwi), 3.89 (s, 3 H,
3.1 30 2.9 (bm 6 H), 2.45 , 2.23 (bs, 1 H),

CLarn a5 P luab Gl SR e 2

PCT [ 152005484 66iAzepinx @ APing 0307 mfnR) H)dimethylformamide (3 mL) and

i,@grgy(o %nﬁgégge?tgde&@ré%%%ﬁﬁﬁcgﬁé 133 B R1 Lekh Ay

(I) iodide (124 mg, 0. 654 mmol) and the toluene distilled off to remove any residual water.
The reaction mixture was stirred at 155°C for 3.5 hours, diluted with EtOAc, filtered,

absorbed on silica and purified by flash chromatography (10% EtOAc in hexane, silica)
resulting in 26 mg of a colorless oil. MS calculated for CisH;sFsNO,+H: 356, observed:
356. The intermediate (26 mg, 0.073 mmol) in methanol (2 mL) was treated with 15%
aqueous NaOH (2 mL), and stirred 0.5 hours at 50°C. The product mixture was diluted
with water (5 mL), extracted twice with EtOAc (5 mL), the combined organic phases wete

‘ washed with brine (5 mL), dried with Na,SO,4 and concentrated to give 14 mg of a
colorless oil. "H NMR (400 MHz, CDCly) 6 7.32 (s, 1 H), 6.73 (s, 1 H), 3.89 (5, 3 H), 3.1-
2.9 (bm, 6 H), 2.75 (bm, 1 H), 2.23 (bs, 1 H), 1.36 (d, J=8 Hz, 3 H). MS calculated for
C13H,6FsNO+H: 260, observed: 260.
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MeO A sol ution of
N-trifluoronethylacetyl-8-iodo-7-nethoxy-I-nethyl-I, 2,

Wd 2M6H7t7¢4 r ahydr o- 3H 3- benzazepi ne (100 ny, 0. PdRURIPOSH46654

10

15

20

25

30

in dinethylformam de (3 nL) and toluene (1 nL) was
treated with sodi um pent af | uor opr opi onate (64 ny,

0.344 mmol ), copper (1) iodide (92 ng, 0.484 mmol)

and the toluene distilled off to renove any residual
water. The reaction mxture was stirred at 160C for

3. 5ghour -
sil | R g’é" S?J? %hfﬁgﬁg ﬁl;%frlrlg%%g@gzp%? @?ﬁtgﬁ?&&%@g
in hel)@memelo S|I|ca) resulting in 22 ng of a
colorless oil. M cal cul & ed fon CL6HL5F8NO2+H. 406,
observed: 406. The i nter n¥qi as ng, 0.054 mmol) in
nmet hanol (2 nL) was treat ed th &B% aqueous NaOH (2
m.), and sti rred 0.5 houfie -/ The product m xture
was dil te th
Et OAC (5}31 Bmon ﬁltll tn%% %me )aacngy 3 1o§3q ﬁl@tﬁ&%gsrhé\ﬁﬁ;ey?SZ%She q
W| t hetdaleyidroes HE qulrt;a)zepndt(w@dlgv@ M nm@s@mﬁhﬂfoge%@q{ﬁ phd g

@gfeﬁ%&?;rmggasléea@éw s%em kﬁﬁﬁo@%&pm&@ émﬁg 04

3 1-copper (() [CHETS @2}4}5 0.48 qubqqafi thf tq].])ene @st@gd ((fgrg renqu_ﬁny résidual
1. 330k, THETS it midudhvas Mﬁecﬁaﬁhﬁﬂt &r 88 hodrQWildted with EtOAc,

14HL6F5NO+H; 310, observed:;
el HMIZ- T T O = T X T
Z 8z &fYicd) Qesulfingfin X2 mEoMbiorlé%QmB)MS ht&uﬁ'ﬁdlﬁ)r geHsF;HD#H 406,

d [ - -
R
obt avitha d%famenusNaOHr(2 fal) @mdcsnuftdlﬂ,d hohe ROy | Bhvipreduchmixgire was
col odilut’%fél%\lvcjﬁéé (ijkL)N%@?_bQédQ\g; %%%@ml% the crb%l't_a')ﬁlgd orgahicd

3 55}h$e5\®ere( wigshefl psjith BrinpdS Ly gn{dmrlth‘ﬂap%ol; alzyogceg_tglte(i(gdglve 14 mg
J= 16ofaZol<!>_1%ss oilH)H NISIRQZK% l\gﬁz (:Eb}:)?ﬁ 25 (3 13‘8 ((‘ﬂl’(s J19, 3., 3H),

cal cul ated for

D R S 70 75 b o) Sib s Bt

52: ol 58 FsNO+H: 310, cbserved: 310.
8- br ono- | - net hoxynet hyl - 7- met hoxy- 2, 3, 4, 5-t et r ahydr o- |
H -3- benzazepine OV Br NH
Example 51: (R,S) 8-Trifluoromethyl-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine

i

F NH

By the same general procedure as in example 26, (R,S) 8-trifluoromethyl-1-
methyl-2,3,4,5-tetrahydro-1H-3-benzazepine was obtained from 4-
trifluoromethylphenethylamine as a colorless oil. 'H NMR (400 MHz, DMSO) § 7.55 (4,
J=8 Hz, 1 H), 7.49 (s, 1 H), 7.43 (d, J=8 Hz, 1 H), 3.55-3.50 (m, 1H) 3.43-3.23 (m, 7 H),
3.13 (dd, J=16, 7 Hz, 1H), 3.0-2.91 (m, 2H), 1.36 (d, J=7 Hz, 3 H). MS calculated for
CoHFsN+H: 230.19, observed: 230.4
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MeO A sol ution of
8- br ono- | - hydr oxynet hyl - 7- net hoxy- 2, 3, 4, 5-t et rahydr o- |

wWoR608/076B4benzazepi ne (0.075 g, 0.26 mmol) in PCT/US2005/046654

10

15

20

25

di chl oronethane (2 nmL) was treated with BOC20 (0.062
g, 0.29 mml ), and stirred overnight at 20C. The
product was absorbed on silica and purified by flash
chr omat ogr aphy (33% Et OAc i n hexane, silica) resulting
in 0.034 g of aclear oil. M5 calculated for

e

m_) pbeizazpined Wi th excess 10 NAH and excess |odorret hane
sequentially, and then stirred for 1 hour at 20C. The
reaction m xture was quenched wth water (5 niL),
extracted twce with Et the conbi ned

or gani ¢ phases were washed h brNdne (5 nl), dried
with Na2SO4 and concentus ive 0.019 g of a

clear oi lAsalggon%%%]Ble? %gdr&&fneﬂ%%%&wir Ittt ro-17-3-

observed: rot ected methyl et her was
t herbenzpzspine @ Of £ 1926 Mgl dighlorgneiiapsdd fe) (Vis ety d Wi POC0

stir, . 66 g20 B@Mﬁ@l %ﬁd 3%9@ ov&\ﬁ%ﬁ’t@[ 2 O'Pherpﬁﬁiuétbv'@ﬂabbl\ldﬂwtﬁeﬁ oRflfka

g of the d eS|red as, a 400
NVHz an@g@g} bygflash c:lm)me@gra@y @3 % %Ogg m(qagxani 111_16a) regﬂtgmg %.?34 g
3H) ,of 3cIBB ofl.SMS 3dthulated For 84,11,,BN0,BH19B6, obSrved |38 | Tuk BOCE or
E:é?: g)%ostgzgelc}%;r;'edm%eov%s digs%f{rgc{ i\rll%gﬁemyl'%gncr)lhm%g (1 %L%,%Ltgd \%)h excess

