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Obesity is a life-threatening disorder in which there is an increased risk of
15 morbidity and mortality arising from concomitant diseases such as type Il diabetes,
hypertension, stroke, cancer and gallbladder disease.

Obesity is now a major healthcare issue in the Western World and
increasingly in some third world countries. The increase in numbers of obese
people is due largely to the increasing preference for high fat content foods but

20 also, and this cah be a more important factor, the decrease in activity in most
people’s lives. In the last 10 years there has been a 30% increase in the incidence
of obesity in the USA and that about 30% of the population of the USA is now
considered obese.

Whether someone is classified as overweight or obese is generally

25 determined on the basis of their body mass index (BMI) which is calculated by
dividing body weight (kg) by height sqﬁared (mz). Thus, the units of BMI are
kg/m” and it is possible to calculate the BMI range associated with minimum
mortality in each decade of life. Overweight is defined as a BMI in the range 25-
30 kg/m?, and obesity as a BMI greater than 30 kg/m? (see TABLE below).
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obesity are cardiovascular disease (particularly hypertension), diabetes (obesity

aggravates the development of diabetes), gall bladder disease (particularly cancer)
and diseases of reproduction. Research has shown that even a modest reduction in
body weight can correspond to a significant reduction in the risk of developing

10 coronary heart disease.

There are problems however with the BMI definition in that it does not
take into account the proportion of body mass that is muscle in relation to fat
(adipose tissue). To account for this, obesity can also be defined on the basis of
body fat content: greater than 25% in males and 30% in females.

15 Obesity considerably increases the risk of developing cardiovascular diseases
as well. Coronary insufficiency, atheromatous disease, and cardiac insufficiency are
at the forefront of the cardiovascular complication induced by obesity. It is
estimated that if the entire population had an ideal weight, the risk of coronary
insufficiency would decrease by 25% and the risk of cardiac insufficiency and of

20 cerebral vascular accidents by 35%. The incidence of coronary diseases is doubled
in subjects less than 50 years of age who are 30% overweight. The diabetes patient
faces a 30% reduced lifespan. After age 45, people with diabetes are about three
times more likely than people without diabetes to have significant heart disease and

up to five times more likely to have a stroke. These findings emphasize the inter-



2 WO 03/086306 PCT/US03/11076 relations between risks factors for N DDM
and coronary heart disease and the potential value of an integrated
approach wo mles3ps eventi on of these conditions based on ta/yso@yvensi on of
obesity (Perry, 1. J., et al., BMJ 310, 560-564 (-1995)). D abetes has al so
been inplicated in the devel opnent of kidney disease, eye 5 diseases and
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with the ability Risbetesiwe alsapeendmplicaed initheidevelopmentelkidney dissdsgcevieons.
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and increasing their physical activity. 15 However many patients find this

di fficult anuexeetiveabuntoadleverghglyfthokiddeygils. nieiahgtys tsalsoaileadiien resul ts
fromthese efforts. Mst currently nmarketed products have peen unsuccessf ul
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side-effect JaQfdub&Ra. PRIy BRbeteSHaEReRcH With 1GvSMiniaE, dp&idilyen tadi rectly
acting 5-hydroxytryptam né (5-HT) 20 agoni st d-fenfluram ne (ReduxTM but

report® of degsdinddect,avhich e ferassvithrthe gbitity tosense phinradd oéntpbittessnt s led to its

wi thdrawal by .the FDA in_.1998. In addition, two. drugs ha recently been
L nahad i n SEHR IR TR e el comRiToR Fepne 8l B aE Eha:  pr cvant <

absor ption qf,di@tcaldestbP8eatii Nhi bi tion of pancreatic |ipase, and Sibutram ne
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inmportant role 1 n nu
therapy to maintain results from these efforts.

Most currently marketed products have been unsuccessful as treatments for
obesity owing to a lack of efficacy or unacceptable side-effect profiles. The most
successful drug so far was the indirectly acting 5-hydroxytryptamine (5-HT)

20 agonist d-fenfluramine (Redux™) but reports of cardiac valve defects in up to one
third of patients led to its withdrawal by the FDA in 1998.
In addition, two drugs have recently been launched in the USA and

lTM

Europe: Orlistat (Xenical ), a drug that prevents absorption of fat by the
inhibition of pancreatic lipase, and Sibutramine (Reductil™), a 5-
25 HT/noradrenaline re-uptake inhibitor. However, side effects associated with these

products may limit their long-term utility. Treatment with Xenical™

is reported to
induce gastrointestinal distress in some patients, while Sibutramine has been
associated with raised blood pressure in some patients.
Serotonin (5-HT) neurotransmission plays an important role in numerous
30 physiological processes both in health and in psychiatric disorders. 5-HT has been

implicated in the regulation of feeding behavior for some time. 5-HT appears to



30 physi ol ogi cal processes both in health and in psychiatric disorders.
5-HT has been inplicated in the regulation of feeding behavior for sone
time. 5- HWWoappsaoe to 3 WO 03/ 086306 PCT/ US03/ 11076 wor kpoy/usnsiuerag a
feeling of fullness or satiety so eating stops earlier and fewer calories
are consuned. It has been shown that a stimulatory action of 5-HT on the
5HT2C receptor plays an inportant role in the control of eating and in the
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directed to these, as we as other, inportant ends. Su ry of the
| nvent®on 2Guideptibiligs@rseizunventi on, in one aspect, relates to conpounds
represented by For k,a (I?}: R2 R2a R, : :]’:_ R6 |) wherein: .
It 1s believed that SHT,¢ may play a role in obsessive compulsive disorder,

some forms of depression, and epilepsy. Accordingly, agonists can have anti-

panic properties, and properties useful for the treatment of sexual dysfunction.

In sum, the SHT,¢ receptor is a validated and well-accepted receptor target

15 for the treatment of obesity and psychiatric disorders, and it can be seen that there

is a need for selective SHT¢ agonists which safely decrease food intake and body

weight. The present invention is directed to these, as well as other, important

ends.

Summary of the Invention

20 The present invention, in one aspect, relates to compounds represented by
Formula (I):
R, Roa
Rs
N—R;
R4
Re
M
wherein:
R,is H or C, 5 alkyl;
25 R, is C;3 alkyl, -CH,-O-C, 3 alkyl, -C(=0)-O-C, 3 alkyl, -C(=0)-NH-C,.g
alkyl, or CH,OH;
Rj. 18 H or CHs;



RlLis Hor C1_8 alkyl; 25 R2 is C1_8 alkyl, -CH2-OC1_8 al kyl,

-C(=0) -0 Cl_8 al kyl, -C( =0)-NH-C1_8 alkyl, or CH2ZOH, R2a is Hor CH3; 4 WD
03/ 086306wWB@3NRISOB/ 11076 or R2 and R2a t oget her form - CHPCTHZ03/11836 and R4
are each independently H, halogen, perhalo alkyl, (preferably CF3), CN,
OR5, SR5, NHR5, N(R5)2, aryl, or heteroaryl, wherei n said aryl can be
optionally substituted with up to two substltuents selected fromCl. 8
al kyl, hal ogen 5 and airIFoﬁydRaang@bﬁchmréﬁba@]ﬂh-,can be optl onal |y
substituted with

tit | ected,f d C1 8
al kyl; or R3 and I%fnf’ @f“h%a}"' ‘feﬁgl?%gﬂ Poi@(’g%’ \eﬁﬁfhél i ypéi grags'tnached can

forma 5- orc ENARY CU(RS),, bl of B¥eRArANOhEeRlsa arfiaah bBS 1S
i ndependent |y Zfl g aI ts Ré 1I§)2 y@? aryle, ﬁ}gterogryl ar%lo aryl al kyl ,

het er oar y| aldpjibndly qybsthaﬂeda\llﬂwp todwd sPbstiteenks sstec@d fBJnaIQ(y latkybhakpgen

phar euti cal I ahl.e sal t re provi ded
Phat - a1 rnakodSybig Kot sl derptiartBisPHitiutd S e ot 15

t hi azol e, S%ﬁ&itﬁéﬁ@ﬂﬂ&:’fﬁd@f?&ﬁﬁal%f;erﬁam'fgzﬁk derivative: (B) if R6 is other
than H, then neither R3 nor R4 can a? if RL and R2 are nethyl, and
R4 is H then R3 canncm'RacanNRR&'oogedTerN(ﬂlRB)leato(rB)toiwﬂlidhllheonatelazafdleé caet hyl ,
and R4 is H,_.the R3 cannot . be azole bstituted i mdazole, or an
i m dazol e ddPTMacr 9&S- eféfte{ol"y INgGig élzioﬂ? met hyl then R2 cannot

embodi ment 5. of ' the co a%%"ﬁ%%%qéﬁéa’eﬁ‘i‘%ﬁﬁ‘éﬂ?r R s S
R3 anth R6 araeylhikghteteangalkgtdryperhatdatkyl;Rhdcannot be a 25 chlorine atom
Rg is H or C;_g alkyl; or a pharmaceutically acceptable salt, solvate
or hydrate thereof
provided that:
(A) if R; is methyl and R, and R; are both H, then R4 is not
15 thiazole, substituted thiazole or a thiazole derivative:
(B) if Rg is other than H, then neither R3 nor R4 can be H;
(C) if R, and R; are methyl, and R, is H, then R3 cannot be NHR
or N(Rs)y;
(D) if R, and R; are methyl, and R4 is H, then R3 cannot be
20 imidazole, substituted imidazole, or an imidazole derivative; and
(E) if R3is OH, and R, is methyl then R; cannot be cyclopentyl,
-CH,-cyclohexyl, cyclopropylmethyl, or cyclohexyl.
In some embodiments of the compounds and methods of the
invention, when R, Ry, R; and R¢ are H and R; is methyl, then R4 cannot be a
25 chlorine atom.
In other embodiments of the compounds and methods of the
invention, when R, Rz,, R3 and R¢ are H and R; is methyl, then R4 can be a
chlorine atom.
In some alternate embodiments of the compounds of Formula (I), if R4 is

30 ORs, then R, cannot be alkyl.



I n other enmbodi nents of the conpounds and nethods of the invention, when
Rl, R2a, R3 and R6 are Hand R2 is nethyl, then R4 can be a chlorine atom
| n sone avoesnses enbodi nents of the corrpounds of For nul arCirjusos/fioR4 is 30
OR5, then R2 cannot be alkyl. 5 WD 03/086306 PCT/US03/11076 In sone

enbodi ments of the conpounds of Fornmula (I), RL is H In sone enbodinents
of the conpounds of Fornmula (I), RL is Cl1L 8 alkyl. In sone enbodinents of
t he conpounds of Iﬁ(sommlemb()ﬂl)nenmof the patypoinds pHF gromda (Ihrihodﬁrﬂntsemef t he

conpounds of Fornul a 0 d| ments of the
conpounds of SMERPAHFNS é’ﬁl%‘e c?@p?‘énd%f% ETY‘PJ%S lEl érﬁg(y nts of the
conpounds of S 0 s of the
co%ounds of enllr;l%:d% %H‘e Cg@%p{)? et E?Xhulh@lgo}?remenegﬂygl %ﬁegﬁgé of the

conpounds ofenﬂmdrméras ()ﬂth¢ c&ﬁpomdssxﬁﬁbnmylh(l)m, smnjﬁopylbodl rrents of the
conpounds of Formula (1), R2 and R2a together form -CH2- -. 10 In sone

embodi frent s of t HE seBRsEbAGEeSts ¢dhaeampqungs ofBormulyd), dﬁe‘ﬁ Cl +AkYsone

enbodi nent s Qf e sone

enbodi nent s Ig %Egméggﬂ%gn % @gécmﬁid?% %rmu%(l %{ ?%)"%m €. InI 40%

enbodi nent s @ﬁbddhﬁerﬁ@ama de&p@ﬁndﬁ@lfﬁbhﬂulé W), RIS ettsyli Dkione: enhﬁbdsxaafﬁs

enbodi nents of the conpounds of Formula (), R3 is perhaloalkyl. In sonme 15

embodi ment s dfthg epmpaspBoeinismwla (@ Bmis wopropyl. A spre ebodimentssiféhenbodi ment s

f th d | h
ip o two nevEpultes BB phTROBPTIECH IFie ambooi ments, Fa s
a radigal  deriveg sbheRmbBiinRine ot the I:diﬁﬁdﬁﬁhs opwrhﬁha/ D), TN B9 A, 18r

i mdazolyl. In some enbodi ments of the conpounds of Formula (T), R4 is
per hal oal kylsomemblodlrs@meoﬁhbodnpmmds op Fotninda o cbloriot. Fosomd a (1), R4

is CF3. | t f th f F 1), R4 is -OR5.
o oo 1 SoIReTRec Rent .S KNS pcamiods Bl RIS () B s 05,
some _enbod ﬁn&‘fts&ﬂﬁg{e%@’ﬂgm%fﬁmﬁ? Im@llad(ln%?ﬁn's%n%et hyl or ailyl.

In sone nbodi ment s of onpounds o R4 1s a 5-nenbered
het er oar yI embodiments of the compounds of Formula (I), R is perhaloalkyl. In some

15 embodiments of the compounds of Formula (I), R3 is CF;. In some embodiments
of the compounds of Formula (I), R; is a S-membered heteroaryl ring having up to
two heteroatoms selected from O, N and S. In some embodiments, R is a radical
derived from thiophenyl, furanyl, pyrrolyl, pyrazolyl or imidazolyl.

In some embodiments of the compounds of Formula (I), R4 is perhaloalkyl.

20 In some embodiments of the compounds of Formula (I), R4 is CF3. In some
embodiments of the compounds of Formula (I), R4 is —ORs. In some
embodiments Rs is methyl, ethyl, n-propyl, isopropyl or allyl. In some
embodiments of the compounds of Formula (I), Rs is methyl or allyl. In some
embodiments of the compounds of Formula (I), R4 is a 5S-membered heteroaryl

25 ring having up to two heteroatoms selected from O, N and S, and up to two
substituents selected from halogen and C, g alkyl. In some embodiments, R4 is a
radical derived from thiophenyl, furanyl, pyrrolyl, pyrazolyl or imidazolyl, which
can optionally be mono- or di-substituted selected from halogen or methyl. In
some embodiments of the compounds of Formula (I), R4 is phenyl optionally

30 substituted with up to two substituents selected from C,_g alkyl, halogen, and



25 ring having up to two heteroatons selected fromO, Nand S, and up to
two substituents selected fromhal ogen and C1_8 alkyl. In sone

enbodi merwe,03B4630e a radical derived fromthiophenyl, fumramuses/pyre ol yl,
pyrazolyl or imdazolyl, which can optionally be nono- or di-substituted
sel ected from hal ogen or nethyl. In sonme enbodi nents of the conpounds of
Formula (1), R4 is phenyl optionally 30 substituted with up to two

subst i t uent sallselyedt seiné emhoditestsaif khyd conipmiuodresf, Famadla @), ROa0BRe 84806

PCT/ US03/ 11076 akkoxy B{ﬁ@ﬁﬁ enbodi nents of the conmpounds of Formul a
(1), R3 and p&thepfam _pc’)é 3 Parm - O CHEC(CHB) -. In some embodi nents of

the conpounds of IE%BW'eﬂlg()&i)menEﬁ)fitﬁe ﬁg})&gﬁﬁs @Pﬁomﬁ?a hzol@ i3 %%I gein R5is

Cl 8 alkyl. In sonme enbodi nents of t conmpounds o rmul a , R31is

chlorine andRfA4 is -OR5 wherein R5 is C1_8 alkyl. In sonme enbodi nents of

t he conpounds_of Forrmula (), is bromne and R4 is -OR5 erein R5 is
Cl_8 alkyl. ﬂﬁss‘tsbféel@r?ﬁdaf?mﬂkgg dr S?mse%@am&so dhe WWQS%] ), R3is

i odi ne and i Sq.- I j 5. ChnS S e ivents of the
10 corrpound%?ﬁko%%@?{lﬁ&@%i%%ﬁgﬁgégﬁkﬁ%}{hlfr?'é?% tl'hg()é);)g{ﬁ sone
enbodi ment s eaiboditerto oibe ROSpoinds of Fuinaulf (), RIS bréminglaad®) ierORR4 i S
allyloxy. In sone enbodi nents of the conpounds of Fornula (I R3 is H and

R4 is a 5-neksriaRsieCes alkyly (Inspme embodimentspfithe %W%@d%%%&r@?ﬁ%a dbl ect ed

al eyl " or s R e bOORIRARHATES LR Ml LSRR st Ay G nd <

subst {¢ uent &o&@bﬁﬁdﬁifﬁoﬁ*ﬁﬁla@),&;@dﬁ@l’d%en afalRQgemethary B dogwy. | n sone
enbodi ments of the conpounds of Forrmula (1), R3is Hand R4 is a

di subst i t ut esnhedimentspethe compawtdalop Feumwe (DuReig helesay rnd Rpisgditoxsuch
SR BT TOVE SR VTS SR
of Formula (d9-mefbetedl }Q%ﬁoawlmnlgmmgﬁlm@dwm@wommé Yeeg@rpoHsiN of Fornul a
(I'), RBis ORB wherein R5 is CI_ 8 alkyl. In some enbodi nents of the
conpounds ofanB&; and ap {d fwo MBstityerORE:ledtest fpm halogen and C .5 alkyl, or Ry is
15 phenyl optionally substituted with up to two substituents selected from C,_g alkyl,
halogen, and alkoxy.
In some embodiments of the compounds of Formula (I), R; is H and R, is
a disubstituted pyrrazole or monohalo-substituted phenyl. In some such
embodiments of the compounds of Formula (I), the substitutents of the pyrrazole
20 are bromine and methyl.
In some embodiments of the compounds of Formula (I), R3 is ORs. In
some embodiments of the compounds of Formula (I), R3 is OR5 wherein R5 is C.3
alkyl. In some embodiments of the compounds of Formula (I), R3 is ORs wherein
Rs is aryl. In some embodiments of the compounds of Formula (I), R3 is OR;
25 wherein Rs is heteroaryl. In some embodiments of the compounds of Formula (1),
Rj; is OR;s wherein Rs is arylalkyl. In some embodiments of the compounds of
Formula (I), R3 is OR5 wherein Rs is arylmethyl. In some embodiments of the
compounds of Formula (I), R3 is ORs wherein Rs is heteroarylalkyl. In some
embodiments of the compounds of Formula (I), R3 is ORs wherein Rs is

30 heteroarylmethyl. In some embodiments of the compounds of Formula (I), R; is



R5 is aryl. In some enbodi nents of the compounds of Fornula (1), R3 is ORS
25 wherein R5 is heteroaryl. In sone enbodi nents of the conpounds of

Formul a (Wp,03/088306 s ORS wherein R5 is arylalkyl. In sone edragosents of the
conpounds of Formula (1), R3is ORS wherein R5 is arylnmethyl. In sone
enbodi mrents of the conmpounds of Fornula (1), R3 is ORS wherein RS is
heteroaryl al kyl. I'n some enbodi ments of the compounds of Fornula (I), R3
is ORS wher dPRs Wherei leaos herheloakkyl | Imsphpglembodinsenteofdhd ceinpaimds obf  t he
conpounds of_ For WD 03/ 086306 PCT/US03/11076 OR5 wherein
R5 is perhaﬁBEWRG%E %gﬁé“@ Hﬂgﬁgﬁpg ‘of the conpounds of Fornula (1),
R3 is ORS “here'ﬁn@@nk%nﬁb&ﬁkmmkﬁkEQ&ﬁnﬁﬂﬁﬁgbﬁﬁﬁﬁﬁl :the conmpounds of
Formula (I): R2 is methyl, ethyl, isopropyl, or ; or R2 and R2a taken
5 toget her form - CH2- G4ds meR@/L,iethyl, iséyabmd cor, Cld1ORy; (Bkﬁmmﬂé%zedlkhet eroaryl
ring having up fo two oatons selected fromO, Nand S, and up to two
substlfuent éogeé]i‘eécf?’@ﬂ @?bhﬁ;hal ogen and G _8 alkyl; R4 is H, alkoxy, a
5-menber ed heteroaryl ;00 RAYEAI o shflerh¥Bed Reth8hST AAL AIMnS6h BELRA from O,
N and S and up to two §ﬂ€sf?tu%%?g selé%tedefr%nll%a g%en g% Cl1_8 al kyl,

or phenyl oﬂtetanombmysdemaifromt@d\lmdﬂ amdl upcto ttwo sehsbisitentsuselered fiomt ect ed from
Cl 8 al kyl, Io en dl;i]l koxy; or R3 and R4 taken together form

- O CH=C( CHS) ao%&ﬂ&“‘i—?@'ﬁ% met hyl ; or a pharmaceutically acceptable

of Formula (1): A EBbRL3 mﬁﬁ@@d.‘%ﬁ%@ FERIERG, R and oo

t akenl10 t ogetheesrodtomssel €dtiRl f£6iR-0, NRanci S aathiptta tvey substivoemte selected fromne; 20 R4

i s al kox and R6 is H or nmethyl; or har maceutically acceptable salt,
sol vat e gr Wﬁﬁ Eneplkys or phenyl optlonalpy substituted with up Yo two su st?tuents

selected from C g alkyl, halogen, and alkoxy;
or R; and R, taken together form -O-CH=C(CH3)-; and
Rg 1s H or methyl; or a pharmaceutically acceptable salt, solvate or
15 hydrate thereof.
In some embodiments of the compounds of Formula (I):
R; is methyl, ethyl, isopropyl, or CH,OH; or R; and R, taken
together form -CH,-CH;-;

R; is chlorine, bromine, or iodine;

20 R4 1is alkoxy; and
Re is H or methyl; or a pharmaceutically acceptable salt, solvate or
hydrate thereof.
In some embodiments of the compounds of Formula (I):
R, is H;
25 R; is methyl;

R3is H, chlorine, bromine, or thiophene;

R4 s alkoxy, pyrrazoly-3-yl or phenyl wherein said
pyrrazole optionally has up to two substituents selected from
halogen and C, g alkyl, and said phenyl optionally has a single

30 halogen substitutent; and



I n sone enbodi nents of the conpounds of Formula (I): R is H 25 R2 is

nmethyl; R3 is H chlorine, brom ne, or thiophene; R4 is al koxy,

pyrrazol yw8-oghsa3o6 phenyl wherein said pyrrazol e optional PgTh®ses3/up7d o two

substituents selected from hal ogen and C1_8 al kyl, and said phenyl
optionally has a single 30 haI ogen substitutent; and 8 WO 03/ 086306

PCT/ US03/ 11076 R6 is H, or Ehar maceuti cal | ﬁ accept able salt, solvate or

hydrate thereof. In some erboditnene shamaceiicelyrpensniableshltroivatd et (1),
conmpound is a rrerrber of thg,l %rgup consi sting of.

8- Brono- 7- hydroxy | - 5 tetrahydro- 1H 3- benzazepi ne;
7-Al'l yl oxy- 8- brong sbm@'%HMSHm?en?s Sk the é(ﬁﬁﬁ(ﬁiﬂMgBPFoﬂﬂihﬁgl@QH@é&ﬁlﬁﬂdﬁﬁas a
7- Benzyl oxy- 8- brono-| - net hyl -2, 3, 4, 5-tetrahydro-1 H benzazepi ne;
8- Br ono- 7- etmgnlyer 0If thmhlybe@lssngOB&Btomm?demkHl -Bethyh2.346pi ne;

t he

ﬁl:ggp I-7 ISO #93[ tgél‘ﬁlp-il}z?é?héfy?‘gy%'ha ‘?ig?éﬁg_{)af%ﬁ% ?é"@l%ngazepl ne;

7- Hydr oxy 101f&3t&ﬂ,9azebmem13@ﬂiy1&c Bromd-eih AN 92 5-kkranjagn1azepi ne;
7- Al |yl oxy-8-iodo- | - , 4, 5-t et rahydro-1H 3- bénzazepi ne;

3, 5- Di net hylbeﬁzﬁz,eﬁmg $-Btrwrah-37d&tb3x5’l+ nibtl[yké 374, ézaratlydﬂoafféﬁtlmnEMGnm?,

7Nt KLQ% Bt T dsqrre Ry o2 4 s A ez B e g ne:
8- Cyano- 7- me§ Boxys-7 Ime't]‘f@ér Ve }nealyg 23, 4_25 tt&f;ah?(!mﬂdlrf?3 bbb 3epRBZRISRIAG: 15

8-brono- | -cyclopropyl met hoxy- , 4,5 tetrahydro-1 H 3-bénzazepi ne;
bronoi0| - hy&icdrylmeethyl-2,3; mdmhydra I:H v. B b@nlaebmab;yﬂmiytbxm&obeﬂzazepl ne;

P e R R S AR SR R R L R

L4 Do, SR e s a0 g poraaneire
7- Al |yl oxy- 8}fle€11mza12,e;4md;| Ternl)dxy-lznﬁt}ﬁl B-(2 ehicayly-a13c4, b-tetraBytireriZ&3epi ne;
7-(2-Methyl bzetlléapz%{)l?léofli C:-)’)/ar)l/ol- -methoxy- Iy-methyl 2,3,4,5-tetrahydro-1H-3-benzazepine;

15 8-bromo-1-cyclopropyl-7-methoxy-2,3,4,5-tetrahydro-1 H-3-benzazepine; §-
bromo-1-hydroxymethyl-7-methoxy-2,3,4,5-tetrahydro-1 H-3-benzazepine; 8-
Bromo-1-isopropyl-7-methoxy-2,3,4,5-tetrahydro-1H-3-benzazepine; 8-Bromo-7-
hydroxy-1-isopropyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 7-Allyloxy-8-bromo-
1-isopropyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine; 8-Bromo-7-methoxy-1,4-

20 dimethyl-2,3,4,5-tetrahydro-1 H-3-benzazepine; 7-Allyloxy-8-bromo-1,4-dimethyl-
2,3,4,5-tetrahydro-1H-3-benzazepine; 7-(2-Methyl-2 H-pyrazol-3-yl)-1-methyl-
2,3,4,5-tetrahydro-1H-3-benzazepine; 7-(4-Bromo-2-methyl-2 H-pyrazol-3-yl)-1-
methyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 7-(3-Chlorophenyl)-1-methyl-
2,3,4,5-tetrahydro-1H-3-benzazepine; 7-(2-Chlorophenyl)-1-methyl-2,3,4,5-

25 tetrahydro-1H-3-benzazepine; 8-Chloro-1-hydroxy-2,3,4,5-tetrahydro-1H-3-
benzazepine; 8-Bromo-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 8-Fluoro-
1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 7-Fluoro-1-methyl-2,3,4,5-
tetrahydro- 1 H-3-benzazepine; 7,8-Dichloro-1-methyl-2,3,4,5-tetrahydro-1H-3-
benzazepine; N-Methyl-8-chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine;

30 1-Methyl-7-trifluoromethoxy-2,3,4,5-tetrahydro-1 H-3-benzazepine; 8-lodo-1-
methyl-7-trifluoromethoxy-2,3,4,5-tetrahydro- 1 H-3-benzazepine; N-Propyl-8-



2,3,4,5-tetrahydro- | H 3-benzazepi ne;
7- (4-Brono- 2- net hyl - 2H pyrazol - 3-yl ) - 1-
met hyl - 2, Wo43bsd3eé r ahydr o- | H- - 3- benzazepi ne; 7-(3- Chl or opremyisps/itnet hyl -
3,4,5-tetrahydro-1 H 3-benzazepi ne; 7-(2-Chlorophenyl)-1-nmethyl-2,3,4,5
e

trahydro-1 H - 3- benzazepi ne;

2
25 t

8- Chl oro-1-hydroxy-2, 3,4, 5-tetrahydro-| H-3- benzazepi ne;

8- Br ono- | - né@@fgr7nzethow-5meéh>fl~3mgﬁetrqhyd@ Hénizbepapicpme; BEISrigdo-7-

1- net hyl - r I | -2,3,4,5-
t et r ahydr o- %@5&% ﬁgégfmleq{aﬂyd]r# 1743 %@%Qgﬁgé n7e€3 Meﬁlo%%]’%ﬂl’l) 1@%&%’1

7, 8- Di chl Or(234r59tteﬁaﬂyd2o $Hda-5eﬁzeze'pah:ydr(gﬁLdT&]u&npm@nalzﬁmnyez3 4,5-
N-I\/Ethyl-8 chloro-I-methyl -2, 3,4,5-tetrahydro-1 H - 3benzaze|ne 30

1- Met hyl - tteqrqhydwbﬁérb@zyzezn@;Z(%ilu@fqpaww}&rﬁhhqro bmgthvlazapisne; 8- 1 odo- 1-

PP A, et PRt P op o

5-tetrahydr Qetrdhyhir&meﬁmmpn%, 743 HiritdorBnétRdphefryl)- 1-methyl-2,3 4 5-
met hoxy 2,3,4,5- tetra'i/dro 1 H 3-benzazepi ne; 7-(3-Met hox?/ghengll) 1- net hyl -

4,5-t et rtatm}wdm-h @arﬁéma@eh(ﬁg r1ﬂuoromethylphenyl) 1-methy

d|f| h d e zepi ne;
uorop 9’?50' C e&zgquy %l@l Orgpllfngf)g% hlyl #u’?- te‘?Iéllﬁ)éldargenzazepl ne;
i | uorrnaBichydZep@eydnd- slbmiohyheam& 1-V ShétRdidZ, 94 eBakRi@aZ EPI NE;

i fluoronet hylzpﬁﬁnil ) - 1-met hyl - 2, Syﬁegr-y tet rahydro 1H Sabenzazepl ne;

[

fl ud&bﬁréxenyazm@ﬁwr)&pbamqwucazly:acerp&blq salty schyate or Nydrt8- benzazepi ne;
IorOﬁEen )- | -nmethyl-2,3,4,5-tetrahydro- |H 3-benzazepi ne; and
8-brono-1 - mB¥Rdxynet hyl - 7- msthoxy 2,3,4,5-tetrahydro 10 | H 3- benzazepi ne;
or a pharmaceuti qglsbefbBRERRACOIIR @omﬁﬂnﬁ@&f«‘F&fnu‘Wﬁ} Qﬁ@corﬁﬂ!ﬁhﬁ‘i’d‘a In sone
enbodi ments of the conpounds of Formula (1), the conpound is menber of

t he group consnbftrlqﬁ@w)gmmm@satmg 3. i$eBomoy 7imeatizixyy) H@t18’1235ﬂ~5-

tetrahydro | H - 3-be epi ne; ro7 y

et byl 2 3 HrDHRE ] G B GG R ey 23 ey
| - met hyl - 2 31fﬁ3%ehf’:ﬁ'é{)1lﬂ¥(@' -f5dol7- H‘eﬁlox?qfﬁ@%?}pﬁ RG,5- taetrhydro 1H-3-
I\I-I\/Ethyl-8-brorm-7-rre hoxy- - et hy 5-tetrahydro-1 H 3-
benzazepi ne;bedzdzepimo; N+Methylh&br07n0¥%{nhmlxqaeﬁl -Bethyb-213e4, b-a¢tyadiy dro- 11./1-3-

: g B:Q;:;:&eﬂgze@npo ?égo ll_e(:f‘ltlyq%l methoxt B%XL}/ 5 %etr%hi}drg ltl-? tB-rbaelq a%relg)m%

et hyl - 7- met g rofo-3:ethy?-7LALHBRY. 8B, §-FtraRly BB NZAZ SRh AR epifie;RIdagAy - 1- et hyl -
ethyl-7-methoxy-2,3,4,5-tetrahydro-1H-3-benzazepine; 7-Methoxy-1-methyl-8-

2,3,
7(26

7-(2-fl

7-(2-Tri
7-(3-Tri
7-(4-10i
8-(2-Ch

20 trifluoromethyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine; and 7-Methoxy-1-methyl-8-
pentafluoroethyl-2,3,4,5-tetrahydro-1 H-3-benzazepine; or a pharmaceutically
acceptable salt, solvate or hydrate thereof.

In some embodiments of the compounds of Formula (I), the compound is a
member of the group consisting of: 8-Chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-

25 benzazepine; 8-Bromo-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 8-Iodo-1-
methyl-2,3.4,5-tetrahydro-1 H-3-benzazepine; 8-Trifluoromethyl-1-methyl-2,3,4,5-
tetrahydro- 1 H-3-benzazepine; 8-Trifluoromethyl-1-ethyl-2,3.4,5-tetrahydro-1H-3-
benzazepine; 8-Chloro-1-ethyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 8-Bromo-1-
ethyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 8-lodo-1-ethyl-2,3,4,5-tetrahydro-1H-

30 3-benzazepine; 7,8-Dichloro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 7,8-
Dichloro-1-ethyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 8-Chloro-7-fluoro-1-

10



20 trifluoronethyl-2,3,4,5-tetrahydro-IH -3-benzazepi ne; and

7- Met hoxy- | - net hyl - 8-

pent af | uowoeBlgdse, 3, 4, 5-t et rahydr o- | H - 3- benzazepi ne; or PaT/US03/11076
pharmaceutically acceptable salt, solvate or hydrate thereof. In sone
enbodi ments of the conpounds of Fornmula (I), the conmpound is a nenber of
the group consisting of. 8-Chloro-1-nmethyl-2,3,4,5-tetrahydro-1H-3- 25
benzazepi ne;methBrdad.3-tetralysdyo-14-3-banzmzening: ang drehleng- 7-8upwnl-gthabi ne;

o171 71 wor or gt e fREBgUaEgle o FoRERPSARRUT eccpable sl

8-Tri f 1 uor ong@livhyd or Hydeiltdnheredf.3, 4, 5-tetrahydro- | H 3- benzazepi ne;
8-Chloro-I-ethyl-2,3,4,5-tetrahydro-|H 3-benzazepi ne; 8-Brono-| -

et hyl - 2, 3, 4, 5- t et Fhgrrerest npent@nindso prowigeseompositions comprising one or more
8-lodozl -ethyl -2 4 H:tetrahydro; |l H 30 3-benzazepi ne;

7 5D hi or comimupdsr et BVRINT R0 oid oo PRAREEMAGY acceptable o

Di chl or o- 1- edabydrs.2, 3, 4, 5-tetrahydro-| H - 3- benzazepi ne; 8- Chl oro-7-fl uoro-|
10 WO 03/ 086306 PCT/ US03/11076 nethyl-2,3,4,5-tetrahydro-1

H 3- benzazepi ne; Himpreseghingersionfprtherpsovides methgds of modulating a SHT2c

2,3,4,5-tetrahydro-| H-3-benzazepi ne; or a pharmaceutical,l y.,.acceptabl e
Shit, sl var bR o R B ATt SR Fiso el P RBERE ALY YORIFED! des
CONMpPOosI t 1 ONSHEQRP BT § LoipAUHa d?"comgbﬁtio@of?tﬁ%%ﬂd&mOlﬁreféﬂzﬁ)ly,%\iﬁnt' on, and one
or nore pharnmaceutically accg&aa le carriers. The present invention

furt héd prowodeundisradgonist il eeépher- a SHT2C receptor conprising
contacting said r,@?e tor, w trﬂ. a fﬁaﬁr macegt i ca#ll cy %f f e(i_tglllve anount of a
conpound or conposit PRI VPO, THURH RIS H CPPENRTbINOPYETY Y0 conpound i's
an agoni st afeatdéfl of ARERIA of tHOEenaPSENbusl SH¥EME Hﬁﬂaéel%ttﬁ’teéenﬁﬁlov' des net hods
of prophylaxis or treatnent of disorders of t he central nervous system
damage to t hercentsysaém; credivvassulesydisendersggastiomnexstinall dagordiirs;aliabetes ;
gastroi ntest.i nal, disqr rier s; diabetes insi.pidus, and. s|ee ea, conpri si ng
admi ni st er | iPEUE BACICER AP RERH DS AABOHS G fosphiieRtaesf S REA rent  an
effecisve d%@ﬂlﬂfla)&s SOPRAHAH aRTerfebiBvd ID4EDE A Qélndpddhdﬁﬁ' ik Bpaadhment s, the
di sorders of the central nervous systeminclude depression, atypical
depr essi on, bi pollarsogiesorbddinggntsathe disordets sHthderstral mbsess system include
depression, atypical depression, bipolar disorders, anxiety disorders, obsessive-
compulsive disorders, social phobias or panic states, sleep disorders, sexual
dysfunction, psychoses, schizophrenia, migrane and other conditions associated
20 with cephalic pain or other pain, raised intracranial pressure, epilepsy, personality
disorders, age-related behavioral disorders, behavioral disorders associated with
dementia, organic mental disorders, mental disorders in childhood, aggressivity,
age-related mental disorders, chronic fatigue syndrome, drug and alcohol
addiction, obesity, bulimia, anorexia nervosa and premenstrual tension. In some
25 embodiments, the disorders of the central nervous system is obesity.
In some embodiments, the damage to the central nervous system is by
trauma, stroke, neurodegenerative diseases or toxic or infective CNS diseases,
including encephalitis and meningitis.
In some embodiments, the cardiovascular disorder thrombosis. In further

30 embodiments, the gastrointestinal disorder is dysfunction of gastrointestinal

motility.
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conpul sive di sorders, social phobias or panic states, sleep disorders,
sexual dysfunction, psychoses, schizophrenia, m grane and other conditions
associ at e0208/08d3061 cephal i c pain or other pain, raised intcaarsasimbe
pressure, epilepsy, personality disorders, age-related behavioral

di sorders, behavioral disorders associated with denmentia, organic nental
di sorders, nental disorders in childhood, aggressivity, age-related nental
di sorders, chronilhefpagsentiaveniioddonker parvidesanethedscdivistreasinl todomtakobesi ty,
bulim a, anorfexi a nervosa and dﬁr{en%nst?ual. tension..ln SQne 25

enbodi ment s,°! A RN GOFIFIS g AdHIISIELRE fo,taid, ma aphardetiicallesity. In
some enbodi gREBve dniSuind8fReSmpSuridng CGﬁ?Bﬁﬁbn beth¥Quenfiyst emis by trauma,
stroke, neurodegenerative diseases or toxic or infective CNS diseases,

i ncl udi ng encephdlhetpreseatridversionfgithdr providesgnethodsfonidueing satiety e a

cardi oyvascul ar _disorder.thronmbosis. In.further 0 enbodi nen .the

ety oY B0 Cu e it YRR R 16 fhid T @ o EG TR ol  y. 11

WO 03/ 086306nfmh{ MPIHrAiAG or EBBpHiESESHthé INeAGdLPN further provides methods
t I Vet

of decreasing food intake of a manmal conprising admnistering to said
mammal a phar nacdibeipresehtyinveftiondhither psodestmethods denploelhdg erighbgposi ti on of
the invention. The present.invention further provi des nethods of inducing
satiety in &8 ARG COPBMsIEARYM DG e malpmmel s Shpaaceuically o

phar maceut i GadelitveSirh ik bY £ cotPBHAlor@bmBo SRS EOLAE ifenfGHTPOSI ti on of the

i nvention. The present invention further provides nethods of controlling
wei ght0 gain of &hegpmeseht inverpondirtier pdovidésshahodspfitzagag dbasaymal a
pharmaceutically . effective anount, of. a c(ggpou d or conpﬁsi tion of the

i nvent i on. FOMPHENGALRRECTIRg A PASient ineRL P! BieB Jieakrenhe Phugecaticaleat i ng
obesi ty  COMLLN AR SLBRAIA dr QoMpBAIbEDE hk AIFRSh.0T such treatment a

pharmaceutically effective a conpound or conposition of the
invention. |n soriesenbenbodintents, saneofithe fdregdiog egdiodg ofrichmdtstiof t he
Subj ect _bei A HERROBE hageRBRREaty g arubich HARYIC BrmEah Rk fuat ght
gain,  or tr %@Eﬂeﬁ'ﬂngﬁ%ﬁiiﬁtﬁke,%%&iiﬂg %lgﬂt gain, or treating obesity, wherein said
identifying step is performed prior to administering to said subject said
pharmaceutically effective amount of said compound or composition of the
invention.
One aspect of the present invention pertains to a compound of Formula (I)
20 for use in a method of treatment of the human or animal body by therapy.
One aspect of the present invention pertains to a compound of Formula (I)
for use in a method of prophylaxis or treatment of disorders of the central nervous
system;-damage to the central nervous system; cardiovascular disorders;
gastrointestinal disorders; diabetes insipidus, and sleep apnea. In some
25 embodiments the disorders of the central nervous system are selected the group
consisting of depression, atypical depression, bipolar disorders, anxiety disorders,
obsessive-compulsive disorders, social phobias or panic states, sleep disorders,
sexual dysfunction, psychoses, schizophrenia, migraine and other conditions
associated with cephalic pain or other pain, raised intracranial pressure, epilepsy,
30 personality disorders, age-related behavioral disorders, behavioral disorders

associated with dementia, organic mental disorders, mental disorders in childhood,

12



identifying step is performed prior to admnistering to said subject said
phar maceutically effective anount of said conpound or conposition of the

i nvent i orwo@aes@aspect of the present invention pertains teca/usosrpoond of
Formula (I) 20 for use in a nethod of treatnent of the human or ani nal
body by therapy. One aspect of the present invention pertains to a conpound
of Formula (1) for use in a nmethod of prophylaxis or treatnent of

di sorders ofaggwéswg@maggrelﬁéc} pemery dijandens c}aamé@gus Sﬂﬁko@érﬁmaﬁnﬁer vous

system car i aaPel Aop bRt Bl IBRLLALNLESE LORbe HRGRER R0l 3P oS

i nsi pi dus, enbodi rrent I'sor "Of the

central ner\g@m@ eﬁmamn@g@eagbﬁm Bbblekiey. group consi sting of depression,
atypi cal depression, bipolar disorders, anxiety disorders,

obsessi ve- corrpul SInecaspieat F thepeesertgaventiopmspias twoe ccpmmlmdsntfipésulaél)eep

di sorders, ual dysfu ses,. ChIZO hr.eni ragi ne and
ot her condl t'f o gmagggagé.llr%? e%mﬁhgﬁm%régﬁ ‘I’%ec,!rl |H{O a’S? Re &éaﬁlgl ’%O%Jr aised
i ntracrani aldifr@gsof @e ceittal 8BS Yus séf@teﬂﬁ qamage iotthe BériAl H&Veus F9@nT el at ed
behavi oral disorders, behavioral disorders associated wth dementi a,

organi ¢ rrentcatdlwasaﬂ@rei@rdmr&astlrmd'iestmaéléxsgrdens, diabeighvsipidusiandirep3/ 086306
PCT/ US03/ 11076 %ress%%i 15%5‘“' gﬁqg n¥ ﬁl sorderst chronic fatigue
syndr one, : draBﬁeaaﬂg ORF EBRETEY ?filgﬂr e% BUPTHTS SYSHBSi a nervosa
and prenenstsepaled HRNEb@NeonsRting O EeppERPH! 5@5\&@1 deb%sﬂbﬁwalstﬂar disor@kgsity. One

aspect of the present invention pertains to a conpound of Formula (1) 5
for tHe manurhaxctmlsordérs,aphsmswcmmmISﬁmdlwéem,rsophéplmbmqmra;wms statest r eat nent

of disorders of,.t centr VOUS Ssyste e.to.the central nervous
System " carlieBieafira o LorBElon iR b TR A BRG] o ber es

i nsi pi dus, %Bgdlﬁbﬁse&soéﬂ@&@ithlc@pﬁa@i aﬁm”@%%@ﬁﬁréﬁ@ iR R PAHA pesRhirel e
central nervous systemare selected the group consisting of depression,

atypi cal de r@pés;syop\:rsdmabtyl digordtirs ageeelated behaym(a]edlyordq:rs,drehewsral

obsessi ve- coy; sive di sorder sqoci al phobi a anlc S .Sl eep
di sor der . P R Gres Bt TeRl JayHPe IS GTAERE and. ot her

condi {4 ons %ﬁﬁ?’l?dpsy Sbridshity C{g@ aheﬁrﬂéh&y%so?&é?@rch%knfan $fadrdnfld r acr ani al

pressure, epl per sohal’ sorders, age-related behavi oral
di sorders, hielgandolathol addiction, obesny, bulimia, anorexia nervosa and premenstrual

tension. In some embodiments the disorder is obesity.
In some embodiments, the invention provides methods for alleviation of a
symptom of any of the diseases, conditions or disorders mentioned herein.