8- Chli A andl ex@tsshgdomath&e 4eqbentidlyy @i yhdn girledoB1 han220%piThe

cl NHP(!}!- mvctureraé ?ue%ched thw ter 5 mL), ex acted tw1ce w1’rh EtQAc (5 mL), the
N-tl'l or oacety | or 05p enet ay | arni ne A

sol utoimbinedofrganic phases were washed w1th brine (5 mL), dried Wlth Na,SO, and
N t fégﬁése}f@aﬁeﬁ%fﬁwd 193 bpadc@eaflmp RhPLRRBENRE bxﬂ{mﬁ 6o

di met hyl f or mam de (35
t r eatbeaivedi 40p RpAHBOE prytegiedimethylgiher s ﬂ)enéfﬁadedeﬁﬂ%t“ﬁ HCl3%
br ond;glgnd @ 690«1 stded B 2t 26N ERbgoRtidtesultdien 00N df the\dBssred

stlrredatGCfr16ho a o] ed '
The Firdteids eCRBEL AP INBAON B EPERS (386 hEh S "hdshidt® ™ ¢
Wi t haryyad. 69 (s,G8) 3.3-33 0@, 9T MIkaicelatedviot €, MRBO4HTRACD, observed:
conc @trat ed. Flash chromatography (5-15% Et QAc in
hexa resulted in 2.5 g of a clear oil. M

cal cul at ed for Cl4HL4ClF31NO+H 432, observed: 432.
66 0 95/

tor SXERSTY EERP St RIS AERRM o T bobeascpine |
benzazepl ne A solution of N-croyyl,
N-trifluoroacetyl-2-iodo#-chl o} aphenet hyl am ne (2.5
g, 5.8 nmol) in dimet hyl'Fofmayfi 250 m) was
treated with KOAc (1.07 g, ' 5 n- Bn2Et 2NBr
(1.33 g, 5.84 mol ), Pd(QAc) 2 (.063 g 0.28 mmol) and
st i r Ne@oth Mrmiflughiecetrt-2-iofE.chImapheps s @iIéHe ni xt ure was

cool ed t 0p 20on bi-ti&eacetiid i LA MrdpPRensmy Bhing G30;, 19.9 mmol)
in dimethylformamide (350 mL) was treated with K,CO; (15.8 g, 114 mmol) and crotyl
bromide (6.0 g, 44 mmol) sequentially, the mixture was stirred at 60°C for 16 hours and

then cooled to 20°C. The mixture was diluted with EtOAc (350 mL), washed with water (3
x 300 mL), dried with Na,SO, and concentrated. Flash chromatography (5-15% EtOAc in
hexane) resulted in 2.5 g of a clear oil. MS calculated for C14H,,CIF.INO+H: 432,
observed: 432. .
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extracted wth EtQAc (3 x 100 nlL), the conbi ned
organi ¢ phases washed with water (100 nL), brine (100
workgogs/odr7wed wi th Na2SO4 and concentrat ed. Fl asPCT/US2005/046654
chromat ogr aphy (2-20% EtOAc in hexane, silica)
resulted in 0.339 g of a clear oil. The product, which
was 10 assuned to be a m xture of doubl e-bond isoners,
was di ssolved in nethanol (50 nL) treated with Et3N
(0.2 m), 10% Pd/C (0.10 g) and stirred 16 hours under
100 psi of hydrogen. The product m xture was
filtered, concentrated and purified by flash
chr OWEtibgraspiy-8CBotE TEL . b S e hide-] §1bﬁfwfpiveesu| ting

in 0.20 g Qfutiéh M"‘N Jr&ylsl@hifﬂeroﬂ@yl ﬁi@h&ﬂ&ﬂ&%eﬁe@@lannne 25¢g,
CLl4H15C1F3NO+HH: er ved

- et hy§ wpoh) dlrgrethygoqnérfnpg mf) vyas ﬁgaéedg@% } H@g, AO 9 mmol),

5 Sol uL-BOB:,Br (1.33 g, 5.84 mmol), Pd(OAc)z (0.063 g, 0.28 mmol) and stirred overnight at

1 S ete B e Fosa i 355 Himsf iR Wit TR OO P8

ML) anascted feth EETA B k hOO]xﬁl% thejeoedingd orpimidhgses wshed wath ghater (100

concibl pirp g0y MM e, hing SAERLA P St pny oo
dri e@%hﬁeﬁ@@s@@aﬁa@e@m%ém pia cdedr alo The wredBEwhigh wast  a

! i issOtved: i metano
10 € ea:%sugle tob% éﬁg?olé\%d 15%‘3363 & eZiuZ( £t ﬁS(H)]L)

3 H) tfeamwéla% g, F08t P@@Hﬂ@@f’ﬂﬁ ediibour%%’g%rl%ﬁl ts
210. wyafey@MahEpredhct dikure)was filtered, concentrated and purified by flash

8- Chloro 7- fluor -1 -

nz az@iesraphy (mlth%nfy: %ﬂle'rsglici% rﬁfﬂg‘i” )¥I°g ]&‘%IS‘E}%N&
f | uogauthteddl Oy CIFANCHED 3M6ebUs@tddi06- JH— 3- benzazepi ne
A sol ution of
N-trifluoroacetyl-8-chloro-I|-nethyl-2,3,4,5-tetrahydro
- | H 3Chloenizainé BB ALS-1¢2nlra] H-8-bnzemaphd | n

1, 2-di Ch'&&%{?@@@ﬁ@u&ﬂédﬂ%}%}- V@lﬁ’)rotlr Qq 4‘@1 tgiﬂhydro 1H-3-

Sel ectfl uor uor omet hanesul f oni ¢
aci dbgugzenine (G0mgrBf) mfaﬂbjmsmeﬂlﬁ%@ 50 Wapigeted Fith 13p2qpenas

The Rrod wlL)”zlrﬁfsEt;He@ f(W@% thQyz{t o] %@pr@@fcﬁﬁx&%@@s mnaentrated

extracted wt he organic p

20 was hexdradged Hines pih QH&%P (éa’éré Sﬂ%d)"ﬂﬁ‘ﬁ@é? + sl gpnog: tefer‘) give 35 mg
T i i oag o atpcnson e
200650 5408 et e i S e B st B Pl oserag 210

Et OAc in hexane, silica) resulting in 1.6 g of a white

2 gls Ie g&w e 8k%§ k ﬁlﬁgo-; ﬂlr}or(c): 3“5%%3’0?1 %aqyﬁépllé&b?zazepme

5-tetrahydro-1 H 3-benzazepine § A soI ution of
N-trifluoroacetyl-8-chl oro ono- | -net hyl -2, 3, 4, 5-t
etrahydro-| H 3-benzazepi ne jH 0.22 mmol) in
25 met hanol (3 nlL) was treaté&d 5% aqueous
N-Trifluoroacetyl-8-chloro-7-fluoro-1-methyl-2,3,4,5-tetrahydro-1H-3 -benzazepine

A solution of N-trifluoroacetyl-8-chloro-1-methyl-2,3,4,5-tetralyydro-14-3-

15

benzazepine (2.5 g, 8.5 mmol) in 1,2-dichloroethane (15 mL) was treated with Selectfluor
(3.9 g, 11 mmol), trifluoromethanesulfonic acid (8 mL, 90 mmol) and stirred 60 hours at

30 75°C. The product mixture was poured into water (200 mL), extracted with EtOAc (200
mL), the organic phase washed with saturated aqueous NaHCOs (2 x 100 mL), brine (100
mlL), dried with Na,SO, and concentrated. The crude product was purified by flash
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WORGIOHRECL2 (5 i),

10

15

NaOH (2 nmL), and stirred for 3.5 hours at 25C. The
product m xture was concentrated, extracted 3 tines
dried with Na2SO4 and conPENUSZNE046654

to give 93 ng of a clear oil. "H NWR (400 MHz, CDC13)
6 7211 (m 1 H, 6.85 (m 1 H), 3.05-2.95 (m 3 10 H),
2.95-2.80 (m 3H), 2.68 (m 1 H, 2.38 (bm 1 H, 1.31

(m 3 H. M calculated for C, 1HI3C1IFN+H: 214,
observed: 214. Exanple 55 Separation of enantioners

for gRlRekehy OMRLS h@)fané BiBeah ANBBEEONs TH, Fiak lawi 0g
COfT'pOUI’]dS were separated i nt o their respect ive

enantai<igs ©r GsFngF Ao 1% 3\ 0aphsdrrdptifst ar HPLC syst em
wth a 20 nmx 250 mm Chiral cel QD chiral col um,

el ut t vari ous
conc‘gﬁglf’rzﬁ’t )gﬁéo' Yiadd w&g‘{%’ ?f}’al'l‘( Il}égjbe’i‘zﬁzeﬁ%?(anes see
Tabl e 2 be$obwion dffN- 8rﬂmﬁoa(caﬂ€8&hlotohbﬂ®ﬁpamethylar3$1 Saetrabydro-1H-
per f n er [ uor
pr ot gé epgnr%dn@smg’ Q'E%’Img Iﬂ%%hgno:] |3on )t“l%?rg &et eﬁntlgi,/e ST
ti msN#QH (2Exarepf etirter &m 815 bomss at LTE. Thepréduetanikiiwe was concentrated,
Con dé;&hc%&% m@%{ﬁ?eﬁ I 4{9 ﬁi) hﬁédvalM@fa%%F %dacgﬁcgﬁra@ed ﬂo g%;la o9 mg
5% I PA in hexane
hexaffe clegr o7 I@NMB/(MOA\’[@Z PD%) '337 510/611 in) |6r$5 I(fé’xldﬁe3 0522 95 (m, 3
24. 2110 95t KOV(oR) 319 218 84,131 1084 (B 1 i), NEX@N) € H).2M8 Galulad f
rrL/m% 26 105 9 5%%PA)| n h(gxanligb 2 % 5{)2 7 T am nor
37 102%1.3@F1§+%%11‘ rghsefvﬁd Ktkane 68 WD 2006/ 071740
PCT/ US2005/ 046654 Retention tine Retention tine for
n r the free t Condi ti o . ani.ne

O R Sesp R pEhpasts5G See) S ook Se i gog
5 1 % | PAheollowing npanpond® ferd sdhar@edinforifieir respective enantiomers using a

Varian ProStar HPLC system with a 20 mm x 250 mm Chiralcel OD chiral column,

eluting with 0.2 % diethylamine in various concentrations of isopropanol (IPA) in
hexanes, see Table 2 below. In some cases, the separations were performed on the

intermediate trifluoroacetamide protected amines.

Table 2
Retention time | Retention time for
Example Enantiomer for the free the Conditions
amine (mins) trifluoroacetamide
1 1 21.9 5% IPA in hexane
2 24.5 10 mL/min
5 1 42 5% TPA in hexane
2 47 9 mL/min
3 1 20.8 5% IPA in hexane
2 24.2 10 mL/min
19 1 34.9 1% JPA in hexane
2 39.5 9 ml/min
Y 1 238! 5% IPA in hexane
2 2027 7 mL/min
37 1 23.8° 5% IPA in hexane
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wo eoogiovg4Enant i omer 1 of Conpound 26. 2 The SPEHDS1008046654

53 1 13.77 5% PAI nhexane 2 20.2 8 10 nL/mn 1 The
separated trifl uoroacetam de enanti oner was hydrol yzed

trifluoroacetam de enanti oner was hydrol yzed to give
Enantioner 2 of Conpound 26. 5 3 The separated
trifluoroacetam de enantioner was hydrol yzed and
subsequently N- nmethylated to give Enantiomer 1 of
Compound 37. 4 The separ at ed trifluoroacetam de

ena .ti otret ny-orot t‘en’u U J':R:é Ht?oﬁ"tun% PI-
R Gl e T
separ i Fruor Oacetﬁﬁﬂ}éf : panthgmceme ydr ol yze(?
tO ;: e Ena Hotret I f J.G CUITppuri I'TIEe

sepqrated tiifl uproacgetam de enapti on‘é&?ﬂ/vas hytdmbimpz ed
to ¢1ve Enafptioner 2 pf Conpoungl 51. 7 Jhe s te

tri i i m 4 h\/r*||1$16 \/7or~| %&%&fggexaﬂe

Enampt i omrer pund 53. 15|8 Thg1_$€epar al @61 /min

ftranm de_enpnti oner wag nhydr ol yZed

0 gl VE
Enantioger 2 of 1Conpbund 53. Exanpl el®B | nt r he% (A inAexane
| P3 Accurrul qti on?_Assay 20 HEK293TceI I So¥ere |10 ml/min

t : 16 b l )a u 11
( (r: gr:?gt‘? Para ﬂg?roaﬁetgfglne glalﬁllf er vyaé C)éd%cfl}éde t§ M\'E&anﬁ&her 1of
%E;l&?rg% Ak M&ged LY RRLE 6o 951

transtection nedia was

3-4 hg
re nn’v%%l 2 ted E’J%B!)rzﬁ gml\% &Ent;oglgll we@ %%Ml an@%ﬁﬂs&;u&ﬁ& &-
1

5
then p PO LR BiRhb&ndbANes. The  next day
cells Ep%ra@ %fﬁgoéc%ﬁdg Enad¥Rder WA ?'r]cﬁ@l%@éﬂdtsﬁfsed%rﬁlgr &S
at a &Hﬁi’tédﬁo Q(/e Biakd el fCo&?oﬁH ¥7hours latter, nedia
Was ﬁ%‘%@;ﬁg@ed teMubBackklat BRstokiet wds chﬂ@rlyz& {oWk [Ehankibimer 1 of
10 i nosi t@hpolieer. DVEM and pl ates were incubated at
37 C/ b 248 rFiuGbicetartdde erdfticinehays hydtstlded toise Enantiomer 2 of
aspi r abggbud. 2001 of DMEM contai ning test conpound, |
OgM Dakgyiatare irifatidactmiik erahtGhenas hattolgad togiaBpatipnér atof
wel | sCodfporhde®. wer e t hen i ncubated at 37C 5%CO2 for
15 t hr e Thdveparased friflubowermas piantdviieowasdpdtoliped tochilie Enationdr 2 of
fr eshCom@uadi3dd stop sol ution (1M KOH, 19mM 30
Na- bor at e 3.8 MM EDTA) to each well. Plates were kept
on i 5-10 min and the wells were neutralized by
addi 5f6 200gl of fresh ice cold neutralization
sol uIntl@wﬂ(ll?r BygcoppelptionRhssayes were then frozen unti |
20 further pEgERssibFet faldRsitd 8 Uscmldgild ki@ tveih WRSitHoqEnRE)
16pg of human 5-HT,c receptor cDNA using 25l of lipofectamine. Cells were then
incubated for 3-4 hours at 37°C/5%CO, and then transfection media was removed and
replaced with 100pl of DMEM. Cells were then plated onto 100cm sterile dishes. The
next day cells were plated into 96 well PDL microtiter plates at a density of 55K/0.2ml.
25 Six hours latter, media was exchanged with [*H]inositol (0.25 pCi/well) in inositol free
DMEM and plates were incubated at 37°C/5%CO, overnight. The next day, wells were
aspirated and 200ul of DMEM containing test compound, 10uM pargyline, and 10mM
LiCl was added to appropriate wells. Plates were then incubated at 37°C/5%CO, for three
hours followed aspiration and by addition of fresh ice cold stop solution (1M KOH, 19mM
30 Na-borate, 3.8 mM EDTA) to each well. Plates were kept on ice for 5-10 min and the

wells were neutralized by addition of 200ul of fresh ice cold neutralization solution (7.5%
HCI). Plates were then frozen until further processing is desired. The lysate was then
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w@ 2008p7was added/tube. The sol uti on was vort eREHUSZN5/046654