20 Applicants reserve the right to exclude any one or more of the compounds
from any of the embodiments of the invention. Applicant additionally reserves the
right to exclude any disorder from any of the embodiments of the invention.
Brief Description of the Figures

Figures 1A-1G illustrate the effects of seven different compounds of the

25 invention on food intake in food-deprived rats.

Detailed Description of the Invention

The present invention relates to SHT,¢ receptor agonist compounds,
methods of modulating SHT,c receptors by contacting the receptors with one or
more compounds of the invention. The present invention also relates to methods

30 of decreasing food intake, controlling weight gain, or treating obesity, using

compounds of the invention.
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di sorders associated with denentia, organic nental disorders, nental

di sorders in 15 chil dhood, aggressivity, age-related nenory disorders,
chroni c fwoiogug3se/ndrone, drug and al cohol addiction, obesirtugps/bobrd m a,
anorexi a nervosa and prenenstrual tension. In some enbodi nents the

di sorder is obesity. In sone enbodi nents, the invention provides nethods
for alleviation of a synptom of any of the diseases, conditions or

di sorders nenti oney terar eamagopist Appinfended © mexdpoistieigat Gogetitivelgxcl ude any
one or nore .of conpaou fromany of. t mbodinent s, of the invention.
ropl 1 cant. adid e PP AT e s M hedies 1 ERRRRa kG Hendifder T rom any
of the enbod'émnyt, ButGfhiti@o hotRAYV AR The iBtrh@filulde sespbiNelififiaRll bylke &tBEr es
Figures 1A-1Gillustrate the effects of seven different congounds of the
25 i nvent i orforn of thededeptoakandican thesebydahibit vkalintragadlulapsesponsed bpegernistpt i on of

conpounds,  Taenah BB R Rt e b R B B e g
receptors WihhedbReRe of BR hEOIER Wﬁmﬁa%%isi.hﬁs LEBdaRdifNthe 1@ ‘RigBARN
invention also relates to nmethods 30 of decreasing food intake, controlling
wei ght gai n,is ortertdeé &t inngn wioeties that ativaty the mtnocrliwdle refponseewhentbey i on. 13 WO

03/ 086306 PCT/ |US03/ 11076 The t »ant ist" is i ded .t
moi et o5t hAMEBREIEeET G 0 MG PAP RO P e BLpEBPrades- hahs oo of Breas
agoni sts (f Qfre@¥EMPéHion! HPhLRACARRAUDmMPoHBA ddmphAsihg WA g&eﬁtglé activate

the intracellular response initiated by the active "formof t receptor,

and cdh t heragbyisi efithdinventive dantbeaxtidizédifoamadekpog sesachyitpgbthe SHI 5 or
partial agonists. Antagonists. d noé di m ni sh {he ga e{ine i ntracel | ul ar
Pesponse i HetREToSEAYEE Spodintakguntutng satigton {4 e aiag of blnesskd ner ei n,
the term” a%ﬂiréﬁi‘l‘l% Weﬁh&%éiﬁ,”t?ﬁﬂinﬁg%b% N4ERERine®Dal MRl ehR Ghd/NPLfEectif

intracel lul ar response ey bind to the receptor, or enhancg GIP
bi ndi ng t o meethbdisassuch that e redipieakiosasfwdipleg angioe smmitaing weight.oSycha
pharmaceutical conposition conprising a 5HT2c receptor 10 agoni st of the
i nvention c a’a’éacﬁk“i“la;' SERPYHIONTTAT EPF%QH%COQ&"F QF‘E‘S?‘OTSFTS@H %5HT2C

recepfor, defigasiifed 90gni MRk cdnHEANT ;RAkibAkE AR/ difordetdien fgel i ng of

ful | ness),
for example, obesity.

As used herein, the term “contact” or “contacting” shall mean bringing
the indicated moieties together, whether in an in vitro system or an in vivo system.
Thus, “contacting” an SHT¢ receptor with a compound of the invention includes
20 the administration of a compound of the invention to an animal having an SHT¢
receptor, as well as, for example, introducing a compound of the invention into a
sample containing a cellular or more purified preparation containing an SHT¢
receptor.

Compounds of the invention include those having the Formula (I), shown
25 below:
R2 R2a

wherein:
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controlling weight gain, treating obesity, decreasing body wei ght and/or
affecting netabolismsuch that the recipient |oses weight and/ or maintains
wei ght . Swolv3/ogdses maceuti cal conpositions can be used in trhg/usoni®zd of

di sorders and/or 15 di seases where weight gain is a conponent of the

di sease and/or disorder such as, for exanple, obesity. As used herein, the
term"contact" or_ "contacting" shall nmean bringing the indicated noieties
t oget her, whet heRiiifHT G kM o systemor an in vivo system Thus,

[oontecting an SUTEE, LERSPLOlM EN, fgermouh o Uiy estitn el udes 2

the adninistratioff pou 0 ni‘mal’ Ravi ng an
SHT2C receptiof,or&dH@H; as, for exanple, introducing a conpound of the
invention into a sanple containing a cellular or nore purified preparation

cont ai ni ng an 5HR2cIs Hiewdptand R.owaptbemi@smofCHneHenvent i on i ncl ude t hose

havi ng. t he For nmul I shown . 25 bel gw; R2a N- R I

Wher oh 14 Vo 03P0BERre DRt inds R RERGYH. RioRe? aellfiotiRy, aREMRR, L ¢ g
al kyl, - CH2-(@®, 1008, @R K WRs, NBRS N, CAryB @h&%f&ag&%ﬁ@mNhﬁd@lﬂ%an akkyl, or
CH2OH, R2a is H, or R2 and R2a together form-CH2-CH2-; 5 R3 and R4 are

each i ndeperswinnally substhinted gath updlertaisabstituepts sefgstedffeanabliy alkgi-Bylogan, ORS,
S e, MRl e SRR T B E T oo
al kyl', hal og@Bstituents selected from halogen and C .5 alkyl;
10 or R; and R4 together with the atoms to which they are attached can
form a 5- or 6-member heterocyclic ring having one O atom;
each Rs is independently C, g alkyl, C,_g alkenyl, aryl, heteroaryl, arylalkyl,
heteroarylalkyl or perhaloalkyl; and
Re is H or C,5 alkyl; or a pharmaceutically acceptable salt, solvate or
15 hydrate thereof
provided that:
(A) if R, is methyl and R; and Rj are both H, then R4 is not
thiazole, substituted thiazole or a thiazole derivative:
(B) if Rg is other than H, then neither R3 nor R4 can be H;
20 (C) if Ry and R, are methyl, and R4 is H, then R3 cannot be NHR;
or N(Rs)2; '
(D) if Ry and R; are methyl, and R, is H, then R3 cannot be
imidazole, substituted imidazole, or an imidazole derivative; and
(E) if R; is OH, and R, is methyl then R, cannot be cyclopentyl,
25 -CH,-cyclohexyl, cyclopropylmethyl, or cyclohexyl;
or provided (A), (B), (C), (D) above, and if R4 is ORs, then R,
cannot be alkyl.
In some embodiments of the compounds and methods of the
invention, when R, R;,, R3 and R¢ are H and R; is methyl, then R4 cannot be a

30 chlorine atom.
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and al koxy, and said heteroaryl can be optionally substituted with up to
two substituents selected fromhal ogen and C1_8 alkyl; 10 or R3 and R4

t oget her wintod/osdses at ons to which they are attached can f@CMEBIH11006

6- menber heterocyclic ring having one 0 atom each R5 is independently Cl_8
alkyl, C1_8 alkenyl, aryl, heteroaryl, arylalkyl, heteroarylalkyl or

per hal oal kyl ; and R6 is Hor C1 8 alkyl; or a phar maceutical |y acceptabl e
salt, solvate or 15 Hy @thsr emppdiments qfrtWWuﬂﬁﬁa@dr(lﬂ}loﬁHOthel s methyl and

R1 and R3 arlgvb |ve ?’ldk{'lﬁfz aﬁd Ro%ﬁ Ly ﬁogwfnﬁﬁl}éﬁ}eht}&t ﬁgbghl azole or a

t hi azol e deriv henert nor R4 can
be H 20 (OchidrinRhtand R2 are rret hyl , and R4 is H then R3 cannot be NHR5
or N(R5)2; (D) if RL and R2 are nethyl, and R4 is H, then R3 cannot be

i mi dazol e, subst |Im§o@dembpdaze@ts«alf1brls%s;nﬁmazéaréwdwapénneom -6hd- (E) if R3

IS O—l and Rl t cycl ohexyl,
cycl opropyl r?é’flﬂé?xn?oigyg%‘%ﬂ'gé ﬁaﬁ]?%@?%@?f% ﬁ%%me@ancré) above, and
if R4 is O?ﬁ,uténlgypnyagpm?ﬂﬂ{m{y] ke crhkh; orlalysome embodi ments of the
conpounds and net hods of the invention, en R, Rka, R3 and R6 are H and

R2 is methyl, thdhwithbeappuesiatpdthat cgapeiisef Fumuloth mps hews 08/ 086306

PCT/ US03/ 11076 th d t f th d d t hod f th
i nvention, Wh¥HC i locﬁﬁt%k ?géﬂé%né}tg’“ﬁrﬁeﬁ ?fﬁngg‘gmn?ét @F mm?ﬂté?c‘)fl %ﬁgcan ge a

chlorine at Cb@un'd@rsﬁ)%ﬁ"%o exeRbio®BNdush ehdntiBthels dderechid@addmianeot be
cycl opentyl, -CH2- 5 cycl ohexyl, 3,3-dinethyl-2-ally

3, 3- dlOet hylth@emﬂétdwj/ddmg mquzﬁesrﬁbhxnhlal(l))ahd tis fobutllenyerenmjtcﬂ @opropyl met hyl ,

cycl ohexyl, 1r?tren edI t% represent all individual isomers and mixtures thereof, unless stated or
shown otherwise.

As used herein, the term “alkyl” is intended to denote hydrocarbon groups
including straight chain, branched and cyclic hydrocarbons, including for example

15 but not limited to methyl, ethyl, n-propyl, isopropyl, cyclopropyl, n-butyl, sec-
butyl, tert-butyl, cyclobutyl, cyclopropylmethyl, n-pentyl, isopentyl, tert-pentyl,
cyclopentyl, cyclopentylmethyl, n-hexyl, cyclohexyl, and the like. Throughout
this specification, it should be understood that the term alkyl is intended to
encompass both non-cyclic hydrocarbon groups and cyclic hydrocarbon groups.

20 In some embodiments of the compounds of the invention, alkyl groups are non-
cyclic. In further embodiments, alkyl groups are cyclic, and in further
embodiments, alkyl groups are both cyclic and noncyclic. Where no preference is
specified, the term “alkyl” is intended to denote groups that are both cyclic and
non-cyclic.

25 As used herein, the term “alkenyl” is intended to denote hydrocarbon
compounds including straight chain, branched and cyclic hydrocarbons that
contain at least one double bond, including for example but not limited to allyl, 2-
methyl-allyl, 4-but-3-enyl, 4-hex-5-enyl, 3-methyl-but-2-enyl, cyclohex-2-enyl and
the like.

30 As used herein, the term “halogen” has its normal meaning of period

seven elements, including F, Cl, Br and 1.
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It wll be appreciated that conpounds of Forrmula (1) rmay have one or nore
chiral centers, and exi st as enantioners or diastereoners. The invention is
to be umwenspesa to extend to all such enantioners, di asrerasn®i®’and

m xtures 10 thereof, including racemates. Forrmula (1) and the fornul ae
hereinafter are intended to represent all individual isoners and m xtures
thereof, unless stated or shown otherw se. As used herein, the term

"al kyl " is intenddg temn dalkexy’ ﬁy@@@@&lrtﬁéﬁnﬁﬁ é‘ﬁhﬁé‘mepﬁcﬂf@tﬁ fogmdler ai ght chai n,
branched and CMP | Cg%dro pyqn%e ncl, Li ‘Igo‘ﬁﬁen uﬁegnﬁc%m?gtronb&lﬁh not Iim ted

to met hyl, |soprop ropy sec butyl,

tert-but yI , sﬁwﬁlt&%'ﬂstédch a§mkfﬂﬁiﬂfé@ﬁék %bfbléhs oftefentyl, isopentyl,
tert-pentyl, cyclopentyl, cyclop ent | met hyl, n- hexyl cyclohexyl and the

like. Thr oughout Thetterm §mta|llfy1'éar kyi't lssh@mifal tbalenotden stkobgronpat the term
aIkyI S int ed to onpas both n caer ps and

cycl i c hydr d E%{ %fﬁaaﬁsﬁﬁﬁb% Frfor g Pﬁfeﬂf’gﬁl Wgncg}@kﬁﬂds of the

i nvention, al-kylka8)10uPReAled RRnofYRldrdt cm, tBH{Eéa%raneAimghmmeat f&! ky!
groups are cyclic,” and in further enboc?rrents al kyl groups are both

cyclic and raxamptelaétmeWyd;ﬂ&nyicgrw;ef erence is specified, the term™ aI kyI "
is intended to denote groups that ar

both cyclic and lic.
used herein, the 4%?W%%e%ﬂ}ﬂte”? arﬁ’ﬁt‘% gé‘) B’S?fb’c"é’nﬂ‘ib’ﬁpf)é‘gffbon

conmpounds i i ns that
contain at {Bgyé?&lone 1&5@%%}&% gltﬂou I S)QI ng %rglgg)%gﬁrgﬁ ag %ggﬁgﬁbmm ted to
allyl102- maitdﬁyst padferydd argl gruups?ha@a)ﬁlto alloth @X-carbenyatoms3 moe¢ pgelferddﬂy 62-enyl ,

cycl ohex-2-eny| and the |ike._30 As used herein, ‘{Pg? term" halg en" has
its normal rfeahwﬁdocsfirbﬁerar% Bempesafand greupsiingpdgdut grepot fmitegfo ang | 16

YO o3 00 A AT B B = T e derete
when used in Conméiettemﬂ“}vmérharylé’libiﬁtd:ﬂd&ém derptcdn @l @bl that auhitaind &ts 6
carbons or |ess. The term"arylalkyl" or "aralkyl" is intended to denote an
al kyl gr oup least one, and preferably ffom on€ to four ring “heter” (i.e., non-carbon, €.g., O,

15 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.

20 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.

The term “substituted thiazole” means a radical derived from thiazole that
bears at least one substituent group. The term “thiazole derivative” means a fused

25 ring system in which one of the fused rings is thiazole.

The term “substituted imidazole” means a radical derived from imidazole
that bears at least one substituent group. The term “imidazole derivative” means a
fused ring system in which one of the fused rings is imidazole.

In some embodiments of the invention, R4 is ORs. In some such

30 embodiments, R, cannot be cyclopentyl, -CH,-cyclohexyl, 3,3-dimethyl-2-allyl,
3,3-dimethyl-2-methylallyl, 2-methylallyl, 2-butenyl, cyclopropylmethyl,
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5 that bears an aryl substituent, for exanple a benzyl group. The term

"al kylaryl"™ or "alkaryl" is intended to denote an aryl group that bears an
al kyl subwpioBosde for exanple a 4-nethyl phenyl group. Aecagasds/herei n, the
term"aryl"™ is intended to mean nonocyclic and polycyclic aromatic groups.

Al t hough aryl groups can include as few as 3 carbon 10 atons, preferred
aryl groups have 6 to about 14 carbon atons, nore preferably 6 to about 10

car bon at oneyckkenp allyt lafyitheysechembadiments, Boganaotdedieyll i nited to
phenyl , napht hyl ,, ant hracyl,. e hryl and e rm." heteroaryl”
is intended to deIHSP@eaeﬂ]%\éle&gsr%ﬁgé f‘ﬁx OuZon g%\%ﬂ%% (I)’I éé%[ﬁSg%’, anglnd
preferably frRom one to four ring "hetero" (i.e., non-carbon, e.g., 0, 15 N
or S) atom Exanples of "heteroaryl" groups are radicals derived from 5-

and 6- nenber-QRy|Inspmg eobaporantisoftibs ¢ampdundsobamuda @b Rs inplilodren, sul fur
d/ t , I im l g, tri | e,
Cetrazdl o, HPRAARE 4B FRETRRS-PEpUn> SRR e EPhBRan aaol .

qui nol i ne,  hseRAEIRPLIRENtLFABEOLSNPIURIREPFSmAA), IRV i HicBR P hyl, 20 As used
herein the term heteroaryl al kyl neans an alkyl group that bears a
het eroaryl gubptli isonpyl of elylexasphe embodingptsivdvhegpmpvands ofummnk

-CH2-pyrrole-2- yl. The t "substituted thiazole" neans a radical derived
fromthi azol(p’tlzﬁ}é%me@éfg?rsa%ré’r | east one substituent group. The term

"thiazol e derivatdygin MRARReAs bPEREomPBufidstiiscfoted BBl attpfibniRHeof t he
fused rings is thiazole. The term"substituted i m dazole" means a radical

deri vé@d fromubstita®dale, théyhain dptianadlydteat father sistitseltgroupse Sbmgr oup. The term
"im dazol e derjvative" neans a . fug?eTg ring, s stﬁﬁann \/\érili C|B one of the fused
rings is i mRISEBFS subsHiucBhErouRs ALl hadlpge oo alyhRsIbIBR PRt s OR5. I n
some such 3Q;f004 S : it I , ardCH2- cycl ohexyl ,

3, 3- di met hyﬁfng- al | y‘??ﬂ§‘3?t§%%5§€?28‘r °>§‘T’?F£%‘*ﬁ>‘y‘f*§ﬁ?’ty¥>“ P et hyl al [yl

2- but enyl , awethglpydepyropd),jkoxy lmo, 43 608HARGINSEY A ¢JS03D-TPGAGhere Xak ohexyl

or ally]. In further such enbodi pents, R2 cannot be alkyl. In sone
enbodi nent s oAb @ﬁﬁﬁxﬂﬁ?«ﬂ? ZBYESIrBﬂEP a (1), R3 is hal ogen and

15 -N(R42)(Rap), phenyl, methoxyphenyl and naphthyl.

At various places in the present specification substituents of compounds of
the invention are disclosed in groups or in ranges. It is specifically intended that
the invention include each and every individual subcombination of the members
of such groups and ranges. For example, the term “C,_g alkyl” is specifically

20 intended to individually disclose methyl, ethyl, C; alkyl, C,4 alkyl, Cs alkyl, C¢
alkyl, C; alkyl and Cy alkyl.

In a preferred embodiment, the compounds of Formula (I) are selected
from:

8-Bromo-7-hydroxy-1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine; 7-

25 Allyloxy-8-bromo-1-methyl-2,3 .4 5-tetrahydro- 1 H-3-benzazepine; 7-Benzyloxy-
8-bromo-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 8-Bromo-7-ethoxy-1-
methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine; 8-Bromo-7-isopropoxy-1-methyl-
2,3,4,5-tetrahydro-1H-3-benzazepine; N-Propyl-8-bromo-7-methoxy-1-methyl-
2,3,4,5-tetrahydro-1H-3-benzazepine; 7-Hydroxy-8-iodo-1-methyl-2,3,4,5-

30 tetrahydro-1H-3-benzazepine; 7-Allyloxy-8-iodo-1-methyl-2,3,4,5-tetrahydro-1H-
3-benzazepine; 3,5-Dimethyl-6,7,8,9-tetrahydro-5H-1-oxa-7-aza-
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R4 is -OR5. In some enbodi ments of the conmpounds of Fornmula (1), RS is
allyl, 2 5 nethyl-allyl, 4-but-3-enyl, 4-hex-5-enyl, 3-nethyl-but-2-enyl or
cycl ohex-Wo&w#m% I n sone enbodi nents of the corrpounds of PEwruswd/aofd ), R5

is methyl, ethyl, n- propyl, isopropyl or ally]. In sone enbodi nents of the
conpounds of Forrrul a (1), R5 is methyl or ally]. Certain substituents of

t he conpounds di scl osed herein can optionally be 10 substituted, i.e.,
they can opt§YSleReptyindens; 71‘4}}&1‘]’?@4’8@1]19& ﬂt%hlt'l 53 dapstralsgres L Hpt-ef er r ed

substi t uent i | ng,Rut not limted
to methyl, et%ﬁgﬁsllnsegfweg@qu'fcyc pro )?25)6 gt& 9rﬁg’ﬂqlg

met hyl cycl opseaRyepiness-k9A30-7Mitioxy- Iimet}i?/ll 2134 Métmymxwé%eﬁzazepi@ecm wher e
X is hal ogen - (CH2) yNH2, - (CH2)yNHBoc, 15 -N(R4a) (R4b), phenyl,
met hoxyphenyd- romeD- heptleprppyl- Tamethoxy b4 3t telsdydron] icbenzezepine; Speci fi cat i on

S e G ORIl 7 bR YR SR BN RSl Qe pbsciours o 1

ranges. It i's speci each and

every indi viBhealo- BB 1m@idtm_yoi 3 Uletetietifeies-3 H-Dherfdedpigy: LRSI ranges.
For exanple, the term"ClﬁgBal kyl" is specifically 20 i nt ended to

i ndi vi dual | yhydreset biseprepy B 4, eterghydred Habognzazepines Tkqdlyloxs Sdireyp-  C6
al kyl, C7 al lk 8p1§)§?1 %?,él? #e r laﬁllro 13- ?%gr];z%%erp?ge %r@romon?%e‘thoxyel Eor’rpounds of

For mul a (I)

8- Br ono- hycﬁﬁ@myr-h 3ES- teﬁlathra 144-3- Heﬁidz@;bmémm1ljtox§L8b&6§@Zﬁdeﬂﬂeth>71- 25
Al'l yl oxy- 8- br ono- 1- et h yl -2, 3,4, 5- tetrahydro- H - 3- benzazepi ne;

7- Ben¥y1 oxy-2,84t5rtetrehydro-1 Het-herizazepdes 7E(2t1‘écthm1h%1d-rpma10h—5 31)bkemzél;'bp| ne;

HELEAEE I NI SRR R S T e T

N- sr opyl - 8- hﬁ&ﬂpri? a}sstt[aﬁéwydko-me_@ Bb!ﬁzaz%) ir; 4-(3: é}ﬁ&{oﬁi_a&@llpr “nethyB- benzazepl ne;
Hydr oxy- 8-1 0do t et r ahydr o- | H'3- benZazepi ne;

7- Al l yl oxy- 823éddetrah];dtdﬁ)}'H-QbQZ&@meeﬁf(&@d@mphdﬂyl)ﬂ*mﬂwbiém fre;

gC?'/ Bsgg} ?_{lcﬁtééh)/dro ?H-3 ternaza ep}rn% gl_Cthoro lofl(ydroxya5§4l tetrah}(f)da;{)—c}%gp 6

15 benzazepine; 8-Bromo-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 8-Fluoro-
1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine; 7-Fluoro-1-methyl-2,3,4,5-
tetrahydro-1H-3-benzazepine; 7,8-Dichloro-1-methyl-2,3,4,5-tetrahydro-1H-3-
benzazepine; N-Methyl-8-chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine;
1-Methyl-7-trifluoromethoxy-2,3,4,5-tetrahydro- 1 H-3-benzazepine; 8-lodo-1-

20 methyl-7-trifluoromethoxy-2,3,4,5-tetrahydro- 1 H-3-benzazepine; N-Propyl-8-
10do-7-methoxy-1-methyl-2,3.4,5-tetrahydro-1H-3-benzazepine; 1-Ethyl-8-iodo-7-
methoxy-2,3,4,5-tetrahydro- 1 H-3-benzazepine; 7-(3-Methoxyphenyl)-1-methyl-
2,3,4,5-tetrahydro-1H-3-benzazepine; 7-(2,6-difluorophenyl)-1-methyl-2,3,4,5-
tetrahydro-1H-3-benzazepine; 7-(2-fluorophenyl)-8-chloro-1-methyl-2,3,4,5-

25 tetrahydro-1H-3-benzazepine; 7-(2-Trifluoromethylphenyl)-1-methyl-2,3.4,5-
tetrahydro-1H-3-benzazepine; 7-(3-Trifluoromethylphenyl)-1-methyl-2,3,4,5-
tetrahydro-1 H-3-benzazepine; 7-(4-Trifluoromethylphenyl)-1-methyl-2,3 4,5-
tetrahydro-1H-3-benzazepine; 8-(2-Chlorophenyl)-1-methyl-2,3,4,5-tetrahydro-

1 H-3-benzazepine; and 8-bromo- I-methoxymethyl-7-methoxy-2,3,4,5-tetrahydro-

30 1 H-3-benzazepine; or a pharmaceutically acceptable salt, solvate or hydrate

thereof.
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cycl ohept ai ndene; 7-Allyl oxy-8-chloro-I-methyl-2,3,4,5-tetrahydro-1H -3-
benzazepi ne; 7-Methoxy- | -nmethyl-8-(2-thienyl)-2,3,4,5-tetrahydro-I H 3-
benzazepiwe;038863yano- 7- net hoxy- 1- met hyl - 2, 3, 4, 5-t et r ahydr ®ClT/US03/11076

H 3- benzazepi ne; 8-brono- | -cycl opropyl - 7-net hoxy-2, 3, 4, 5-tetrahydro-1
H 3- benzazepine; 8 5 bronp- | -hydroxym ethyl -7-nethoxy-2,3,4,5
-tetrahydro- | H 3-benzazepi ne; 8- Brono- |

_i sopr opyl - 7- met Heaypreferediesbediment {herompoppds of diormpladilhwse sgegtebnp- 7-
hydr oxy-1 - éf?qlq,r opyl -2, 3, 4, 5-tetrahydro-1 H - 3-benzazepi ne;

7- Al l yl oxy- “Bromp- 1-i sopropyl -2, 3,4, 5-tetrahydro-1 H 3-benzazepi ne;

8- Br onmo- 7- net hoxXW-Inethyli 8 Bidnyd-7-12stBoxd- Brietyl-2By4l6 Qettditydd- ig3zazepi ne;
7-Al'l yl oxy-8-brono-1, 4-di nethyl - 10 2, 3, 4, 5-tetrahydro-1 H 3-benzazepi ne;
7- ( 2- Met hy| -bzpragggpiag,oN-methyh8-Chlese-Aynethoxyzl-methyl 2y 1. 4 Aytetr dhypro-1H-3-

H 3- bepzazepi ne; 7-(4-Br -2 ethyl - 2H pyr | 5 3-,yd ). -

et hyl S5 3. BBttt I S ORR T 2 3 8 L 521 ety -

2, 3, 4, 5- t et rRAYHepnkN-McthGINZ-BZ@id-N9nethoxy2t-GekgN 08 pytbtrahldiet gl - 2, 3, 4, 5-
tetrahydro- 1H- 3- benzazepi ne; 8-Chl oro-I-hydroxy-2, 3,4, 5-tetrahydro-1H-3 15
benzazepi ne;begzBepine.- N-methld-Bromgo-4-ethyl dripethoxiy-8,3t 4:-p-ttrabedre dZEpi ne;

8- Fluoro- 1-nethyl-2,3, 4 5-t hydro-1-H 3;benzazepine;, {-Flugqro- |

et ot 2, 3. S eirtpiEs i B LR A SRR 3oL Ry o AL

- et hyl - 2, 3, yenazkpine AME Ry 18- 1dd3- 1 -BBPIZAZRRIIR -2, N Satiat ydfo-¢chAlr o- |
-methyl -2, 3, 4, 5-tetrahydro-1 H- 3-benzazepi ne;

| - Met WY1 - 7- thentdzapineiinriiyl-72 Methpxs- -eethh §-dn Buarpin@thyb A 3ak &ittrabydrs- | odo- |

20 nethyl - 7-trifl et hoxy- 2 51 et dro-1H 3-b i ne;
N Propyl - 8. Voo araR R misn e B0 s e B P88 o az epi ne
| - Et hyl - 8- i 0097 B=tefRiiyACKY HB-BerfrarepiRt bﬁﬁ'PH’drﬁrabéﬁtfc%P@d&éﬁté&Eisﬁlﬁi

7- ( 3- Met hoxyphenyl ) - I- net hyl - 2, 3,4, 5-tetrahydro- |I" H 3-benzazepi ne;
7- (2, 6- di f | vohaperydiate theregbt hyl - 2, 3, 4, 5- tetrahydro- 1H 3- benzazepi ne;

7-(2-fluorophenyl)-8-chloro-|-nmethyl-2,3,4 5 25 tetr dr o-

(i S bensazept ne; hagsSiored PobsdmstnicsaingmesctispnyR ) €adected ot  anyar o-
H- 3-besnzazepiggs 7-(3-Trifluoronet hyl phenyl)-1-nethyl-2,3,4,5-

tetrahydro-1 H - 3-benzazepi ne; 7-(4-Trifluoronethyl phenyl)-1-nmethyl-2, 3,4, 5-
t et rahydro- 1 H 3-Namtlyd SpChlero-1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine; N-

O o o e R 6 2 SN S SRR B
or a phar mog§s.h GAdhyl- 2§ SPlaRhyarS- AL 3-b&RRYHife; N-mdH-BLEifldoRSHh&RYI-
1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine; N-methyl-8-Trifluoromethyl-1-
20 ethyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine; .N-methyl-8-Chloro-1-ethyl-2,3,4,5-
tetrahydro-1H-3-benzazepine; N-methyl-8-Bromo-1-ethyl-2,3,4,5-tetrahydro-1H-
3-benzazepine; N-methyl-8-lodo-1-ethyl-2,3,4,5-tetrahydro-1H-3-benzazepine; N-
methyl-7,8-Dichloro-1-methyl-2.3,4,5-tetrahydro- 1 H-3-benzazepine; N-methyl-
7,8-Dichloro-1-ethyl-2,3,4,5-tetrahydro-1H-3-benzazepine; N-methyl-8-Chloro-7-
25 fluoro-1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine; and N-methyl-8-Chloro-7-
fluoro-1-ethyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine; or a pharmaceutically
acceptable salt, solvate or hydrate thereof.
In a preferred embodiment, the compounds of Formula () are selected
from:
30 8-Bromo-7-methoxy-1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine; 8-
Chloro-7-methoxy-1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine; 8-lodo-7-
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19 WO 03/086306 PCT/US03/11076 1In a preferred enbodi nent, the conpounds of
Formula (1) are selected from N nethyl-8-Bronp-7-nmethoxy- |
- met hyl - 2w®8,08/0830€t r ahydro-1 H 3- benzazepi ne; N nethyl - 8PCrlusos1i076ret hoxy-

| -nmethyl-2,3,4,5-tetrahydro-1 H 3- 5 benzazepi ne;

N- net hyl - 8- 1 odo- 7- net hoxy 1- rret hyI 2 3 4,5-taetrhydro-1 H-3 benzazepi ne;

N- Met hyl - 8- br ono- 7- net 3,4,5-tetrahydro-|

benzazepi ne m?ﬁb‘?@l’hweﬂglﬁr%% taqtrhyéﬁohw37ber‘9é{‘4ﬁ’8§’? E”‘éetxh‘}’%gtbéim%rﬂydro 1 H 3-

benzazepi ne; é}h ﬁ)ﬂeﬂﬁ%% zgS ?et(rjdhy?r%t w 3 YIRS PAREY 8- Brdind- 12ethfilf-ahydr o- 1

H 3- benzazep|
- 7- met hoxy- 2ne3h(#<.y52 8@ atryl@rdﬁe lH3-BerizQzé}ﬁﬁ¢€82(élﬁlbﬂﬁl efitylv@trhigthoxf~ Met hoxy- |

-nmet hyl -8-trifluoronethyl-2,3,4,5- tetrae%gro- | H 3-benzaze |ne and
N- net hyl - 7- @éﬁé%yﬁamdrwwﬂ@awwml b@tha/w-methoxyi 3.4,

gale)t * ésgftlr‘fq%g&%hiyﬂg?atféngﬁér eg?wﬁqhong pre Wgﬁ%%ln%ﬁwenf ’ ﬁgt 2lo)|rr§ounds

of Formul a (tétrahgdi®- HEl3amsneskepih®; dHdonMethaxst lhjsﬂeth&} @f}ieﬁfaﬂuoﬂoethyl—
-nmet hyl -2, 3,4, 5-tetrahydro-| H - 3- benzazepi ne;
met hyl - 8- Br @4 ﬁ-tﬁfﬁqhyglm bH3; bpnsa%eétmaﬁy@pmapeugcﬁéh&:ﬁﬁmwlﬁéalt N- et hyl - 8-

| odo- I -neth dro-| H - 3-benzazepi ne;
N- net hyl - 'yfgl-\% eudtgr Xérateﬁth]gr%glg met hyl - 2, 3, 4, 5-t et rahydr o- | H 3- benzazepi ne;

N- et hyl - 8 Trifl uﬂﬁcpfat:ﬂﬂed erhbodmerhthile canfpoén&df%hahml)caré ktlecdedenzazepi ne;
N- net hyl - 8- Chl oro-1 -ethyl -2, 3, 4, 5- tet rahydr o- 1H 3- benzazepi ne;

N—met}ﬁ/l-S Broswro- | - et hyl - 2, 3, 4 5- tetrahydro | H 3-benzazepi ne;

N- met hyl - 8- 1 odo- I - et hyi

et o b o & Chidye-1 fachil s A S GRINALLI bk nctRERRREE NG B

ﬁ rret Ey: -7 Cnﬁeltﬁgelcm @rs%ﬂrawa%dayy ﬂb&zézeweeerlaawrr@ethﬁkz B4 e an@R-ne;
met hyl - or o-

fluoro-| - matlMBbznzadelae,t%Tnﬁwamthym -meethdrz 34 Spletrehydsmd H-3-
or "a. phar maateveRiny TR e e AR R e i h A
preferyed ermistolRBhyl-2,08, SRIBRKIES HO bEﬂa%ﬁlﬁe,(sLmrom@l@myﬁQ,ts@qs- from
tetrahydro-1H-3-benzazepine; 8-lodo-1-ethyl-2,3,4,5-tetrahydro-1H-3-
benzazepine; 7,8-Dichloro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 7,8-
Dichloro-1-ethyl-2,3,4,5-tetrahydro-1H-3-benzazepine; 8-Chloro-7-fluoro-1-
methyl-2,3,4,5-tetrahydro-1H-3-benzazepine; and 8-Chloro-7-fluoro-1-ethyl-
20 2,3,4,5-tetrahydro-1H-3-benzazepine; or a pharmaceutically acceptable salt,
solvate or hydrate thereof.
The compounds of the invention may contain one or more asymmetric
carbon atoms, so that the compounds can exist in different stereoisomeric forms.
The compounds can be, for example, racemates or optically active forms. The
25 optically active forms can be obtained by resolution of the racemates or by
asymmetric synthesis. In some embodiments, compounds of Formula (I) are R
enantiomers. In some embodiments, compounds of Formula (I) are S
enantiomers. In some embodiments, compounds of Formula (I) are varying
mixtures of enantiomers.
30 According to a further aspect of the invention, compounds of Formula (I)

are provided for use in therapy. The compounds of Formula (I) can be used in the
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30 8-Brono-7- et hoxy- | -net hyl -2, 3, 4, 5-tetrahydro-| H - 3-benzazepi ne; 8-

Chl oro-7-met hoxy- | -methyl-2,3,4,5-tetrahydro-1 H 3-benzazepi ne; 8-1odo-7-
20 WO 03/wed30&3mCT/ US03/ 11076 » PCT/US03/11076

met hoxy- | -nmet hyl - 2, 3, 4, 5-taetrhydro-1 H - 3- benzazepi ne; N Mt hyl - 8-brono- 7-
met hoxy- | -nmet hyl -2, 3, 4, 5-tetrahydro-| H - 3- benzazepi ne; 8-Brono-I|-ethyl -7-
nmet hoxy- 2, 3, 4, 5-tetrahydro-1 H- 3-benzazepi ne; 8-Chloro- | -ethyl-7-nethoxy-
2,3, 4, 5- t et PEPRMYIaE1Y quticgtmpay; ohdisprdgs; assciatrsowith &thhlacroceptarfgngiion. 3 4,5 5

tetrahydro- | H 3-henzazepi Ne. /- - . .
ety Bt e 11 uSa o e Forblh A H yoed ip heprgpylais or reament
7- Met hoxy- | -ofeédiyall nSrveediadrdere sa€t &xydepression, atypical depression, bipolar

2,3,4,5-tetrahydro-1H -3-benzazepi ne; or a pharnmaceutically acceptable
salt, sol vakisordss, peiettdsardss.cbpessivg-campulsterdigardepisogiahphbiastdie conmpounds

of Forgrula (). a select.ed, 10 frgm . . .

o chi ot o1 - ebic e G litaert Akl Wypfumcripny prvehoses, sehizoghrgpiy 1 |

met hyl - 2, 3, 4ni3rdied 4otk Qohditiorss L2266t @E®Hith@eplfidik @didr orl other pain, raised

-methyl -2, 3, 4,5-tetrahydro- 1 H 3-benzazepine; 8-Trifl uoromnethyl -

| - met hyl - 2, 3ntmackaniad dreshyrdr epilepsy, Berspnratipadisgridens; ag-relatqd hebpwaed hyl - | - et hyl

-2,3,4,5-tetyrahydro-1H-3- benzazepi ne; 1 | or.0- | .

einy L2, o, NG Perira SREBES BedSiad ot Kl frgenie menttly1 2 5, 4. 5.
t et r ahydr o- Hiko3ddd& i Risdflersml Bfl@hdodehgdtbssRiity, doedrelatdd mbyeo- | H- - 3-
benzazepi ne; 7, 8-Di chloro-1-nethyl-2, 3,4 5-tetrahydr o-1 H- - 3-benzazepi ne;
7, 8- M chl ordisordess, lehitonicfaggug @nﬂmaﬁmmdﬁmbolb%%zcmembﬁésty, bulimia,
8-Chloro-7-fluoro-|- methyl-2 4. 5-tetrahydro-l.H - 3-benzazepi ne: and

B Ol or o 7 FPUGFG-TeTeERT Msiesstuish Rt s P SR BRRRAS B, °0r
phar maceut i Gatl ¥ BEERM 2 B8rékeS AbdrodegB AR EdifasésHtatie of HFE@RE CNYIe

conpounds of ‘the i'nvention may contain one or nore asymmetric car bon
atons, so t hlieaseh sudorspooeelitaor mrningitiscatdipfasewart diserdessiedoareri ¢ f or ns.
The conpound for exa or opti.call tive forns. The

25 opticall Q%Qgﬁ’lg?g;eéaﬁ??fﬂteéﬁ?f‘qﬁg% qﬁrrg?cqe‘fg%g ﬁ?fgf%cé@ﬁ Qf igi’)sﬁr%[i‘tg%iwg racemat es or
gy apy et rrj]&ﬂﬁ%/;rgimsqnsé%aué QnE Sﬁgfpgﬂjegjent s, conpounds of Fornmula (1) are
enantioners. 1n sonme enbodi nents, conpounds of Forrmula (I) are S
According to a further aspect of the invention, there is provided use of a
compound of Formula (I) in the manufacture of a medicament for the prophylaxis
or treatment of the disorders disclosed herein. In a preferred embodiment, there is
provided a use of a compound of Formula (I) in the manufacture of a medicament
20 for the prophylaxis or treatment of obesity.
The compounds according to the invention may optionally exist as
pharmaceutically acceptable salts including pharmaceutically acceptable acid
addition salts prepared from pharmaceutically acceptable non-toxic acids
including inorganic and organic acids. Such acids include acetic, benzenesulfonic,
25 benzoic, camphorsulfonic, citric, ethenesulfonic, dichloroacetic, formic, fumaric,
gluconic, glutamic, hippuric, hydrobromic, hydrochloric, 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

30 Science, 66, 2 (1977) and incorporated herein by reference.

The acid addition salts can be obtained as the direct products of compound

22



enantionmers. In sone enbodi nents, conpounds of Fornula (1) are varying
m xtures of enantioners. 30 According to a further aspect of the invention,
conpoundswofo3measoml a (1) are provided for use in therapyPCThsogomwpounds of
Formula (1) can be used in the 21 WO 03/086306 PCT/US03/11076 prophyl axis
or treatnent of disorders associated with 5-HT2c receptor function. The

conpounds of Formula (1) can be used in the prophyl axis or treatnent of
central ner vpubesds slortbeplécraates. te fige bpsesanbs disselypd g swiablesekicsh, bi pol ar
di sorders, anx et i.sor der. hsessive- l.Si.V i [ cj al

phobi as or %O%tﬁlnnll Qg gp%rg,sﬂétﬁgg@, %l‘d:dc}? éffé?ﬁgégiodé%%ét?@&e ?’%lr\{?&posfychoses,

schi zophr eniogherwi¥e Géptrsithganél st fiRrsobeAdi Thedmpaah@cofahB dnwidntibn gRphal i ¢ pain
or other pain, raised intracranial pressure, epilepsy, personality
di sorders, dgen pdvaieewithetaadarddew magonbr awight selapriy eipameghoss kaeys

associbat ed w B{é g(gin\ant iiaah organic nental disorders, nental disorders in
chi | dhood, é% eSEIViAy® age-rel ated nenory 10 di sorders, chronic fatigue

syndrome, drug amhndpidak ofediigtdnBBa maheshidnicnBlylbeAtiMinistaRATS¥AR NErvosa
or prenenstrual tension; damage of the central nervous system such as by
trauma, str oksagerfenn aaberarherpiepared biy anvafdbe methodx vell snownfrtdiei ve CNS

e e R r e I T e ot A
gastroi nt estg-RakeskRARPub] CY; EMtGDPACIo8MSI pi dus; and sl eep apnea.

According to a further aspect of the invention, there is provided use of a
conpolthd of For milhe compoimdstdféhemmmertmotcan be efployed ds tharseletactivg agent

prophylaxis. or treatnment of the djsorders discl,osed herein. In a preferred
Ebod ment . 18 REPETRECNGALT dadas LB XM BN GO R MHPE |t he
manuf act ur e aficifcdRE ERATRR the BErabQlticldfRcPSAROYdAYhIMdOr treat ment of
obesity. The conpounds according to the invention may optionally exist as
phar maceut i cal | y Goumpndbbths atdsentiimaintidn nga pdlsatewc phirsiddegikallyaccept abl e

scra a9 on ah g SLseared {om pnar mecul L cal .y accqnt abl s ng oxi
el | o Enb Sl SAMIG Gl ) e P! o'
ingredient” is defined in the context of a “pharmaceutical composition” and shall
mean a component of a pharmaceutical composition that provides the primary
pharmaceutical benefit, as opposed to an “inactive ingredient” which would
generally be recognized as providing no pharmaceutical benefit. The term

20 “pharmaceutical composition” shall mean a composition comprising at least one
active ingredient and at least one ingredient that is not an active ingredient (for
example and not limitation, a filler, dye, or a mechanism for slow release),
whereby the composition is amenable to use for a specified, efficacious outcome
in a mammal (for example, and not limitation, a human).

25 The data developed herein supports the conclusion that the presently
disclosed 5HT,¢ receptor agonists are of use for the treatment or prophylaxis of
clinical obesity or overweight disorders in mammals, including, but not limited to,
human. Compounds of the present invention can be administered by oral,
sublingual, parenteral, rectal, topical administration or by a transdermal patch.

30 Transdermal patches dispense a drug at a controlled rate by presenting the drug for

absorption in an efficient manner with a minimum of degradation of the drug.
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gl uconic, glutamc, hippuric, hydrobrom c, hydrochloric, isethionic,

| actic, maleic, malic, mandelic, nethanesulfonic, nucic, nitric, oxalic,
panoi c, paoteossmé c, phosphoric, succinic, sulfiric, tartamriusps/onadic,
p-tol uenesul fonic and the Iike, such as the pharmaceutically acceptable
salts listed in Journal of Pharmaceutical 30 Science, 66, 2 (1977) and

i ncorporated herein by reference. The acid addition salts can be obtained
as the dir ediyppreBpuransdegmakpaighss semprise anonusrediobachg lugo3 singvo

synthesis. | estsQr% s@rllstitﬁ\éenag%ieé{\% ar}dh ere];nro%gtalg %g(ﬁaﬁﬁ)% lg%r gviitﬁ.saorle eggeel;ﬁj{lzg.; suitable

sol vent contar ni ng propriate aci g-salt iso

evapor at i ng Ot foRdiveytskil in thé frewill sedaapad atd HPrdchee Saltéchan@esol vent . The
conpounds of this invention may formsolvates with standard | ow nol ecul ar
wei ght sol vénpeoptisierfor manaelsrikga desisd cHicapieus kkpnsdeanad paich dased@paposi t i ons
of the. invenfion . ,my.conveniently be admnistered in unit dosage form and
can bgs prepgltrl%laeegf/oaﬁl% a%fsgfl'he nmet hods well known in the pharmaceutical

art, for exanpl e inagdi€ies € the@dutr (&SN JTEbMPoin BT RESSLENt fdentior; bgnces
(Mack Pub. Co., Easton, PA, 1980). 10 The conpounds of the invention can be

enpl oyed as aphwpsieleadditionvé amipmigable substitpentr waich dpescigt alier tharecpptoused in

conbi nation wi th .ot active i redi en whigh could.facilitate the

t herapeutic SB??‘_E%‘% (?I;t_(fe'[]? ﬁ@%%%o@ﬂ]&oqﬁﬁ%&ﬁ%ﬁ%ﬁe? & ngheescé)mpof"ﬁ ention or a
sol vate or physd&) Bdfoedkd ¥nd el HRAPeutiesdenal iDiefetneifOints athbe used as
active ingredi'ents in pharmaceutical 15 conpositions, specifically as

5HT2cl( eceptcompayads oftthe piBgent ineenteommvillbhg feqeir¢diigraghiiceanthe desiradef i ned in t he
context of a."phar eutj.cal co i,tion" and shall an conponent of a
har mceut | PATIDBGHSOGEE | T St BLUTREGE oppa s Py e AEF fisceut | cal
benefit, as QpPOERY thOuRTor WRRR Y Shtéidh oWk &ithns Y BInRtch, agetiRr al |y be

recogni zed as providing no pharmaceuti cal benefit. The term 20
" phar maceut icoadlition wpteitteated'indihidhéal alhof hesodnsowi naraneters apy wihindhat | east

one active ingredient and at.]east one.ingredjent at is._not an active
nar edi ent - (67 oF SEARENERAHDER it FROITDAT b FIHiFLAoSSEB DGRPEtbchant sm
for s|pw relieaseh e Mhge 8906 N SRRkl 1iffkriss oREERANLignIST tHee for a

speci fied, efficaclious outcone
mammal. Unit doses may contain from 1 to 200 mg of the compounds of the

present invention and can be administered one or more times a day, individually or
in multiples.
Pharmaceutical compositions, including, but not limited to, pharmaceutical
20 compositions, comprising at least one compound of the present invention and/or
an acceptable salt or solvate thereof (e.g., a pharmaceutically acceptable salt or
solvate) as an active ingredient combined with at least one carrier or excipient
(e.g., pharmaceutical carrier or excipient) can be used in the treatment of clinical
conditions for which a SHT¢ receptor agonist is indicated. At least one
25 compound of the present invention can be combined with the carrier in either solid
or liquid form in a unit dose formulation. The pharmaceutical carrier must be
compatible with the other ingredients in the composition and must be tolerated by
the individual recipient. Other physiologically active ingredients can be
incorporated into the pharmaceutical composition of the invention if desiréd, and
30 if such ingredients are compatible with the other ingredients in the composition.

Formulations can be prepared by any suitable method, typically by uniformly
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in a mammal (for exanple, and not limtation, a human). 25 The data

devel oped herein supports the conclusion that the presently disclosed
5HT2c recwptoonsagoni sts are of use for the treatnent or prophishaxioze of
clinical obesity or overweight disorders in mammals, including, but not
limted to, human. Conpounds of the present invention can be adm nistered

by oral, sublingual, parenter rectal i,stration or by a
transder mal PHiRghihe S@“"Fr%’ﬁ?&@f“ﬂé} WHﬁi‘SH’é‘é OHPE ﬂé"é‘?‘gl Gg}a’g{ersa%ont rol | ed

rate by pre i i er with a
m ni mum of ﬁ%a@g}eﬁgﬁn%wﬁg &gonsa%(ggl@%?g%d/e(%kg (g(%gléh i %3 76

Typi cal |y, hnammﬂaﬂaawem&Mth&:conprlse an i nperneabl e backlng | ayer, a

single pressure sensiti adhesi ve and a renovabl e protective |ayer with a
rel ease |iner. vsmmagﬁ’ffamnfék%uph aj pindng agents vﬁllers asrsersteateting d

appr ecs at e e Sebk A S5 ANRT AR diahR Al JRBLLAGE HTE, nFepkigg

ef fi caci ous rans ermal patc e need t1san.

addi tion to foherahadthinéstration.nBiqafd greparatividSoradralt ddenipisestéot canrbeenthieon, by
appropriate addltlon of an jonizable substituent, which does not alter the
receptor spleENPf s9lptjonss cmulsIoNsAIYEOHS Of GHY SHPERTIPRSaPIdSYEMRSept abl e sal ts of

the compoundeciBiel, 38 48 HO5IRh AN, VORANR TS AOSUAG AUSRBe DI feren

anounts of the present 1nventio e reqU|red to

achi eve t he deasistititkd witloagr eahnwhdraaitabld iguid vehidle bafdrk uske pedditionnl f act or s
such as the specific conpound, the use for which it is intended, the neans
of adh9 ni st raddityiss sushcrs shwendipa ar emplsifymerrents. nearagaequs debicltsal - al | of

these dost nou RAATELGEE AL okt AR AhaClnd RO p A RGa B I

the nedicin ose can e expec e range

of 0.001 to tROQquE pPQfardﬁoh@QP@:Bht@fal bowdye Y@inglthn bé picbred BRABbIvindthé doses
may contain from1l to 200 ng of the conpounds of the present invention and

can be admi reosipsuadobihe Hé)‘fenﬁ@lilél Qﬁq@bledl(ﬂ'&%’emﬂ@lﬁm fltensteriliging they nul ti pl es.

Phar maceuti ca ons ludln but . not ph ceutlca
20 conposi tlsgiuutlong’g ?l’gmrggdn tSe m§s%n H%Rmpngtr?ﬁ%ﬂr% ) %@%e%glsseesaég I fivent i on

and/ o5 an afeaaRhmbles of #etmay spplopalate thBs&OL el Badvn indh®hafsraceut i cal Iy
acceptabl e salt or
preparing dosage forms.

It is noted that when the SHT,¢ receptor agonists are utilized as active
ingredients in a pharmaceutical composition, these are not intended for use only in
humans, but in other non-human mammals as well. Indeed, recent advances in the

20 area of animal health-care mandate that consideration be given for the use of
SHTc receptor agonfsts for the treatment of obesity in domestic animals (e.g., cats
and dogs), and SHT,c receptor agonists in other domestic animals where no
disease or disorder is evident (e.g., food-oriented animals such as cows, chickens,
fish, etc.). Those of ordinary skill in the art are readily credited with

25 understanding the utility of such compounds in such settings.

The compounds of the present invention can be readily prepared according
to a variety of synthetic manipulations, all of which would be familiar to one

skilled in the art. A representative general synthesis is set forth below in Scheme

| K

25



solvate) as an active ingredient conbined with at | east one carrier or
exci pient (e.g., pharnmaceutical carrier or excipient) can be used in the
t r eat mentwofo3osdsné cal conditions for which a 5HT2c receptram/BgoNI3E i S

i ndi cated. At | east one 25 conpound of the present invention can be
conbined with the carrier in either solid or liquid formin a unit dose
formul ati on. The pharmaceutical carrier nust be conpatible with the other
ingredients in the conposition and nustSdbemed| erated by the individual

reci pi ent. VS i cal Lve ingredients can be incorporated
into the ph%ﬁ@@ﬁmgﬁA%#}%&éq?gﬁi%f the invention if desired, and 30 if

such ingredients are conpatible with the other ingredients in the
conposition. Formul ati ons can be prepared by any suitable nethod,
typically by uniformy 24 WD 03/086306 PCT/US03/ 11076 m xing the active
corrpoug’nd(s) with liquids or finely divided solid carriers, or both, in the
requi red proportions, and then, if necessary, formng the resulting

m xture int d‘mwape.A&anti onaR.exg{ pi ent g, such,as.hindi ng
agents, filler cceptabl ewetftingyb ageet i ng_Lﬂu_m.n.Ls, and
di si nt egrants”C ed in tablets and egpS#f &8 “iOrcaral adm nistration.
Li quid preparatieans for oral adm nistration ca® be fn the form of

sol utions, enul sions, aqueous or oily suspensions, and syrups.

Al ter nati velRi=OMgé&lor al preparations can BeOMe, @he form of dry powder that
can be recdhsHituted with water or anot hBfFHsuitable |iquid vehicle before
use. Additional 10 additives such as suspending or enulsifying agents,

non- aqueous vehicles (including edible oils), preservatives, and
flavorings and colorants can be added to the liquid preparations.
Parenteral dosage fornms can be prepared by dissolving the conpound of the
invention irfzasyit'abl egl i qui diyatiohcl e anBi~Lrdter sterilizipgg,the sol ution
before filli naI ng -afr—appropPet at e %oul e_ﬁ%es.e_a.he just a
15 few exanies>of M ha y appropriate nethods™els” known in the art for
preparing dosagedorns. It is noted that whemthe Q:UZC receptor agonists

are utilized as active ingredients in a pharnacelfi &% conposition, these
are not int faOMWefCdr use only in humans, RE@Mei¢ ot her non- human manmal s as

wel | . I ndeedR=Hecent advances in the Rp=H
Re 0 Hydrogenation Re 0 Substitution
W Dyirosenator w
R, cFs Ry cFs
E F
R4=OMe, CI R4=OMe, CI
R2=H Ry=H
Re 0 Deprotection Rq
N—« NH
Ry CFy R4
G H
R{=OAlkyl, Aryl, CI R,=OAlkyl, Aryl, Cl
R,=H, Br, Cl, | : R,=H, Br, Cl, |
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20 area of animal health-care nmandate that consideration be given for the
use of B5HT2c receptor agonists for the treatnent of obesity in donestic
ani mal s (wog3/seat s and dogs), and 5HT2c receptor agoni StPETIUSOH Toe6
donmestic aninmals where no disease or disorder is evident (e.g.,
food-oriented ani mals such as cows, chickens, fish, etc.). Those of
ordinary skill in the art are readily credited with 25 understanding the
utility of such chepoohds! inthe aetivil appiepigts thatpewids vpaets @f compeunds of esent

i nvention c be readily prepared according. t variety, of synthetic

mani pul at i onte MaeptarcapbearRd ie AR et P ofonamBlel Y et (e are. A
represent at iwieh & iad P iR Gtuted B ph&lyl b@ylahiRetampdund 2ChAM8 ady 0f25 VO

03/ 086306 PC1!/ _Usoﬁe‘%({%nm jFIIS_cheme I %ENI%,R’ALEIREACTI.dc}l]\{}l5 é]CHEI\/E 5 a. 0NZ

Acyl ati on R ideodiietaiof substifentsiia amyl Re (e comesportingfeanddpr Suubsimtedd  R2=H

SR LT CTTEOTT T IR
Substi t uti orNRfkyfdidn Rdn 6& & commplishddby e exbhplRLirédMaent GitH ek sR2=H
paraformaldehyde (for methylation) or a higher order aldehyde, followed by
reduction with NaBH3;CN according to the general procedure of synthetic
examples 9 and 10, infra. In addition, by starting with an appropriately substituted
10 1-alkyl-2-phenyl ethylamino compound A having any of a wide variety of
substituents R} and R, the corresponding 7- and/or 8-substituted 2,5-dialkly-
2,3,4,5-tetrahydro-1 H-3-benzazepine compound can be prepared.
In the synthesis of many compounds of the invention, protecting groups
can be required to protect various functionality or functionalities during the
15 synthesis. Representative protecting groups suitable for a wide variety of
synthetic transformations are disclosed in Greene and Wuts, Protective Groups in
Organic Synthesis, 2d ed, John Wiley & Sons, New York, 1991, the disclosure of
which is incorporated herein by reference in its entirety.
As will be recognized, the steps of the methods of the present invention
20 need not be performed any particular number of times or in any particular
sequence. Additional objects, advantages, and novel features of this invention will
become apparent to those skilled in the art upon examination of the following
examples thereof, which are intended to be illustrative and not intended to be

limiting.
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R2 O Deprotection R2 Non( \H R :C "CFS R / GH R =0QAlkyl, Aryl, d

R =QAl kyl, Aryl, d R2=H, Br, d, | R2=H, Br, d, 26 W 03/086306

PCT/ USO3/Mb®368630dhose of skill in the art will appreciateprChasoaiwae

vari ety of conpounds of the invention can be prepared according to Schene
|. For exanmple, by starting wth an appropriately substituted 2-phenyl

et hyl am no conpound A having any of a wi de variety of substituents Rl and
R2, the corresyMes ng 7- and/or 8-substituted 5

1- net hyl - 2, -fetrah o-| H - 3-benzazepi ne (conpound H) can be prepared.
N-al kyl at i oﬁsyg'gl?etﬁgé’?%'c%lrgr{al i shed by, for exanple, treatnment with excess

par af or mal dehyde (for nethylation) or a higher order al dehyde, followed by

reduction wigh BH; rding to.the. gener p dur e, of nt hetic
exanpl es 9 a‘%’ﬁf"&%f fgﬁré%ﬁ A f'f“r’t(;'ﬁf‘yﬂ%"%&g?#i:;h‘{gg&fetf ﬂ’yéiﬂo'a%ﬁ%?bpri ately
substig ut ed pk@zdzepfieky! - 2- phenyl et hyl am no conpound A having any of a w de
variety of substituents RL and R2, the corresponding 7- and/or
8-substituted 2,5-dialkly- 2,3,4,5-tetrahydro-| H -3-benzazepi ne conpound
can be prepared. In the synthesis 8k mygy tynpounds of the invention,
protecting groups can be required t¢{ ot ecdH various functionality or

functionalities during the 15 symnedo Repr esent ati ve protecting groups

suitable for wi de varjety of syn hti_ctransformations are disclosed in
G eene and \M’?é’}y“?fpﬁf%’ﬁ)f?%’@%ée’?’ﬁm@egani_c Synthesis, 2d ed, John Wl ey
& Sons, New York,a 19940n &F\ﬁ@}\%ﬁ},@%ﬁ@ﬁyg}ninmb?&gl@_d RERDHAAT ated herein by

reference in its entirety. e fecogni z the steps of the nethods

of the preseiithlorometitane(l S020L)eed codtd 3e0 Gearfdotrental witly ppadite (u$ arl, nunber  of
e B R Al TR ot PSSR Rpo SATSECS, o1,
e TGP AL LI AL R Shi il o 20 1

The product mixture was diluted with EtOAc (500 mL), washed sequentially with

10% aqueous HCI (100 mL), water (100 mL), brine (100 mL), dried with Na;SO4

and concentrated to give 15.8 g of a yellow oil. 1H NMR (400 MHz, CDCl;) d

15 7.26 (dd, J=8, 8 Hz, 1 H), 6.81 (d, J=8 Hz, 1 H), 6.77 (d, J=8 Hz, 1 H), 6.72 (s, 1
H), 6.30 (bs, 1 H), 3.80 (s, 3 H), 3.62 (dd, J=7, 7 Hz, 2 H), 2.86 (dd, J=7, 7 Hz, 2
H). MS calculated for C;H,F3NO,+H: 248, observed: 248.

N-Trifluoroacetyl-2-iodo-5-methoxyphenethylamine

20 A solution of N-trifluoroacetyl-3-methoxyphenethylamine (15.8 g, 64
mmol) in methanol (325 mL) was cooled to —78 C, and treated with CaCOs; (14.7
g, 145 mmol), followed by a solution of IC1 (29 g, 181 mmol) in methanol (40
mL). The reaction was allowed to warm to 20 C while stirring overnight and then
filtered, concentrated, dissolved in EtOAc (200 mL), washed twice with 5%

25 aqueous sodium bisulfite (100 mL), once with brine (100 mL), dried with Na;SO,4
and concentrated to give 23.8 g of a white solid powder. 1H NMR (400 MHz,
CDCl3) d 7.68 (d, J=9 Hz, 1 H), 6.76 (s, 1 H), 6.57 (d, J=9 Hz, 1 H), 6.42 (bs, |
H), 3.77 (s, 3 H), 3.61 (dd, J=7, 7 Hz, 2 H), 2.99 (dd, J=7, 7 Hz, 2 H). MS
calculated for C1HF3INO,+H: 374, observed: 374.
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limting. 27 WO 03/ 086306 PCT/US03/ 11076 Exanples Synthetic Exanpl es
Exanple 1: (R S) 8-Brono-7-nethoxy-I-nmethyl-2,3,4, 5-tetrahydro-IH3- 5
benzazepiwe oBosdsbs MeO N-Tri fl uoroacetyl - 3- met hoxyphenet hylcarisag11026

sol ution of 3-nethoxyphenethylamne (10.0 g, 64.0 mml) in dichloronethane
(150 nL), was cooled to O C, and treated with pyridine (6.5 nL, 10 83.5
nmol ) foll owed by the dropw se addition of trifluoracetic anhydride (17.9
g, 83.5 mmol) and the resulting m xture stirred for 3 hours while warn ng

to 20 C mxtu e t (500 nL), washed
sequenti al | %Al?ltrvﬁgpff Oéoaucg % 9('5.6%9 %%gnem&{:ae?%(:loo m.), brine (100
), dried with NagsiMon afnd tE 60610 Bt dyatzewdbes @lleth@le-}ﬁ}eﬁetgylﬁlfnn& (yelslg;w oil. 1
H NVR (400 M4z, CDC13) d 15 7.26 (dd, J=8, 8 Hz, d, J=8 Hz,

H, 6.77 (d,03&smad) intolMpne @23 znle)swaSJseqwtlalésy ggatecbw |KzQPs (82 $@,8%8 3 H)
?é.l?.al( g@iﬁpoéﬂg&b§§g%§7 11 Buﬂ\?Br (E fg 6. &mm@l) anl\(/isalﬁﬂ)ro%ngé ed for

N-Trifluoroggets 8@8Irﬁd@t)5mehhsae&w3\hmmmlaa8@ Efo2 8. 5A 088, Bédlentofo
N-trifluoroacetyl - 3-net hoxyphenet hyl am ne (15.8 g, 64 mml) i n nmet hanol

(325 ) wasC.ceulifeed with 10% agueeusdi®l efaxaéaﬂedmdﬁhcamuz phpsg extgactedd5 mopl ) |

followed b t.h Th
onctton vadtay Rt 00 gt i bR BisteofaiPrass il TRENRn bt R 1 on
filtered, copceRbE@het NAEOS Y 8shckRrdrd 0GRS Blof a by@ehed I MINIIRW t h 5%
25 aqueous sodium bisulfite (100 m.), once with brine (100 nL), dried with

Na2SOH0 and (466 dEi, CRE), mixgrael RBNBryd 31674mwhiH)e6.881(ind | Povkis? (M1l H NVR
(400 Mz, 7.6 6, 76 BT fs 979 He,
O e 4o s a0 i Pudis ot En Dhgd Bl B G, 051388 1 9804 85,750 Thu
J=7, 7 Hz, Zqf#3.77NR, 3 H), 3.55 (m, 2 H), 3.00 (m, 2 H). MS calculated for

C14H5sF3INO,+H: 414, observed: 414.

15 N-Trifluoroacetyl-7-methoxy-1-methylene-2,3,4,5-tetrahydro- 1 H-3-benzazepine
A solution of N-allyl, N-trifluoroacetyl-2-iodo-5-methoxyphenethylamine

(20.5 g, 50 mmol) in dimethylformamide (250 mL) is treated with KOAc (14.6 g,
149 mmol), n-BusNBr (16.0 g, 50 mmol), PPh; (1.3 g, 5.0 mmol), Pd(OAc), (0.56
g, 2.5 mmol) and stirred overnight at 90 C. The product mixture was cooled to 20

20 C, filtered, diluted with water (500 mL) and extracted with ether (3 x 500 mL).
The combined organic phases were washed with water (100 mL), brine (100 mL),
dried with Na;SO, and concentrated. Flash chromatography (10% EtOAc in
hexane, silica) resulted in 6.6 g of a yellow oil. 1H NMR (400 MHz, CDCl;) d
7.26 (d, J=8 Hz, 1 H), 6.77 (d, J=8 Hz, 1 H), 6.66 (s, 1 H), 5.34-5.19 (m, 2 H),

25 4.40 (m, 2 H), 3.83 (m, 2 H), 3.80 (s, 3 H), 3.00 (m, 2 H). MS calculated for
Ci4H4F3NO>+H: 285, observed: 285.

N-Trifluoroacetyl-7-methoxy-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine
A solution of N-trifluoroacetyl-7-methoxy-1-methylene-2,3,4,5-trihydro-
30 1 H-3-benzazepine (6.6 g, 23.2 mmol) in ethanol (100 mL), was treated with 10%
Pd/C (0.75 g, 2.3 mmol) and stirred overnight under an atmosphere of hydrogen.
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calcul ated for CL1H11F31NO2+H: 374, observed: 374. 28 WD 03/086306
PCT/ US03/ 11076 N-Allyl, Ntrifluoroacetyl-2-iodo-5-nethoxyphenethyl am ne A
sol ut i on wb oBlga3dd | uor oacet yl - 2-i odo- 5- net hoxyphenet hyl anpoe/sB8187¢, 63.8
mmol) in toluene (425 nL) was sequentially treated with K2CO3 (12.4 g, 89.8
5 mmol ), KOH (11 6 g, 207 mml ), n-Bud4NBr (2.2 g, 6.9 nmol) and allyl

brom de (10.7 g, nmmol ). The m xture was stirred at 80 C for 3.5 hours,
cooled to 2(5rhe(9r°(§tf¥ Hi”ftP’@d"’%filF?re_L‘b%‘é@l}éd@é Qﬂe?]lte§é°bélﬂlﬁ%é%ﬂ@ﬁd01tvﬁ@ agueous

h t T
e hed i § nigfved¥oidlye JPE of 2 Whidtlbria. I NOARGUOE RUBL ARG BORREDE S ©
20.5 ¢ of a rbfaﬁWﬁs)@lﬂ 10 Chll‘J H\W,RGIQl (MQQ'IWZBS (@@”—3)), 4. 1n3 Xt(bth$2 B]f) 3. @(tﬁmar s d
7. 67 1 , 27 2
5584 (oMt sien, (6 e s Qe 502 060bpm 4 D, £33in, 530 M 1 5 he | 56

2 Iﬁ@ 4H 15F31NO2+H: 414 b d:
E1r1n4 T N-TI’I% lfgérdo%f:@ﬁm? né{rﬁog%’ﬁgsgr\g{%g?%ne 2, 3, 4, +5 tetrahgdfgr\lle

H 3- benzazepi ne A sol ution of N-aI ly],
N-trifluoroacetyl-2-iodo-5-nethoxy henet hylam ne (20.5 g, 50 mmol) in

di net hyl f or bt deorcpsayind-prano-{ recihed- ety k&AL, {- 1e4ra@y@o 1H-49 ol ),
n- Bu4NBr (1%@}1 50 mol ), PPh3 (1.3 g, 5.0 mol), Pd(QCAc)2 (0.56 g, 2.5
mol ) and st rredpovernl ght at 90 C. The product m xture was cooled to 20

20 C, filtered, dikelhGsh wmhnﬂa@@ace&ﬁﬂﬁmaihokyandetﬁym aat eetrahjdioet her (3 x
500 nL The combi ned or gani ¢ phases were washed with water (100 m),

bri nelq 100 nhy- 3-bed¥4zém11@\,(1t215 8izh Umihlnc@ﬁ@éﬁﬂkdﬂ@mmm@ééﬁa@ﬁl‘Wjﬂ?aTtlogr aphy

10% Et QAc i.n __hexane ow.Qqil. 1H NWR
(300 M, crbamyERGgE Q 574 L AT GS pgd b ot e SO EO 8y B T
1 H), 5.34-5rddict MixtdretPas (ﬁﬁlté&i\ﬂﬁ’hﬁf@A@(i@)m , $Ashed with bﬂtura&d&) (s, 3 H,
3.00 (m 2 H. M calculated for C 14H 14F3 +H 285, observed: 285.

N-Trifluor oe@@ecqﬂswdln@tmwy'tel(lo@rmlhwnd bring(104 mb), dueqd Blllﬁldf&zs@ and
H 3-benzazepi ne A

N ori i or odeBrgitaa Hia Sy matpara LI in hevpng e reted in
1H 3-penzaz elp55"§0f @cl@ar@oll 23 AMRR400 MM OIARNQ Imik &P oMolam@sd 1584, ed wi th
10% Pd/C (0.75 g, 2.3 mmol) and stirred overni ght under an at nosphere of
hydrogen.  1H),6.65(m, 1 H), 3.87 (s, 3 H), 3.81 (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,4H,sBrFsNO,+H: 366,

observed: 366.

20 8-Bromo-7-methoxy-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 (0.95 g, 2.59 mmol) in methanol (20 mL) was
treated with 15% aqueous NaOH (25 mL), and stirred overnight at 20 C. The
product mixture was diluted with water (100 mL), extracted twice with EtOAc

25 (100 mL), the combined organic phases were washed with brine (100 mL), dried
with Na,SO,4 and concentrated to give 0.687 g of a clear oil. 1H NMR (400 MHz,
CDCl;3) d 7.92 (s, 1 H), 6.34 (s, 1 H), 3.87 (s, 3 H), 3.1-2.9 (m, 6 H), 2.75 (m, 1
H), 2.60 (bs, 1 H), 1.31 (d, J=7 Hz, 3 H). MS calculated for C;2H;¢BrNO+H: 270,
observed: 270.
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29 WO 03/086306 PCT/US03/11076 The product m xture was filtered through a
pad of celite and silica and the solvent renoved to give 6.27 g of a white
solid. 1 woNyesq3dO0 MHz, CDC 3, m xture of rotaners) d 7rt@/ses/174d), 6.74
(m I H, 668 (m 1H, 4.1-3.8 (bm 2 H, 3.8 (s, 3H), 3.5(m 1.5 H),
3.4 (m 0.5 H, 3.2-2.9 (bm 4 H, 1.32 (m 3 H. M55 calculated for
Cl4H16F3NO2+H. 288, observed: 288. N-Trifl uoroacet br ono- 7- met hoxy- |
“rothyl -2, Fxampls 2 (RSnRchloror imeshonhmethpl-ad dt-Lesr A 16F -

N-trifl uoro%%%ye in met hoxy-| -met hyl -2, 3,4, 5-tetrahydro 10 1H 3-benzazepi ne
(1.25 g, P n acetonltrlle(40 m_) was treated with N
bronmosuccinimde (0.852 g, 4.79 mmol) and\stirred overnight at 20 C. The
product m xture was diluted with EIQA 6 nL), washed with saturated
aqueous sodium bisulfite (100 m) an| ne 00 L), dried with Na2SO4 and
concentrated. Flash chromat ogr aphy.otTS% K . OAc i n hexane, silica) resulted
in 15 1.55 g of a clear oil. I H NVWR (400 MHz, CDC13, m xture of rotaners)
d 7. 34 (s MWuor@aeaykcﬁqchler m@h@p-[-wethyl-Rp 4, Blaphydio- W4y | 3.55 (m 1.3
H) , Hé 3.2-2.9 (bm 4 H, 1.30 (m 3 H. M calculated for
C14H1 rF3N(95 "f-”rze%’ %, observed: 366. 20 8-Bromp-7-nethoxy-1 -methyl-2, 3,
4, 5-tetrahydro- Iz BbI3tiHeOEZRZARLMaltR0]-HkiORyQEmethyl-2,3 4, 5-tetrahydro-
N-trifluoroacetyl -8-brono-7-nmethoxy-"| -nethyl- 4,5

t et r ahydr o- 1H-3-beerazapiop(hB0Q 9. 2067 gmad) lsgcmlltx)lel(&() nﬁt)h‘eaﬁ@ﬂeat(eémthL) was

treated w th, 15% aqueous S ed ov 20 C. The
product m xt RO Cﬂplpﬂg%'\l@c%%%iﬁ%@‘)@ﬂﬁ‘é hff(li 0%‘?3?‘@”5&? ﬂ)h(rfvﬁhee with Et OAc
25 (100 ) ,prbdiRt fiRxERienPSl ARRANN Y W&t’fé%?@ﬁ)OWﬁLF ese@%é‘ditwwé RithEi0Rc( 100 nl),
dried wth Na2SO4 and concentrated to give 87 g of a clear oil. 1H NWR

(400 MHz, QDTLB)L)dh7 c@Bbinsd ofgahlc ph@se8avashked \Ivlth-l)mne(l@ﬁ k), dBedHyjth3. 1-2. 9
A R T N e e T
PCT/ US03/ 11Q{&ilted in 0.399 g of a clear oil. 1H NMR (400 MHz, CDCl;, mixture of
rotamers) d 7.17 (s, 1 H), 6.68 (m, 1 H), 3.88 (s, 3 H), 3.78 (m, I H), 3.6-3.3 (m, 2
H), 3.2-2.9 (m, 4 H), 1.34 (m, 3 H). MS calculated for C,4H;sCIF;NO,+H: 322,
15 observed: 322.

8-Chloro-7-methoxy-1-methyl-2,3,4, 5-tetrahydro- 1 H-3-benzazepine
A solution of N-trifluoroacetyl-8-chloro7-methoxy-1-methyl-2,3,4,5-
tetrahydro-1H-3-benzazepine (0.399 g, 1.24 mmol) in methanol (20 mL) was
20 treated with 15% aqueous NaOH (20 mL), and stirred overnight at 20 C. The
product mixture was diluted with water (100 mL), extracted twice with EtOAc
(100 mL), the combined organic phases were washed with brine (100 mL), dried
with Na;SOy4 and concentrated to give 0.306 g of a yellow solid. 1H NMR (400
MHz, CDCl;3) d 7.05 (s, 1 H), 6.59 (s, 1 H), 3.80 (s, 3 H), 3.0-2.8 (m, 6 H), 2.62
25 (m, 1 H), 2.16 (bs, 1 H), 1.24 (d, J=7 Hz, 3 H). MS calculated for
C12HsCINO+H: 226, observed: 226.
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Example 2: (R'S) 8-Chl oro-7-nmethoxy-I|-nethyl-2,3,4,5-tetrahydro-| H 3-
benzazepine cI NH MO N-Trifluoroacetyl-8-chloro-7-nethoxy-I -nmethyl-2, 3,
4, 5-tetrwbydngssds H 3- 5 benzazepi ne A sol ution of PCT/US03/11076
N-trifluoroacetyl-7-nethoxy- | -nethyl-2,3,4,5-tetrahydro- 1H 3-benzazepi ne
(0.900 g, 2.67 mmol) in acetonitrile (30 nm.) was treated with

N- chl or osucci ni m de (0. 357 ((131 2.67 mol) and stirred overnight at 70 C. The
product ni xthxampled: 6R.S)8dedey/ trethaxyed-mathyl-33)4,5-saatrhyerad H-4i ce with Et OAc
10 (100 nm), e%he corgoi ned organi ¢ phases washed with brine (100 niL), dried
with Na2sOP 8t B8iicentrated. Flash chromat ography (20% Et CAc i n hexane,
silica) resulted in 0.399 g of a clear ofl. 1H NMR (400 MHz, CDC13,

m xture of rotamers) d 7.17 (s, | 1Y) A8 (m 1 H, 3.88 (s, 3 H, 3.78
(m 1 H, 3.6-3.3(m 2 H), 3.2-2.9 by 1.34 (m 3 H). M calcul ated
for CL4HLS5CIF3NO2+H: 322, 15 obsgiy 8- Chl or o- 7- met hoxy- |

-nmethyl -2, 3, 4, 5-tetrahydro-1 H 3-benzazepine A sol ution of

N-tri f | uor odé&riflueacétyles-etlorie mativoyy- 1 {methydt W3 ¥ SXeBallydpo- 1 H-3-

tetragydro- H 3- benzazepine (0.399 g, 1.24 mol) in nmethanol (20 nlL) was

20 treated WEHHZ9EY6 aqueous NaOH (20 nl), and stirred overnight at 20 C.
The product m Xt Ut &1WEsh S N4 BGbr¥hdeR1ehBthok 9 Gn&thy1-2, 84S RENGAISW ce wi th
Et OAc (100 nL), the conbined organi'’c phases” were Wwashed with brine (100
m.), dried Ni-8tbehizzgire GnED g.onZminad) dn¢tbanyil () ML3BGs geatd withel | ow sol i d.