10

15

20

WD 2006/ 071740 PCT/ US2005/ 046654 transferred into 1.5
m Eppendorf tubes and 1 ml of chl orof or mf net hanol

15 seconds and the upper phase was applied to a Biorad
AGL- X8TM ani on exchange resin (100-200 nesh). First,
the resin was washed wth water at 1:1.25 WV and 0.9
m of upper phase was | oaded onto the columm. The 5
col um was then washed with 10 m of 5 nM nmyo-inosit ol

and “%I?Sgﬁ@e‘% frﬁ{o sl%plﬂ‘oﬂg%‘d&%% %de’lorHiMf Ellﬁérr)ﬁ &tﬁ"acnol-fhﬁ) was

i nosi ates were eluted into )
sci nidefiiuae.i The selitioh &vas vogered fon  higoonds apfl thsfupreEPhase a5 apiigstio

cocktpai-lg NbiRem fihn &f:hagge]resl}ﬂ (fl G300 Gnedy) Bifst, the MsRRRDRAsHA
formate. The columms were regenerated b \Naﬁ]gl '%g{w&ihh
10 ihsiepat 1196 PG R0 S o FTIRA DIAFIH OB PElp PEE e
r Ln%gldmlh thQﬁen}Maﬁﬂad e 126 0B dﬂ\@ﬁ@d’-ﬁdsitﬁ\ltaném r'tﬂrbe\BiM?Na— 10
The bi ol ogjcal actiyjties.in e | P Acc tiop Assa
f or PERFEPHM Yaefpe eﬁ{‘ealfl?s{}?al msé%?FBIbaffﬁ 8’5”5#’%1& E‘ﬁoos\%&llat on vies
Tablcentanihge] 0o of Joadiillion cdckiaipwittnZimBof BT MCfofrECadd/ 1 M ammonium

( Ex e Nunmber) IP Accu at i 2

g s, R Tflphe e CESUI Bl R0 B virigigin
2. 1 amniegipoféreete walrined twicewithaditagesd dfredzat 4 Camwatert wo
trials. I JOG0RlAlilidsYn 1]9; Pt ARG A&%Ps‘é%ga?reﬁxfesehtlﬁﬁve
Exanpl es were fested at | east once, and they showed
act iopinpduads argphevyen Tableskhelpiial ati on Assay in the range
between -1.4 nM and -5 M Exanple 57 20 Inhibition of
food intake in food-deprived rats Ml e Sprague- Daw ey
rats (250-350g) were deprivér&blﬁf“ food overni ght prior

to tefTTNg. PldeRipoadd 1 00d deprivati oIHTIRECGR! Mal s
were wei ghed and separated inflo treatnment. ﬁg;oughi n
order fo bal EreerlNImBe) accor i nd? ASHHERANS FHIMMon
the teft day, aninals were 7/ 4.2

2 4.5

3 1.4

4 2.1

5 12.1

12 6.3

19 18

26 5.8

32 2.1

* Reported values are averages of at least two trials.
The majority of the other compounds of the Examples were tested at least once,

and they showed activities in the IP Accumulation Assay in the range between ~1.4 nM
and ~5 uM.

Example 57
Inhibition of food intake in food-deprived rats

Male Sprague-Dawley rats (250-350g) were deprived of food overnight prior to
testing. Prior to food deprivation, the animals were weighed and separated into treatment

groups in order to balance groups according to body weight. On the test day, animals were
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WD 2006/ 071740 PCT/ US2005/ 046654 pl aced into
i ndi vi dual cages (no bedding) at 9:00amwth free
w@ecwess17so® water. At 10: 00am ani mal s wer e i nj PCT/882005/046654
with test compound (p.o., i.p., or s.c.) and then
presented wth a pre-weighed anount of food in a dish
either 60mn (p.o.) or 30mn (i.p. and s.c.) after
drug adm ni stration. Food consunption over different
time poi nts was then 5 determ ned by wei ghing the food
CUD ?E mto %dwﬁlual g%?s (ﬁgﬁedéﬂ‘lé)gf 9: 0B& wﬁiﬁ‘ﬁge %@e%s QRV@t%xe 'Hted
§ qfdood I On was mneasur ed
7hr 1p:6eam, arnqn@s;wergmeptnd pithrest eqmpgind4p-o- lé’nérf %ﬁ) aazd then pzessnted
4. 5,4i@0 reBreribd RRahtok Rb@R kldBReithBr domih (p: @? 6 ®mn (ip. and s.c.)
studies. Figures 1A-Gillustrate the effects of seven

di f fe8er &g admisERtiar £ovstroryBRion QY fidteren tme BaTats gahiy ed
5 I at Seterided EPRH e fobdup hit1€2] 4f 00 @hri aftérakeefood was presented
dose de endent Thi s effe § g?ﬁtf nsi st ent | A% 'JES
pr on'd 1?Ih‘§asf“?e?8§fe Firge 3> 2f 14 PIEPERRC A
Somemnd aompmam&sax(dlﬁlsgwoesnjaaﬁpn hCp. aahgk. itE()leS[THI nt ai ned an
inhibito ti . .
vehi cl e- % 8t ejg' é%uﬁ ?t% %gfaft%% af {ﬁgr? ﬁfcg%rgm&g on food intake in
pr esfenitdaprivedratsCalpoumdsls inbibdcddbaigntalsdossriepepdapty. This effect
10 ef f ok gsﬁgi&!ﬂ n% nfdbt gr&%&%v&&hemﬁlaﬁér&@h lpREBntaAG $tkieng

biti on of i ntake in

i ooopomecpmﬁls\@@urp%ltf\s 1Genth §F) apeinisine¢ 1} iplaibitpryrelioet op food ipfaky

agontgive & RRGle-tPAQIELAfNHal6hr AtePHBd pré¥entdiod ATHAIpBEI Ve Hdo
the two conmpounds, Male SD rats t 250-275g, were

pur cHeEEq be ‘?ff?ﬁ'i“’lﬁlé{’ralagﬁ’u?ﬁﬁf H‘B‘E}"ﬁ%a&wﬁmﬁ‘g MER%ge in an
ani mal facility in reverse day-light. Water and Chow
va|L1e |l e (LabDiet 20 8604) ad libitumfor two