3005 (m @ 180gs T4 ) ikieabygiscpien of 16y (L Baodgmnth vy, vy

| cul - . : _
VS cal cul at lrffan 48T PCIAH R2igEE S5 CoinetRiuch iR 3086306

8- | odi® 7- netflitexed; kenmvettnyted, AjBoKedd it B AOPOOonll HextBactddawiczeith 5%
aqueous sodium bisulfite (100 mL), once with brine (100 mL), dried with Na,SO4

and concentrated. Flash chromatography (15% EtOAc in hexane, silica) resulted
in 1.54 g of a white solid. 1H NMR (400 MHz, CDCl;, mixture of rotamers) d
7.55 (m, 1 H), 6.57 (m, 1 H), 3.86 (s, 3 H), 3.80 (m, 1 H), 3.60-3.30 (m, 2 H),

15 3.20-2.80 (m, 4 H), 1.30 (m, 3 H). MS calculated for C,4H;sF;INO,+H: 414,
observed: 414.

8-lodo-7-methoxy- 1-methyl-2,3,4, 5-tetrahydro-1H-3-benzazepine
A solution of N-trifluoroacetyl-8-iodo7-methoxy-1-methyl-2,3,4,5-

20 tetrahydro-1H-3-benzazepine (0.600 g, 1.45 mmol) in methanol (20 mL) was
treated with 15% aqueous NaOH (20 mL), and stirred for 3 hours at 50 C. The
product mixture was diluted with water (100 mL), extracted twice with EtOAc
(100 mL), the combined organic phases were washed with brine (100 mL), dried
with Na,;SO, and concentrated to give 0.425 g of a yellow solid. 1H NMR (400

25 MHz, CDCl;3) d 7.52 (s, 1 H), 6.57 (s, 1 H), 3.86 (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
C2HsINO+H: 318, observed: 318.
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NH MO N Trifluoroacetyl-8-iodo-7-nmethoxy-l -nethyl-2, 3, 4,
5-tetrahydro-1 H 3- 5 benzazepi ne A sol ution of

N-trifl uowoacsesaeshe 7- met hoxy- | -nmethyl -2, 3,4, 5-tetrahydr oPCTHISB3/b®NZ azepi ne
(1.50 g, 5.22 mmol) in nmethanol (70 nL) was treated with CaC33 (1.06 g,
10.44 mol ) followed by a solution of ICl (1.70 g, 10.44 nmmol) in nethanol
(10 nm.), and stirred overnight at 20 C. The product m xture was 10
filtered, cdixaamledt @S) &ﬁwmw'é&)’ﬁmﬁtbﬂ@thﬂdﬁ,ﬁéﬁe"@m’ﬁ’%{bl@& twice with
5% agueous s sodi um bi sul fite (100 nL), once with brine (100 ni), dried wth
Na2SO4 and cBﬁ%Z@Rf'}at ed. Flash chromat ography (15% Et OAc i n hexane,

silica) resulted in 1.54 g of a white salid. I H NVR (400 VHz, CDCL13,

m xture of rotaners) d 7.55 (m & (m I H, 3.8 (s, 3 H, 3.80
(m 1 H, 3.60-3.30 (m 2 H, 15 3.2 4 H, 1.30 (m 3 H. M
calculated for CL4HISF3INO2+H: 414,
8- 1 odo- 7- net hoxy-1| -nmethyl -2, 3, 4, 5- tetrahydro 1 H-3 benzazepi ne A

sol uti on of Miﬂubtaaoetjdaf:étqdzo-8—hyddu7—lmeethﬂx&3 4)5-tetratiidrb-1H-3; 4, 5- 20

t et r ahydr o- - 3-benzazepi ne (0.600 g, 1.45 mml) in nethanol (20 m.) was
treated wit eﬁ%‘%%fﬁﬁeous NaOH (20 niL), and stirred for 3 hours at 50 C. The
product m xture vRag,fiddbed-hdod@tars 61%%-ﬂh)etho§§llrﬁeﬂq§ﬁ2t3w se with EtOAc
(100 nL), the conbined organi c phases were washed with brine’ (100 ni),
dried wth tiahSdb- HHS-moncepinedl 0 g 6.16inveol) iMd@bhigrapfetbanedB0 oM)sol i d. | H

NVR (400 25 2 I , . 6,57 o 8 , ,
3 12( 3.06 ( ﬁyasltrqaﬁcgctéoégse tv r?_69 4 ?Fﬂ)?%f y Irrngs(oﬁﬁtl,onzl!r;i)gf},-lzt%gﬁ5 84%_1%111))3, lf) 33 (d,

03l 086300 P M@o@?%?gﬁ&gﬁgﬁﬁp gﬁzﬂﬁé'w P10 &1AmeQReRS WA, wid 8. 32 VO

8- Br onb- 7- hyqphewmchied witiethégtopis, a@dﬁm&tfnmngrdmmmikmrézdihhemwahemen €mr DI NH
mL), washed with Na,COj; (100 mL) and brine (100 mL), dried with Na,SO4 and

concentrated. Flash chromatography (15% EtOAc in hexane, silica) resulted in

1.25 g of a white solid foam. 1H NMR (400 MHz, CDCl3, mixture of rotamers) d

7.25 (s, 1 H), 6.79 (m, 1 H), 3.79 (m, 1 H), 3.7-3.3 (m, 2 H), 3.2-2.8 (m, 4 H), 1.32
15 (m, 3 H).

8-Bromo-7-hydroxy-1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine
A solution of N-trifluoroacetyl-8-bromo-7-hydroxy-1-methyl-2,3,4,5-
tetrahydro-1H-3-benzazepine (0.655 g, 1.89 mmol) in methanol (20 mL) was
20 treated with 15% aqueous NaOH (20 mL), and stirred overnight at 20 C. The
product mixture was diluted with water (100 mL), extracted twice with EtOAc,
(100 mL), the combined organic phases were washed with brine (100 mL), dried
with Na,SO4 and concentrated to give 0.460 g of a clear oil. 1H NMR (400 MHz,
DMSO-dg) d 7.11 (s, 1 H), 6.65 (s, 1 H), 2.90 (m, 1 H), 2.73 (m, 5 H), 2.55 (m, 1
25 H), 1.19 (d, J=7 Hz, 3 H). MS calculated for C;;H;4BrNO+H: 256, observed: 256.
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HO N-Tri fl uoroacetyl - 8- brono- 7- hydroxy-1 -nethyl-2, 3, 4, 5-tetrahydro-1

H 3- 5 benzazepi ne A sol ution of

N-trifl uovoasmesepbe 8- br ono- 7- net hoxy- 1 - met hyl - 2, 3, 4, 5- PCT/US03/11076
tetrahydro- 1H 3- benzazepine (1.50 g, 4.10 muol) in dichl oronethane (80 nlL)
was treated dropwise with BBr3 (9.4 nL of a I.OMsolution in CH2Cl 2, 9.4
nmml ), and the mxture stirred overnight while warmng to 20 C. The excess
BBr3 was 10 Eprenpledd(BiSh A-Alldoxiy-8hwpme- avwtthyl3,45-tatrabydro- Wi-3mi xt ur e
diluted with ether.(200 nl), washed with Na2CO3 (100 nlL) and brine (100
nL), dried aﬁ!\’?&&l and concentrated. Flash chromatography (15% Et OAc
in hexane, silica) resulted in 1.25 g of white solid foam 1H NWVR (400
MHz, CDC13, nmixture of rotamers) d sé 2 H, 6679 (m 1 H, 3.79 (m
1H, 3.7-3.3 (m 2 H, 3.2- 2 8 (m 4 :
8- Brono- 7- hydr oxy-1 -net hyl - 3§,4\ = ahydro-1 H 3-benzazepine A

sol ution of N-trifluoroacetyl 8 brom) 7- hydroxy-1| -met hyl -2, 3, 4, 5-

t et r ahydr o- INTBiflbervvazighV-adyloy-83momgeo- 11m&8By B 4)5- terrahﬁ!rbaMbB- (20 nL) was
20 treated with 15% aqueous NaCH (20 nL), and stirred overnight at 20 C.
The prodduct 43468 was diluted with water (100 nl), extracted twice with
Et OAc. (100 m), e WE . brine (100
m.), dried wth %@%@gﬁgqﬁgﬂ%ﬁﬁgﬁe ?Ig) Zih Ogymaﬁﬂo%%yscl ear oil. |
H NVR (400 IVHZahyd[dVHH)-?;dﬁénzaizei’)mh](O(HO g,‘LO H@é nﬁncﬁ)’am(chchldrohl)eﬁhaﬁe Omiln 1 H),
2.73 (m 5 H, V5 cal cul ated for
C11HL4Br N&Wasz%tedd’ﬂélbiﬂbféémf@ée (0 1%538 \Aé&)@m%)a%@é)wpu%g/ 11976 Exanpl e

S (RS T- AR KA R 0@, S BLEBINENGs g idienzazepi ne

Br NH N Tr roacet y 0oXy-8-bro met

5-t et rt@hydr GEtOAL-(39 nil)penshed @\pt}r&%/ﬁqﬁe}nﬂuslﬁm m2@fnL) brme (20 mL), dried with

N-trifluoroacetyl-8-brono-7-hydraoxy-
Na,SO4 and concentrated. " Flash ¢ omatography (15% EtOAc in hexane, silica)
resulted in 0.149 g of a clear oil. 1H NMR (400 MHz, CDCl;, mixture of
rotamers) d 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, J=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

15 H), 1.31 (m, 3 H). MS calculated for C;¢H;7BrF3;NO,+H: 392, observed: 392.

7-Allyloxy-8-bromo- 1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine
A solution of N-trifluoroacetyl-7-allyloxy-8-bromo-1-methyl-2,3 4,5-
tetrahydro-1H-3-benzazepine (1.18 g, 3.00 mmol) in methanol (35 mL) was
20 treated with 15% aqueous NaOH (35 mL), and stirred overnight at 20 C. The
product mixture was diluted with water (200 mL), extracted twice with EtOAc
(200 mL), the combined organic phases were washed with brine (100 mL), dried
with Na;SOy4 and concentrated to give 0.880 g of a clear oil. 1H NMR (400 MHz,
CDCl3) d 7.29 (s, 1 H), 6.63 (s, 1 H), 6.04 (m, 1 H), 5.47 (d, J=17 Hz, 1 H), 5.29
25 (d, J=11 Hz, 1 H), 4.58 (s, 2 H), 3.01 (m, 3 H), 2.89 (m, 3 H), 2.75 (m, 1 H), 1.31
(d, J=7 Hz, 3 H). MS calculated for C14H;sBrNO+H: 296, observed: 296.
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tetrahydro-1H 3- benzazepine (0.150 g, 0.426 mml) in dichl oronethane (5 ni)
was treated with ally] bromde (0.155 g, 1.28 mmol) and DBU (0.195 g, 1.28
mrol ) andwblepsabé rred 2 hours at 20 C. The product m xturenisss/diorat ed
with 10 EtQAc (50 mL), washed with 5% aqueous HC1(20 ni), brine (20 ni),
dried with Na2SO4 and concentrated. Flash chromat ography (15% Et OAC in
hexane, silica) resulted_in 0.149 of a clear_oil. IH NVR 5400 ,
CDC13, mi xt Jfixamyle 6; 6%,§h%11§epzx!w7y~§zbr@§w-1 methyle2,84.5tefrahygdyo-18-34 (m 1 H),
5.47 (d, ‘]Jb7nlig7§p,%H) 5.30 (d, J=9 Hz, | H, 4.59 (s, 2 H, 3.80 (m 1
H, 3.6-3.3 3.2-2.8 (m 415H) 1.3 (m 3 H. M calculated for
C16H17Br F3NO2+H: 392, observed: 392. 7-All
5-tetrahydro-1 H 3- benzazepl ne A sol 8t o)
N-trifluoroacetyl-7-allyl oxy-8-bronmo- | t hylnu2, 3, 4, 5-
tetrahydro-1 H 3-benzazepi ne (1 A897 & in nmethanol (35 nL) was 20
treated with 15% aqueous NaOH ”rr:_\) and stirred overnight at 20 C. The
product m xture was diluted with“water (200 nlL), extracted twice with EtOAc
(200 m), [ 100 ),

iried wi «h VLELHAEE S RBR e BRER Eh VB A Wb B IE 0 ™ 1
(400 MHz, Gokzpifle7.29 (s, 1 H), 6 63 (s, 1 H), 6 04 (m 1 H, 5.47 (d,
J:17Hz,IH),52925(d J=11 Hz ,458é 01(m3H)
2.89 (m 3 H), 2.Asolptignq f‘l}li)tnﬂqoreq_cets(lﬁ rgup-Jhy rsxw-m%blc?a @dtated for

6 (RS “?*E'etaaz%%&y e e T LR R oM

Br NHNT /Imrtﬁa&atmthﬂa@ﬁr&dﬂlmexombrgQM4 ImmmthU(@,loag, @64
S-tetrahydro-1 H3- 5 benzazepine A solution of

N-trifl uor oae@pl) amgl Hrgdd-lipursyad 28 %y - Therpsoduat @X%TW§dIIUted with EtOAc
2L L o SRR aRFE: sy B uILBERLEL 12,2,
ngIAzz and Ndzsoszén@cdmaﬁsatai K shGhroh&o @a A YNEO AL # H&\ﬁ§nfﬁ kilighed wi th
resulted in 0.081 g of a clear o0il. MS calculated for C,0H;9BrF;NO»+H: 442,
observed: 442.

| oxy-8-bronmo-| -nethyl-2, 3, 4,

15 7-Benzyloxy-8-bromo- 1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine
A solution of N-trifluoroacetyl-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 with water (200 mL), extracted twice with EtOAc

20 (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. |H NMR (400 MHz,
CDCl;) d 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 C1gH,,BrNO+H: 346, observed: 346.

25
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10 (50 nL), washed with 5% aqueous HO (20 nL), brine (20 nL), dried with
Na2SO4 and concentrated. Flash chromatography (15% Et QAc i n hexane, silica)
resul ted wo 08/08806 g of a clear oil. M cal cul ated for C20HCIBrSPINOZ26¢-H: 442,
observed: 442. 15 7-Benzyl oxy-8-brono-| -nmethyl-2, 3, 4, 5-tetrahydro-1

H 3- benzazepi ne A sol ution of

N-trifluoroacetyl-7-benzyl oxy-8-brono-|-nethyl -2

t et r ahydr o- 1@*8“%&&3@@%@0(@ -g-pthpxyql- B!?tl?’bﬂﬁiﬁ) 4a§ﬁe?¥éb)‘l@i?0]rH(320 nm) was
treated V\nthbejfé{mg gieous NaCH (20 mL), and stirred overnight at 20 C. The
product m xture iluted with water (200 nL), extracted twice with Et OAc
20 (200 m.), the conbi ned organi c phases re washed with brine (100 niL),

dried with Na2SO4 and concentr at edri 0 g .412 g of a clear oil. 1 H NWR
(400 MHz, CDC13) d 7.38 (d, J=8 Hz, , 7.7 (dd, J=7, 8 Hz, 2 H), 7.23
(m 2 H, 6.61 (s, | H, 503 (™% (m 3H, 2.81 (m 3 H, 2.62
(m 1 H, 2. 30 (bs, | , 1.24 (d, J=7 Hz, . M5 cal cul ated for

C18H2Br NO+HY- 3l orasissipl-§-dtom@Ae:th@- 135 eNul- béﬂg%méymfeé:os/ 11076
Exarrplg : (%8%8 Brono- 7- et hoxy- | - et hyl - 2, 3, 4, 5-tetrahydro-| H 3-
benzaz®pi ne BPREPRE Trifl uor oacetyl - 8- brono- 7- et hoxy-1 -methyl -2, 3, 4,

S-tetrahydro-1 H 8xolatifebERZARLSRaetH HltohW%%/droxy— -methyl-2,3,4,5-
N-trifluoroacetyl -8-brono-7-hydroxy-"| -nethyl-2, 3 4,5-

t et rahydr o- 1thn&yldmaté(23eb¢nzeze@med@5)lgg, @Oeﬁelmnibin)dwlﬂommﬁmﬁéhﬁtlhane (1 )

was treated with eth 102 U 0.102
mol) and P8y FRatpdsv IHbE}Bg‘ E‘d 80 g}f’ﬁ&%’e %ﬂm&%@{%&g%ﬂ& gi"i“ﬂglgd wi th
Et OAc (10 10,ilglirred2$BEH abb . SPReAAHARY it e Was dTluted With E@DA@(W—) dried
wi th Na2SO4 and concentrated. Flash chromat ography (15% Et OAC in hexane
silicd) resuhbpdvashed With 3% guedusdCl GanLpbtine & Biyrivied vitt NaSP4landret hyl -
3, 4 S-tet r(%r;l%gnlir(glte% If-’rlashc %ﬁiaztgge'a&ly(ﬁ% EtOAc in hexane, silica) resulted in

0.010 g of a clear oil.

8-Bromo-7-ethoxy-1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine

15 A solution of N-trifluoroacetyl-8-bromo-7-ethoxy-1-methyl-2,3,4,5-
tetrahydro-1H-3-benzazepine (0.010 g, 0.026 mmol) in methanol (1 mL) was
treated with 15% aqueous NaOH (1 mL), and stirred overnight at 20 C. The
product mixture was diluted with water (3 mL), extracted twice with EtOAc (5
mL), the combined organic phases were washed with brine (3 mL), dried with

20 Na,S04 and concentrated to give 0.007 g of a clear oil. 1H NMR (400 MHz,
CDCl;)d 7.29 (s, 1 H), 6.63 (s, 1 H), 4.07 (q, J=6 Hz, 2 H), 3.03 (m, 3 H), 2.91
(m, 3 H), 2.73 (m, 1 H), 2.26 (bs, 1 H), 1.46 (t, J=6 Hz, 3 H), 1.32 (d, ]=7 Hz, 3
H). MS calculated for C;sH,7BrF;NO,+H: 380, observed: 380.

25 Example 8: (R,S) 8-Bromo-7-isopropoxy-1-methyl-2,3.4,5-tetrahydro-1H-3-

benzazepine
Br
)\ NH
o
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15 A solution of N-trifluoroacetyl-8-brono-7-ethoxy-1-nethyl-2,3,4,5-
tetrahydro- | H 3-benzazepine (0.010 g, 0.026 mmol) in nmethanol (1 nmL) was
treat ed woh3ag&3@aqueous NaOH (1 nlL), and stirred overni ghCtTao200@ The
product mxture was diluted with water (3 nL), extracted twi ce with EtCAc
(5 L), the conbi ned organi c phases were mashed with brine (3 nL), dried
with 20 Na2SO4 and concentrated to give 0.00 9 of a clear oil. 1H NWVR (400
Mz, CDC 3)N JnﬁuQ@a(fgt;vl-S bH)’"OTg iggpropoxyal-Mythylal 87, S-tetrabydrort-32 H), 3.03
(m 3 H, 2.91 2 03 , 2273 (m 1 H, 2.26 (bs, 1 H, 1.46 (t, J=6 Hz, 3
H, 1.32 (d, H“ffﬁz 3 H) MS cal cul ated for CL5HL7Br F3NCR+H: 380,

observed: 380 2% E@ﬂ@ﬁ&h 6f B-trifllorShcetyl-8-bromo-7-hydroxy-1-methyl-2,3,4,5-
8- Brono- 7-i sopropoxy-| -net hyl -2, 3, 4, 5-tetrahydro-| H 3- benzazepl ne Br | \
NH 36 WO 03¢t@@6(g@5 ﬁ@rbqu@@plr@((@@% &, 0.099 mmol) in dichloromethane (1 mL)

Trifl uoroacetyl. - 8- 7|s 0 ro-1 H 3-
benzazepi no SECETIEE I BPPRPTL O R (o 003 P 2! ol DY (ADTh 105
-net hyl - 2, 3,ilmat) ah@tsﬁﬁ&v%@uﬂsldtﬁe@emmuaﬁnmu&%asgmu&da&% BIOAQ in
di chl or onet hane S 5 was treated with isopropyl bromde (0.037 g,
(

0.297 mol ) (108 wame wjth mgqgeqmﬂql (émi)slnrnrrer(éanlz) Hoed witafNa®0C, The

product m xtur,e was d t t OA 5% agueous HC
U5ty br 1 B eatienyaleg i fhiofh (R MRRRER el e

chr omat ogr aphy. dﬂ%%fFatéP@& oilN MS ¥Ab&lated ifbrl CAN,BEEMNOLH: 304, &s&lédg of a
clear oil. MS calculated for CL6HL9Br FANO2+H: 394, observed: 10 394.

8- Broh®- 7-i s¥9%r opoxy-1 -nethyl -2, 3, 4, 5-tetrahydro-| H 3-benzazepine A
solution of N-trifluoroacetyl-8- br ono- 7- i sopr opoxy-| - net hyl -2, 3, 4, 5-
tetrahydro-1 H 3-benzazepine (0.014 g, 0.035 nmol) in nethanol (1 nL) was

15 treated Vg Bl oY 88pr60845- MNAEM L L 3 0L5) serr@nplirdl AH- B%@nﬂiéﬁéi%ght at 20 C. The

product m xture was diluted with water (3 nL), extracted twice with Et OAc
(5 A solution of N-trifluoroacetyl- 8-bromo 7- 1sopropoxy—l-methyl-2,3,4,5-

tetrahydro- 1 H-3-benzazepine (0.014 g, 0.035 mmol) in methanol (1 mL) was

15 treated with 15% aqueous NaOH (1 mL), and stirred overnight at 20 C. The
product mixture was diluted with water (3 mL), extracted twice with EtOAc (5
mL), the combined organic phases were washed with brine (3 mL), dried with
Na;SO4 and concentrated to give 0.008 g of a clear oil. 1H NMR (400 MHz,
CDCl;3)d 7.24 (s, 1 H), 6.64 (s, | H), 4.48 (m, | H), 2.98 (m, 3 H), 2.87 (m, 3 H),

20 1.36 (m, 6 H), 1.30 (d, J=7 Hz, 3 H). MS calculated for C;4H,0BrNO+H: 298,
observed: 298.

Example 9: (R,S) N-Methyl-8-bromo-7-methoxy-1-methyl-2,3,4,5-tetrahydro-
1H-3-benzazepine

Br
N—Me
25 MeO’

A solution of 8-Bromo-7-methoxy-1-methyl-2,3,4,5-tetrahydro-1H-3-
benzazepine (6 mg, .022 mmol) in methanol (1 mL) was treated with excess
paraformaldehyde, 1.0 M HCl in ether (0.004 mL, 0.004 mmol), NaBH;CN (1.0
mg, 0.013 mmol), and stirred overnight at 20 C. The product mixture was diluted
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m.), the conbined organi c phases were washed with brine (3 nL), dried with
Na2SO4 and concentrated to give 0.008 g of a clear oil. 1 H NWVR (400 WHz,
CDC13) d woddiogsp6 | H), 6.64 (s, 1 H, 4.48 (m 1 H), 2.9%8cfruso81#dyg 2. 87
(m 3H, 201.36 (m 6 H, 1.30 (d, J=7 Hz, 3 14). MS calcul ated for
Cl4H20Br NO+H: 298, observed: 298. Exanple 9: (R S)

N- Met hyl - 8- br ono- 7- net hoxy-| - met hyl - 2, 3, 4, 5-t etrahydro- 1H 3- benzazepi ne Br
N-Me 25 Me@ith %élagwcoxal\bofls(ffambmxvmﬁed Bdinyes with CH,Cl, (5 mL each), the

-nmethyl-2,3,4 tra dr,o- i n nmet hanol
(oY e et g P apdT W EAEs R afbe Mol SR ) L0
(0.004 nlL, QnRfMat Hy(lb%&bﬂé@N 1hl:}@zc1mmc9) xQéhﬁteHTIEB)mg afdlcledridir e
overnight at 20 C product m xture was diluted 37 WO 03/ 086306

PCT/ US03/ 110¥4R (#D Mm/ﬁweb@% 3NASH KB 66f16)(s, R, Bah a3 31)13 %@Drw& h CH2C12

Concertr at D DA Tohr 2astbozahng X sk B B A L acET fosul ¢ ed
in 5 ng of 5H§'3Q‘F)r l\qslcalcﬁ-lﬁedm&m@rW%H @@@1&%61@63 R, (5 1 H) 6.66 (s,

| H), 3.87 (s, ( H), 3.01 (bs, I H, 2.85 (m 2 H), 2.45
(s, 3 H, 245225(m 2 ,136(d J=7 Hz, 3 H). MS cal cul ated for

8B NO iy RS G e S b mﬁvamé;s benzazepi ne B

N- n-Pr 10 QﬁthAdx%QiH-t:s' mzﬁe in
8- Br ono- 7- rrethoxy | - met hyl -1, 4 5-tetrahydro-3H 3- benzazepine (6 ng, .022

nmml ) in nethanol (1 nL) was treated wi t\h  propi onal dehyde (5.0 ng, 0.067

mmol), 1.0 MHCO in ether (0.0048 nmol ), NaBH3CN (1.0 ng, 0.013
mmol ), and stirred overnight at 20 he N—n-Pr
10 MeO

A solution of 8-Bromo-7-methoxy-1-methyl-1,2,4,5-tetrahydro-3H-3-
benzazepine (6 mg, .022 mmol) in methanol (1 mL) was treated with
propionaldehyde (5.0 mg, 0.067 mmol), 1.0 M HCl in ether (0.004 mL, 0.004
mmol), NaBH3;CN (1.0 mg, 0.013 mmol), and stirred overnight at 20 C. The

15 product mixture was diluted with 5% aqueous NaOH (5 mL), extracted 3 times
with CH,Cl; (5 mL each), the combined organic phases were dried with Na;SO4
and concentrated. Flash chromatography (10% MeOH in CH,Cl,, silica) resulted
in 4 mg of a clear oil. 1H NMR (400 MHz, CD;0D) d 7.33 (s, 1 H), 6.87 (s, 1 H),
3.84 (s, 3 H), 3.25 (m, 2 H), 3.11 (m, 2 H), 2.97 (m, 1 H),2.78 (bm, 2 H), 2.63

20 (bm, 2 H), 1.67 (m, 2 H), 1.38 (d, J=7 Hz, 3 H), 0.96 (t, J=7 Hz, 3 H). MS
calculated for CsH»,BrNO+H: 312, observed: 312.

Example 11: (R,S) 7-Hydroxy-8-iodo-1-methyl-2,3,4,5-tetrahydro-1H-3-

benzazepine

NH
25 HO
N-Trifluoroacetyl-7-hydroxy-8-iodo- 1-methyl-2, 3,4, 5-tetrahydro-1H-3-

benzazepine
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15 product m xture was diluted with 5% aqueous NaCOH (5 nlL), extracted 3

times wth CH2Cl2 (5 nL each), the conbined organi c phases were dried with
Na2SO4 awo ososwent r at ed. Fl ash chromat ography (10% MeOH PoT@INRALZM1A76 Si | i ca)
resulted in 4 ng of a clear oil. 1 H NWR (400 MHz, CD30OD) d 7.33 (s, | H),
6.87 (s, | H, 3.84(5,3H),325(m2H) 311(m2H),297(m1

|—|)278(bm2|—|),263201(3 dJ?Hz 3 H,
0.96 (t, J=7 Hz, “ssqlytiongf N I&ﬂ%@}%‘t@é}d Sﬂé‘ﬂoﬁﬂaﬁQQB}‘ mmhyla% Sobserved: 312,

EXx I 11: 3-
beﬁggzgpl ne tiétf%{h?jro' %ﬁﬁzr ?Hegggggt 5'?19/1]901% 1;13(}11?})2]% &B%Qy(?%#e‘b% -2, 3,
4, 5-tet l’ahyﬂ:&&dlvlﬂ'l'BBr3t(6ﬂDaliIepf@@.OBBsdml@ﬁﬁlmﬁQQ OPIU%hﬁﬂlﬁdnﬂiJsﬂ?rﬁd A

solution of N-trifluoroacetyl-8-iodo-7-nethoxy- mathqv) 2,3,4,5
t et r ahydr o- PMeBight a2 €piThe exens BPn waa@leﬁﬁhﬂd)wnﬂhwaie&ﬁv thspsedighe (3 nb)

was tJdeate thB [ n 0 mmol)

and st%’rredqm\g%/ué? F\Vﬁgﬁ]?utg?witg @'e S?% icessg(g{g%}\%\égb &enc%gﬁd Q?% wat er and

the product (90 fﬂmtdﬁea wias Naidoutaad c‘dhédﬂtr@ﬁebeFla@R@hﬂfﬁhJ)atogﬂ@ﬂMdSWth Na2CC3

(10 nlL) and brine m.), dried with Na2SO4 and concentrated. Flash

chr onat ogr a;ﬂﬁQA(CJlE%X@? ica) fesubiaching’4 BB jof & white selid-t M Galcuiatedriyrof a white

solid. M5 c t H 13 +H: 400, observed: 400. 10

7- Hydr oxy- 8%%'%%8?111%6&% h@@’fgsﬁved:%% t etrahydro-1 H 3-benzazepi ne A

sol ution of N—trifluoroacetyl 7 hydroxy 8-iodo- | -nethyl-2,3,4,5-

tetrahydro- | H 3-benzazepi ne 0.063 mml ) in net hanol (2 nm) was

treatkl wtﬂﬁﬁdfm@qﬁemfmw@ﬂ(b3 gg)fetr@h}drcstfﬁr} éd?ZGW'?ﬁ ght at 20 C. The
e with Et OAc

(515 ).t he coupiier o arniosa -l R B e (5 ). dri ed
vl\ghtz h  Na2SOeipihd @O 88 dn2hRPideq2 9160583 Mindl) irPméihbAd (3@hli)dvasl H NVR (400
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
15 mL), the combined organic phases were washed with brine (5 mL), dried with
Na,S0O, and concentrated to give 13 mg of a white solid. 1H NMR (400 MHz,
CD;0D) d 7.46 (s, 1 H), 6.64 (s, I H), 3.16 (m, 3 H), 2.94 (m, 3 H), 2.81 (m, | H),

1.35 (d, J=7 Hz, 3 H). MS calculated for C;H;4INO+H: 304, observed: 304.

20 Example 12: (R,S) 7-Allyloxy-8-iodo-1-methyl-2,3,4,5-tetrahydro-1H-3-
benzazepine
]
NH
o
N-Trifluoroacetyl-7-allyloxy-8-iodo- 1-methyl-2,3,4,5-tetrahydro- 1 H-3-
benzazepine
25 A solution of N-trifluoroacetyl-7-hydroxy-8-iodo-1-methyl-2,3,4,5-

tetrahydro- 1 H-3-benzazepine (30 mg, 0.075 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;SO4 and
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CD30D) d 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 Cl1H141NO+H. 304,
obser ved: wB®4/0830¢ Exanpl e 12: (R S) PCT/US03/11076

7- Al l yl oxy-8-iodo-I|-nethyl-2,3,4,5-tetrahydro-|1 H 3- benzazepine ~\O 1 / NH
N-Trifluoroacetyl-7-allyloxy-8-iodo-1 -methyl-2, 3, 4, 5-tetrahydro-1 H 3-
benzazepi ne 25 A sol ution ) . )

of N-t ri f | uorengsatryted 7 Flash elyoinameraphy (1 3% ditRic-ip hexapegpsilica) resulted in 23

was 1 vat o 05 SR RS el fgor Gty MGl Ao B8 2B "0 ol

and stirred 2 hours at 20 C. The product m xture was diluted with Et QAc
(10 m.), washed with 5% aqueous HCl (5 nL), brine (5 nmL), dried with
Na2SO4 and 394Kpx3¥-6Ble3bmethlr? 8o B erabrd o- trickane¢zapidd.  Fl ash

chr omat ogr aphy ( 15%,Et LN i Li.ca sul tedqin,23, .ng of a clear
oi | . n'%ts cal cul at (JaAdS@‘E‘P%%ﬁﬁ@%ﬁ%%ﬁyﬁ?'ﬂhlgcfx)yé%goéjlrd vleﬁlgtﬂlga’.%’ét’s
7- Al 1yl oxy- Setiahg@rol 1 H3e8eRYAzeBine 823 fhg, 8.05@hinadly i ethaidl 32 hanzagepi ne 5 A

solution of N-trifluoroacetyl-7-allyloxy-8-iodo- | -net hél -2,3,4,5-

t et r ahydr o- 114a3d patizbYe paureus NaOH(2 rolpsed ptrsed ovemigktt#43R6 e nl) was
treated with 15% aqueous (2L d,stirred.overni t 20 C. The
product m xtpﬂ?‘lsé]c%\ﬂg( TS wﬁdt%t%%%F %E%IL?FL‘?)XFM%%? ?‘Qg év(ljtg{g th%é: (\%/i th Et CAc

(5 n), thenoiHRiBabhiRUGREnE: PHASEESerotFBhMBS IR Brive [ miy,idiRd WathL) , dried
with 10 Na2SO4 and concentrated to give 18 ng of a white solid. M
cal cullat ed MNSOCANUEINEGRNGEHO 2Bedl 8 o€ a wéite sglidt MExaleplatedfar (R, S)

3, 5- Di net hy?g@ﬂéﬁ%%%?{ﬁt ?%E%/eﬁ%% 2}1—&1 oxa- 7-aza- cycl oheptai ndene NH 15 ho

N-trifluoro 7, 8, 9-tetrahydro-5H 1-oxa-7-aza-
cycl ohept ai ndene A solution of N-trifluoroacetyl-7-allyloxy-8-iodo- |
-nmet hyl - 2, 3, 4, 5-

Example 13: (R,S) 3,5-Dimethyl-6,7,8,9-tetrahydro-5H-1-oxa-7-aza-

cycloheptaindene

4 NH

15 °
N-trifluoroacetyl-3,5-dimethyl-6,7,8,9-tetrahydro-5SH-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

20 mL) was treated with KOAc (106 mg, 1.08 mmol), n-BusNBr (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, and concentrated. Flash

25 chromatography (5% EtOAc in hexane, silica) resulted in 15 mg of a clear oil.
MS calculated for C;¢HsFsNO,+H: 312, observed: 312.

3,5-Dimethyl-6,7,8,9-tetrahydro-5SH-1-oxa-7-aza-cycloheptaindene
A solution of N-trifluoroacetyl-3,5-dimethyl-6,7,8,9-tetrahydro-SH-1-oxa-

40



tetrahydro-| H 3-benzazepine (158 ng, 0.360 nmol) in dinethylformam de (4
20 mL) was treated with KOAc (106 ng, 1.08 nmol), n-Bud4NBr (116 ng, 0.360
mrol ), PPRN® 08A2830g, 0.036 nmol),. Pd(QAc)2 (4 ng, 0.018 nwolr)usandiosdirred
overnight at 100 C. The product m xture was filtered, water (10 nL) added
and then extracted tw ce mﬁth Et OAc (10 nL). The conbi ned organi ¢ phases
were washed with brine é%ﬁ , dried with Na2SO4 and concentrated. Fl ash
25 chr omat ogr#zgtfycloboptandgge (1 %Q&ﬁ% mrgplp i’b’é’?thﬁé%ldiz el W35 tiestedgvigh a cl ear

75, oot ot rany a0 ROREH, S R AR Lo e Bt T YL

N-trifluor Oamtdﬂhtea vattivatet (SyhL} eXtradedrtied W&h)ﬂﬂ@ﬁc%ﬁﬁ)pbh&coﬁa&ﬂéﬂ)

03/ 086306 PCT/ US03/11076 7-aza-cycl oheptai ndene HE% 0,048 mmol ) in
net hanol (2 Oﬁ&%ﬂl%@lsas?sr‘é%é‘ﬁlsbﬁdt‘h{th bring kb ysic dand stirred
over mSth at oggengatte Q@gi&%‘fﬂ?’n@é % %B#%?ohdwaﬁi f% T(ZRR') M—Itzhcmltl ?rd 7(§ m),

extracted twce nbi ne organi t pha es 'were washed
with brine (§1mM))7. 1glr(s eda)ywﬂob (é\lam 12N¢h, 3 }a;pmger(trr at}E)d2186 (gn,\yeH);Lo ng of a
white solid. 1H NNR 0 MHz, CDC13) d 7.25 (s (s, 1 H, 7.09
(s, | H, 3219 @m,!1 )H;z 15;gs M), th344dHj=8 Hz.g5H]. rMS|ca]q)ﬂatedzf054 (bm 1 H),
2.15 (s, 3 H. M calculated for C 14H 1 ENOtH. 216,
observed: 2 AJTE%E§£%1 f?ve?ﬁﬁé

7- Al | yl oxy- 8- chl or o- I-nethyl 2,3,4,5- tetrahydro | H 3- benzazepine ci NH
N-Tri fl uoroacetyl - 8-chl oro-7-hy droxg -methyl-2, 3, 4, 5-tetrahydro-1 H 3-
benzalkpi ne Ez@mplg dHuR,Sh7-odlylexyr§-chloro-1-methyl-2,3,4,5- tetrahydro-lH-3-

fl uoroacetyl chl or o- 7- met hoxy-1| - net hyl - 2, 3, 4, 5-

t et r ahydr o- ﬂ¥il§ngﬁiazeplne (48 ny, 0.15 mol) in dichl oronet hane (2 ni)
was treated with BBr3 (0.30 nL of a 1.OM golution in CH2C12, 0.30 mmol)
and stirred overnight at 20 C. The eexce REBr 3 was quenched with water and
the resulting mxture diluted with et (ZO,nL), washed with Na2CO3 (10

m.) and brine (10 o
N-Trifluoroacetyl-8-chloro-7-hydroxy-1-methyl-2,3,4, 5-tetrahydro- 1 H-3-
benzazepine

15 A solution of N-trifluoroacetyl-8-chloro-7-methoxy-1-methyl-2,3,4,5-

tétrahydro-1H-3-benzazepine (48 mg, 0.15 mmol) in dichloromethane (2 mL) was
treated with BBr; (0.30 mL of a 1.0M solution in CH,Cl,, 0.30 mmol) and stirred
overnight at 20 C. The excess BBr; was quenched with water and the resulting
mixture diluted with ether (20 mL), washed with Na,CO; (10 mL) and brine (10

20 mL), dried with Na;SO4 and concentrated. Flash chromatography (15% EtOAc in
hexane, silica) resulted in 24 mg of a white solid. MS calculated for

C;3HsCIF;NO,+H: 308, observed: 308.

N-Trifluoroacetyl-7-allyloxy-8-chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-
25 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),
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20 nL), dried with Na2SO4 and concentrated. Flash chromatography (15% Et CAc
in hexane, silica) resulted in 24 ng of a white solid. Ms calculated for C
13H 13C1R8N02»$630808, observed: 308. N PCT/US03/11076
Trifluoroacetyl-7-allyloxy-8-chloro-I -nethyl-2, 3, 4, 5-tetrahydro-1 H 3-
25 benzazepine A solution of N-trifluoroacetyl - 8 chI or o- 7- hydr oxy- |
-methyl -2, 3, 4, 5- tetrahydro-1H 3-benzazepi ne S , 0.078 mmol ) in

di chl or omet teashed withi596 aquggus HER(SemLiibrine 45 mj @T@W%N@ﬁ@‘t@d 0.15 mml ),

DBU (23 nmg, Q.15 xture
was dil uted C\?m“?ﬁ%’tr%@a(sﬁﬁmwﬁatggﬁpq\)@l 0 it A S TR B Nt o
5% aqueous kg of Hwhitd solll. IMS cakeulited, foflC| 8, OIFINONIL 3@, eidrved3ugent r at ed.
Fl ash chromat ography (15% Et OAc i n hexane, silica) resulted in 23 ng of a

white solid. M5 cal cul ated for Cl6H17CLF3NO2+H: 348 observed 348. 5

7- Al | yl oxy- or o t hyl - t benzazepl ne A

sol ut |§on of a/ﬂgpjfl?’f)i ‘518{7%130_2?(/'7’%?( ?fly t§¢yf¥ﬂf€3 be'izafr&'he |-2,3,4,5-
tetrahydro- | H 3- bepgag&ePsNe- tﬁaamﬂueetﬁ ﬂﬁgdm -thlofb- mawmaz n) was
treated with 15% aqueous NaCOH ( : stirred overnight at 20 C. The

product mi xttefrahydeos! /i3 lmnémzemrter(%vmgeﬁ 006 mmgl) ineethaeeldd mlgivea wi t h Et QAc

510 nm), th hed .wi th 5 nm), dried
W th Nasoleisd UanEeAeRaten NegTETEER R SR A IER el el H R (400
Mz, me)pr&du?:t it was d"‘)u’tecﬁwﬁll WQl&r SSImm 1ex§-a9t3d (\Vice witEtOAc48 (d, J=17

He, | H), (d, J=10 Hz, 1 H), Hz, 2 H), 3.1-2.9 (m 5 H),
2.81 [n | HﬁL) theg®mbiged drgadic phas&ﬂw(ﬂ@ wa]shé’d Nzth anHIS ml3, diedmpithe 15: (R S)

(oo R Bl Y b FutiT S S bgagzer ne o
5-tetrahydr @3,dbyd 7.12 (s, 1 H), 6.81 (s, 1 H), 6.03 (m, | H), 5.43 (d, J=17 Hz, 1 H), 5.24
(d, J=10 Hz, 1 H), 4.57 (d, J=5 Hz, 2 H), 3.1-2.9 (m, 5 H), 2.81 (m, 1 H), 2.63 (m,
1 H), 1.30 (d, J=7 Hz, 3 H).
15
Example 15: (R,S) 7-Methoxy-1-methyl-8-(2-thienyl)-2,3,4,5-tetrahydro-1H-3-
benzazepine

/ S

~
NH
MeO

N-Trifluoroacetyl-7-methoxy-1-methyl-8-(2-thienyl)-2,3,4,5-tetrahydro- 1 H-3-
20 benzazepine
A solution of N-trifluoromethylacetyl-8-bromo-7-methoxy-1-methyl-
1,2,4,5-tetrahydro-3H-3-benzazepine (51 mg, 0.14 mmol) in 1,4-dioxane (2 mL)
was treated with thiophene-2-boronic acid (36 mg, 0.28 mmol), K,COs (58 mg,
0.42 mmol), water (0.1 mL), Pd(PPh;)4 (16 mg, 0.014 mmol) and stirred overnight
25 at 100 C. The product mixture was diluted with EtOAc, filtered, absorbed on
silica and purified by flash chromatograghy (10% EtOAc in hexane, silica)
resulting in 28 mg of a yellow solid. MS calculated for C,sH;3F;NO,S+H: 370,
observed: 370.
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20 benzazepine A solution of N-trifluoronethylacetyl-8-brono-7-nmethoxy- |
-methyl - 1,2, 4,5-tetrahydro-3H 3-benzazepine (51 ng, 0.14 mol) in

1, 4- di oxawe ofasastg was treated with thiophene-2-boronic a&cirasi86,7¢rg, 0.28
mmol ), K2CO3 (58 nmg, 0.42 mml), water (0.1 nL), Pd(PPh3)4 (16 ny, 0.014
mmol ) and stirred overnight 25 at 100 C. The product m xture was dil uted
with EtOAc, filtered, absorbed on silica and purified by flash

chr omat ogr ag"f‘nMe(’m@%I Brahy-§-2-tésmitle, 3, §45rt'etmi}ydr¢é§zb$1biewg2w628 my of a

Y5 086300 PeT/ Lo PATHoE bPS (il bora R om0 s SRIELIESS 4300 42 VO

S- tetrahyeretlaﬁsld;’u DHfBZBé’rﬁQl ﬂm‘&&@d t)looanﬂﬁol it flefhlabiIr(@ agI9twds- 7- met hoxy- |
- et hyl - 8- (2-t hi enyl -23463 tetra {WO 1H-%hbenzazep|ne(28 ng, 0.076

mol) in rrettrmtﬁdlwmli%)aqms Na@éiaf?em anf stiged aéd@wsat&ﬁ@ T® n), and

strre 0.5 hour at50CTh5 di |.ut h t 5
| gt ractpéaé{{"\ipg’émﬁ Vi ¢ 5 %{ign‘{ﬂr} r(?ﬁ‘ff V%](?eg’rl%élalﬁgé (ﬁas\gg \%r((a
vvashed with rlaq R dombThed orgﬁﬁl@gﬂ_{dghé aerel\laa%ﬁéaﬂwﬁncdmﬁessmrc&teadmm give 18 ngy

of ayellowoil. 1 HNW ( CDC13 745&1_&I 1 H, 7.39
(s, 1 H), 7M@Spdan@a@xqemratedH)glveﬂ&mg(qidyeljerw oil. MRI_(4QPMHz,71 (s, 1 H),

3= He: 3 HCPRD BZ el e O e TR ™ 6 et Dud T, 4l ¢

16 (R S) 8 M@'WPHK,'_@?I'[ om)lw@tshyl}g%& 249§nt@H? @Mﬂ(r@ 11, 3-220@8Zi@azepi ne
NC INZ NH MeO 15 N-Trifluofoacetyl cyano- 7- met' hoxy-

- met h{0 - 2, 3,H), 3-38dtly Evyidz,3- H)}H-MS cb@nl@aziefpr EesHANOSttl| 2)7rf1 observedr 274.

fl uoroacetyl - 8- br ono- 7- net hoxy- 1 - et hyl - 2, 3, 4, 5-

tetrahydro- 1H 3- benzazepine (18 ng, 0.05 nmol) in dinethylformam de (1 nl)

was treated pgdin Y ENIR 29 8By and-Rthe MBXy)1-AlRth 113 sk thRy d@S1 ik T owaved at

benzazepine
NC
NH
MeO
15 N-Trifluoroacetyl-8-cyano-7-methoxy-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 (18 mg, 0.05 mmol) in dimethylformamide (1 mL)
was treated with CuCN (20 mg, 0.24 mmol) and the mixture was microwaved at

20 200 C for 0.5 hours. 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,4 and concentrated. Flash chromatography
(35% EtOAc in hexane, silica) resulted in 10 mg of a clear oil. MS calculated for
CsHsF3N,O,+H: 313, observed: 313.

25
8-Cyano-7-methoxy-1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine

A solution of N-trifluoroacetyl-8-cyano-7-methoxy-1-methyl-2,3,4,5-
tetrahydro-1H-3-benzazepine (10 mg, 0.032 mmol) in methanol (2 mL) was
treated with 15% aqueous NaOH (2 mL), and stirred 1 hour at 50 C. The product
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20 200 C for 0.5 hours. The product mxture was diluted with water (5 nL),
extracted twice wwth EtOAc (5 nL), the conbined organi c phases were washed
with brimnwo(308i3)¢ dried with Na2SO4 and concentrated. Fl ast/ushs/omwed ography
(35% Et OAc in hexane, silica) resulted in 10 ng of a clear oil. M
calculated for C 15H 15F3N202+H: 313, observed: 313. 25

8- Cyano- 7- net hoxy-1 -nethyl-2, 3, 4, 5-tetrahydro-1 H 3-benzazepine A

sol ution of INXEyTe Naﬁuéﬂ‘éiadzéﬂ@lwgerd)?aﬁ]el pxtpgetadoinee Wit Efgfic 6 mLy, tg

hyd h
R e R T L et
product 43 \WonEehtARE396iveEN M@%/am‘é@ohﬂn thNMquaeo MHHICDLOBYh water (5

m.), extracted twice wth Et OAc m}%\h the conbi ned organi c phases were
washed wit h B33 el H3, ©23 (s, dH)ed O 3484 2han, Q:Hhé’e&ﬂglatleﬂ) 2Hgi ve 6. 0

g, of Whl t(msﬁﬁé) (ij,§3 %@ %@Xf(?%% %calcgs’gg)f?rdc 1113%3 6&5{ géjqu:l,os?rvgg’
1.33 (d J =81z, 3 H. M5 cal culated for C13HL6N20+H. 217, observed: 217.

Exanmple 17: (R S) 8-brono-I|-cycl opropyl - 7- net hoxy- 2, 3, 4, 5-tetrahydro-| H
3-benzazepine Br NH 10 Meo N-Trifluoroacetyl-I -cycl opropyl-7-methoxy-2,

3, 4, 5-tetrahydro-1 -benzazep ution of ,digethyl zinc (1 nm, | M
in hexanes) Wlﬁﬂﬂlb&%&?ﬁéﬁgo& mBYlQ 16 t@?ﬁ' -%,i&ga? ée&'y ‘Wyﬁﬁo'(iﬂ('
trifluoroacefpenAagégind n di chl oromet hane (0.5 nm) and the mxture stirred
for 15 mn. Diiodomethane (0.280 g, 1.0 mmol) in 15 di chl oronmet hane (0.5
m.) was then added and stirred for 15 m Rytes. N

Trifl uoroacetyl - 7-met hoxy- | -met Hf 3
H 3- benzazepine (0.075 g, 0.26 mol ) di cﬂlﬂ ororret hane (1 m.) was added
and the mxture stirred for 30 nme = 22— C and then for 2 hours at 20

C. The produgt. m xture
P I&-T rifluoroacetyl-1-cyclopropyl-7-methoxy-2,3,4,5-tetrahydro- 1 H-3-benzazepine

A solution of diethyl zinc (1 mL, I M in hexanes) in dichloromethane (1

mL) at 0 C was treated with trifluoroacetic acid in dichloromethane (0.5 mL) and
the mixture stirred for 15 min. Diiodomethane (0.280 g, 1.0 mmol) in

15 dichloromethane (0.5 mL) was then added and stirred for 15 minutes. N-
Trifluoroacetyl-7-methoxy-1-methylene-2,3,4,5-tetrahydro-1H-3-benzazepine
(0.075 g, 0.26 mmol) in dichloromethane (1 mL) was added and the mixture
stirred for 30 minutes at 0 C and then for 2 hours at 20 C. The product mixture
was quenched with aqueous saturated NH4Cl (5 mL), extracted twice with CH,Cl,

20 (20 mL), washed with saturated aqueous NaHCO; (10 mL), washed with H,O (10
mL), and concentrated. Flash chromatography (7% EtOAc in hexanes, silica)
resulted in 0.050 g of a white solid. MS calculated for C;sH;sF3sNO,+H: 300,
observed: 300.

25 N-Trifluoroacetyl-8-bromo-1-cyclopropyl-7-methoxy-2, 3,4, 5-tetrahydro-1 H-3-
benzazepine
A solution of N-trifluoroacetyl-1-cyclopropyl-7-methoxy-2,3,4,5-
tetrahydro-1H-3-benzazepine (0.025 g, 0.08 mmol) in acetonitrile (1 mL) was
treated with N-bromosuccinimide (0.032 g, 0.18 mmol) and stirred for 2 hrs. at 50
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was quenched with aqueous saturated NHACL(5 nlL), extracted twice with
CH2C12 20 (20 m.), washed with saturated aqueous NaHCO3 (10 nL), washed
wi th H20 wb®3/08d3)¢ and concentrated. Flash chronmat ogr aphy PCT6SES/OAC6 | N
hexanes, silica) resulted in 0.050 g of a white solid. M calculated for
C15H16F3NO2+H: 300, observed: 300. 25 N-Trifl uoroacetyl -8-brono-|

- cycl opropyl - 7-nmet hoxy-2, 3, 4, 5-tetrahydro-1 H- 3- benzazepl ne A solution
of N-trifludf oabf*epwucqmmw% W@f)fsmmraﬁc%ﬁ%@p@fée%b%ﬂas

t et rahydr o- r 1 n) wa
treat e)d/ Wi t h]é%% %@i}?@l Al m %\31 ggrﬁeg S%%l%hmn%p?% g%rsutfliar‘*r']{'al 1£or 2) hr sts
at 50 44 WO 8408636 cPatdd EdﬁQ?qéH,lBﬂ@NO;JrHTBrES pbstual: 3A8.xt ure was

concentrated and then purified by flash chronmatography (10% Et OAc in
hexanes, silica) resulting in 0.014 g of a white solid. M calculated for

C15HL58r F3NC§ rl?l)mo?’i ﬂcl%@lyﬁgéthg%zj% 5- {etra ﬁro dlr%_ llf_f_nz%,zegme

8- brond-1 -cyclopro etr enzazepine A

sol ution of N-tri4 kelafid@6ENMflorobeyty-8- lbronmypbmmpwl T ridHoR 9RY345-34, 5-
t etrahydro- 1H 3- benzazepi ne (0.014 037 mmol ) in nethanol (1 nL) was

0.
treated wi t Hetr@ngleylidcn rmazgﬁn(q(ofw? 2 %A mmql} wanetbanad (hewkpsvast 50 C. The
product m Xt RN ﬁl?%&%@%ﬁl%&)&?@oncé(a% t?}r%]d {o?éthoﬁgstagg&}wﬁ? wth Bt OAc

(10 10 ni), fied ve gof a clear

oi . 1 H NVRyrodutdthiMare w@ﬁ@d Witl{ bARe (19,mL), b&txac@edﬂ&nééwnﬂEﬂ)Ac 31(53 (s, 3
H, 3.02 (m 2 H), 2.92 2 H, 2.67 (s, 2 0.91 I-EZS 85 (m 2
H . MY cal cunh) deied withd/g EB‘BﬁN@@HTatQ(B@ 2ivh88P% s@f azsazroda Mil e 18:

R'S) 8-bro r h 4 te
U 3 bons ay da MRG0 5 RED oK 6 daltads 61F ATALGm, 2 ),
- hydr oxymet by fn,eHN &7 &, 2 Bl), 0191 &n,t2HY, &AM 2IH )+ BIS calculated for
Ci3H,BrINO+H: 282, observed: 282.

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

OH

Br
NH
MeO

N-Trifluoroacetyl-1-hydroxymethyl-7-methoxy-2,3,4,5-tetrahydro-1H-3-
benzazepine

20 A solution of N-trifluoroacetyl-7-methoxy-1-methylene-2,3,4,5-tetrahydro-
1 H-3-benzazepine (0.100 g, 0.35 mmol) in tetrahydrofuran (1 mL) was treated
with BH3;-THF complex (0.36 mL, 1 M in THF), and stirred for 30 min. at 20 C.
Water (0.5 mL), saturated aqueous NaHCO; (0.5 mL), and 30% H,0, (0.2 mL)
were added sequentially and the reaction stirred for 30 min. at 20 C. The product

25 mixture was diluted with EtOAc (10 mL), washed with brine (10 mL), and
concentrated. Flash chromatography (33% EtOAc in hexane, silica) resulted in
0.035 g of a clear oil. MS calculated for C14H|6F3NO3+H: 304, observed: 304.

N-Trifluoroacetyl-8-bromo- 1-hydroxymethyl-7-methoxy-2, 3,4, 5-tetrahydro-1H-3-
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benzazepi ne 20 A sol ution of

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

1H 3- benzapapiosssog 0. 100 g, 0.35 mml) in tetrahydrofuran @CTMSP3@S6t r eat ed
wi th BH3-THF conmplex (0.36 mL,, 1 Min THF), and stirred for 30 mn. at 20
C. Water (0.5 nL), saturated aqueous NaHCO3 (0.5 niL), and 30% H202 (0.2
m.) were added sequentially and the reaction stirred for 30 mn. at 20 C
The product bprzagemiter e was dil uted with Et OAc (10 mL), washed with brine

Si i o) | osul t od 1 G GEN AR RRISHIN gl Thidiply? Mexane

C14H16F3NCB 98,4 30dtraloidse 1 Medbena@2epineN0. D36 fgl 002 a@a6l 3 ad3tddi@ited 1/mL)
- hydr oxynet hyl - 7- met hoxy-2, 3, 4, 5-tetrahydro-1 H 3 45 WD 03/ 086306
PCT/ US03/ 1107 tregted »eisteNrtiemasugeinimids {0.825 B Q-1 4 mmd), ane stiyedioss)| - |

- hydr Oxy et i gf%??ﬁ? P%)%{J%’rﬁln“%%irg Gk %hxyc%ﬁt?e_étg# \a}mxigc{ {f}%ﬂé@%ﬁ&i bgyeﬂegs?r 035 g,

0.12 mmol ) in ace was “trea rorosucci ni m de

(0.025 g, O.chfori@BirphydB3dYSEIOAER HeRline38ili2a)Fesultimd ind010. g diba dar. adsct
m xture was concentrated and then puri fied by flash chromatography (33%

Et OAc i n hexalsalated for EaisREN Qi 383, obseedx3%.- ear oil. M5 calculated for
Cl4H15Br F3NO3+H: 382, observed: 382. 8-brono-I -hydroxynethyl -7-net hoxy- 2,
3, 4, 5-tetrahydro-1 H 3-benzazepine 10 A sol ution of

N-trifluor oatslonlo- BhPdreRPnerhyl-memoxy D8I ket DB oD -benzazepine
2,3,4,5-tetrahydro-1H 3-benzazepi ne (0.009 g, 0.024 nmmol) in methanol (1
m) s treat ed Avselhtiarsos MduBeereadetydd-gromet )-hydranymethylr ' eahethoxyd hour at 50

C. Th i xt i luted with brj 5 ), t twi ith
Erono (5 miyharet b vbensting oednd D24 by SEetEbety ol car

oi | . 1H NWR £4QRafed Wt 1 5% =35ddks @Ia()}?? 8, ahd KbirrePfof 9 Hofir atlsohdr, TRe 84 (M 2
H, 3.0-2.8 (m 7 H. M5 calculated for Cl2H16Br NO2+H: 286, observed: 286.

Exanpl e 19: pr@h&) mixtBreomas-dilutdhyith Brine(Soky cirasted Svicewith ByAA0 LS H- 3-
benzazepi ne mBL), yged with MgSO,, and concentrated to give 0.006 g clear oil. 1H NMR (400
15 MHz, CD;0D) d 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,,HsBrNO,+H: 286, observed: 286.

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

benzazepine

Br
NH
20 MeO

N-Crotyl, N-trifluoroacetyl-2-iodo-5-methoxyphenethylamine
A solution of N-trifluoroacetyl-2-i0do-5-methoxyphenethylamine (6.68 g,

17.9 mmol) in toluene (100 mL) was treated with K,CO3 (3.22 g, 23.3 mmol),

KOH (3.01 g, 53.7 mmol), n-BuyNBr (0.580 g, 1.80 mmol) and crotyl bromide
25 (3.15 g, 23.3 mmol). The mixture was stirred at 75 C for 16 hours, cooled to 20

C, diluted with Et,0O (500 mL), washed with 10% aqueous HCI1 (500 mL) and

concentrated. Flash chromatography (10% EtOAc in hexane, silica) resulted in

5.22 g of'a clear oil. MS calculated for C;sH,;F3INO,+H: 428, observed: 428.
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20 MO NCrotyl, N-trifluoroacetyl-2-iodo-5-nmethoxyphenethyl am ne A
solution of N-trifluoroacetyl-2-iodo-5-nethoxyphenethylamne (6.68 g, 17.9
mrol ) i n woloaessod 100 nm.) was treated with K2CO3 (3.22 g, p231B303smolg, KOH
(3.01 g, 53.7 mmol ), n-Bu4NBr (0.580 g, 1.80 mml) and crotyl brom de 25
(3.15 g, 23.3 mmol ). The m xture was stirred at 75 C for 16 hours, cool ed
to 20 C, diluted with Et20 (500 nm.), washed with 10% aqueous HCl (500 ni)
and concent-drifdorarreish -ethytsiet’ onetaphy2. 8 ¥oternlpdroi i-Rebearraepise | i ca)

Ited i 22, g .0f e ed |
cbserved: 42s.  4s DR TREIS perilBpRs Ty E R pRinc iR 425

| uor oacet yl - ﬁm @yllzemmamtdmét}ﬁyﬁm%aﬁuée (S hBWEd Qeatéd WithKGAZ ERsSNEe A
sol ution of crotyl, N-trifluoroacetyl-2-iodo-5-nmethoxyphenet hyl am ne

(5.20 g, 12. Q%n@nm)ml)m SumeBn(A. 908, aen¢l3 Mk (0.320¢, f 2@ammdDii t h KOAC

3. 59 : : Br 12. 2 20g, 1.22
ol .5 & pa(iRiBh B35 o Gl i ted aieulelPa 5 dRegrtel 0 C. - The
product  m xhittife WAS c6168d LG O, difitéd wilh Wate@ d200 thh), WRirfdted BPGe Whth, extract ed
twice with ether (500 nL), the conbined organic phases washed twice with

brine (200 rﬁt_l)e,r (SMLI;dm:@mhIa@cb@rganﬁbabase@mdlcdttwg]eazpﬂybrérl@(%Em in
hexane, silic res

, 2.29 | whi ch f
e of | argkphieatied Tl Rt ) Bl R0 petite iSO
observed: 3QR220N Jff d Jléé#%ﬁloa/ﬁ%wonélst%hx bt X ruPeS £ dMEFe Bomrs. AMS

5-tetrahydro-1 H-3-benzazepine A solution of N-trifluoroacetyl- | -ethyl
ene- 7Lmnthoxykﬂh&ﬁ¢bﬁcm¢hdéhWHfH 30040Bsdreeiiz 389@pi ne (2.29 g, 7.65 nmol) in
met hanol (100 m.) was treated with 15 10% Pd/C (4.0 g, 0.77 mmol)) and
stirred overni ght under an atnosphere of hydrogen. The product m xture was

filtered thrpygn, g, RagyOf Bfl ik R59. 53 bisces 1H8- AL yRph T enoved to
give 2.14 g of %wcTea%y0|egﬁwB cdﬁ%%lated fg?@M%ﬁSH18F3hE2¥ﬁ e302,

observed: 302. 2QA solution of N-trifluoroacetyl-1-ethylene-7-methoxy-2,3,4,5-tetrahydro-
N-Trifl h h h - - 3-
o O%}iééequ&rﬂgg& %9 g,t X% mmoquln n?é%anol %I 0%’ r?ng \?vtalsr gee}{gci \%itLH- 3

benzazepi ne

N-trifg uorol Reepyic (4:RE, Y17 hndBB)) BRK ¥tirfeddovirmplit@inba i HiRol fitere of

hydrogen. The product mixture was filtered through a pad of celite and silica, and
the solvent removed to give 2.14 g of a clear oil. MS calculated for

C5sH3sF3sNO,+H: 302, observed: 302.

20 N-Trifluoroacetyl-8-bromo-1-ethyl-7-methoxy-2,3,4,5-tetrahydro- 1 H-3-

benzazepine
A solution of N-trifluorolacetyl-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-
bromosuccinimide (0.504 g, 2.83 mmol), and stirred overnight at 20 C. The

25 product mixture was concentrated, diluted with EtOAc (100 mL), washed with
water (50 mL) and brine (50 mL), dried with Na,SO,4 and concentrated. Flash
chromatography (10% EtOAc in hexanes, silica) resulted in 0.561 g of a clear oil.
MS calculated for C;sH7BrF3;NO,+H: 380, observed: 380.

30 8-Bromo- I-ethyl-7-methoxy-2,3,4,5-tetrahydro- 1 H-3-benzazepine
A solution of N-trifluoroacetyl-8-bromo-1-ethyl-7-methoxy-2,3,4,5-
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3-benzazepine (0.710 g, 2.36 mmmol) in acetonitrile (20 nm.) was treated with
N- bronosuccinimde (0.504 g, 2.83 mmol ), and stirred overnight at 20 C
The 25 prwouwsmsdsdat ure was concentrated, diluted wth Et ORcT(UN0O110LY ,
washed with water (50 nL) and brine (50 nmL), dried with Na2SO4 and
concentrated. Flash chromatography (10% Et OAc i n hexanes, silica) resulted

in 0.561 g of a clear oil. M calculated for_ C15H17Br F3N02+H 380,
obser ved: 3dgrahydro-1H-3-benzazepine (0.561 g, 1.48 mmol) in methanol (30 mL) was

8- B 1- tr A sol ut
of rl\f?? |f|5té‘%aege ‘[ﬁef%o )%“%@N%O%@% Bj;)gg'(ﬁ ?‘hox -fgg%%é%g% 03? 056582
PCT/ US03/ 11@7¢&duct ﬁ:‘iitﬁﬁ%dzls&hlu&d-@rﬂb@ﬁﬂ@@@plnﬁle) éﬂra‘i@eﬂd tdicelwHISEfOmE ) i n

nmet hanol (30 nL) was treated with 15% aqueous NaOH (30 nL), and stirred
over ni ght  at26®mE), dried Wil MeSOe. andeoneeatrated tegivetdeti 28 offe deared. (1400 i),

give 0 a1z o GR EOANE, ROORE 7T, GlEL Bt M oy M SORHEL 1y

6.76 (s, | 29183 1019 2335 76 0¥H),m.638 H), 2. %k, S, HY K2 (ng.183),2. 76 (m
3H),(2.63 i, 29188 109) Eﬂ i 61 72(mH)) ok, ;H‘m( J=),8Hz(3

H . M cal Clﬂ%@dl_?f&; 8@&391(1‘95er@€ch12®4 fon@sblnsﬁéHQOﬂB@M ®sawpqi 280: (R S)
8- Chl oro-1-ethyl -7-nmethoxy-2, 3,4,5-tetrahydro-1H -3 10 benzazepine cl NH
1-5 MeO N- Trifluoroacetyl-8-chloro-1-ethyl-7-nmet hoxy-2, 3, 4,
5-t et rahydr xhnipid 200808 16%0- Aeﬂg,hmm@ﬂ.osa& 2%451t£druﬁmloaml3yl | -ethyl
-7-met hoxy-2,3,4,5-te aydro | H 3benzazep|ne(0 600 g, 1.99 mol ) in
acetoHitril é)e(lzaepi_rye was treated with N- chl orosucci nim de (0. 057 g, 0.32
mol ), and stirred overnight at 60 C. The product m xture was
concentrated, diluted with EtOAc (100 nmL)\ washed with water (50 niL) and
brine (50 nmL), dried with Na2SO4 afid_en rated. Flash chromat ography
(10% Et OAc i n hexanes, silica) resul in ONI21 g of a clear oil.

MeO

N-Trifluoroacetyl-8-chloro-1-ethyl-7-methoxy-2, 3,4, 5-tetrahydro- 1 H-3-

benzazepine
A solution of N-trifluorolacetyl-1-ethyl-7-methoxy-2,3,4,5-tetrahydro- 1 H-

15 3-benzazepine (0.600 g, 1.99 mmol) in acetonitrile (20 mL) was treated with N-

chlorosuccinimide (0.057 g, 0.32 mmol), and stirred overnight at 60 C. The

product mixture was concentrated, diluted with EtOAc¢ (100 mL), washed with

water (50 mL) and brine (50 mL), dried with Na,SO4 and concentrated. Flash

chromatography (10% EtOAc in hexanes, silica) resulted in 0.421 g of a clear oil.
20 MS calculated for C,sH;;CIFsNO,+H: 336, observed: 336.

8-Chloro-1-ethyl-7-methoxy-2,3,4,5-tetrahydro- 1 H-3-benzazepine
A solution of N-trifluoroacetyl-8-chloro-1-ethyl-7-methoxy-2,3,4,5-

tetrahydro-1H-3-benzazepine (0.421 g, 1.25 mmol) in methanol (30 mL) was

25 treated with 15% aqueous NaOH (30 mL), and stirred overnight at 20 C. The
product mixture was diluted with brine (100 mL), extracted twice with EtOAc
(200 mL), dried with MgSQy, and concentrated to give 0.241 g of a clear oil. 1H
NMR (400 MHz, CD3;0D) d 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),

48



20 M5 cal cul ated for C15H17C1F3NO2+H 336, observed: 336.

8- Chl oro-1-ethyl -7-nmet hoxy-2, 3, 4, 5-tetrahydro-1 H 3-benzazepine A
sol ut i on wbD oBlsga3dd | uor oacetyl -8-chloro- | -ethyl-7-met hoxyc2/u303H76
tetrahydro-1H 3-benzazepine (0.421 g, 1.25 mmol) in nethanol (30 nL) was
25 treated with 15% aqueous NaO-l (30 m_) and sti rred overnight at 20 C

The product m xture was with brin extracted twice with
Et OAc (200 U3 (ddg78%& N, éﬂi)w@é%&alcah&dcfe%éﬁuacgﬁ@ai{t gHYiobeeree 2409 of a
clear oil. I H NWR (400 MHz, CD3OD) d 7.05 (s, I H, 6.79 (s, | H, 3.84

(s, 3H, 3.03(m 3 H, 2.912 (s, I H, 2.86-2.76 (m 3 H, 2.64 (m 1H),
1.81 (m 1 Hixaniplé21{ (R,S1L8BromodBiséprép1TSmethoxk Q3 USG8trahfde-12-83 (dd,
J=8, 8 Hz, 3 H). M calculated for CL3H18c1NO+H: 240, observed: 240.

Exanpl e 21: hemzagepinesr onp- | - i sopr opyl - 7- net hoxy- 2, 3, 4, 5-t et r ahydr o- | H 3-
benzazepine Br NH 5 MeO N (3-net hyl but - 2-gnyl ),
N-trifluoroacetyl-2-iodo-5-net hoxyphenethyl am ne A sol ution of
N-trifluoroacetyl -2-iodo-5-net hoxymhe mne (0.700 g, 1.88 mmol) in
toluene (25 nL) was treated with K2 0.34hg, 2.4 mol), KOH (0.2 10 g,
3.76 ngl) n- Bu4NBr (0.060 g, 0.4 d 4-bronp-2 10 net hyl - 2- but ene
(0. 36 2.44 mol). The m xture was stirred at 80 C for 3 hours, cool ed
to 20 C di INHRtherli{tui-Stengl), N-100uarohcetnled veld- SnintthoLekiThylgishe ) and

trated. Flash ch hy (10% hex K |t ed
Co 0 D75 g or & ok dtor PN RGO e S eein i dea s O er o) g
7.65 1 0 .6 15
5 4( flno (m H).gs ﬁ;—:—]&) 1(1%1u%né‘t)25 n%)ﬁéras(tpaatéd Sk E?Cég((f 0 %n“z zt')nmo‘i) S (() 21 ‘i

2H), 1.75 (KIQ)HKBI)ZIOg 666 mmda)n-BONB1 (’Ol(lﬁﬁrgoédémymm) and4 bromo 2-
-i sopropyl ene rahydro-1 H 3-ben zgazepl ne

sol ut1®n’ of mﬁtt?lgl%ré Wy WG%QWIWmOh-et #‘FF’P‘&E}F%%(&%%tWedzat dotos 3 20
met hoxy phengf iyl and 1082 P8 A1uged it 2narab min), dabRuvb] psrRitaqse (12 )

mL) and concentrated. Flash chromatography (10% EtOAc in hexane, silica)
resulted in 0.272 g of a clear 0il. 1H NMR (400 MHz, CDCl;, mixture of
rotamers) d 7.65 (m, 1 H), 6.75 (m, 1 H), 6.54 (m, 1 H), 5.20 (m, .4 H), 5.0 (m, .6

15 H), 4.10 (m, 1 H), 3.82 (m, 1 H), 3.76 (d, 2H), 3.50 (m, 2 H), 3.02 (m, 2H), 1.75
(m, 3H), 1.66(m, 3H).

N-Trifluoroacetyl-1-isopropylene-7-methoxy-2,3,4,5-tetrahydro-1 H-3-benzazepine
A solution of N-(3-methylbut-2-enyl), N-trifluoroacetyl-2-iodo-5-

20 methoxyphenethylamine (.0272 g, 0.62 mmol) in dimethylformamide (12 mL)
was treated with KOAc (0.183 g, 1.86 mmol), n-BusNBr (0.200 g, .062 mmol),
PPh; (0.016g, 0.062 mmol), Pd(OAc), (0.183 g, 1.86 mmol) and stirred overnight
at 90 C. The product mixture was cooled to 20 C, diluted with water (50 mL),
extracted twice with ether (50 mL), the combined organic phases were washed

25 with brine (50 mL), and concentrated. Flash chromatography (10% EtOAc in
hexane, silica) resulted in 0.096 g of a clear oil. MS calculated for

C15H13F3N02+HI 3 14, observed: 314.

N-Trifluoroacetyl-1-isopropyl-7-methoxy-2,3,4,5-tetrahydro-1H -3-benzazepine
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was treated wwth KOAc (0.183 g, 1.86 nmol), n-Bu4NBr (0.200 g, .062 nmol),
PPh3 (0.016g, 0.062 mol), Pd(OAc)2 (0.183 g, 1.86 nmol) and stirred
over ni ghtwoas/0830. The product m xture was cooled to 20 @crdisosri®de Wi t h
water (50 mL), extracted twice with ether (50 nL), the conbined organic
phases were washed 25 with brine (50 nL), and concentrated. Flash

chromat ography (10% Et CAc_in _hexane, silica) resulted in 0.096 g of a
clear oil. M calsplutienofRtrituargpceidasmepropylener A-mesharsdd:o-314. N

Trifl uoroac li= b -1 . -

5" benzazept riiry- B BBl I B S) wifee/fin RS [FRER G Hebued
N-trifl uoroagigh Y% Pd/C (ROFB &3 lemarol)) ABd kinxad cietnightunder an atmosphere
tetrahydro-1 H 3-benzazepine (0.096 g, 0.31 nmol) 1 n ethanol f(52 m.) was

treated wi tof hydope/ Thqmodes pixturosas fliwrg Shrewsh apadefegligvad filight under an
atmospgiere  of .tﬁ‘eys%ﬁv%g?rg%o@t%ﬁé&é@?‘éﬁl’g&%‘a%ﬁe%r‘é’fig Néﬁ é@@@?@gwo“gh a pad of

celite and silica, vent %enoved g of a clear

oil. M5 cal aukBiENOSH:G1E6s0eR30NRH:. 316, observed: 316.
N Tr f uor oacetyl - 8- brono-| -isopropyl -7-methoxy-2, 3, 4, 5-tetrahydro-1 H 3-
benzazepi ne 10 A sol ution of

N-trifluorol | -1 -1sppropyl -7-met hgxy-2,3, 4,5-tet rahydr or

1H 3-benzaz é‘z“lc[ﬁ’z’x?’d _“6@{[')‘8',[’ é ‘8){%5 F%?lfy(?"l)(]hm%l%oe’{yézri?’t"rj?{eém rr(fiI)H'%/és treated
with N bromesugepnpe m de (0.057 g, 0.32 mmol), and stirred overnight at 20
C. After renoving the solvent, flash chromatography (10% Et OAc i n hexanes,
silicl) resulted seludorosBNgrififoralasttahi -iwipropyib-raethexy-2,8 ged-fetiahydro-

C16H19Br F3 L 394, 15 erved:. 394.. 8- Bronn- -i\sopr.opyl,- .7-net h -2,
5o et ot iy eitigening (GRICEIER maveh dedbRlie s mi) SR ARt (P NOXY
N-trifluoroagehyducBnkneRo sy g,CXPBPMGIY AR LGy o ght 220 C. After

t et r ahydr o- 1H 3- benzazepine (0.013 g, 0.03 mml) nethanol (0.5 nL) was

treated 20 reinbing B wineat fasNa@ema®giaphy f 1 0% AdOAciin hexiney silisaght at 20 C.

Erone (5 myedied g0 055 e rglediotshb elinbiet PalaltoBgMOE BT Cr S o1 ear
oi | . isH NVRu.40Q;:Mgg, CD3CD) d 7.08 (s, | H), 6.64 (s, 1 H, 3.72 (s, 3
H, 3.2-3.10 (m 3 H, 2.7-2.5 (m

8-Bromo-1-isopropyl-7-methoxy-2,3,4,5-tetrahydro- 1 H-3-benzazepine
A solution of N-trifluoroacetyl-8-bromo-1-isopropyl-7-methoxy-2,3.4,5-
tetrahydro-1H-3-benzazepine (0.013 g, 0.03 mmol) methanol (0.5 mL) was treated
20 with 15% aqueous NaOH (0.5 mL), and stirred overnight at 20 C. The product
mixture was diluted with brine (5 mL), extracted twice with EtOAc (5 mL), dried
with MgSQ,, and concentrated to give 0.10 g of a clear oil. 1H NMR (400 MHz,
CD;0D) d 7.08 (s, 1 H), 6.64 (s, 1 H), 3.72 (s, 3 H), 3.2-3.10 (m, 3 H), 2.7-2.5 (m,
3 H), 2.3-2.1 (m, 2 H), 0.96 (d, 3 H), 0.63 (d, 3 H). MS calculated for
25 C14H2BrNO+H: 298, observed: 298.

Example 22: (R,S) 8-Bromo-7-hydroxy-1-isopropyl-2,3,4,5-tetrahydro-1H-3-

benzazepine

NH
HO
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3 H, 2.3-221(m 2 H, 0.9 (d, 3 H, 0.63 (d, 3 H. M calculated for 25
C 14H20Br NO+H. 298, observed: 298. Exanple 22: (R'S)

8- Br onp- 7wbydiosesye | - i sopropyl - 2, 3, 4, 5-tetrahydro-| H - 3- beazamepines sr NH
101, HO 50 WD 03/086306 PCT/US03/11076 N

Trifl uoroacetyl - 8-brono-7-hydroxy-1-isopropyl-2, 3, 4, 5-tetrahydro-1 H 3-
benzazepi ne A solution of

N-trif | uor odGétifuoagetwhdbrenes sy dispy-Iaisersondsds3. 4,53 ewakyudro-1H-3-

t et r ahydr o- IH-3 benzazepl ne (0.041 g, 0.10 mmol) in dichloronethane (I ni)
5 was treat &8 W BRI 3 (0.32 ml, 1.0 Msolution in CH2C12) and stirred

overni ght at 20 ACsolhfién emaﬁﬂu&sa&tylss -Bragchadpip zhﬂf@dtl@d’xyanﬂMShe
resulting mxture diluted with ether (50 nL), washed twi ce with saturated

aqueous Na2teghyde- WY -bevdazeptisd A8 a1 @0 rrmncsl%m Ephleremedepng phinl) 20% Et OAc

i n hexanes, SI|IC n 7 .cl ea for
C15HL7Br F3aNGPHfe %@d” ‘ﬁ‘ogég%é’g Tty $ SRR otr’:mHogi %anﬁé&?‘%ﬂ"%’% %SF'opyl
3, 4, 5-tetnahydrre dxdesFBRENZ gERhédBwith &@{dﬂhh@ﬂle(}ésultmg mixture diluted
N-trifluoroacetyl-8-brono-7-hydroxy- | -isopropyl-2,3,4,5- tetrahydro- |

H 3- benzazepvitteethe. (60n&)gwaﬁledwwﬁmth)sanﬁatnéﬂwm NefCQd 20wpls) andr eat ed wi t h
15% aqueous |rr at 50..C. 5 _product

i x('z ure was BP%E’l?&%é%d% EEH %de{a?dﬁggf n fffane%ﬂl}cngeggtet%ﬁpgeo ;J |Crres

W th Et OAc (05(53 Aeardil, erdswatcmamsaﬂc.smrpm@ﬁm TREcbskAedi g, 0. 013 g  of

a white solid. NVR (400MHz, CD30D) 1 H, 6.60 (s, | H, 3.30

(m 11H), 3 230(m 2 H, 2.78 (m I H), 2725(m 2H) 2.3-2.1 (m 2
(I;%’S ea' vgg 2 ABron;%J 7@3@% é(—j@%a%v](? 2S%\’/§’ 591‘22!r¢(1:}1"|yld%-61\g[—.;-%enz%g'e:j)vlz_lr}eég BrNO+H: 284,
7- Al 1yl oxy- 8- br 0om5buii&?Bf RRYHudrodoefyl B-bro Ny Bx{-kidopropyl-2,3,4,5-
tetrahydro-1H-3-benzazepine (0.018 g, 0.047 mmol) in methanol (I mL) was
treated with 15% aqueous NaOH (1 mL), and stirred for 3 hours at 50 C. The
15 product mixture was brought to pH 7-8 with 10% aqueous HCI, extracted three
times with EtOAc (50 mL), dried with MgSQ,, and concentrated to give 0.013 g
of a white solid. 1H NMR (400MHz, CDsOD) d 7.10 (s, 1 H), 6.60 (s, 1 H), 3.30
(m, 1H), 3.2-3.0 (m, 2 H), 2.78 (m, 1H), 2.7-2.5 (m, 2H), 2.3-2.1 (m, 2 H), 1.05
(d, 3 H), 0.73 (d, 3 H). MS calculated for C;3H;3sBrNO+H: 284, observed: 284.