15 animal s were handl ed for 2 occasions during

t h| SInhibtﬁBn oﬂood neakerbr faodadppobedira® usingiaselectivesHIRAGmzteptor

ver e, si.ngl osed

por ot e RRE L Aol 2ot fon sPETEN pRihe

m nut es rMalqﬁsD taty, wighy hi0527&,| WefeAWChaFleﬁtogl Hggjan ang feused 4 per

ani n@agém%gxﬁnzg Ea\éﬁﬂr ﬂrepér§ d‘é\ﬁh%h &R BRURbw s zﬁzli‘iﬁﬁle angDiet

pl ace near hours | at er

20 r ema$MtITY lEHEWOURYS w&éngF@amaﬁ’a wetgdangdted &y 2 2§a§3‘?5]ﬁ éwa &

Fi QUfirfe. DrshOUSmih6r tRfshag, the@Rlimbie @i B@gl@ﬁou@é’d&wﬂiab el bive
S5HT-2C receptor a

Chl obeddin FRd RS per falﬁ‘é’f‘ﬁwlﬂﬂ/ﬁg of egmpoupd prveliele O minyesPrigrdn ,
azepiight obCo dgh@e) out, t};alaﬁmhlewetb pieen agmawéigted eoevoi af aliawaind pldced

th
LR SRR, o B RS fa BN Ve iy
25 can bechddnd in Exa_npl e 2 herein. 30 Exanple 59
| nhi bi ti Oﬁéﬁé%_#?g%he gﬁ'e@tl%ﬁ féeﬁné%sg@(ﬂ(re é’i—?IdZCE @Eeﬁtoya%’oﬂg 8-

a selectiv recept or goni st al one,
phen€Bpmi/resthpkphaethy2, %@ﬁ@w%ﬂﬁéme@ﬁmpﬁe@% A),

co npgﬁéﬁféﬁmne': ﬁ{(ﬁﬂe%of(‘lmtlglmA é%@%?s@Qﬂﬁpl@fﬂ% -0Rb:8-7Rioght-

250 Spr ague- Daw
meth3%-2 34,5 -tet%ahydro—lH 3-benzazep1ne (Cmpd A) can be found in Example 2 herein.

30
Example 59
Inhibition of food intake in food-deprived rats using a selective SHT-2C receptor
agonist alone, phentermine alone, or a combination of the two compounds.

Female (weight 225-250g) and male (weight 250-275g) Sprague-Dawley (SD) rats
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71 WO 2006/ 071740 PCT/ US2005/ 046654 were purchased
fromHarlan (San D ego, CA) and housed 4 per cage in a
w0 esopprEBUre  control l ed environment under a 1F¢T/UR2005/046654

light/dark cycle (lights out at 10: 00am. Water and
Chow was avail able (LabDi et 8604) ad libitumfor two
weeks. The aninmals were handl ed for 2 occasions during
this time. On the norning of the study, the aninals
were 5 indi vi dual | y housed with no food or bedding

32g geg%e%b B l??igésryanggail Bleg @&lﬁghe&sed FRIBOM ﬁlda @perature

ts out t's out,
t he camiofied evimement gndﬁemﬂhéih bg}é/d%w}é pyglediighis ﬁﬁ@h%o X aer and

and (Hllo@%ga £:8le (]EJBBK:E Qf@@) JB%Mtum f-lc;mo ReskE STHeRhiBh1s tWBR handled

remai ni ng chow was wel ghed and the study conc| uded.

Fi gupie cgcasiperinghis gpe. &g thwomlﬂé otdh sidy.thegmmap vsie

5 rec qmlﬁﬂua%glgﬂéeatwﬁﬁ R fo8d Exfbldin@ahd doddd perorally with 1 ml/kg of
msthl-2 -t et rahydr o-

| H3-ben
SRR SOmA S R OF bt KSRGS R i given
A Syd’lirehﬁ&g}&d EXAMPIfehdwodnd pRed Beat tht fodbdwl MBb hiydurs2atd ik, 5-

tetrahydro-I| H 3-benz n nd B) can be found

o ERBTEY AP ar e s et CHREH"C D Chd B

phent er nmfigere 3ashavsttheeefieo wbhawteston SIHR-2€ coebtdr nzoakte(Ri) -rchloro-1-
10 f enal ?tjﬁ 5—t<§1a§ Bgerf ézgﬁﬁeqc%ouﬁ:cﬂﬁ) ﬁﬁﬁgﬁfﬁjesandmae

data vV s 'Subj analysi s of

vari @n@eat(oz\mﬁm‘ mmk@ R m@msgmp&?efordﬁm éé?fﬁéﬂf?&lyhz H>-

' nde@@iﬂ?&@i]{ 3fb@1§‘z‘é1£f>i§e (C-Eﬁl o B) M8 bSolRMEB8H1e26 herein.
significant interaction_between the two_ factor

[ F(1, 29) g et ¢ Comperpd Brhsismpee 3ad ?‘W&’“@b‘i‘%ﬁﬁ?‘i% ke in
usi N@mkib eitsBORERI 1 GipureBAl 1Fbrﬂ1|nﬂys1sptﬁmﬁw vI/aS ﬁlﬂbj ebedto a two-way

reveal ed the. Co B. + .phent er m natlonto
15 or f FareRg AR RAET D PR g PSR AR
see fattguITae aA)ysls evéatién elgm@caa igertion izethetied thy gvo@tors

( syn é1gi9i6,1 <%f0§]§i;c§s {1}% CJ)mr_ Q)h; ds g ﬂleBoﬁer‘Pgu multlple

inta erenc
grou p@pmnmte@ b@eﬂle\deht COifmelmé Bf*aﬁ@nt@mu@mmh@ ’delffer

phen E1§£Mﬁr fro o{hg?gr g{r@k@@t L@ ?1g91@ 3KP edacdhBh 2KG: ¥)1|a Rdditive

mal e ts I's s omn in ure 3B. For anal ysi s,
20 dat aGvresisgosfiess fopthe tnélbﬁlo’t‘ WOQﬂa‘VakeaN& piher |S’§m§fan§/‘%ﬁf‘?r‘3]ﬁ?e

(AW&}eeM%Smﬁ@gﬁmne and Conpound B as i ndependent
25 factors. The anal ysis reveal ed @hSI fi.cant
i t ef(glt

i nt er act i Bif ot dderpprd By i5ntFHEE jnagiep an fepd jutake in
P<0. Qi ratsROSHROB Fxidker ABA St aﬁﬂysp;am GadiNas Bibienigd tohewo—way

B f t
o A P AN SR BB R ) b
25s ! gnitkios aite |a1yc11}fSlS caveadddla sighifient 1gtma¢jp3 beftygee th@ bwo fg@@s
Fi gu iﬁl ?ﬁl—lﬂ ijoggocg)niﬁ%gg ?)%Jng%gbgs WY the( §é{1@e%rog1' n‘ﬁﬁﬂp@

effe i'brti I nta
si gnicdripeasen te@hf@\’ﬁ@dethfc@@m@@ldkﬁet DUSERIEICS Qrp@ne\‘?%@rfédlffef

obse Eiﬁﬂcmt?fﬁo%ll%%@érgu%; &)4@.0 EQEE/ Fké%%@@% /egdeﬁéiﬁé'ra supra additive

(synergistic) effect for the inhibition of food intake. No other significant differences

,’;,L_)