20
Example 23: (R,S) 7-Allyloxy-8-bromo-1-isopropyl-2,3,4,5-tetrahydro-1H-3-
benzazepine A
Br
o~ . NH
N-Trifluoroacetyl-7-allyloxy-8-bromo- 1-isopropyl-2,3,4, 5-tetrahydro-1H-3-
25 benzazepine

A solution of N-trifluoroacetyl-8-bromo-7-hydroxy-1-isopropyl-2,3,4,5-
tetrahydro-1H-3-benzazepine (0.017 g, 0.045 mmol) in dichloromethane (1 mL)
was treated with N’”’-tert-butyl-N, N, N°, N°, N”’, N’’-hexamethylphosphorimidic
triamide (0.016 g, 0.068 mmol), allyl bromide (0.011 g, 0.09 mmol) and stirred for
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benzazepine Br O / NH N-Trifluoroacetyl-7-allyl oxy-8-brono-|

-isopropyl -2, 3, 4, 5-tetrahydro-1 H 3- 25 benzazepi ne A sol ution of
N-trifl uowoas®sasbe 8- br ono- 7- hydroxy- | -isopropyl -2, 3, 4, 5PCT/US03/11076
tetrahydro-1H 3- benzazepine (0.017 g, 0.045 mml) in dichloronethane (1 ni)
was treated with N''-tert-butyl-N, N, N, N, N',

N'- hexamet hyl phosphorimdic triamde (0.016 g, 0.068 mml), allyl brom de
(0.011 g, 0.30®umnsl20 Gnlbeproduednixpre yas tdntod o d 9b6aqueTyd0B/ 11076 3

hours at 20 C,_ Th roduct.. m xture was, dijuted with 10% eous HCl,

oxt r acted ey pRegM R R tREae el R el Rl i oo Fiash

chr omat ogr amﬂyorﬁalgé)(%ﬁﬁ{m% FYOrxiaNRKancs] difiéd testREMAntel 1l 9lofa O&dr 1. of a
clear oil. WMs calcul ated for C18H21Br FANO2+H. 420, observed: 420. 5

7- Al | yl oxy- 8MBcaleplated-forsGpHoBrF 10131 420, dhseed 3Pdr 0- 1 H- 3- benzazepi ne A
solution of N-trifluoroacetyl-7-allyloxy-8-brono- | -isopropyl-2,3,4,5-

t et rahydro-| H 3- benzazepine (0.011 g, 0.026 nmol) in nethanol (0.5 nL) was

treated Wty gf;1d578 3180 USsR6R1 (03,9, 51R) amarsl 1 5L 3-béd-dppte 3 hours at 50 C.
The 10 product 'm xture was diluted with brine (5 nL), extracted twice with

EtOAc (5 nl), drA edutint of NgSagroasetlyl doalbderyr &ibrana-b-igniprepyd-2B14059 of a
clear oil. 1H NWVR VHz, d S, 6 ~. 1 H, 5 94
(m 1H), 5.%‘2’@“‘?8{?,‘{43%?“2”@?%&%} gﬁi???wm ‘(‘dn,kgtﬁ‘i‘%‘),] %5 @)(Wﬁs 1 H, 3.05
(m 2 H, 2.RGed%ithlof 5% 2quRol®RNR0B (M) mLE add 3tirked 8 3%h0ds at80¢5 Tb 3 H),
0.63 (d, 3 H. M calculated for 15 C16H22Br NO+H: 324, observed: 324.
Exanpl® 24: meddrcomixtirervedshibuyedlyidh biineShyl), 2xBacicdtntiet with 0 A< H- 3-
benzazepi ne rrl?ﬂ), rl_iled wlatl?MgSO“, and concentrated to give 0.010 g of a clear oil. 1H NMR

(400 MHz, CD;0D) d 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

15 Ci6H2,BrNO+H: 324, observed: 324.

Example 24: 8-Bromo-7-methoxy-1,4-dimethyl-2,3,4,5-tetrahydro-1H-3-

benzazepine

Br
MeO'

20 N-Trifluoroacetyl- 1-(3-methoxyphenyl)-2-propylamine
A solution of 1-(3-methoxyphenyl)-2-propylamine (3.59 g, 21.7 mmol) in
dichloromethane (75 mL) at 0 C, was treated with pyridine (2.1 mL, 28.2 mmol),
trifluoracetic anhydride (5.9 g, 28.2 mmol), and then stirred for 3 hours while
warming to 20 C. The product mixture was diluted with EtOAc (300 mL), washed
25 sequentially with 10% aqueous HCI (100 mL), water (100 mL), brine (100 mL),
dried with Na,SO, and concentrated. Flash chromatography (20% EtOAc in
" hexane, silica) resulted in 4.29 g of a yellow solid. 1H NMR (400 MHz, CD;0D)
d7.17 (dd, J=8, 8 Hz, 1 H), 6.76 (m, 3 H), 4.19 (m, 1 H), 3.77 (s, 3 H), 2.78 (m, 2
H), 1.21 (d, J=7 Hz, 2 H).
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20 N-Trifluoroacetyl-J-(3-nmethoxyphenyl)-2 propyl am ne A solution of

1- (3-met hoxyphenyl ) -2-propylamne (3.59 g, 21.7 nmmmol) in dichl oronet hane
(75 nL) awo®3@$63v@s treated with pyridine (2.1 nm, 28.2 nwolr)ysos/11076
trifluoracetic anhydride (5.9 g, 28.2 nmmol), and then stirred for 3 hours
while warmng to 20 C. The product m xture was diluted wth EtOQAc (300
m.), washed 25 sequentially with 10% aqueous HO (100 niL), water (100 m),
brine (100 nL), dried with Na2SO4 and concentrated. Flash chromat ography

(20% Et OAC i exane, es .29 g of a yellowsolid. 1 H

VR (400 MHE T8 %?%(él'f’%%d%me oy é")iafz‘ip opgarie 6" (0 %3 Yy 419 (m

I H, 3.77 (s, 3A‘|§olut20n7@f N fldoro&detyl 4 -3 ImétHox yphényily 2 p?oﬁﬁamlw'ﬁa (4/¢» 03/ 086306

PCT/ US03/ 11076 N-Trifl uoroacetgl -1 -(2-1 odo- 5- et hoxy gﬁs/wpﬁ? propyl am ne
I

A sol ution @& 1N mmél) inmethenely(l ml-)("@smlh@%y‘pﬁ?eﬁwi} trzat Gadhe (4. 29

Gacos Vs (5.077 &, TEL b IOwe Y a R BYEL b PR 6757 g 30, 3

mml) i n - methanflol (SAnD}.) ThelldGetioRdfdsialBwb@ o Whin®We2h CaviRY sty 20 C whil e
stirring overnight. The product mxture was filtered, concentrated,

di ssol ved i mvEmn@ht. Thepodntt)mixtwaes mesl filteied econceriiragh dqsrdmmdij@ﬁsrm bisulfite

(100 ni), e dr|e d concentrated to
give 6.72 gqg&) MWQSB (ﬁ‘}'lg‘g tg 5? %ﬂi’@?us “’({’éﬁ’gﬂ‘}ﬁ? é@ﬁf@ 31 NO2+H:
388, observeglned ﬁﬁ)mL&"dﬁleh With Na,SO, and concentrated to glve 6.72 gofa whlte
N-trifluoroacetyl -1 - i odo- 5- net hoxyphenyl )-2 propylamne A solution of
N-tri f0 uor oaobd pcbwdetr M calodated fore® bidxy ghéhyH) 388, opsapsd:388ne (6.09 g, 15.7
mol) in toluene (450 nL) was treated with K2CO8 15 (2.82 g, 20.4 nmol),
KOH (2. 45 g, 47.1 mmol ), n-Bud4NBr (0.506 g, 1.57 nmol) and allyl brom de

(2.47 g, MAWW’ED{Y)M Db b L1 G5Li S MefldhyHenfiR 2DrogIBmple0duct  m xture

was acidified w % aqueous HCl, separdted,” thé ajueous phase extracted
with ether (500 msqlummmmﬂ)ﬂumda@t}@aF(an@cb}ésaahwpbewdbhed with brine

20 N Tr1 1 ucrORPF (0% Fulyme RBunpens (SapyPetigeassd vufgacol 2rom o
o>-tetjqahydrqy ksl $5.4 mmol), KOH (2.45 g, 47.1 mmol), n-BusNBr (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 HCIl, 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.
20
N-Trifluoroacetyl-7-methoxy-4-methyl-1-methylene-2, 3,4, 5-tetrahydro-1H-3-
benzazepine
A solution of N-allyl, N-trifluoroacetyl-1-(2-iodo-5-methoxyphenyl)-2-
propylamine (4.45 g, 10.8 mmol) in dimethylformamide (120 mL) was treated
25 with KOAc (3.17 g, 32.3 mmol), n-BuyNBr (3.47 g, 10.8 mmol), PPh; (0.283 g,
1.08 mmol), Pd(OAc); (0.242 g, 1.08 mmol) and stirred overnight at 80 C. The
product mixture was cooled to 20 C, filtered, diluted with water (200 mL),
extracted with ether (3 x 200 mL), the combined organic phases washed with
water (100 mL), brine (100 mL), dried with Na,SO4 and concentrated. Flash
30 chromatography (10% EtOAc in hexane, silica) resulted in 1.39 g of a yellow oil.
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benzazepine A solution of N-allyl, Ntrifluoroacetyl- |

- (2-iodo- 5-net hoxyphenyl )-2- propylamne (4.45 g, 10.8 mmol) in

di met hyl fworoansaes (120 nL) was treated 25 with KOAc (3. 1Pcgjus82id7emol ),
n- Bu4NBr (3.47 g, 10.8 mml), PPh3 (0.283 g, 1.08 mml), Pd(QAc)2 (0.242 g,
1.08 mmol ) and stirred overnight at 80 C. The product m xture was cool ed
to 20 C, filtered, diluted with water (200 nmL), extracted with ether (3 X
200 nL), théV Joﬁlgpmetfylréérﬁl@et{sﬂa%e@tmﬁw Jitetrahydea- &H-Yhagazavine bri ne

(100 ). dried v L NSt A GRNSATE kRS, FhaR0- P ggraphy (10%

Et OAc i n hexane, resu

03/ 086306 PG&Very@?d 1Hf37§enzhtep-|ffel(|l BQrgOa‘BﬂtnYﬂml}m éﬂuﬁ’lhmmlk‘lb whs fRhtb@xy- 2, 3,
4, 5-tetrahydro-1 H 3-benzazepi ne A solution of

N-trifl uor oatith 0% RAe{hdXg. 014mmg)) and svisxedyivereghp ugder ag atmesphaiigyadr o- 1

H 3-b t t ed th
ook o ¢ o Hedrogy The Bradlpoiiafie wee eafiafen e Shertl®od' Sfdofihere of s
hydr ogen. ThePERustated. >qt1w1&hy&ﬁatt> aby @094 BIOAGH RexB@d sitica &r\@édlieﬁ and
silica and then concentrated. Flash chromat ography (20% Et QAc i n hexane,

silica) resuhteld g ot deqroily gt NMR (HrMbiz) CD MVRU(MGOWFS)M@ m xture

by, 38 (s, by Fagu e e beb et eyt Mttt Bt 85,570
H, 1.34 (m3.3 ), 1H}3. (Wbrr?’Z"l@I) 230 (B, TrH), 134§m 3 H) 1.22 (m, 3 H).

| uor oacet yl - 8- br ono- 1, 4- di net hyl - 7- met hoxy- 2 tetrahydro 1H 3-
benzak@pi ne A sol ution

1 3. benzazopt AE G SB LS P e o A £ P IB R Hiks 1 1 eat ed

with 15 N bgpmpspnei nimde (0.294 g, 1.65 nmol) and stirred overnight at
20 C. The product” m xture was diluted with EtQAc (100 nL), washed with
sodi um bi sul fite A sltion N-amifdotwacety- { Falimbthyl- thmetlbxyi 2, h4/Sa2@dydsnrd

o o T O PSS . 37
;D , 6192 ( mnl;l %r&%&sﬁc@l%ﬂ@@ é942%)1fé5 nﬁalloiﬁ)?anﬁsstm%d BernidhBdt 20, Fnéd

product mixture was dlluted with EtOAc (IOO mL) Washed with sodium bisulfite
(50 mL) and brine (50 mL), dried with Na,SO4 and concentrated. Flash
chromatography (20% EtOAc in hexane, silica) resulted in a clear oil. 1H NMR
(400 MHz, CDCl3, mixture of rotamers) d 7.32 (s, 1 H), 6.62 (m, 1 H), 4.37 (m, 1

20 H), 3.87 (s, 3 H), 3.81 (m, 1 H), 3.28-3.10 (m, 3 H), 2.73 (m, 1 H), 1.31 (m, 3 H),
1.25 (m, 3 H).

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-
25 tetrahydro-1H-3-benzazepine (21 mg, 0.055 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 (10
mL), the combined organic phases were washed with brine (10 mL), dried with
Na,SO, and concentrated to give 11 mg of a clear oil. 1H NMR (400 MHz,
30 - CDCl3)d 7.29 (s, 1 H), 6.64 (s, 1 H), 3.88 (s, 3 H), 3.02 (m, 2 H), 2.89 (dd, J=9,
14 Hz, 1 H), 2.80 (m, 1 H), 2.67 (d, J=14 Hz, 1 H), 2.53 (dd, J=10, 13, 1 H) 1.30
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1.25 (m 3 H). 8-Brono-1, 4-dinethyl-7-methoxy-2, 3, 4, 5-tetrahydro-1

H 3- benzazepi ne A sol ution of

N-trifl uowoas®sashe 8- br ono- 1, 4- di et hyl - 7- met hoxy- 2, 3, 4, 5- P25/uses/imhydr o- 1

H 3- benzazepine (21 ng, 0.055 mmol) in nmethanol (2 n.) was treated with
15% aqueous NaCH (2 nlL), and stirred overnight at 20 C. The product

m xture was diluted with water (5 nlL), extracted twice with EtQAc (10 nlL),
t he conbi neddolgamt.d Ihhad8ddisicdinadhle Mpicelsulstadfer CoblisRINOGFi 284, wi t h
Na2SO4 and Cg)lél r\e/gé,rz%;‘ed to give 11 ng of a clear oil. I H NWR (400 MHz, 30
CDC13) d 7.2 ‘%s, T™"H, 6.64 (s, 1 H, 3.88 (s, 3 H, 3.02(m 2 H, 2.89
(dd, J=9, 14 Hz, 1 H, 2.80 (m | H, 2.67 (d, J=14 Hz, 1 H), 2.53 (dd,
J=10, 13, 1 H 1.30 54 WO 03/086306 PCT/US03/11076 (d, J=7 Hz, 3 H), 1.19
(d, J=6 Hz, ExampleRf TAlylnxxtehrimae-1agtdimahyi3d:S-egephydond Bried: 284,
Example 25: ,7- Al l vyl oxy-8-brono-1, 4-di nethyl -2, 3,4, 5-tetrahydro-1H3- 5
benzazepi ne b§ Zi\ﬁ}/’“t‘ix N- Trifluoroacetyl -8-brono-1, 4-dinethyl-7-hydroxy-2,
3, 4, 5-tetrahydro-|IH 3- benzazepi ne A sol ution of
N-trifluoroacetyl-8-brono-1, 4-di net eyl - xy-2,3,4,5- 10

tetrahydro-1H 3-benzazepi ne (0.383 g, w 1 n dichloronmethane (30 n)
was treated with BBr3 (2.35 niL Mg. ion in CH2C12, 2.35 nmmol) and
stirred overnight while warmng to 20 C. The excess BBr3 is quenched with

. and | ti ng, i di Lyted wi her, (;10 . washed
i th " sat ur QG ARPastAC RS (DR S e YRy RIER W th Na2sos

and 15 concq;g;,g&%gtge Fl ash chromat ography (15% Et OAc i n hexane, silica)
resulted in 0.302 g of a white solid. IHNW (400 WMHz, CDC13, m xture of
rotanmers) d 7. 22 A gomtidn ¢fN-t6fladtodeetyl B-bfpmosl , 34irhethyll 7-H)ethoky253.45 1 H),

i’ gg E(m % Eg:tjrah?)’/drzol}lIgl-r?-belnzgei)ine%o.%% g,”] .OF ml;gc’)l) 1211 cﬁghlg)rrg)]melthal;li)e ’(301' mi} (m 3 H,
was treated with BBr; (2.35 mL of a 1.0M solution in CH,Cl,, 2.35 mmol) and

stirred overnight while warming to 20 C. The excess BBr; is quenched with
water, and the resulting mixture was diluted with ether (100 mL), washed with
saturated aqueous Na;CO3 (50 mL) and brine (50 mL), dried with Na,SO,4 and

15 concentrated. Flash chromatography (15% EtOAc in hexane, silica) resulted in
0.302 g of a white solid. 1H NMR (400 MHz, CDCl;, mixture of rotamers) d 7.22
(m, 1 H), 6.77 (m, 1 H), 5.34 (s, 1 H), 4.35 (m, 1 H), 3.62 (m, 1 H), 3.24 (m; 1 H),
3.13 (m, 2 H), 2.69 (m, 1 H), 1.31 (m, 3 H), 1.22 (m, 3 H).

20 N-Trifluoroacetyl-7-allyloxy-8-bromo-1,4-dimethyl-2,3,4, 5-tetrahydro-1H-3-

benzazepine
A solution N-trifluoroacetyl-8-bromo-1,4-dimethyl-7-hydroxy-2,3,4,5-

tetrahydro-1H-3-benzazepine (0.030 g, 0.082 mmol) in dichloromethane (2 mL)
was treated with allyl bromide (0.030 g, 0.246 mmol), DBU (0.037 g, 0.246

25 mmol) and stirred 2 hours at 20 C. The product mixture was diluted with EtOAc
(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 0il. 1H NMR (400 MHz, CDCl;, mixture of rotamers) d 7.32
(s, 1 H), 6.62 (m, 1 H), 6.02 (m, 1 H), 5.45 (d, J=17 Hz, 1 H), 5.30(d, J=11 Hz, 1
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20 N

Trifluoroacetyl -7-allyl oxy-8-brono-I|, 4-di nethyl -2, 3,4,5-tetrahydro-1 H - 3-
benzazepiwe a/sabat i on PCT/US03/11076
N-trifluoroacetyl -8-brono-1, 4-di nmet hyl - 7- hydr oxy- 2, 3, 4, 5-

tetrahydro-1H 3-benzazepi ne (0.030 g, 0 082 mml ) in dichloronethane (2 nl)
was treated with allyé bromde 0. 030 0. 246 HF} DBU (0. 037 0. 246
25 mml ) andistisied B).Ae @, dt RO (T3 28 TP Erabb)h B C1 e wi th

Et OAc (10 ) e h u I—lgH ine (5 n.), dried with
Na2SO4 andq%:rojnéye}qfr’g?{e%\b%@l aéh hfgﬁgﬁnbgr&pﬁ %5% t OAc i n hexane,
silica) resulted in 0.028 g of a clear oil. 1H NI\/R (400 WHz, CDCL13,

m xture of rotanmers) d 7.32 (s, I}i) 6.62 (m 602(m 1 H, 5.45
(d, J=17 Hz 7-4llylpxy-<%b@mfed4 @llmﬂhyﬁi 45- t@mwoeeﬁffﬁs @zepine/ US03/ 11076 H),

2 o1 (f d, J= Do Hzé 1&{16) Qh%ﬂt‘of%(‘leqspy-gqf%g-?—b?o‘qf%cﬁ-'fh-&ﬂa%].? 41%( m 1H),

7-Al'l'yl oxy- 8etbd}@mﬂﬂ34baizarmpmel(oz)28§,o%9 ﬁnﬁcﬂ)rnahmﬂamlz l’ﬂﬂs“kaenzazepl ne 5
A solution of N-trifluoroacetyl-7-allyl oxy-8-brono-1, 4-di net hyl -2, 3, 4, 5-

t et rahydr o- ma@dtyeﬂazh%@qn@u@mmegnm aoégtnmﬂafoﬂuh@urﬁeattﬁﬁr(bli‘l(ez m.) was

treated with 15% a ous 0 C. Th
product m x th? UCV\BE ?S’\(lﬁpl\}_\'?({‘ﬁlt%)taﬁ W’@iﬁrﬂ(&ageé fmg? gt?"tg vt\nac \/\5? th Et 002
(10 n), thﬁL)cmOﬂﬂﬁhéar&gm@pm@:wérewsﬁed\@&h%ﬁnwmmnyIdﬂi@dm@x n), dried
with 10 Na2SO4 and concentrated to gl ve O. of clear oil. | H NWR

(400 MHz, @DBGIQ) and Gomenttated tb gifye 0. 2ng0€ 8 clearqaj 118 NMR((M)O MH$,, 5.47 (d,

Z]dé7 JHZ9 1 %F)igl%O((szléb]Gl?{{z iLlll‘)"QO(?(r% 1(1355%72(fk'}4|_}z73ﬂ031|_'§1in527)%55 ’(d2 90
Shy 1t Pl pa B0, 6 @13%(8|21h'9’303(392}¢ﬂ29@)ﬂd|ﬂ£9 B b, 1y, 20 d, =6 He,

3 H. 15 Exanpl e
8- Chl or o- | - rtet, hyH); 2,63 (d, Blﬂéizr,éﬂif)dl?& dd, 3=b&riAdEa i kb 1.7 (bs\H H)N BO;

| uor oacet yl I en h sol ution of 4-chl orophenet hyl am ne
(1.0 g, 6.4 (ﬁwﬁq Iﬁ’ﬁ;pﬁ), oo A0S Ay

15
Example 26: (R,S) 8-Chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine

Ci
NH

N-Trifluoroacetyl-4-chlorophenethylamine
A solution of 4-chlorophenethylamine (1.0 g, 6.4 mmol) in
20 dichloromethane (20 mL) was cooled to 0 C, treated with pyridine (1.0 mL, 12.8
mmol), trifluoracetic anhydride (1.6 g, 7.7 mmol) and then stirred for 1 hour while
warming to 20 C. The product mixture was diluted with EtOAc (100 mL), washed
sequentially with 10% aqueous HCI (50 mL), water (50 mL), brine (50 mL), dried
with Na,SO, and concentrated to give 1.6 g of a white solid.
25
N-Trifluoroacetyl-2-iodo-4-chlorophenethylamine
A solution of N-trifluoroacetyl-4-chlorophenethylamine (1.6 g, 6.4 mmol)
in dichloromethane (20 mL) was treated with

bis(pyridine)iodonium(I)tetrafluoroborate (2.6 g, 7.0 mmol), CF3SO;H (2.1 g,
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20 di chl oronet hane (20 nlL) was cooled to O C, treated with pyridine (1.0
m., 12.8 mmol), trifluoracetic anhydride (1.6 g, 7.7 mmol) and then
stirred fwookokoos while warmng to 20 C. The product m prarsowe®7di | ut ed
with Et OAc (100 L), washed sequentially with 10% aqueous HCL1(50 ni),
water (50 mL), brine (50 nL), dried wth Na2SO4 and concentrated to give
1.6 g of a white solid. 25 N-Trif |uoroacetyl-2-iodo-4-chl orophenet hyl am ne
A sol ution dft-INnmoi)andstigad evsmight @R0ds.o phepwdhgt raiuie wag cencgntrged, ol )

i n di chl oronget hane. ( treat wWith, < - :
bi s(pyri di ngifﬁsgféaf%ﬁ i'“uﬁ‘??’% oL FdE e WP Fegaueys spdinm bistfites a2, 1
g, 56 VO 03/ 98R16wREeWitS03hrhied 4Guectd NaHO®], X 5@ndl) Sh&d\bﬁldbﬂﬂ@?@i ght at 20

C. The product m xture was concentrated, dissolved in EtQAc (100 nL),

washed twi cenlyi diedoithdrefdsansiownoentiatedupfgived. 9469 oft yleak gif.cMSwi t h sat ur at ed
aqueo NaH ) Lt by n 50,. ), dried with Na2SO4 and
concent r at e%gla&%&g%!oﬁaggwggc%éapg%e e%‘ R/z%-‘S cal cul ated for

C1OHBC1F3I NO+H: 378, observed: 378. NAllyl,

N-trifluoroacetyl-2-iodo-4-chl orophenet hyl am ne A sol ution of
N-trifl uor odédtlyl Nawiflydepagetvhl-tndophehlerapficaetivian{r®. 94 g, 2.4 nmmol) in

tol uene (25 n) s .treat Mt h K2 (Q.43 . 12 .mmol. 0,(0.40 g,
72 ool ) - Blanere b higtod R ibds e derophergrTvhe (b 4 3
ol ) sequenrthal) hytoldde (M ?ﬁl?&%s%&eéiﬂit‘hﬁ%@@%@&@ C3f12rmmoD, koW s, cool ed
to 20 C and acidified with 10% aqueous HCl. The phases were separated, the

aqueolfs ph#8.40exT 2aomel], mBukiNBt (9}77(gl 0@ 4rhinpl)tand alplthpmett (64 Bé phases

hed with bri nL), dried. w d t to gi
076 o or anemebseansniin' e Tekhutiiaf sttt BLRES Fariaenetsa g Eonser ved:
418.  N-Tri fLhuqriaaratwith ov% Rl eods HCl‘lglﬁﬁ]B}Sh&Q@v%re separdteddthk @htidday dr o- 1

H 3-benzazepine A solution of N al
N-t ri f | uor opheteydxtrdeted sathstlen K Ki0ophg ket dominedergitic pbasgs wereBwaslmed ) i n

di net hyl f i d t t ith KOAc (,0.53 , 0.4 1),
- Buandy | (0GR GeiSh oyl vk B0 ottt g CH bheiisn (0. ba g,
0.18 1970l ) qRd N8 LhlBRiRAVSF O], ANICIRINENH: G158 UiReRERMST M XTure was

N-Trifluoroacetyl-8-chloro-1-methylene-2, 3,4, 5-tetrahydro- 1H-3-benzazepine
A solution of N-allyl, N-trifluoroacetyl-2-iodo-4-chlorophenethylamine
(0.76 g, 1.8 mmol) in dimethylformamide (20 mL) was treated with KOAc (0.53
20 g, 5.4 mmol), n-BuyNBr (0.58 g, 1.8 mmol), PPh; (0.047 g, 0.18 mmol), Pd(OAc),
(0.041 g, 0.18 mmol) and stirred overnight at 105 C. The product mixture was
cooled to 20 C, filtered, diluted with water (100 mL), extracted with ether (3 x 100
mL), the.combined organic phases washed with water (100 mL), brine (100 mL),
dried with Na,;SO, and concentrated. Flash chromatography (10% EtOAc in
25 hexane, silica) resulted in 0.228 g of a clear oil. 1H NMR (400 MHz, CDCl;) d
7.29 (s, 1 H), 7.18 (m, 1 H), 7.04 (m, 1 H), 5.38 (m, 2 H), 5.40 (d, J=16 Hz, 2 H),
3.80 (m, 2 H), 3.00 (m, 2 H). MS calculated for C,3H;,CIF;NO+H: 290,
observed: 290.

30 N-Trifluoroacetyl-8-chloro-1-methyl-2,3,4, 5-tetrahydro-1H-3-benzazepine
A solution of N-trifluoroacetyl-8-chloro-1-methylene-2,3,4,5-trihydro-1H-
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cooled to 20 C, filtered, diluted with water (100 nL), extracted with ether
(3 x 100 nl), the conbi ned organi c phases washed with water (100 niL),
brine (1080mipsge30alri ed wi th Na2SO4 and concentrated. Fl asikcchusosratoogr aphy
(10% Et OAc in 25 hexane, silica) resulted in 0.228 g of a clear oil. 1 H
NVR (400 MHz, CDC13) d 729(s I H), 718(m 1H), 704(m 1H) 5.38
(m 2 H, 5.40 (d, J=16 Hz, 2 H), 0 (m : I—g

cal cul at ed f%bemmmc@#érﬁo@m nzrggl) in wﬁ@mle(dO nzl@ovasaoear@d with 10%

Ti uuor oacet t n epi ne A

sol ution of ﬁl@é#&p# §L?néiaséle énélilnl e’grug efa% rﬁg%ﬁe%n% Oﬁ.l@d%) gﬁt?iﬁl ydro | H 57
WO 03/ 086306 r&ubt H%Qﬁfeu&?fﬁter&} Renceageied Asd f)ﬁhﬂ&l 8y f1&hShram@bgraptiy met hanol
(10 mL) was treated with 10% Pd/ C (0.02 and stirred 30 m nutes under an

at nospher e df%§t@sgahexaneesiligp)gesdinginG (e oeswhite sadide VIS calselotadr at ed and

purifigd by g OAc in hexane, silica) resulting in
0. 05753 of aﬁhﬁi}ﬁ@ﬁgﬁ‘@%ﬁﬁgﬁ%}(a 2?5 for CL3HL3CLF3NO+H: 292,
observed: 292. 8-Chloro-1 -nethyl-2, 3, 4, 5-tetrahydro-1 H 3-benzazepine A

solution of Ntrifluoroacetyl-8-chloro- | -nethyl-2,3,4,5-tetrahydro-1 H 3-
benzazepi ne &6Bloray/-ractd-JdvdlSytelrahydee R dibenzazeniye was tr eat ed with 15% 10

aqueous NaOH (2 rr.ed for hou t mxture
was concentr at ed%é‘w& ?ég tgh ?rr?g%et%%'aﬂ (:F?ﬂtyégg%&t é(g %ﬂ# "Na2so4
and concent%ﬁ&&@%h@ @r\ﬁg @anﬂn&\snﬁnsﬂheﬂ (@ML)de‘ith(\AQQIW CDC13) d
7.11 (s, 1 H) 1'H, 6.98 (d Hz, 1 H, 3.1-22.9 (m 6
H, 2171 ( maquedds NaGQH GBm(Lb,sandﬁtlhi)ed far, 3P huts aUG£BCHiFhe3rc}d}Jct wBtegl cul at ed
for CL1HL4CLN+H: 19

bser ed 19 7
7- (2- Net hyl -"A3B9¢ yiedge TRFLE 3 P it CHGS iy Pa@iﬁ?ﬁ Nee# Qe Yidhzazepi ne
NH (cl5 20 %céﬁh’afe'd‘f@?%@%trﬁé of 4 TRy PXM NMR‘%&@O’MH?Z C3)Cl4) dPIVE,r ahydr o-1
H 3-benzazepi ne A solution of N-trifluoroacetyl-
- et hyl - 2, 3, UHB- 1G5t (daksBdds-1 H), 6.98 (d, J=8 Hz, 1 H), 3.1 29(m 6H) 271 (m, 1 H),
2.68 (bs, 1 H), 1.32 (d, J=8 Hz, 3 H). MS calculated for C;;H4CIN+H: 196,

15 observed: 196.

Example 27: (R,S) 7-(2-Methyl-2H-pyrazol-3-yl)-1-methyl-2,3,4,5-
tetrahydro-1H-3-benzazepine

NH

N

\
—~N
NN

20 N-Trifluoroacetyl -7-hydroxy-1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine
A solution of N-trifluoroacetyl-7-methoxy-1-methyl-2,3,4,5-tetrahydro-

1 H-3-benzazepine (0.506 g, 1.76 mmol) in dichloromethane (20 mL) was treated
with BBr; (4.1 mL of a 1.0M solution in CH,Cl,, 4.1 mmol) and stirred overnight
while warming to 20 C. The excess BBr; was quenched with water, and the

25 resulting mixture was diluted with ether (200 mL), washed with Na,CO; (100 mL)
and brine (100 mL), dried with Na,SO, and concentrated. Flash chromatography
(15% EtOAc in hexane, silica) resulted in 0.460 g of a white solid foam. MS
calculated for C;3H4F3sNO,+H: 274, observed: 274.
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| H 3- benzazepine (0.506 g, 1.76 mml) in dichloronethane (20 nL) was
treated with BBr3 (4.1 nL of a 1.OMsolution in CH2ClI 2, 4.1 mmol) and
stirred owernigiite while warmng to 20 C. The excess BBr 3peagsqienched with
water, and the 25 resulting m xture was diluted with ether (200 nL), washed
wi th Na2CO3 (100 nL) and brine (100 nL), dried with Na2SO4 and
concentrated. Flash chromatography (15% EtQAc in hexane, silica) resulted
in 0.460 g of a white soli d foam Ms cal cul at ed for C1l3HL4F3NQ2+H. 274,

b d: / ;
observe ZﬁTr’ o 8‘?’%/ 9 9,6%?%%%5%‘{3}% y'bL,» 0 ah genzaiepzne,

Tri fl uoroac

H 3- benzaze. Mﬂuor%tg[hhhéﬂ%mt hanesul fonat e A soI ut| on of
N-trifluoroacetyl-7-hydroxy- | -methyl-2,3,4,5 tetrah%/dro 1

3- benzazepl ne (46®S¢igt10r10f71‘8 tﬁﬂmrpacrqﬁylt? -ydrexyo et ‘Létﬁrilzf}h}’dﬁslﬂf eat ed

th 417. f d 991
o, 3,55 bRkt u L7E wbth & Geh S R T PHBE e RRTE was
d' | Ut ed wit f})elﬂﬁﬁl'@'(@f’l)ﬂ%tbém%rﬁ&QQnﬂwrom‘éﬁﬁh@éﬁleﬁnﬁ@rﬁfe (690mBL3 .52 5%
aqueous HCI 0 nl), saturated aqueous NaHCO3 (50 brine (50 m),

dried wth NaRsandstred b5 dontsahd & ehe m%mmm@w}mx@wltb 15% Et OAc in
hexane, St | £ oSt idnpy Salbbdindwilef o ALY, sohBoSBLEHALGH Tor

C14H13 F6NO4 HOTRBs hapt

N-Trifl uorogg ? Xz{tuIZitefanqW%J%WE}?(tbﬂWO@ﬁEj bAne (50 mL), dried with Na,SO, and
yl')-1-nethyl 3,4,5-tetrahydro-| 3-bénzazepine 15 To a sol ution of

N-trif®uor oa:oetqntratbdhﬂ:mb)cbmlmah@r#ghy (25%, EIOES\rCtlethleadebca)lr%uBe(anzaz epi ne,

Otrifluoro hanesul f on | f.oram de (2
) s 1 oRREAE L heIeS Sib Wy bR 3 Oty s Fit: £06 bGP A0 15
0.37 mol ), LiCl (21 nmg, 0.50 mml), Pd(PPh3)2C12 (35 ng, 0.05 nmol) and
stirred at 100 C for 4 hours. The product m xture was diluted 20 with Et QAc
(20 M), washédunicneetyl-THi2-Mettior- 2(pyratd)-3-ohd enatint/ie, be iSretrg@redlfl: dri ed
wi th Na2SO4 a d concentrated. " Flash chromat ography (30% Et OAc in hexane,
silica) resul?@d?3°A”80 ng of a clear oil. M calculated for Cl7HL8F3N30+H:

338, ppserved: 33§, 5 gout{on N ro ARy LIRARS 31-methyl-2,3,4,5-tetrahydro-
yl)-1-Tethyl -2, 3,4 botetr ﬁfydro- noacEy b IRyl methy etrahydro

1 H-3-benzazepine, O-trifluoromethanesulfonate (100 mg, 0.25 mmol) in
dimethylformamide (2 mL) was treated with (2-methyl-2H-pyrazol-3-yl)-tri-n-
butyltin (138 mg, 0.37 mmol), LiCl (21 mg, 0.50 mmol), Pd(PPh;),Cl, (35 mg,
0.05 mmol) and stirred at 100 C for 4 hours. The product mixture was diluted

20 with EtOAc (20 mL), washed twice with water (10 mL), once with brine (10 mL),
dried with Na,SO4 and concentrated. Flash chromatography (30% EtOAc in
hexane, silica) resulted in 80 mg of a clear oil. MS calculated for

C,7H,5F3N;O+H: 338, observed: 338.

25 7-(2-Methyl-2H-pyrazol-3-yl)- 1-methyl-2,3,4, 5-tetrahydro- 1 H-3-benzazepine
A solution of N-trifluoroacetyl-7-(2-Methyl-2 H-pyrazol-3-yl)-1-methyl-
2,3,4,5-tetrahydro-1H-3-benzazepine (48 mg, 0.14 mmol) in methanol (2 mL) was
treated with 15% aqueous NaOH (2 mL), and the solution stirred overnight at 20
C. The product mixture was concentrated, extracted 3 times with CH,Cl; (5 mL),
30 dried with Na,SO4 and the solvent evaporated. Flash chromatography (0-15%
MeOH in CH,Cl,, silica) resulted in 30 mg of a clear oil. 1H NMR (400 MHz,
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A solution of N-trifluoroacetyl-7-(2-Mthyl-2H pyrazol-3-yl)-I-nethyl-
2,3,4,5-tetrahydro-I H -3-benzazepine (48 ng, 0.14 mmol) in nmethanol (2 n)
was treawedsmsddne 15% aqueous NaCH (2 nli), and the sol uti eaTaiSos/m®de
overnight at 20 C. The product m xture was concentrated, extracted 3 tines
with CH2C12 (5 nmL), 30 dried with Na2SO4 and the sol vent evaporated. Flash
chromat ography (0-15% MOH in CH2C 2, si llcljjg; resulted in 30 of a clear
o1 1 IR . 9.1 19903856 Y g o) e . 7,48 (s, 1

, 7.21 (m ( 3.3-2.9
(m 9 H), 37%2®0(31 5}%}?27}(@]@%{ ﬁ?Hg ﬁg %)6%5883%%93@ ﬁs cal cul at ed
for C15H19N%tldu1a2éls2£or OhIRyN-eHL: 22ﬁ2obse15ecEm|zpl e 28: (RS
7- (4-Brono- 2- et hyl - 2H pyrazol - 3-yl ) - 1-net hyl - 2, 3, 4, 5-
tetrahydro- 1H 3-benzazepine sr NH NN N
Trifl uoroacetyl -7-(4-brono-2-Mthyl -2H pyrazol -3 yl)-1-nmethyl-2,3,4,5- 10
t et rahydr o- JH 3- benzazepi ne To a sol uti on of
N-trifl uor oggainle 38{ {RIS 7M. BTh Y m&ayL-3 22011 Lmethyl-2,3,4,5-
2,3,4,5- tetrahyd}Lo II—S '\@bgﬁzazepl ne (B!Cy) ngydy)é 08®§mb*:ol) |r)11 di ¢hl or onet hane
(1 m_) was tetrahydud-Wlt3benzpzepi& ucci ni mi de (15.3 ng, 0.086 mmol) and
stirred overnight at 20 C. The product mxture was absorbed on silica and
purified by 15 flash chromat ography (2-5%WeOH in CH2C12, silica) resulting
in 37 ng of a white crystallinessoli cal cul ated for CL7H17Br F3N3O+H:
416, observed: 416. 7-(4-Brono-2 azol -3
yl)-1-nmethyl -2, 3, 4,5-tetrahydro- - benzazepi ne 20 A sol ution of
N-trifluoroacetyl -7-(4-brono-2- MeahN{ - 2H pyrazol - 3-yl ) - 1-
nmet hyl - 2, 3, 4, 5-tetrahydro-| H - 3-benzazepine (37 ng, 0.089 mml) in nethanol
(2 ) was NATeikerbacktsyh7-¢4-bibRo-addaniis? ANtz /23-pl)) ] -memhdl-384r5-ed over ni ght
at 20 C. The product m xture was concentrated, extracted 3 tines with
cH2c1O (5 m_tytrahydro 1H-3-benzazepine

To a solution of N-trifluoroacetyl-7-(2-Methyl-2 H-pyrazol-3-yl)-1-methyl-

2,3,4,5-tetrahydro-1 H-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 product mixture was absorbed on silica and purified by

15 flash chromatography (2-5% MeOH in CH,Cl,, silica) resulting in 37 mg of a
white crystalline solid. MS calculated for C;;H7BrF3N3;O+H: 416, observed: 416.