30 between groups were observed.
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Exanpl e 60 I nhibition of food intake in food-deprived
rats using a selective 5HT-2C receptor agoni st al one,

w@b@atzrmé ne al one, or a conbination of the tweCT/US2005/046654

10

15

20

25

conmpounds. Mal e and femal e Sprague-Daw ey (SD) rats
(wei ght 250-275g) were purchased 5 from Harlan (San
Di ego, CA) and housed 4 per cage in a tenperature
controlled environment under a 17h/7h |ight/dark
cycle (lights out at 10:00an). Water and Chow was
avaij abl e fLabDi et 8604) ad libitumfor two weeks. The
animal's"were handled for 2 occasions during this

t i renhitition picfoerintakeriy ferfd-depeived rafg ysing felegfiye AHI'S Cpie¢eptor

i ndi b4 alohy, pndi@dtaBit Ydnk,Rr A CoritiRHioR bf MR Bpaids.dosed
peroral Iy wth 1 m/kg icle 10 30

W of conspound aor. veh
ni nut es é@e@fl‘i feppale SRS Digtyiey (SR afs (e 25{4 7> Wige purchased
ani N SHAMBE GafDMES) CA) RdSowei e chgaiiawiiperatfe coftamedand

pl aced near the .bo Two. hours | ater -

r e e TR H%f{%f ?/\Hg% aég‘ﬁfﬁ%% cyC]\gnggﬁF R a&ioﬁ&cﬁ) TR ﬁ%ﬁr G

Fi gure S\./aﬁaﬂslleanﬁbDﬂeB8Ghb)W kitkxen ﬁmmoayealdd iThe an@nals were handled for 2
oSt Rdutde 6 558 o Do ROSRL 6P A8y MhninkNSeRHRRRLY?
(R) -tbude@withhobat @ bédding awl qokrd pyrbipllPwithelt hifKg 01®mp01_md or vehicle
pi p A . . d "Ei.;

o) SR o6t on O, O A Bk R 5 SLEA ot
sel exfchoyeang piyced gear the £19€ BeWla GHnhays 1aigsithererpaining cho waspeeighed
of FQfmdk@dy dondgledi scl osed -herein. Conmpound C was
prepared in a siml|ar manner as described in Pg;e )
publ i cat iFeHToRd* atsSY % B sppaad ditive SRy pigfcRetiect of plepferpyine and
usi n@e Rtcbiive SAT4€ edtbdragdnist (RI-O(POIERE-LARoraPhdnkip 2 Stetiflt | Ng

mat er.i al . 0 Jlt is ILntended t each of t nts,
ool TieaEine () ot O ol B 20 ke Hfeo RO RIS
publ i shedothpaud€ris sseleetive 5B reoeptar edomist@dchtlps eutsidelof Bormula
specj fi i e e . HENGEe ;i

¢ hot 1SR RE IEbEH 0 I BORRIS Pl faB0GRa ko
apprebliatie WA2005/1 XL dies Exdrmlegashesai) upieg-prowert-cldprs-1- 25
can Re BdeeLomt hsuRy &gkl ed embodi ments of the

i nvention and that such changes and nodifications can
be made w thout departing fromthe spirit of the

i nvent i orftis ofengled thaf greh efthspatents, prnkieptionsy piipted prRlicaligtretnd Qter
cl ai pBlighey@curidnts nfekEdie®6t wifstal @It thikapdeicdtion Be lfeid iBdotporated
vvithbgffehe trtge spirit and scope of the invention. 73
WO 2B808F 7L FUe* PETFS2005/ 046654 What is claimed is:

1. A conpisietskitied it ciaprt Wil appreidicthit @umeras claanges and modifications
sel ective 5HT-2C rec . onj . .

corp bt Fal e el R RPN S bocaudh 1o ol ot changes and
sel empiifi@tiGrfandEmadawfoedepatige fipm the brixt of the fayerdio. | Iy is

therefore intended that the appended claims cover all such equivalent variations as fall

within the true spirit and scope of the invention.
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R2 RRa R3 NRL R4 R6 or a pharmaceutically
acceptable salt, solvate or hydrate thereof wherein

-CH2-O-C1.8 alkyl, -C(=O0-00C _8 alkyl, -C(=O-N+C _8
alkyl, OH, or CH2OH, R2a is H or R2 and R2a together
form-CH2-CH2-; 15 R3 and R4 are each independently H,
hal ogen, perhal oal kyl, CN, OR5, SR5, NHR5, N(R5) 2,

OH, aryl, or heteroaryl, wherein said aryl can be
optkgp L almsdu.bstltuted with up to two substituents
sel eC PO T - 8 al kyl, hal ogen, perhalo alkyl, and
al koxy, and said heteroaryl can be optionally

subsit i t Uty d ol B SSIBR @Rt Phr fdoRiER
hal ogen a%gmigShbn%phgngﬁ%m%@ﬁ%t and R4 toget he? ngtfh
the atons to which they are attached can form a 5- or
6- meirber THELBHARWE 'aécGrdan RG:IAAY) WireRREd lcati@THTORGEoeHibr
is independently C 8 alkyl, Cl1.8 alkenyl, aryl,
hetéﬁ@%??%fmn%ﬁﬁﬂkﬂ kyl , heteroarylalkyl or

per hal oal kyl , or aIIyI; and RG R= H or C-8 alkyl. 25
3. The conposition accey ¥claim2 wherein: R3is
hal ogen, perhal oal kyl , E% N(R5) 2, aryl, or
heteroaryl, wherein said ; optionally
substltuted with up toR¥wo Su uents selected 30
from Cl. 8 al kyl, hal ogen, perhalo %1ky| and al koxy,
and said heteroaryl can be 74 N[)2006/071740

PCT/ US200& k QéaRbuticOR tatcapiatlld sylt, Seltasd dr hytra@cthasedfh up to
two substituents selected from hal ogen and C _8

al kyl ; and“R#"is H, hal ogen, perhal oal kyl, CN, SR5,
NHR5, N(R5) 2, RaisH qr Cofalkyhet er oar yl , wherei n said aryl
can be option S td t 5¢(=
substituents ?%Fé%f%gaf$%%§gf %hgpﬁyﬁ)be Mﬁd C(O)NH(hs
per hal o adliyOH, er{dH-QH} coxy, and sai d

RZa is H,
or R, and Ry, together form -CH,-CH;-;
R; and R, are each independently H, halogen, perhaloalkyl, CN, ORs,

SRs, NHRs, N(Rs),, OH, aryl, or heteroaryl, wherein said aryl can be optionally
substituted with up to two substituents selected from C,.5 alkyl, halogen, perhalo
alkyl, and alkoxy, and said heteroaryl can be optionally substituted with up to two
substituents selected from halogen and C, .z alkyl;

or R; and R, together with the atoms to which they are aftached can form
a 5- or 6-member heterocyclic ring having one O atom;

each R; is independently C,.5 alkyl, C,.3 alkenyl, aryl, heteroaryl,
arylalkyl, heteroarylalkyl or perhaloalkyl, or allyl; and

Rsis H or Cyg alkyl.