7-(4-Bromo-2-methyl-2H-pyrazol-3-yl)- 1-methyl-2,3,4, 5-tetrahydro-1H-3-
benzazepine

20 A solution of N-trifluoroacetyl-7-(4-bromo-2-Methyl-2 H-pyrazol-3-yl)-1-
methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine (37 mg, 0.089 mmol) in methanol (2
mL) was treated with of 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. Flash chromatography (0-15%

25 MeOH in CH,Cl,, silica) resulted in 28 mg of a clear oil. 1H NMR (400 MHz,
CDCl3) d 7.50 (s, 1 H), 7.25 (d, J=8 Hz, 1 H), 7.17 (d, J=8 Hz, 1 H), 7.10 (s, 1 H),
3.83 (s, 3 H), 3.17 (m, 1 H), 3.1-2.9 (m, 8 H), 2.80 (dd, J=7, 13 Hz, | H), 2.48 (bs,
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dried with Na2SO4 and the sol vent evaporated. Flash chromat ography (0-15%
25 MeOH in CH2Cl 2, silica) resulted in 28 ng of a clear oil. 1H NWVR (400
MHz, CDGY8)03as68060 (s, 1 H), 7.25 (d, J=8 Hz, 1 H), 7.17pCd/usds8iorz, 1 H),
7.10 (s, 1 H, 3.83 (s, 3 H, 3.17 (m I H, 3.1-22.9 (m 8 H), 2.80 (dd,
J=7, 13 Hz 1 H, 2.48 (bs, 60 WO 03/086306 PCT/US03/11076 1 H), 1.40 (d,

J=8 Hz, 3 M5 cal cul ated for C15H18Br N3+H: 320, observed: 320 5
Exanpl e 29: l(liiz) 3)407d( B8z o Bhh MY Fylculatsg fory§ 1B 1B BT 320 ehsgryed- | H- 3-
benzazepi ne Cl A solution of

N-trifluoroacetyl-7-hydroxy-I-methyl-2,3,4,5-tetrahydro-1H 3-benzazepi ne,
O-trifluoronethanesul fonate (50 ng, 0.123 mmol) in 1,4-dioxane 10 (1.5 nl)
was treated with 2-chl orophenyl boronic acid (39 ng, 0.243 mol ), CsF (56
ng, 0.37 nmol), water (50 ngy, 2.78 nmol), Pd(PPh3)4 (29 ngy, 0.025 nmmol )

and sty rred ver The o | b Ut wi t h Et OAc
(20 Dbl 20t B (ﬁtst)775(3 Thorgptien ﬁﬁn}é‘efﬂfgtzﬁfswg‘??g@%f’ﬂ Ra2so1 and
concentrat ethenzhapinec hr omat ography (10-20% Et OQAc i n hexane, silica)
resulted in 15 45 ng of a clear oil. M calculated for C1L9H17CI F3NO+H. 368,
observed: 368. The product (27 ng, 0.073 Dl ) was di ssol ved in nethanol
(2 m) treated with 15% aqueous NaOH and stirred overnight at 20
C. The product mixture was congentratg extri@tted 3 tines with CH2C1l2 (5
m), dried with Na2SO4 and the SglwWy vaperated to give 18 ng of a clear
oil. I'HNWR (400 MHz, CDC13) 20 d , 1 H), 7.42 (d, J=6 Hz, | H),
7.35-7.21 (m 5H, 3.14 (m 1 H, 3.1-229 (m 8 H, 2.80 (bm 2 H, 1.38
(d, J=8 Hz, 3 H).A Miutal 6tNatifidorbecetyd-71h BGNBAI, 3 2 BAetratRaR-vEd: 272.
61 WO 03/ 086306 PCT/ US03/ 11076 Exarr)glle %dgb)ay( S) oty

7-(2-Chl or opﬁabma;epmw;r@rtnﬁm@r@tmnssql@mafsrﬁwmg, P23 ;melp Hy hdxaae

10 (1.5 mL) was treated with 2-chlorophenylboronic acid (39 mg, 0.243 mmol), CsF
(56 mg, 0.37 mmol), water (50 mg, 2.78 mmol), Pd(PPh3)4 (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,SO4 and

concentrated. Flash chromatography (10-20% EtOAc in hexane, silica) resulted in

15 45 mg of a clear oil. MS calculated for C;oH;7CIFsNO+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,SO4 and
the solvent evaporated to give 18 mg of a clear oil. 1H NMR (400 MHz, CDCl;)

20 d 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
C7H,5CIN3+H: 272, observed: 272.
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~INH A sol ution of
N-trifluoroacetyl-7-hydroxy-Il-nethyl-2,3,4,5-tetrahydro-IH 5

3- benzazewonw/osded ri f | uor omet hanesul fonate (50 ng, 0. 123 wawl)sos/no76
1,4-dioxane (1.5 nL) was treated with 2-chl orophenyl boronic acid (39 ny,
0.243 mml ), CF (56 ng, 0.37 mmol ), water (50 ng, 2.78 mol ), Pd(PPh3)4
(29 ng, 0.025 mml) and stirred overnight at 75 C. The product m xture was
di | uted wi t fExamgle 302 (R, SH7y(2-Glhlorepheny DH -mgthod-2(316 Srietrahynond 310 nL) ,

dried with 2SO and 10 concentrated. Flash chromat ography (10-20% Et CAc
in hexane, SIPf¥&P"M%sulted in 36 nmy of a clear oil. M calcul ated for
C19H 7C1F3NO+H: 368, observed: 368. The product (27 ng, 0.073 mmol) was

di ssolved in nmethanol (2 nL) treated % aqueous NaCOH (2 nL), and
stirred overnight at 20 C. The proHuc xturgy was concentrated, extracted
3times with CH2C12 (5 nlL), drieg-w and 15 the sol vent evaporated
to give 24 ng of a clear oil. 1 R (400 VHz, CDC13) d 7.44 (d, J=8 Hz,
1H, 7.35-7.22 (m 5 H, 7.15 (s*1 , 3.14 (n1 I , 3.1-2.9 (m 8 H),

2.80 (dd, J=13, 1. .51 (bs

cal cul(at ed for C%Ig-ﬁlgé_‘?\%f né?éoadeﬁé'j%yéj XY gfg %%JZEQ%’%F%&?&% }zs S)
8- Chl o5 0-1 - M&é%g&&%n@ubﬁﬁeﬂ%@i@fohﬁe S@Qigzﬁzlgphﬁﬁol)hﬂ 4@iox3aﬁb NH
N-Tri fl uoroacetyl chl oro-1 - oxo- , t“bei//dro 1 H 3- benzazepl ne A

sol ution of (N—StmL)‘ Waotresgesbwith 2ghbsiophenylbpronfeechd (3meg. ). 21435nmpl)h(}@lf 0-1 H 3-

b t 5 nmL

oo moal nd £ 50 7 037 PRED R R e o e PoRE s e R e "
(about 20 mpuiEsed oTRR rh'%h(eg 731C. grhéapr%eumkburéﬂ%s agdled wankibiae (Q@SU| ting
solution was 62 WO 03/086306 PCT/ US03/11076 stirred 90 m nutes while

war m ng to a0L)Cwadlee wpithowatet (I mi) bengél) mthdrvatldﬂazSQadn@url fied by
flash chromat ography (30% Et OAc in_hexane, silica) resul 0.215 g of
a whi 1@ sol icﬂpgq{)ggt?gl é: S r'f%?gr@ffﬁé@géﬁ\%é mé‘??‘m @8‘538%’“ cdgb g

36 mg of a clear oil. MS calculated for C;oH;CIF;NO+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;4 and

15 the solvent evaporated to give 24 mg of a clear oil. 1H NMR (400 MHz, CDCl;)
d 7.44 (d, J=8 Hz, 1 H), 7.35-7.22 (m, 5 H), 7.15 (s, 1 H), 3.14 (m, 1 H), 3.1-2.9
(m, 8 H), 2.80 (dd, J=13, Hz, 1 H), 2.51 (bs, 1 H), 1.38 (d, J=8 Hz, 3 H). MS
calculated for C7H;3CIN;+H: 272, observed: 272.

20 Example 31: (R,S) 8-Chloro-1-hydroxy-2,3,4,5-tetrahydro-1H-3-benzazepine
HO

Cl
NH

N-Trifluoroacetyl-8-chloro-1-oxo-,3,4,5-trihydro-1H-3-benzazepine
A solution of N-trifluoroacetyl-8-chloro-1-methylene-3,4,5-trihydro-1H-3-
benzazepine (0.23 g, 0.80 mmol) in 1:1 methanol/dichloromethane (45 mL) was
25 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
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8-Chloro-I -hydroxy-2, 3, 4, 5-tetrahydro-1 H 3-benzazepine A solution of
N-trifluoroacetyl-8-chloro- | -0xo0-3,4,5-trihydro-1 H 3- benzazepi ne (50
ng, 0.17 wooB)sd3ne met hanol (2 nlL) was treated with NaBH4 aad/usegimesul ting
10 m xture was stirred 16 hours at 20 C. The white solid product was
collected by filtration, washed wwth water and dried, resulting in 30 ngy
of a white solid. 1 H NVR (400 Mz, CD3OD) d 7.39 (s, | H, 7.12 (d, J=8
Hz, | H), 7.stvgedQ0 ngegeshile wappping4o mc( dlhe predyqy mixtupgywaszconcentratedm 6 H) .

I\/Scalculatedfor C H21NO+H 19 e 32: (RYS)
b oo | - mab Ao BYRER Ao e (0 BRI e ST A 1S N oy
the same ger{ﬁz@ M@@ﬁfﬂé‘é&xdﬁfMS ﬂal@%l@f&'f@r (ZQHg(?ﬁgISDz&-Ilen'@bsel'ved”Et hyl -
2,3,4,5-tetrahydro-1H - 3- benzazepi ne was obt ai ned from

4- br omophené®yl anine 20 as a colorless oil. 1H NVR (400 MHz, CDC13) d
7.27 (5, | H), 7.22 (d, J=8 Hz, 1 H), 6.94 (d, J=8 Hz, 1 H), 3.1-2.85 (m 6
2 (m 1 H, 2.25 (bs, 1 H, 1.33 (d, J=7 Hz, 3 H. M calcul ated

for Cl1HL4BrgNttiore4 dﬂhigezrw@ “te it dr X AORbE2326pineR. S)
8- Fl uoro- I - net hyl - g tetrahydro-| H-3-benzazepine F INZ NDIN 25 By

t he same general fps@c@@uofeNasﬂuwomdxﬂ -¢hlog; 1-pRp-8)4, Btrihydeer bH13- net hyl -
2,3,4,5-tetrah 0o-| H - 3-benzazepi ne was obt ai ned from
4.1 uor opherfsh %W Bf¥fne as a colorless oil. 1H NVR (400 MHz, CDC13) d 7.00

|(_|)dd 6J 72 ( éo(ﬂ"]dznég,]() H mn%)l)glﬁ me@l@m‘&{_ﬂ%&?%g@}%@ g tgg@(y%]agﬁﬁhe Ke@lultlﬂ%lodHZJ |7
Hz 310H) . Menixare waastued b haDts MPAFSH Hhe waie salissproded .wa,;tsollected by
filtration, washed with water and dried, resulting in 30 mg of a white solid. 1H
NMR (400 MHz, CD;0D) d 7.39 (s, 1 H), 7.12 (d, J=8 Hz, 1 H), 7.06 (d, J=8 Hz,
1 H), 4.74 (d, J=8 Hz, 1 H), 3.1-2.7 (m, 6 H). MS calculated for C,oH,CINO+H:
198, observed: 198.
15
Example 32: (R,S) 8-Bromo-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine

Br
NH

By the same general procedure as in example 26, (R,S) 8-bromo-1-methyl-
2,3,4,5-tetrahydro-1H-3-benzazepine was obtained from 4-bromophenethylamine
20 as a colorless oil. 1H NMR (400 MHz, CDCl;) d 7.27 (s, t H), 7.22 (d, J=8 Hz, 1
H), 6.94 (d, J=8 Hz, 1 H), 3.1-2.85 (m, 6 H), 2.72 (m, 1 H), 2.25 (bs, 1 H), 1.33 (d,
J=7 Hz, 3 H). MS calculated for C; H4BrN+H: 240, observed: 240.

Example 33: (R,S) 8-Fluoro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine

F
NH
25

By the same general procedﬁre 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. 1H NMR (400 MHz, CDCls) d 7.00 (dd, J=8, 10 Hz, 1 H), 6.86
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Exanmple 34: (R S) 7-Fluoro-Il-nethyl-2,3,4,5-tetrahydro-| H-3-benzazepi ne

NH 5 F By the sane general procedure as in exanple 26, (R S)

7-f1 uor o-wormigssbe 2, 3, 4, 5-t etrahydro-1 H - 3- benzazepi ne wasTaisbaimed from
3-fluorophenethylamne as a colorless oil. 1 HNW (400 MHz, CDC13) d 7.09
(dd, J=6, 8 Hz, | 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, I H, 1.33 10 (d, J=7 Hz, 3 H). M cal cul ated
for Cl1HL4FNdH=10gtr. 1dDs 67048 1=8dte. 1 Eap9B - H5im,(RIK)!'85 (bs, [ H), 1.31

7- Chl -1 - et hyl 1.2, ot I ' Cl By th
generglropr ogg’ u_¥7 eHZas?%iI' @?5%?‘%%09%%%% Cﬁ]ﬁgg)?gﬁ%gﬂﬁg%q 15y ° e

2,3,4,5-tetrahydro-| H 3- benzazepi ne was obtai ned from

3-chl orophenethyl amine as a colorless oil. 1 HNWR (400 MHz, CDC13) d 7.10
(d, J=8 Hz, Example34p¢RSh7-Fimory-1-methyb2,3,4¢Srtethydro-d Hr3-beyzpzepine13, 7 Hz,
1 H, 1.89 (bs, 1 H, 1.31 (d, J=7 Hz, H). MS cal culated for
Cl1H14CIN+H 196, observed: 196. 20 Ex )le 36: (R S)
7,8-Dichloro-I-methyl-2,3,4,5-tetra - benzazepine cl NH C/ By

t he sajre general procedure as in e P . (R'S) 7,8-dichloro-1-

met hyl =2, 3, 4, 5-tetrahydro-| H - 3- benzazepi ne was obtai ned from 3, 4-

di chl or ophenet hy|Bynthaearas genecalpordedsrs asiin exabipl \RR (RADT-Wrbro-1GDEh3) d 7. 20

, 25 1 , .16 , 1 .05-2.86 6 2.7 dd, J=7, 13 Hz, 1 ,
(1.583 (bs,H? #?,%-tit(r%svd(qa?Qfa%geq@%epglw&%l ezab %Q}Péré‘&f’(rf’g'?en@fﬂﬁ%’QMMHz K

230, observed:, c%ﬁ)@ﬁes@&l.%%ﬁﬁ%@@@@ﬂ?m%% 189 (&, s5samL e 7Y 6.4 S)
N- Met hyl - 8-chl oro-1|-nethyl -2, 3,4,5-tetrahydro-1 H 3- benzazepine C1 5 B

t he sane gerteT&{m, Ay Sdid-28a¢$mi 6 Hoxanp(dd, 87, (R HR), 1NE)mboOh\(bs, 8-H0hil 380-
10 (d, J=7 Hz, 3 H). MS calculated for C;;H;4FN+H: 180, observed: 180.

Example 35: (R,S) 7-Chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine

NH
Cl

By the same general procedure as in example 26, (R,S) 7-chloro-1-methyl-
15 2,3,4,5-tetrahydro-1H-3-benzazepine was obtained from 3-chlorophenethylamine
as a colorless oil. 1H NMR (400 MHz, CDCls) d 7.10 (d, J=8 Hz, 1 H), 7.06 (m,
2 H),3.1-2.9 (m, 6 H), 2.70 (dd, J= 13, 7 Hz, 1 H), 1.89 (bs, 1 H), 1.31 (d, J=7 Hz,
3 H). MS calculated for C; H;4CIN+H: 196, observed: 196.

20 Example 36: (R,S) 7,8-Dichloro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine

Cl
NH
Cl

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. 1H NMR (400 MHz, CDCls) d 7.20 (s,

25 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 C;1H;3;C1,N+H: 230, observed: 230.
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1-nmet hyl -2, 3, 4, 5-tetrahydro-| H - 3-benzazepi ne was obtained from (R, S)
8-chloro- 1-nethyl-2,3,4,5-tetrahydro-| H -3-benzazepine as a colorless oil.
M5 cal culwoad/osd3o6 C 12H 16CIN+H 210, observed: 210. 10 Bxarmgsh®1®8 (R, S)
1- Met hyl - 7-trifl uoronet hoxy-2, 3,4, 5-tetrahydro-1H 3- benzazepine NH F3CO
By the sane general procedure as in exanple 26, (R S) 1-nethyl -
trifluoronethoxy-2,3,4,5-tetrahydro-| H -3-benzazepi ne was obtai ned from 3
15 trifluoromet hoxyphenet hylam ne as a colorless oil. 1 H NVR (400 MHz,

(H32D30D) 7. 3%% 12 %z R Sgl_i)f%l\?eti’l?lzé E&-lo%g—'i')- e?n i‘93( é&rgﬂwﬁ 1??;0(0' 19;33

(d, J 8 Hz b%nfﬁze hﬁ cal cul ated for C12H14F3NO+H 246 observed: 246. 20
Exanmple 39: (R S) 8 | odo-1-net hyl -7-trif] uor omet hoxy- 2, 3, 4, 5-t et rahydro- | H
3-benzazepine NH F3CO By the same generpl pr ocedure as in exanple 3, (RS
8-iodo-I-methyl-7- trifluoronetho N-t et rahydro-| H - 3-benzazepi ne
was obtained fromN 25 trifl uoroace N—
-met hyl -7-trifl uoronet hoxy-2, 3,4,5-tefrakydro-1 H 3-benzazepine as a
colorigss oil. | g Mt et 038 Mmef Ao 1 H). 65
90 05/ 588306 PCTALSTARS e bradlhch ‘eap?e R e e . 307
(dd, J=13, 9-thethylt2B)4,5-fetdHydrd; lfl}ibeh%,zelﬁneﬂvas MBaiat (ﬁlolrraﬁhl) S—Ohloro-
C12H14F31NOtH 37 erved; 37 e 40: L)

N- Pr opyl - 8- e F%ét%iwraﬁywt ﬁf?bsn%ﬂ ige A% F%lﬂg}eﬁs&-ﬂr S salgulgiedz azepi ne
MeO By the sgng @Na - DI O GRIUE: 9301 N exarrpl e 10, (RS

N- Pr opyl - 8- |0d0”’%‘?6 oxy-l -metﬁdy , 3,4,5-tetrahydro-| H - 3-benzazepi ne
was obtai ned from (R, S)

8-i 0do- 7- met hoxy- | - met hyI 1,2,4,5-tetrahydro-3H 3-benzazepi ne as _a
col orl&ss Example 38: °(R,S) 1-Methyl-7-trifluoromethoxy-2,3,4,5-tetrahydro-1H-3-

benzazepine

NH

By the same general procedure as in example 26, (R,S) 1-methyl-7-
trifluoromethoxy-2,3,4,5-tetrahydro-1 H-3-benzazepine was obtained from 3-
15 trifluoromethoxyphenethylamine as a colorless oil. 1H NMR (400 MHz, CD;0D)
7.39 (d, J=8 Hz, 1 H), 7.19 (m, 1 H), 3.46 (m, 2 H), 3.38 (d, J=13 Hz, | H), 3.29
(m, 1 H), 3.16 (m, 2 H), 3.05 (dd, J=13, 9 Hz, 1 H), 1.50 (d, J=8 Hz, 3 H). MS
calculated for C,H 4F3sNO+H: 246, observed: 246.

20 Example 39: (R,S) 8-Iodo-1-methyl-7-trifluoromethoxy-2,3,4,5-tetrahydro-1H-

3-benzazepine

NH
F.CO

By the same general procedure as in example 3, (R,S) 8-iodo-1-methyl-7-
trifluoromethoxy-2,3,4,5-tetrahydro-1 H-3-benzazepine was obtained from N-
25 trifluoroacetyl- 1 -methyl-7-trifluoromethoxy-2,3,4,5-tetrahydro-1 H-3-benzazepine
as a colorless o1l. 1H NMR (400 MHz, CDs0D)d 7.79 (s, 1 H), 7.25 (s, 1 H),
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10 oil. MS calculated for C15H221NO+H. 360, observed: 360. Exanple 41:

(R'S) 1-Ethyl-8-iodo-7-nethoxy-2,3,4,5-tetrahydro-1H 3- benzazepine NH MO
15 By thewsagmsgesneral procedure as in exanple 19, (R S) Pcatusys/11086 i odo- 7-
met hoxy- 2, 3, 4, 5-tetrahydro-| H - 3- benzazepi ne was obtai ned from N
trifluorol acetyl- | -ethyl-7-nmethoxy-2, 3,4, 5- tetrahydro 1 H 3- benzazepi ne
as a colorless oil. 1HNI\/R§4OOM—|Z CDC13 7.47 (s I—_|) 6.54 (s, 1
H, 3.86 (s3-46-34 (m33 bl $283.12¢m, 3 H) 3.07 ( J213i§1(iml§)ﬂy4 @& (m 1H,
1.78 (m 2 9 K ukas ed for CL3HL81NO+H:
332, obser veﬁq 33—9 %éggbul%%dj—%ﬁctzé %%N(iH 372'V§bse%/e(d !3%

7- (3 Met hoxyphenyl ) - 1- nmet hyl - 2, 3, 4, 5-tetrahydro-| H 3- benzazepine NH c¢75
Ove 66 WD 03/086306 PCT/ US03/ 11076 7y t he sane general procedure as in
exanpl e 29, Examgle 20y R, NN Roapyltieiedpy7-methoxynltmethyl-2, 36 3-tatrabiydoe-dH1 H- 3

- benzazepi ng, was obt.ai ned from

N-trifluoro clé?wl e'.pﬁf/droxy | -nmet hyl - 2, 3, 4, 5-tetrahydr o- | H - 3- benzazepi ne,
O-trifluoromet hanesul fonate as a colorless oil. 1H NMR (400 MHz, CDC13) d 5
7.37 (dd, J=7, 7 Hz, 1 H), 7.30 (i ~~7.21 (d, J=7 Hz, 1 H), 7.14 (d,
J=7 Hz, 1 H), 709(5 1 H, 6.86 , 1 H, 3.85 (s, 3H),3.2-2.9
(m 6 H, 2.80(m 1 H, 2. 64 b d, J=7 Hz, 3

cal cul ated for 018H INOHH 268, ohserved: 26 le 4 'R
7- (2, 6-di f | uor opFSHPE Fame gene mr%egur&agﬂt@ﬁnaﬁ?aﬁ}élﬁ mrw@dg% he NH
& . By the %ﬁ&ﬁo@eﬂﬁ{eﬂ{ylﬁff£§9&fﬁlya§)-119—3%%6&%%%%’[@&7&&3 ’(ﬁ,'S)
8-10do-7-methoxy-1-methyl-1,2,4,5-tetrahydro-3H-3-benzazepine as a colorless
10 oil. MS calculated for C;sH,,INO+H: 360, observed: 360.

Example 41: (R,S) 1-Ethyl-8-iodo-7-methoxy-2,3,4,5-tetrahydro-1H-3-

benzazepine

NH
MeO

15 By the same general procedure as in example 19, (R,S) 1-ethyl-8-iodo-7-
methoxy-2,3,4,5-tetrahydro-1H-3-benzazepine was obtained from N-
trifluorolacetyl-1-ethyl-7-methoxy-2,3,4,5-tetrahydro-1 H-3-benzazepine as a
colorless oil. 1H NMR (400 MHz, CDCls) d 7.47 (s, 1 H), 6.54 (s, 1 H), 3.86 (s, 3
H), 3.20-2.97 (m, 4 H), 2.93-2.75 (m, 3 H), 2.64 (m, 1 H), 1.78 (m, 2 H), 0.95 (dd,

20 J=8, 8 Hz, 3 H). MS calculated for C;3H,;sINO+H: 332, observed: 332.

Example 42: (R,S) 7-(3-Methoxyphenyl)-1-methyl-2,3,4,5-tetrahydro-1H-3-

benzazepine

00 i

OMe
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di fl uorophenyl)-1-met hyl -2, 3, 4, 5-tetrahydro-| H - 3- benzazepi ne was obt ai ned
from 15 N-trifluoroacetyl-7-hydroxy-I

- met hyl - 2¥8,04/0830@t r ahydr o- | H- - 3- benzazepi ne, O trifl uor ometrhmngswlid onat e
as a colorless oil. 1 HNWR (400 Mz, CDC13) d 7.35- 7.10 (m 5 H), 6.95
(dd, J=7, 8 Hz, 1 H, 3.2-229 (m 6 H, 2.79 (dd, J=8, 13 Hz, | H), 2.70
(bs, 1 H) 1.38 (d, J=8 Hz, 3 H. M calculated for C17H17F2N+H 274,
observed: 274. 2 yekaﬁgn%gwralym%ﬁure as in example 29, (R,S) 7-(3-

7-(2-11 uor O%l//fgtgﬁe})phg eQﬁyl %Y rSytetégh %ro ’11@ i génz%%%g eo\ﬁgs%b(t% %ianzazepl ne

NH 67F(~b eneral "priocedure as in

7-(2-fluor Oﬂ:l‘lﬁlﬂlNLt}rﬂUB@acetyl 7-hydroxy-1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine,
8-chloro-I-nmethyl-2,3,4,5-tetrahydro-| H - 3- benzazepi ne was obtai ned from N

trifluoroacd?yi wroetheresylionate as@ colprlesgetlny HL MR 08 MBer GRGH) d- 1

(200 W B 38t 130 o Gl o220 g 20 o Mg e sal - [

3.15-2.85 (m), 70 s, 124 6.864d, J=k18z, 113),BRB5 (4, ﬂi) ﬂz@@&&wﬂa&o% 13 H) VB
cal cul at ed for Cl7HL7CIFN+H: 290, observed: 290 | e 45: S)

7-(2-Trifl udi)o?réﬂlﬁlyﬂ pHOR Y 38 (d- IrdtHia 3-13). S\ﬂa,cglctlbtqdachyﬂr NP zazepl ne
NH 0 ~CF, e general procedure as in exanple 29, (R'S) 7-(2-
trifl uoronet ?‘fieégge -nmet hyl -2, 3,4, 5-tetrahydro-1 H 3-benzazepi ne was 10
obt ai ned from

N-trifluoroacetyl-7-hydroxy-I-methyl-2,3,4,5-tetrahydro-1H -3- benzazepi ne,
O-trifQuor orﬂxalllaﬂedat f Gh8) é-(39-difluotaphienyB-loinethyl 2, JyR-t¢traldydvez] H-3€DC13) d
7.71 (d, J= % H, 7.52 (dd, J=7, 8 Hz, | H), 7.42 (dd, J= 7, 8 Hz, |
H), 7 31 (d, eﬂ‘“ﬁ"?fi‘e 1 H, 7.17 (d, J=8 Hz, 1 H), 7.11 (d, J=8 Hz, | H),
3.15(m 1 H, 3.1-229 (m 5 H), 2.76 (dd, J=8, 13 Hz, 1 H), 2.37 (bs, |
H, 1.38 (d, J=8 Hz, 3

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
15 N-trifluoroacetyl-7-hydroxy-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine, O-
trifluvoromethanesulfonate as a colorless oil. 1H NMR (400 MHz, CDCls) d 7.35-
7.10 (m, 5 H), 6.95 (dd, J=7, 8 Hz, 1 H), 3.2-2.9 (m, 6 H), 2.79 (dd, J=8, 13 Hz, ]
H), 2.70 (bs, 1 H), 1.38 (d, J=8 Hz, 3 H). MS calculated for C,7H;;F,N+H: 274,
observed: 274.

20

Example 44: (R,S) 7-(2-fluorophenyl)-8-chloro-1-methyl-2,3,4,5-tetrahydro-1H-

3-benzazepine

cl
CO
L
By the same general procedure as in example 29, (R,S) 7-(2-fluorophenyl)-

25 8-chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine was obtained from N-

trifluoroacetyl-8-chloro-7-hydroxy-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine
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15 H). Ms calculated for CL8H1L8F3N+H 306, observed: 306. Exanple 46: (R'S)
7-(3-Trifluoronethyl phenyl)-1-nethyl -2, 3,4,5-tetrahydro- 1H 3-benzazepi ne
NH CF3 200Bg/08d3e6 sane general procedure as in exanple 29PCIRS&/1107¢ 3-
trifluoronethyl phenyl)-1-methyl-2,3,4,5-tetrahydro-1H -3-benzazepi ne was
obtained from N-trifluoroacetyl-7-hydroxy- |

-nmet hyl -2, 3,4,5-tet raqm/dr 0-1H--3- benzazepine, O trifluoronethanesul fonate
as a col or | 888 cglorlessigil. \NRNMB §44@-HHz, 19)d 4357683 (@5 3 H), Bj19-7093 (d, J=8

Mz, | H), 7.57»7.4 7 : 73 | M), 7.24
(d. b=y He, G ﬁ)ﬁ) 203?(1%*”?‘&)28”%'&"721457?7%8 %%’}5@91@89%%%3/ 085306
PCT/ US03/ 11Q#8 HZA dd). MS calddated forlC ], ,CIFIS8H( 200, db&ervitl: 280.H) . MS cal cul at ed

for CL8HL8F3N+H: 306, observed: 306. Exanple 47: (R S)
7-(4-Trifluoronethyl phenyl)-1-nethyl-2,3,4,5-tetrahydro- 5 1H 3-benzazepi ne

d i (RS, 7-(4-
tri 1 dor ot IREs T e bR Ios eV AR Bt e A SRt e s

obt ai ned f rqm.l:sl:ﬂelh&ﬁie?meoacet yl - 7-hydroxy-1-nethyl -2, 3,4,5-tetrahydro-1H-3
10 benzazepine, Otrifluoronethanesul fonate as a colorless oil. | H NWR
(400 MHz, CDC13) d 7.65 (s, 4 H, 7.
7.24 (d, J=8 Hz, 1 H, 3.15 (m 1 H)
Hz, 1 H, 2.48 (bs, I H, 1.38 (d ;
C18H18F3N+H:. 306, observed: 306.f1% e—48. (R S)
8- (2- Chl or ophenyl ) - 1- net hyl - 2, 3,4 ydro- 1H 3- benzazepine PNH C /
A solution of N-trifluoroacetyl -8-broffs- |- net hyl -2, 3, 4, 5-tetrahydro-1 H
By the same general procedure as in example 29, (R,S) 7-(2-

J=8 Hz, 1 H), 7.31 (s, | H),
\O (m 5 H), 2.80 (dd, J=8, 13
H). Ms calculated for

trifltuoromethylphenyl)-1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine was
10 obtained from N-trifluoroacetyl-7-hydroxy-1-methyl-2,3,4,5-tetrahydro-1H-3-
benzazepine, O-trifluoromethanesulfonate as a colorless oil. 1H NMR (400 MHz,
CDCL)d 7.71 (d, J=8 Hz, 1 H), 7.52 (dd, J=7, 8 Hz, 1 H), 7.42 (dd, J="7, 8 Hz, 1
H), 7.31 (d, J=7 Hz, 1 H), 7.17 (d, J=8 Hz, 1 H), 7.11 (d, 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
15 H). MS calculated for C,sH,sF;N+H: 306, observed: 306.

Example 46: (R,S) 7-(3-Trifluoromethylphenyl)-1-methyl-2,3,4,5-tetrahydro-

1H-3-benzazepine

OO .

CF;
20 By the same general procedure as in example 29, (R,S) 7-(3-
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. 1H NMR (400 MHz,
CDCl3) d 7.80 (s, 1 H), 7.73 (d, J=8 Hz, 1 H), 7.57-7.48 (m, 2 H), 7.38 (d, J=8 Hz,
25 1 H), 7.30 (s, 1 H), 7.24 (d, J=7 Hz, 1 H), 3.16 (m, 1 H), 3.1-2.9 (m, 6 H), 2.79
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3-benzazepine (84 ng, 0.229 mml) in dinmethylformam de (2.5 nL) was treated
20 with 2-chl orophenyl boronic acid (43 ng, 0.275 mmol), CsF (52 ny, 0.34
mrol ), wawern3p§3oary, 3.9 mol ), Pd(PPh3)4 (27 ng, 0.023 nwolr)usesndiosd i rred
overnight at 75 C. The product m xture was diluted with Et QAc (20 ni),
washed with water (10 nL), brine (10 nL), dried with Na2SO4 and
concentrated. Flash chronmatography (10-20% Et OAc in hexane, silica)

Fesul ted i n @ . o8 Ha. bHaak38(d, 18 B HiaMsrdeteicd 1T GUSHERCHEINGHH: 368,
observed: 36§0 '(I)'Q%Hpero t (39 ng, 0.106 nmol) was dissolved in nethanol
(2 nm) treat®e > WY fS o agueous NaOH 69 WO 03/086306 PCT/ US03/11076 (2
m.), and stirred overnight at 20 C. The product m xture was concentrated,
extracted 3 tines with CH2C12 (5 L), dried with Na2SO4 and t he sol vent
evapor at ed tBxample 478 (RgSoT-(4 TeiftuaroniethylphenylnvRmetiand-2134,5-tetvahggrod 7. 44
(d, J=8 Hz, 7.35-7.17 (m 5 H), 7.12 (d, J=8 Hz, 1 H), 3.14 (m | H),
3.1-2.9 (m %’él%bﬁ%z?zei’.‘% (dd, J=7, 13 Hz, 1 H), 2.36 (bs, | H), 1.36 (d,
J=7 Hz, 3 H. M5 calculated for CL7HL8CIN34H. 272, observed: 272. Exanple
49: (R'S) 7-Methoxy-I-nmethyl-8-trifluoronAg 2,3,4,5-tetrahydro-

1H 3- benzazepine F3C NH 10 MeO A sol ut
N-trifluoronethyl acetyl-8-io0do- 7- neRygx pet hyl -1, 2, 4, 5-

t et rahydr o- 3H 3- benzazepi ne (135 @I 327 mmol) in dinmethyl fonnam de (3
m.) and toluene (0.5 nL) was trreedltex with sodiumtrifluoroacetate (133 ny,

0.981 nmmol), co ) 1odide 4 Ny, ) gy the tol uene
distilled off topfgg[hre(éa%sgglgeﬁ% prrééel% e "\}vg%%?ée?’g’g&r’%gg Ion mxture was

no

stirred at 1&$lubrontthydplenyl)auinsthyd But Rektuahydio HHOAGenidzbpine @ds absorbed on
silica and purified by flash chronmatography (10% Et OAc i n hexane, silica)

resul ting i note@negyfrem Nrtréidnaspacetd-7-Toidroxynsmetived 1 3a4, edetrabydoi B35 FENO 2 +H:
356, served: 356. The .hnterngdi at 6 . 073 i {hanol (2
1) el tr earsaiqepi deah e R fs ast Lripflet ol TH MR fBPRO 2
50 C. The proputh dm.est W £HWE3Sid, WeHzM Hhy, 7@t @ 1 6D, 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,3H,sF3N+H: 306, observed: 306.

15 Example 48: (R,S) 8-(2-Chlorophenyl)-1-methyl-2,3,4,5-tetrahydro-1H-3-

Yot

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

benzazepine

3-benzazepine (84 mg, 0.229 mmol) in dimethylformamide (2.5 mL) was treated
20 with 2-chlorophenylboronic acid (43 mg, 0.275 mmol), CsF (52 mg, 0.34 mmol),
water (70 mg, 3.9 mmol), Pd(PPhs), (27 mg, 0.023 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,4 and concentrated. Flash
chromatography (10-20% EtOAc in hexane, silica) resulted in 36 mg of a clear oil.
25 MS calculated for C,oH,;CIFsNO+H: 368, observed: 368. The product (39 mg,
0.106 mmol) was dissolved in methanol (2 mL) treated with 15% aqueous NaOH
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m.), extracted twice wwth EtQAc (5 nlL), the conbined organi c phases were
washed with brine (5 nL), dried with Na2SO4 and concentrated to give 14 ny
of a colwolemssses!. 1 H NVR (400 MHz, CDC1l3) d 7.32 (s, IpcHjyso&1i036 (s, |
H, 3.89 (s, 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). M5 25 calcul ated for C13H16F3NO+H 260, observed: 260.