3. The composition according to claim 2 wherein:
Rs is halogen, perhaloalkyl, CN, SRs, NHRs, N(Rs),, aryl, or heteroaryl,
wherein said aryl can be optionally substituted with up to two substituents selected
from C, alkyl, halogen, perhalo alkyl, and alkoxy, and said heteroaryl can be
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het eroaryl can be optionally substituted with up to
two substituents selected from hal ogen and G _$

wabboslo71mber ei n heteroaryl is pyrrolyl, pyrazoPgius2005/046654
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i mdazolyl, triazolyl, tetrazolyl, pyridyl,
pyri mdinyl, furanyl, pyranyl, thienyl,
benzi m dazol yl, quinolinyl, 10 isoquinolinyl,
oxazol yl, thiazolyl or thiadiazolyl. 4. The
conposition according to claim2 or 3 wherein R is H.
5. The c

R 1o morRy e RO SR i Bk Goh Aok Bl el MIGLERTC..
one of claivhen®? to 5 wherein R2 is nethyl, ethyl,
n-propyl or '%QB&PHM&Enéa&%&@qﬁ@ﬂﬂﬂ%kﬁHQﬁNﬁQ?Qﬁ@bﬂg to

any one of clainms 2 to erein
ethyl . 8.hetFievkBrBEL T4 B A0 RarHY S&béﬁt%t?fy“ﬂﬁﬂe tQyfvo
cl ai s 2 sh&ﬁﬁeﬂMb@IeﬁédffroRQC@ﬁ]ﬂleﬁ&gent pgeloas], ifdralRoxy, and said

(RO 20t ot Do BOMROSLELON ARCOrding, Lo, any, oner .

conposi t ilehgacedCdiakgl; t 0 any one of clalnB 2 to 8
wherein R3 is _bro S|t n.accardi

to any one of w% Tein mhagr%ar%ll:l‘s p@gﬁé&%% olyl%n olyl, %eﬂlgolyl,
per hal oaldyydyl, py@@ldmﬂ fuffind, poenpdlsietyl, bwzm@mhd,l qugrolingl, any
one of cligjy oyl a&lmﬁgz@mr syt 3. 13, The
conp05|t|on accor to any one of  clains 2 to 8
wherein R3 is selected from the group consisting of
thi enyl, frdlcamkitionEr@hoth clail)y @3 Qndkin @DE 1. M dazol yl .
75 WD 2006/ 071740 PCT/ US2005/ 046654 14. The
conmposition according to any one of clains 2 to 13

wher gi N Reheicsmmeiti@Cicemtiig o thitnPoor @ Fvbietpin ROB Sdethill Ng  Of
thienyl, furanyl, pyrrolyl, pyrazolyl and im dazolyl
optionally substituted with one or two substituents

sel eét ed Theoompvaltiogecrrding th anymndgficlaink?. to TivkergoRpiosiethylothyl,
according fo any one of claims 2 to 13 wherein R4 is
phenyl % %ﬁal?@ gﬁbstituted with up to two
substltuents selected fromCl_8 al kyl, hal ogen, and

al koxy. 1fhetBmpoliieh QRS bl &Qﬁ%ﬁ@%@g hQeiff RAL Myl
wher ei n: Rf [ spomst hyl, et hyly%?soprospy ,Wore Cl—ﬁ()—t %ror
R2 aff®lRoa taken together form - CH2CH2-

8. The composition according to any one of claims 2 to 5 wherein R, and Ry,

together form —CH,CH,—.

9. The composition according to any one of claims 2 to 8 wherein R; is chlorine.

10. The composition according to any one of claims 2 to 8 wherein R; is bromine.

11. The composition according to any one of claims 2 to 8 wherein R; is perhaloalkyl.
12. The composition according to any one of claims 2 to 8 wherein R; is CFs.

13. The composition according to any one of claims 2 to 8 wherein R; is selected from

the group consisting of thienyl, furanyl, pyrrolyl, pyrazolyl and imidazolyl.
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R3 is hal ogen, or a 5-nmenbered heteroaryl ring having
up to two 15 heteroatons selected from0O, N and S, and

alkyl; R4 is H a 5-nenbered heteroaryl ring having up
to two heteroatons selected fromO, Nand S and up to
two substituents selected from hal ogen and C 8

al kyl , or phenyl optionally substituted with up to two
substituents selected from 20 C1_8 al kyl, hal ogen,

and al koxy; R6 is Hor nethyl; or a phar maceut | cally
acceptable salt, solvate or hydrate thereof. 17. The
conpdsi t inmcompmifrOdiawgrdtng toginpnmoPclgime? i 13 wherpig RRjs s¢legtedy,
R2 is "Etﬁ@,;ﬂ'mefﬁi% &ﬁ:lﬁ%fﬁqf&%»l ARy lgﬁrra&chyl Sltinidad3th1

IS pyrazo enyl “wher éi'n” sali

pyr azol y|0P®n§11Y S@Hﬁ‘tﬁiﬂ@@]‘aﬁm 8116 paio sybgfitpegts pelested fpa iplpgsa At s
sel ect edn{e{hglm hal ogen and Cl1 8 al kyl, and sai d phenyl
30 optionally has a single hal ogen substltutent and
R6 is H or a pharmaceutically acceptable salt,

sol viat e Qhe Eyhoatid atdRIG & any onk®f cldilne2 mnmsﬂemimn phenyl

accordin | ai erein: Rl ..is.Hor . 16
2006/ 071 E‘@nﬁgf%g‘]ﬁéévﬁ%%% Bip S‘F‘iﬁﬂé“‘r‘“és ﬁ?}%‘ftedgﬁm (érx ‘”&
Rea i s Hhalbnjsmdbkoxg , Br, |, CF3, or 2-chl orophenyl;
R4 is H and 5 R6 is H 19. The conposition accordi ng
to claim2 whereini: R is H R2is C _8 alkyl; 10
Rea i6s HThR@uipgsitialaoyguing to Rim2ghpeinand  R6 is H 15
20. The conpog, kiQf,RP&eR b P ChlcH; B &, Al RZ tBRELIHE:
sai d sel ective bHT- 5

foml—CH2CH2 s

Rsis halogen, or a 5-membered heteroaryl ring having up to two
heteroatoms selected from O, N and S, and up to two substituents selected from
halogen and C,.5 alkyl;

R,is H, a 5-membered heteroaryl ring having up to two heteroatoms
selected from O, N and S and up to two substituents selected from halogen and C,.
g alkyl, or phenyl optionally substituted with up to two substituents selected from
C,.5 alkyl, halogen, and alkoxy;

R is H or methyl; or a pharmaceutically acceptable salt, solvate or hydrate
thereof.

17. The composition according to claim 2 wherein:

R;is H;

R, is methyl;

R;is chlorine, bromine, or thienyl;

R, is pyrazolyl-3-yl or phenyl wherein said pyrazolyl-3-yl optionally has
up to two substituents selected from halogen and C,.s alkyl, and said phenyl
optionally has a single halogen substitutent; and

R is H; or a pharmaceutically acceptable salt, solvate or hydrate thereof.

18. The composition according to claim 2 wherein:

R, is H or Me;
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receptor agonist is selected fromthe group consisting
of :

8- brono-1-nethyl -2, 3,4,5-tetrahydro-| H 3-benzazepi ne;
8-io0do-I-nethyl-2,3,4,5-tetrahydro-| H - 3-benzazepi ne;
20
8-trifluoromethyl-I-nethyl-2,3,4,5-tetrahydro-1H 3-ben
zazepi ne; 8- trifluoronethyl-

-ethyl -2, 3, 4, §%:@:¥_ -1H 3- benzazepi ne; 8-chl oro-
| -ethyl-2. 3 ﬂw etranydro-1 H 3 -b enzazepine; 8
-brono- | -eth¥m&2 3,4, 5 -tetrahydro-1 H3 -b
enzazep ine; t . 5-tetrahydro-1
3D onrasepRis 'FO%EBJICE,B% chbroghéhyls

7, 8-di chl or o- R4ﬁé¥ﬁ@l-2 3, 4, 5-tetrahydro-| H 3- benzazep
ine; 7,8-dichl@io-l-ethyl-2,3,4,5-tetrahydro-1H 3
benzazepine; 8 -chl oro -7-fluoro- | -nmethyl-2, 3,4,
5 -tetrahydro-1 H3 -b enz azep ine;

8- chigor oﬂemﬁabsmbma&cofmltgmydmﬂz&h&m&tetrahydro 1H-3-b
enzazepi ne; %b

8- chl oro- 7-f 1 &% 1 - et hyl - 2, 3, 4, 5-t et r ahydr o- 1H - 3- ben
zazepine; 30 Raﬁmnamgmarnaceutlcally acceptable salt,
sol vate or hy atﬁ thereof. 21. The conposition
according to C "' 1 or 2 wherein said selective
5HT-2C recepfRoishalgeeni st i s

(R) - 8-chl oro- k;gq;QMi-Z 3,4,5-tetrahydro-1 H 3-benzazep
ine or a pharmacéutically acceptable salt, solvate or
hydrate there&isH7 WD 2006/ 071740 PCT/ US2005/ 046654
22. The conposition according to any one of clainms 1

to 21 further conprising a_phar ut.i ca ac bl e
car riler . The oo5apositiqRarqopipa st clymd g %’ AYe TaHJ(faly Sgie é%g&glf a
manmal cqaﬁﬁmsgﬁ@xadahﬂﬂﬁbmmm@gmﬁammﬁagdfnannal a

t her apeuti cal Ly fect onbi nati on
conpri si ng an & ﬁ){) 1e @33%@%a£yd?o 1193%enzazepme,

(R) - 8-chl oro- I&mmdqymetﬁyla 34, Bretrabydrahj-aibenzhaepi8e; benzazep

ine and an aw&tha%m,gagaiqéma?o 11?:-"3‘ LS Anisal d

(R -8-chloro 1~ ret tetr ro-
1H- 3- benzazepi &aieﬂmmmeﬁmbhmethﬂﬂﬁé %?@W%Wﬁéwzmpme

amounts to gi \%emﬁuo?c}fﬁkﬁxrygi §tﬁ§1§311@ t@faﬁ%&l}?@b@iﬁ%ﬁﬁ’esl ng

food intake in said A method in accordance

with claim 23, 8%19?@1%@ 5dﬁﬁh¥#0-yf3i°%za789%| oro-| -
met hyl - 2, 3, 4, %Er&hcr abmﬁrzq,zdd-ietﬁmhﬁmzawpﬂzﬁlﬁpm one and

t he annunt of h e t hera eutlcally
sub-effective ’ﬂ ?&gggﬁﬁdﬂﬁggﬁ’ﬁﬁggﬁﬁwﬁﬂ sai d
manmal . 15 257,8-dctiad- lnmdthprﬁz 1, M8itetahndros HB3Hehizapine;a

e beut Tor ] LS R 08 S oo lTRARRL o

t her apeuti cal | eCti Ve
conpri sing an 8 chloro-7-fluoro- l-methyl 2,3,4,5 tetrahydro 1H- 3—benzazep1ne;

8-chloro-7-methoxy-1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine; and
8-chloro-7-fluoro-1-ethyl-2,3,4,5-tetrahydro-1H-3-benzazepine;

or a pharmaceutically acceptable salt, solvate or hydrate thereof.
21. The composition according to claim 1 or 2 wherein said selective SHT-2C

receptor agonist is (R)-8-chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine or

a pharmaceutically acceptable salt, solvate or hydrate thereof.
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(R)-8-chloro-I-methyl -2, 3,4,5-tetrahydro 20
1H 3- benzazepi ne and phenterm ne are provided in
anobunts to give a synergistic effect in inducing
satiety in said mammal . 26. A nethod in accordance
with claim?25, wherein the ambunt of (R)-8-chloro-I-
met hyl - 2, 3, 4, 5-tetrahydro-| H 3- benzazepi ne al one and
t he anount of phenterm ne 25 alone are
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met hyl - 2, 3, 4, 5-tetrahydro-| H 3- benzazepi ne al one and
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sub-effective in control ]% gain in said
mammal . 5mgtyl- 2A4r§éﬁtﬁb¥ﬂf‘b¥ff %Wmlml@eerrdﬂeer@m%ﬁﬂheﬁfﬂnme
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32. A conposition according to any one of clainms 1 to

21 for use in a method of treatment of a 5HT2C

di sor@der éfmethoéofvantriling weigtigam bf dyoatymabgontphignggdpinisBang &

conposi ti gry Iﬁﬁgﬁ%ﬁ ?{hagpeh@cal%%ffe&ﬂ@arﬁéunpdfékéﬁ"ﬁouﬂau&n%%ﬂnsin%r

use in a net | axi s or treatnent
obesity oﬁmcam’miﬁlﬁ&ch oro- —meth 1-2,3,4,5-tetrahydro-1 H-3-benzazepine and an

15

30 amount of phentermine, wherein said (R)-8-chloro-1-methyl-2,3,4,5-tetrahydro-
1H-3-benzazepine and phentermine are provided in amounts to give a synergistic

effect in controlling weight gain in said mammal.

28. A method in accordance with claim 27, wherein the amount of (R)-8-chloro-1-
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25 34. A conposition according to any one of clains 1
to 21 for use in a nethod of decreasing food intake

wohow/omemmal . 35. A conposition accordi ng to aRgTMISE006/046654
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claims 1 to 21 for use in a nmethod of 30 inducing
satiety in a mammal. 36. A conposition according to

any one of clains 1 to 21 for use in a nethod of
controlling weight gain of a mammal. 79 WD 2006/ 071740
PCT/ US2005/ 046654 37. Use of a conposition according
to any one 0 | ai t for .the manufa [ f.a
o camortetplp S Se el S Aon TR AE b 65y v
S5HT2C di saund e thefapdutially subietfertivein amirpliihg voraglhy ganyin said mammal.
therapy. 5 38. Use of a conposition according to any
one of clainms 1 to 21 for the manufacture of a
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obesbd y O @mPdFPRbhylaxi3 O trde@RntQf o@si%ﬂiﬂ?ﬁin% h@HRinistering to a
according to any ohe of claims 1 to 21 for the .
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30. A method in accordance with claim 29, wherein the amount of (R)-8-chloro-1-
methyl-2,3,4,5-tetrahydro-1H-3-benzazepine alone and the amount of phentermine

alone are therapeutically sub-effective in decreasing food intake in said mammal.

31. A composition according to any one of claims 1 to 21 for use in a method of

treatment of the human or animal body by therapy.

32. A composition according to any one of claims 1 to 21 for use in a method of

treatment of a SHT2C disorder of the human or animal body by therapy.

33. A composition according to any one of claims 1 to 21 for use in a method of

prophylaxis or treatment of obesity of a mammal.

34, A composition according to any one of claims 1 to 21 for use in a method of

decreasing food intake of a mammal.

35. A composition according to any one of claims 1 to 21 for use in 2 method of

inducing satiety in a mammal.

36. A composition according to any one of claims 1 to 21 for use in a method of

controlling weight gain of a mammal.
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37.

38.

39.

40.

41.

Use of a composition according to any one of claims 1 to 21 for the manufacture
of a medicament for use in the propylaxis or treatment of a SHT2C disorder of the

human or animal body by therapy.

Use of a composition according to any one of claims 1 to 21 for the manufacture

of a medicament for use in the propylaxis or treatment of obesity of a mammal.

Use of a composition according to any one of claims 1 to 21 for the manufacture

of a medicament for use in a method of decreasing food intake of a mammal.

Use of a composition according to any one of claims 1 to 21 for the manufacture

of a medicament for use in a method of inducing satiety in a mammal.

Use of a composition according to any one of claims 1 to 21 for the manufacture

of a medicament for use in a method of controlling weight gain of a mammal.
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