70 WD 03/ 086306 PCT/ US03/ 11076 Exanpl e 50: S)

7- Vet hoxy- | (Aatlnymndsstisesdroyemight aeh§ IbeB"‘Klust-‘in@tt‘#rﬁl’fipdtcancei‘FlﬁtSdabenzazepl ne

FFC F3C

N-trifluor orrgf ﬁéyf%g/gg yef“gﬁll %‘%6@ (Solfng“ I)"i dnefl 1- I%IEIEI S fn%thf Sglvegt

t et r ahydr o- %ﬁnme&mgleeilamgdﬁklmmlo IMMWOD MHzACDEl N I 7t4 (@am de (3
m.) and tol uene was treated with sodi um pent af | uoropropi onate (64

(rjrg, I0 334 AmdHz, léﬂp%)éﬁ TV (m,odi i é- 12dd, 1§, Ho. 14180 3rkddm, 1kl 3 e (®) uene
stirret at 289 ¢ PHRiE Phbin Eb R ket s 1AERUIET i PR “absor bed on

silica and pulcufa&idoby,H,a8IN;19: 1y, ebRiadr aphy (10% Et OAc i n hexane,

silica) resulting in 22 ng of a colorless oil. M calculated for
C16H15F8N02+H 406, observed: 406. The int er rredi ate (22 ng, 0.054 mmol) in

nours at 50 e 38t 830 Pty BRI e et s yideot T O ©

extracted tWH.8-B¥nzizepliferc (5 L), the conbi ned organi ¢ phases were 15
washed with brine (5 m_) dried with Na2SO4 and concentrated to give 14 ny
of a colorless oil. 1 H NWR (400 Mz, 13) d 7.25 (s, | H, 6.74 (s, 1
H, 3.85 (s, 3 H, 3.1-2.9 (bm &° (bm 1 H, 2.37 (bs, 1 H, 1.35
(d, J=8 Hz, 3 H. M58 calculated for HI6F¥NO+H: 310, observed: 310, 20
Exanpl@ 51: (R, S) 8-Trifl uoronet hgeb| - -2,3,4,5-tetrahydro-1 H - 3-

benzazepi ne A solution of N-trifluoromethylacetyl-8-i0do-7-methoxy-1-methyl-1,2,4,5-

tetrahydro-3H-3-benzazepine (135 mg, 0.327 mmol) in dimethylformamide (3
mL) and toluene (0.5 mL) was treated with sodium trifluoroacetate (133 mg, 0.981
mmol), copper (I) iodide (124 mg, 0.654 mmol) and the toluene distilled off to

15 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 CsH;sFsNO,+H: 356, observed: 356. The intermediate (26
mg, 0.073 mmol) in methanol (2 mL) was treated with 15% aqueous NaOH (2

20 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 14 mg of a
colorless oil. 1H NMR (400 MHz, CDCl3) d 7.32 (s, I H), 6.73 (s, 1 H), 3.89 (s, 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

25 calculated for C,3H,¢F3sNO+H: 260, observed: 260.
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F F F NH By the sane general procedure as in exanple 26, (R S)
8-trifluoronethyl- 1-nethyl-2,3,4,5-tetrahydro-| H -3-benzazepi ne was

obt ai ned Woas1086386 tri fl uor omet hyl phenet hyl am ne as a col ecrase3/oiore 1H NVR
(400 MHz, DMSO) d 7. 55 (d, J=8 Hz, 1 H, 7.49 (s, 1 H, 7.43 (d, J=8 Hz, 1
H, 3.55-3.50 (m | 3. 43- 323(m 7 H, 3.13 (dd, J=16, 7 Hz, 1H),
3.0-2.91 (m 2H, 1. 36 gd J=7 Hz, 3 H. M5 calculated for CLl2H14F3N+H:
230. 19, obséimpleégo(m i-Mythoe-basbp-omtaloaroetnid, 3, &5dewhbyde- (R )
8- br ono- I-mélggg}/ L 7- met hoxy- 2, 3,4, 5-tetrahydro-|1 H 3-benzazepi ne Owe
Br NH MO 6?? Mt

8- br ono- | - hydr oxymet hyl - 7- met hoxy- E
(0.075 g, 0.26 mmol) in dichloro
(0.062 g, 0.29 mml ), and stirred ove jht a 20 C. The product was
absorbed on silica and purified byeb mat ography (33% EtOAc in

hexane, silica) res Itlng in 034 f oil. MS calculated for 10
Cl7H24Br NO4+H; 38550 piep R %@Bme%élg B‘Qi:g %é‘Ef‘é‘eP’ﬁynlt BB b was

di ssolyed i f g{n%j le@gi fand excess
i odorregt/haneq%ﬂej%htrjrgltr\()?lylg 30[5/%59 ﬁlte(f(l(ii‘ow%% (r)r%ééd? or)l\li‘fc{@tﬁ?& (The reaction
m xt ure was mueanditeliend (Imvptves tr¢dbedivjth seditimaehedludbmwipmpionatc(6ENEC (5 nl),

the conbi ned organic phases. were washed with g%‘r@&& m.). dried with
Na2SO4 and Ps34gnmehy sopper(l) indise 2 men 9984 mypolja Ola?ne digggled gt ul at ed

for ClBH%Br%ﬁr Lﬁ{}ﬁlr(?%&h%?ﬁzﬁ{ Yeefhe‘}ga% 10%E'§xtlh|fee\% sl?frf%td%?g&ﬁc"f‘c?}?}f' ether was

2, 8, 4 5-\t et rahydro- 1H 3-benzazepi ne
g H.) was treated w th BOC20

t hen treat ecs | oxane and stirre ours at 20 C.

Evapor at i on hoasytiledd mhmtom ﬁlgered dbhkﬁbéﬂésm siida pidophitifiedds flaslel ear oil. 1 H
NMR (400 MHz, CD3QD) 7.30 (s, 92 (s, .1 H, 3.87 (s, 3H), 3.65
(s, 3 3.5 cbro_[n&{tﬁgragm_()l 0%\ @meé@@d 51]115@) resulting in' 22 mg of a colorless

oil. MS calculated for C,H;sFsNO,+H: 406, observed: 406. The intermediate (22
mg, 0.054 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 were

15 washed with brine (5 mL), dried with Na;SO4 and concentrated to give 14 mg of a
colorless oil. 1H NMR (400 MHz, CDCl;)d 7.25 (s, 1 H), 6.74 (s, 1 H),3.85 (s, 3
H), 3.1-2.9 (bm, 6 H), 2.76 (bm, 1 H), 2.37 (bs, 1 H), 1.35 (d, J=8 Hz, 3 H). MS
calculated for C4H6FsNO+H: 310, observed: 310.

20 Example 51: (R,S) 8-Trifluoromethyl-1-methyl-2,3,4,5-tetrahydro-1H-3-

benzazepine

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-
25 trifluoromethylphenethylamine as a colorless oil. 1H NMR (400 MHz, DMSO) d
7.55 (d, 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 C;H4FsN+H: 230.19, observed: 230.4

71



20 C 13H, 8BrNO2+H. 300, observed: 300. Exanple 53: (R YS)
8-Chloro-1-ethyl-2,3,4,5-tetrahydro-|1 H 3-benzazepine c¢i NH N-Crotyl,
N-trifl uowoasesashe 2-i odo- 4- chl or ophenet hyl am ne 25 A sol utPc®rusos/11076
N-trifluoroacetyl-2-iodo-4-chl orophenethylamne (6.2 g, 15.8 nmmol) in

di met hyl f ormam de (350 nlL) was treated with K2CO38 (15.8 g, 114 mol) and
crotyl bromde (6.0 g, 44 mol ) sequentially, the mxture was stirred 72 WO
03/ 086306 PCT/US03/11076 at 60 C for 16 hours and then cooled to 20 C. The

m xture was @i |l ute 3 h 00 n),
dried with gzgkcégrflggﬁern %ﬁn P) 'cﬁrgt(rilrlg a‘*é?‘&eqfﬂ‘ﬁﬁ‘??& tOAC in
hexane) resy-b&Zakdvine > 9 of a clear oil. M cal cul at ed for
Cl4H14C1F31NO+H 432, observed: 432. 5 N Jrifluoroacetyl-8-chloro-|
-ethyl-2, 3, 4, 5- tetrahydro JH 3-benzazegine A sol ution of N-crotyl,
N—trlfluoroacetyl 2-iodo-4-chl oroghenethylamne (2.5 g, 5.8 nmml) in

di met hyl f or mam de (250 nl) was trea th\KQAc (1.07 g, 10.9 nmol),

n- Bn2Et 2NBr (1.33 g, 5.84 mol ), Pd 063 g, 0.28 mml) 10 and
stirred overnight at 77 C. The pr%uct mXture was cooled to 20 C,

Filtersd, = il Ut odidh 68 Slonfl PhyokymeRSTABisbuL1 RAS. i 100, ).

t he conbi ned organic phases washed wat er , brine (100 nm),
dried with N&23O4nzaaepine (heEng,0sdtemimob) lasihthbhomnﬁl@og(hphywwtr@ﬂ% Et OAC in

h | | 339 d whi ch
o, 11 lob A D By e o b A1 ERCBg o
met hanol  ( 5Qyfilabsdrb&PbEH 1M ﬁrni Md ?ﬂ?ash Bﬁr))ma&%l/ﬁ ?/(%%(Etégcgﬂ and stirred

16 hours under 100 psi of hydrogen. roduct mxfure was filtered,
concentr at echeamd: ;slhca)frmﬂhrigﬂnf(](Esltg@ﬂurdmtodgrl\dﬁhylcul(aﬁa%fat OAc in hexane,

S Al e b S R © 15
5-tetrahydr %sjsoﬁ'eé 1@&9@%&1&1%1& (1 mL), treated with excess NAH and excess

iodomethane sequentially, and then stirred for 1 hour at 20 C. The reaction

mixture was quenched with water (5 mL), extracted twice with EtOAc (5 mL), the

combined organic phases were washed with brine (5 mL), dried with Na;SO4 and
15 concentrated to give 0.019 g of a clear oil. MS calculated for Ci3H,sBrNO4+H:

400, observed: 400. The N-BOC protected methylether was then treated with 4M

HCl in dioxane (1 mL) and stirred 2 hours at 20 C. Evaporation resulted in 0.009

g of the desired product as a clear oil. 1H NMR (400 MHz, CD;0D) d 7.30 (s, 1

H), 6.92 (s, 1 H), 3.87 (s, 3H), 3.65 (s, 3H) 3.5-3.1 (m, 9 H). MS calculated for
20 C13H3sBrNO,+H: 300, observed: 300.

Example 53: (R,S) 8-Chloro-1-ethyl-2,3,4,5-tetrahydro-1H-3-benzazepine

Cl
NH

N-Crotyl, N-trifluoroacetyl-2-iodo-4-chlorophenethylamine
25 A solution of N-trifluoroacetyl-2-iodo-4-chlorophenethylamine (6.2 g, 15.8
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
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A solution of N-trifluoroacetyl-8-chloro-I|-ethyl-2,3,4,5-tetrahydro-|H - 3-
benzazepine (63 ng, 0.207 mml) in nmethanol (2 nm.) was treated with 15%
aqueous NsOH30@30d), and stirred for 3.5 hours at 60 C TireTrsosiuote m xt ure
25 was concentrated, extracted 3 tinmes with CH2Cl2 (5 nmL), dried with
Na2SO4 and concentrat ed to gi ve 35 ng of a clear oil. I'HNW (400 VHz,
DVMSO-d6) d 7.2 (m 3 H), (m 1.9-1.6 91 (t,
Hz, 3 H). Mgt é&ﬂ:@r 46 équrSfa6¢ tf@nfszﬁleqeca HThQWm@b@@rHﬂé‘éPd \QliloEtO//scvxo

03/ 086306 P /1107
S ol or oo 7 LT, FAREP witSATRIE (b0 b, Hicd with NasSQu and concentrated, (1 ¢

N-Trifluor OEQ&h)dhrcﬁmﬁ %@p}@r(B 15% EtOAc in hexane) resulted in 2.5 g of a clear oil.
fluoro-1-meth tetrahydro- | H - 3-benzazepine 5 A solution

of N-trifl uorMé@é‘WllateQ fehCeHo:GIFANOYA: 432, pbsemed: A32ahydr o- | H- - 3- benzazepi ne
(2.5 8.5 mol) in 1,2-dichloroethane (15 nL) was treated with
Selecttluor (3.9 g, 11 mmol), trifluoronmethanesulfonic acid (8 nL, 90 nmol)
and stirredv-8RiMerasept 8-Ehloko- 1%1@30415@&”@%&115 - 3B&nzpspiRd i nto wat er
(200 nL), extracted wth EtQAc 00 nL t he organi ¢ phase washed with

sat urat ed aqueousA 3@utigHIs- C(f@ylxNlm@]um_o)acetblr?--ﬂ@ot‘l-eblomp}ﬂen@h)ﬂ@ﬂmm th Na2SO4

d d. oTh d d f h h
(6 o6 Bt Onc. (Ao dHamou i estpwlﬁ’ S sP kSgralted RGO
cal cul ated f no@%ﬁ%mm’s s@imoed Pd@IAe), 12063 S0 ¥ @mb1)

fluoro-1- rret 5-tetrah dro%H— 3benzazep|neAso ution of
N-trifQuor oanoétsytretsomm@hbatﬂf@ uBha)pro{iuct muxtwye was gyadedsto 20 C, filtered,

L1 eatod w1 AUB BaE (Rt 2R uhEORs Fob el il BRkotPety) 25°c

The pr OdUCtorgHrffé %Ha@eé"@%h‘é@%@l%a&éi(@@@ ) Brfel (€00 ALl 'di’ﬁa’%ldﬂtﬂlklaz@(ﬁmz (5
m.), dried 200wt and concentratéd to give a clear oil. 1

H NVR (400 Med con@BEaey. dlazh throgmatogtaphy (2-80BEEIOAC mhlel)u",mGSSID&)Z 95 (m 3 H),

2.95-2.80 ( rpesu‘?tl_% in 0.339 g of a clear oil. The product, which was assumed to be a mixture

J=7

15 of double-bond isomers, was dissolved in methanol (50 mL) treated with Et;N (0.2
mL), 10% Pd/C (0.10 g) and stirred 16 hours under 100 psi of hydrogen. The
product mixture was filtered, concentrated and purified by flash chromatography
(5% EtOAc in hexane, silica) resulting in 0.20 g of a white solid. MS calculated
for C14H;5CIF;NO+H: 306, observed: 306.

20
8-Chloro-1-ethyl-2,3,4,5-tetrahydro-1H-3-benzazepine
A solution of N-trifluoroacetyl-8-chloro-1-ethyl-2,3,4,5-tetrahydro-1H-3-
benzazepine (63 mg, 0.207 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
25 was concentrated, extracted 3 times with CH,Cl, (5 mL), dried with Na,SO4 and

concentrated to give 35 mg of a clear oil. 1H NMR (400 MHz, DMSO-dg) d 7.2
(m, 3 H), 3.3-3.0 (m, 7 H), 1.9-1.6 (m, 2 H), 0.91 (t, }=7 Hz, 3 H). MS calculated
for Cy,H;sCIN+H: 210, observed: 210.
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2.68 (m I H, 2.38 (bm 1 H, 1.31 (m 3 H. M calculated for

Cl1H13Cl FNtH: 214, observed: 214. 25 Exanple 55 Separation of enantioners
for sel ecwedsmogspounds of the invention The foll ow ng comrpoasds1mes e
separated into their respective enantioners wusing a Varian ProStar HPLC
systemw th a 20 nm x 250 mm Chiralcel OD chiral colum, eluting with 0.2
% di et hyl am ne in various concentrations of isopropanol (1PA) in hexanes,
see Tabl e 1 Exanple BA: sofR,Sdadeshlorod-fhqyarlametnd-2vied.&-tewahedrootfdd on t he
i nt er medi at rifluoroacetam de protected am nes. 74 WD 03/ 086306

PCT/ US03/ 113’%‘ A%fBB1% 1 Retention tine Retention tinme for Exanple

Enanti omer for the free the Conditions 3&mne (mns) trifluoroacetamde 1
21.9 5% 1 PA in hexane 1 2 24.5 10 /t~d2 5% 1 PA in hexane 2 2 47 9
m./mn 1l 20.8 5% I1PA in hexane 3 2 10w/ mMn 19 1 34.9 1% IPA InN
hexane 2 39.5 9 nL/mn 1 23. 81 5% bexane 26 2 29.2 2 7 nb/mn 37 1

23.8 3 5% |1 PA_ip hexane 2 29. 7rrL/m 51 1 18.6 5 1% | PA i n hexane
N-T rzﬂuoroacetyl 8-chloro- 7 ﬂuoro 1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine

| K

5 A solution of N-trifluoroacetyl-8-chloro-1-methyl-2,3,4,5-tetrahydro-1 H-3-
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 75 C. The product mixture was poured into water (200 mL),
extracted with EtOAc (200 mL), the organic phase washed with saturated aqueous

10 NaHCO; (2 x 100 mL), brine (100 mL), dried with Na,SO4 and concentrated. The
crude product was purified by flash chromatography (6 % EtOAc in hexane, silica)
resulting in 1.6 g of a white solid. MS calculated for C3H;,CIF,NO+H: 310,
observed: 310.

15 8-Chloro-7-fluoro-1-methyl-2,3,4, 5-tetrahydro- 1 H-3-benzazepine
A solution of N-trifluoroacetyl-8-chloro-7-fluoro-1-methyl-2,3.4,5-

tetrahydro-1H-3-benzazepine (160 mg, 0.22 mmol) in methanol (3 mL) was
treated with 15% aqueous NaOH (2 mL), and stirred for 3.5 hours at 25 C. The
product mixture was concentrated, extracted 3 times with CH»Cl, (5 mL), dried

20 with Na,SO, and concentrated to give 93 mg of a clear oil. 1H NMR (400 MHz,
CDCl3)d 7.11 (m, 1 H), 6.85 (m, 1 H), 3.05-2.95 (m, 3 H), 2.95-2.80 (m, 3H),
2.68 (m, 1 H), 2.38 (bm, 1 H), 1.31 (m, 3 H). MS calculated for C,;H,;;CIFN+H:
214, observed: 214.

25 Example 55 Separation of enantiomers for selected compounds of the invention
The following compounds were separated into their 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 iso;;ropanol
(IPA) in hexanes, see Table 1 below. In some cases, the separations were

30 performed on the intermediate trifluoroacetamide protected amines.
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221.46 9 mMb/mn©53113.7 7 5%1PA in hexane
separated trifluoroacetam de enanti onmer was hydrol yzed to give

2 20.2 8

10 mL/mn 1 The
Enant i oner

| of Conpwondof806 2 The separated trifluoroacetamnm de enanPCoOrEsn3/Na36

hydrol yzed to give

5 Enantiomer 2 of Compound 26. 3 The separated

trifluoroacetam de enantiomer was hydrol yzed and subsequently N-methyl ated

to give Enantioner

enanti oner was hydrol yzed and subseql]%ﬂhﬂl

N- net hyl at ed

1 of Conmpound 37. 4 The separated trifluoroacetam de

to gl ve Enanti oner

2 of Conpoupd—S7¥—i6—5Ttire bbp Lcu T || :#%ein(flo T F STt T OmTeT—Was
hyplrol yzed {0 Egam ?e Er@a%tlo% ﬁ) up r% "the SeDar?‘, géjtl s
trifluoroacgt nant h;éa qufhxgrog&éfgrmdg ant i Oer 2° o

Compound 51 7 The °e“arat cd : "“'M‘" * —e—eRaRt+od ed
to give 15|Enantio | pf Oorpoung1§3. 8| The separate 50,4; \HAl iNRERas et am de
enanti omer ywas hydrgiiyzed tO g{ve Enantioffer 2 of Compgu

03/ 086306 PLCT/ US03/ 11076 2 Exanpl e S5#.%ntragel lular | P3 Acmumm I on_Assphy

HEK293 cel |

(control) 16

Cells were {
nmedi a was r ¢
onto 100cm 1
mcrotiter
exchanged 1

L wer e trlansf ect ed

rece
oo oo

n 15cm ster

or—GC
t—OH g

| e di shes wit

h or w t hout 5

A _usinag 251l
NA—USHRg—oth

PoTT ot

pl ates were
aspirated a

10

15

hen i nc bat edzfor B- 4 hQﬁI‘S at | 37¢/ 592 and S;,lag,g”;ransfect on
reptacediwtir—To0ut—pf—DhVEM—Cet 13 WETE"HTETI"M?‘['ed
sterile di shest The|nextaday ce|ls were pl at g% HAan Béanel | PDL
pl at s at| a density]of 55K/ 0.2nll. Six hours [fatter, nedia
with [Hinc&itol {(0 28420 Jwpll) in inositigl0 miin pvEM \Qﬁﬁ
. » .
I ncubatjed at, 37C/ )/&30234)_yern| gjht . The next d@%PA\/}ﬁLéx%ng\ere
nd 2¢9ul
2 39.5 9 mL/min
1 238" 5% IPA in hexane
26 )
2 29.2 7 mL/min
1 2383 5% IPA in hexane
37 s
2 29.2 7 mL/min
1 18.6° 1% IPA in hexane
51 o
2 214 9 mL/min
1 137”7 5% IPA in hexane
53 5
2 20.2 10 mL/min

' The separated trifluoroacetamide enantiomer was hydrolyzed to give
Enantiomer 1 of Compound 26.
2 The separated trifluoroacetamide enantiomer was hydrolyzed to give
Enantiomer 2 of Compound 26.
* The separated trifluoroacetamide enantiomer was hydrolyzed and subsequently
N-methylated to give Enantiomer 1 of Compound 37.
* The separated trifluoroacetamide enantiomer was hydrolyzed and subsequently
N-methylated to give Enantiomer 2 of Compound 37.
3 The separated trifluoroacetamide enantiomer was hydrolyzed to give
Enantiomer 1 of Compound 51.
$ The separated trifluoroacetamide enantiomer was hydrolyzed to give
Enantiomer 2 of Compound 51.
7 The separated trifluoroacetamide enantiomer was hydrolyzed to give
Enantiomer 1 of Compound 53.
® The separated trifluoroacetamide enantiomer was hydrolyzed to give
Enantiomer 2 of Compound 53.
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of DMEM contai ning test conpound, | QuM pargyline, and 10mM Li O was added
to appropriate wells. Plates were then incubated at 37C/ 52 for three
hours f oWbmamsk3aspi rati on and by addition of fresh ice caelcd/svaplosol ution
(1 MKCH, 15 19mM Na-borate, 3.8 nmM EDTA) to each well. Plates were kept on
ice for 5-10 mn and the wells were neutralized by addition of 200ul of
fresh ice cold neutralization solution (7.5%HCl1l). Plates were then frozen
until further processing is desired. The |lysate was then transferred into
1.5 nl Eppedéka@mpledbes and 1 m of chloroform nethanol (1:2) was

added/ t ube. I}greagaﬁjly}hgm&g@&%o‘“sg%ed for 15 seconds and the upper phase

was applied I'ora ani-on exchange resin (100-200 nesh).

First, the resin NBI§29RSEverd frinsfetel indScmlstekil@BisMés\viatner RitBoutl of upper
phase was | oaded onto the colum. The columm was then washed with 10 m of
5 M ryo- i ndsenrtrsi) Hvg of bupaan §tH Bacrigarioris&NA asiop afming lipgfagtamine. The i nosi t ol
tris phosph wer . ut At o, SCi Nk Ad | | ining 10 m of
scint 11 b1 are Batet e ibBHed Red- SRoBS PR QSRR ald e BRGNP o

formate. Then&dhh WadfenYRicd ah@BHPIREALSH 10PuVGEDMEN. Gelliwd@ thin lhte@. 1 M
formc acid/ 3M anmpnium formate and rinsed twice with dd H20 and stored at

4C i n wat er .ontth E0Qsiosterdfie dighesa dhie ek day cells wae plaedhave Rowgllild Assay for
several 30 representati.ve, co r hown i,n. Table 2 below. 76 WO
03/ 086306 P& %ﬁpﬁt&%adrs%%&'é%%%@ﬁn%x%%é%t%f&%%s’ww@gﬂ%dfi Nunber )
| P Acppimul aty e *Ageditd] (05 udi/deR) indndsifl frde DMEMAnA platePwédd- 1 12 6.3 19

18
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,

15 19mM 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 transferred into 1.5 ml Eppendorf tubes
and 1 ml of chloroform/methanol (1:2) was added/tube. The solution was

20 vortexed for 15 seconds and the upper phase was applied to a Biorad AG1-X8™
anion exchange resin (100-200 mesh). First, the resin was washed with water at
1:1.25 W/V and 0.9 ml of upper phase was loaded onto the column. The column
was then washed with 10 ml of 5 mM myo-inositol and 10 ml of 5 mM Na-
borate/60mM Na-foﬁnate. The inositol tris phosphates were eluted into

25 scintillation vials containing 10 ml of scintillation cocktail with 2 ml of 0.1 M
formic acid/ 1 M ammonium formate. The columns were regenerated by washing
with 10 ml of 0.1 M formic acid/3M ammonium formate and rinsed twice with dd
H,O0 and stored at 4°C in water.

The biological activities in the IP Accumulation Assay for several

30 representative compounds are shown in Table 2 below:
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26 5.8 32 2.1 * Reported values are averages of at least two trials. The
maj ority of the other conpounds of the Exanples were tested at least 5
once, andwoheysshowed activities in the I P Accumnul ati on Assayusosiitohe range
between -1.4 nMand -5 ? M Exanple 57 Inhibition of food intake in
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>~

The majority of the other compounds of the Examples were tested at least

between ~1.4 nM and ~5 7M.

Example 57

once, and they showed activities in the IP Accumulation Assay in the range

Inhibition of food intake in food-deprived rats

10

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 placed into individual cages (no bedding) at 9:00am with

15

free access to water. At 10:00am, animals were injected with test compound (p.o.,

i.p., or s.c.) and then presented with a pre-weighed amount of food in a dish either

60min (p.o.) or 30min (i.p. and s.c.) after drug administration. Food consumption

over different time points was then determined by weighing the food cup at 1, 2, 4,

and 6hr after the food was presented. Thus, food consumption was measured at 2,

20

injection in i.p. and s.c. studies.

3, 5, and 7hr post-injection in p.o. studies, and at 1.5, 2.5, 4.5, and 6.5hr post-
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10 herein incorporated by reference in their entirety. Those skilled in the
art will appreciate that nunmerous changes and nodifications can be made to
t he pref ewoadosisbodi nents of the invention and that suchpcharsgesioand

nodi fications can be made w thout departing fromthe spirit of the
invention. It is therefore intended that the appended clains cover all such

15 equivalent variations as fall within the true spirit and scope of the
i nvention. 78 WBigsrobssbdlusore tepdferts@f sevenhiferent componads asfood, A
conmpound of

-For mul [).: . a, 3. NR, . . l. erein: Rl is H
or C1 8 al kyfAkEa fugg‘g'&zip_%v%r% {“l-céﬁﬁ’-otﬂf“&f?%‘%g?‘gfﬂ"?j ‘2“&?%%]5?0 CL 8 alkyl, -
C(=0) - NH C1 g8paidently. Tak effdict WhiZédrisistRaly hfosthrodburRed Bleranélfifs2ahitF@et her form
-CH2-CH2-; R3 and R4 are each independently H, hal ogen, perhal oal kyl, CN,

OR5, SR5, NHmE pregarsition. Spine gerypounds (Figeres bar €, a )anantgimedanaryl can be

optionally substitu with,up to ¢t ubst it uent elected fromCl 8
al kyl Tgahal od‘éﬂ,ﬁﬁ%reh%%oonaftpﬂ%[&kﬁﬁalaﬁ?? X ,?"Cé?iﬁe di';%%%é)ll%a t6§f %@?3?0 an be
optional Iy g¥shiatioh &bmpoulddMerle@ldoWBows WDBE bfetdit 9iaSAl Patesdf f r om hal ogen
and Cl1_8 alkyl; or R3 and R4 together with the atons to which they are

attached camdmoristraiiop-indudieg pwrber het erocyclic ring having

It is intended that each of the patents, applications, printed publications,

and other published documents mentioned or referred to in this specification be
10 herein incorporated by reference in their entirety.

Those skilled in the art will appreciate that numerous changes and
modifications can be made to the preferred embodiments of the invention and that
such changes and modifications can be made without departing from the spirit of
the invention. It is therefore intended that the ;ppended claims cover all such

15 equivalent variations as fall within the true spirit and scope of the invention.
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one 0 atom 20 each R5 is independently C1_8 alkyl, Cl1_8 al kenyl, aryl,
heteroaryl, aryl al kyl, heteroaryl al kyl or perhal oal kyl, or allyl; and R6
is Hor Gvo®3mbdsys ; or a pharmaceutically acceptabl e salt pcyaiseai®7or
hydrate thereof provided that: 25 (A) if R2 is methyl and RL and R3 are
both H then R4 is not thiazole, substituted thiazole or a thiazole
derivative: (B) if R6 is other than H then neither R3 nor R4 can be H, 79
WO 03/ 086308Vharisgbomedig7e (C) if R and R2 are methyl, and R4 is H, then
R3 cannot be NHR5 or N(R5)2; (D) if R and R2 are nethyl, and R4 is H,
then R3 cannot be imdazole, substituted imdazole, or an im dazole
derivative, and §.(E) A todfound oPHoramd (B: is nethyl then R2 cannot be

cycl opentyl, -CH2-cycl ohexyl, cycl opro&ylé’ret hyl, or cycl ohexyl. 2. The
conpound according to claim1l wherein 1% H 10 3. The conpound accordi ng
toclaiml wherein R is nethyl R;4. e Leqpound according to claim1l
wherein R2 is nethyl, ethyl, n- pr@ iI'gepropyl. 15 5. The conpound
according to claiml| wherein R2 | or et1hyl. 6. The conpound
according to claiml wherein R2 R4 ether form-CH2-CH2-. 20 7.
The conpound according to claim1l wherein R3% s chlorine. 8. The conpound
according to claiml wherein R3 is brofne. 25 9. The conpound according to
claimgsl wherein R3 is \ﬁﬁ’eﬁ@ﬁ' oal kyl . 10. The conpound according to claim9
wherein R3 is CF3. 11. The conpound according to claiml wherein R3 is

sel ected form R is H or C, g alkyl;

R; is C;g alkyl, -CH,-O-C, g alkyl, -C(=0)-O-C, g alkyl, -
C(=0)-NH-C, g alkyl, OH, or CH,OH;
Ry, is H;
10 or R; and Ry, together form -CH,-CH»-;

R3 and R4 are each independently H, halogen, perhaloalkyl,
CN, ORs, SRs, NHRs, N(R5),, OH, aryl, or heteroaryl, wherein said
aryl can be optionally substituted with up to two substituents
selected from C, g alkyl, halogen, perhalo alkyl, and alkoxy, and
15 said heteroaryl can be optionally substituted with up to two
substituents selected from halogen and C,.g alkyl;
or R; and R4 together with the atoms to which they
are attached can form a 5- or 6-member heterocyclic ring having
one O atom;
20 each Rs is independently C,.s alkyl, C,.g alkenyl, aryl,
heteroaryl, arylalkyl, heteroarylalkyl or perhaloalkyl, or allyl; and
Re is H or C, 3 alkyl; or a pharmaceutically acceptable salt,
solvate or hydrate thereof
provided that:
25 (A) if R, is methyl and R, and Rj are both H, then R4 is not
thiazole, substituted thiazole or a thiazole derivative:

(B) if Rg is other than H, then neither R3 nor R4 can be H;
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30 the group consisting of thiophenyl, furanyl, pyrrolyl, pyrazolyl and

i m dazolyl. 80 WD 03/086306 PCT/US03/11076 12. The conpound according to
claim1l wermsioss3ml i s nmet hoxy, ethoxy, n-propoxy, isoproparyusos/1aléyl oxy.
5 13. The conpound according to claiml wherein R4 is selected from the
group consisting of thiophenyl, furanyl, pyrrolyl, pyrazolyl and

i mdazolyl optionally substituted with one or two substituents selected
from hal ogen or nethyl. 10 (&€xif RhandcRnare meshydcadRaiingl, thendlsgiapnat bgher ei n R4
is phenyl optionally sgiﬁg{ d with up to two substituents selected from
Cl-8 alkyl, hal ogen, ‘and® al koxXy?? 15 15. The conpound according to claim1
wherein R3 and R4 taken t @D@tLPR[ addR Mire @it GrdHiB)is H, #en Rnséteound
according to claim1 wherein R3 is halogen and R4 is -OR5 wherein RS is
Cl_8 al kyl. 20 17. Thémibaplsunwstitvedriniidagoleooranaimdazolerierizptiverand s chl ori ne

or bromne and R4 is neth we1)-8. e oun cording to claiml
Wnereisg R3 i s hal ogen and &E%Qé ’issogg’lqn@ﬁgﬁf/meﬂg?ﬁ)ﬁﬂ 268 Oéﬁﬁd according to
claim1 wheréBpdRtyll SCHI-&Ribhdyll Sychopr 8thoH ohefctsteayly! ring having up to
two het er oat gmspésgg){ect ed"%}%frofnyo,@y iIzlypan S, gnd %fo to %lwo substituents

sel ected from hal ogen 30 and Cl -8 alkyl, or R4 is phenyl optionally

substituted vm'thzup to,.two subdstittéentts el elct d fromdd -8 al kyl, hal ogen,
and al koxy. 81 . € compound according to claim 1 wherein k18 .

10 3. The compound according to claim 1 wherein R, is methyl.
4. The compound according to claim | wherein R; is methyl, ethyl, n-
propy! or isopropyl.
15 5. The compound according to claim 1 wherein R; is methyl or ethyl.
6. The compound according to claim 1 wherein R, and R;, together
form
-CH,-CH,-.
20
7. The compound according to claim 1 wherein R3 is chlorine.
8. The compound according to claim 1 wherein R3 is bromine.
25 9. The compound according to claim 1 wherein Rj is perhaloalkyl.
10.  The compound according to claim 9 wherein R; is CFs.
~ 11.  The compound according to claim 1 wherein Rj is selected form
30 the group consisting of thiophenyl, furanyl, pyrrolyl, pyrazolyl and
imidazolyl.
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WO 03/ 086306 PCT/US03/11076 20. The conmpound according to claim 1l wherein
R3is Hand R4 is a disubstituted pyrrazol e or nonohal o-substituted phenyl.
5 21. Thewoaspsane according to claiml wherein said substcrutsesni®’eof said
pyrrazol e are brom ne and nethyl. 22. The conpound according to claim1
wherein: R2 is nethyl, ethyl, isopropyl, or CH2OH, or R2 and R2a 10 taken
together form-CH2-CH2-; R3 is H, halogen, or a 5-nenbered heteroaryl ring
having up to two heteroatons selected from0O, Nand S, and up to two

substituents sel ected from hal ogen and Cl1_8 aIk .. R4 is H alkoxy, a
5- menber ed het er d&r y! Fl?her?ﬁmﬁﬁ\’/’i“ﬁﬁccﬂ’@“%m famy Ly Ff@‘c"gf“b’ﬁt"‘éﬁg%o’@’el ected from

0, N and S and up to typ,,substituents selected from hal ogen and Ci -8
al kyl, or phenyl opti onah y substituted with up to two substituents
sel ected fromCl -8 alnkproposhaisogmpoxpodalblldegxy; or R3 and R4 taken together
form-OCH=C(CH3)-; and 20 R6 is Hor nethyl; or a pharmaceutically
acceptSabI e salt, soI vate or hydrate thereof. 23. The conpound according to

claim L whereln: |82 | SrtGhhon@idiilind SOBAPY ihofn I R Hec2d 1B and R2a

25 taken toget her form orine, bromne, or iodine; R4

is alkoxy; and R6 is hhegrouptdnsistiag ofl tHibistenplc futhinyd iyl dcmeptodyilaad sal t
sol vate or hydrate thereof 30 24. The canpound according to claim!]l

wherein: 82 WD 03/ osemzmmwaﬂmwemtﬁ with opg or two substituents

selected from halogen or methyl.
10
14.  The compound according to claim 1 wherein R4 is phenyl
optionally substituted with up to two substituents selected from C; 5
alkyl, halogen, and alkoxy.

15 15.  The compound according to claim | wherein R3 and R4 taken

together form -O-CH=C(CH3)-.

16.  The compound according to claim 1 wherein R3 is halogen and Ry
is “ORs wherein R;s is Cy_3 alkyl.
20
17.  The compound according to claim 1 wherein Rj is chlorine or

bromine and R4 is methoxy.

18.  The compound according to claim 1 wherein R3 is halogen and R4

25 is ally]oxy.

19.  The compound according to claim | wherein Rj is H and Ry is 5-
membered heteroaryl ring having up to two heteroatoms selected
from O, N and S, and up to two substituents selected from halogen

30 and C,g alkyl, or R4 is phenyl optionally substituted with up to two
substituents selected from C,_g alkyl, halogen, and alkoxy.
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R2 is methyl; R3 is H, chlorine, bromne, or thiophene; R4 is al koxy,
pyrrazol y-3-yl or phenyl wherein said 5 pyrrazole optionally has up to two
substi t uewb3m&dzect ed from hal ogen and C1 _8 al kyl, and eairdsphernyd
optionally has a single halogen substitutent; and R6 is Hor a
pharmaceutically acceptable salt, solvate or hydrate thereof 10 25. A
conpound of claim1 selected fromthe group consisting of:

8- Brono- 7- hydroxy- | -nethyl-2,3,4,5-tetrahydro-1 H3- benzazepi ne;

7- Al l yl oxy-8-bronp- | =neth tetra i_ne;

7- Benzyl oxy- 8- br . (Thege OVm§m§°%F Fﬁ%?gﬁpaﬁmep¥g3§QF ‘ﬁéﬁsgplne

8- Br onp- 7- et hoxy- 3 rﬂ?idbyﬂlmt%d%%ﬂ'aﬁfléGih@ﬂmil@sdﬂdtmﬁem{&glzepl ne;

8- Brono- 7-i sopropoxy-1 -nmet hyl tetrahydro-1 H -3- benzazepine; 20

N- Propyl - 8- brono- 7- met hoxy- | -nethyl -2, 3,4, 5-tetrahydro-1H - 3-

benzazepi ne; 7- Hydroxys8-io0do -met h | - 3,4.5-tetra 0

H 3- benzazepi ne; 2C1 Aly]m?lcé?wo'émi %C(‘f85dt"fg torfé%‘ﬂw Wger?n Sagp %{’g’ ?Qﬁ?&fro& 1
H 3- benzazepi ne; 3, S suid pPr@tdY hrebordmsheOmidghdtRyly dr o- SH-

-oxa-7-aza cycloheptalndene 25 7- Al l yl oxy-8-chl or o-

- met hyl - 4, 5- tetrahydro 1 H3 benzazeplne 7- Met hoxy- |

- et hyl - 8 (2 th| yl) - t r ahydr o- - . benzazepi ne;
8- Cyano- 7- net hox?} tcﬂmpo‘én(ga%o LAY iﬂ%?ghirellf—?) 30 benzazepi ne;

8-bromo- | -cyclopr opyl 7- netinmeryE eyl iSogrEpy ADNCHDH; dHRBrand R,
10 taken together form —~CH,-CHj-;

R;is H, 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, g alkyl;

R4is H, alkoxy, a 5S-membered heteroaryl ring having up to

15 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,_g
alkyl, halogen, and alkoxy;

or R3 and R, taken together form -O-CH=C(CH3)-; and

20 Rg is H or methyl; or a pharmaceutically acceptable salt,

solvate or hydrate thereof.

23.  The compound according to claim 1 wherein:

R; is methyl, ethyl, isopropyl, or CH,OH; or R, and R»,
25 taken together form -CH,-CH»-;

Rjis chlorine, bromine, or iodine;

R4is alkoxy; and

Rg is H or methyl or a pharmaceutically acceptable salt,

solvate or hydrate thereof.

30

24.  The compound according to claim 1 wherein:
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WO 03/ 086306 PCT/US03/ 11076 benzazepi ne; 8-brono- |

- hydr oxynet hyl - 7- net hoxy- 2, 3, 4, 5-tetrahydro- | H 3- benzazepi ne; 8-Bronp- |
- i sopr opyWwetsneshoxy- 2, 3, 4, 5-tetrahydro-1 H 3- 5 benzazepiPo®/Us03/11076

8- Bronp- 7- hydroxy- | -isopropyl-2,3,4,5-tetrahydro-1 H 3- benzazepi ne;

7- Al l yl oxy-8-brono- | -isopropyl-2,3,4,5-tetrahydro-1 H 3- benzazepine; 10
8- Brono- 7- net hoxy- 1, 4-di net hyl - 2, 3, 4, 5-tetrahydro-1 H-3- benzazepi ne;

7- Al | yl oxy- 8- bronmo- 1, 4-di detiByl;- 2, 3, 4, 5-tetrahydro- | H 3- benzazepi ne;

7-(2-N®thy|-2F+pyrazo|-3-y#§91-qﬁgﬁyl-2,3,4,5-tetrahydro-1 H 3- 15
benzazepi ne; 7-(4-Brono-2- ﬁ?]- H pyrazol -3-yl)-1-nethyl-2,3,4,5-
tetrahydro-1 H- 3-benzazepi gg;is H, chlorine, bromine, or thiophene;

7-(3-Chl orophenyl ) -1-nethyl -2, 3, 4, 5-tetrahydro- | H-3-benzazepi ne;

7- (2- Chl orophenyl ) - | - net Ralis 2kgxy pyrrazaly-dhy} @ phenyl phereinesaxhzepi ne; 20
8-Chloro- | -hydroxy-2,3,4,.5-tetrahydro-1 H 3- zazepi.ne: . . 8- Brono-
Sty 22,3, 2. bt ot s sy PO F opfor iy o REMEREE KRS a i

-nmethyl -2, 3, 4, 5-t et r alyagen andic3; RRYE ﬁﬂ@ﬁﬂid‘ﬁhen%io;ﬁldi@ﬂﬂhad a sin%le

-met hyl -2, 3,4,5-tetrahydro-1 H 3-benzazepine; 7, 8-Di chloro-

-met hyl - 2, 3, 4, 5-t et r athalhgen subsHtedeankazepi ne; 25 N-Met hyl - 8- chl or o-
-nmet hyl -2, 3, 4, 5-tetrahydro-_1 .H3- benzazepi ne;
1-thhy|-7-trif|uoronethoniﬁf oA &P %5PW%W98¥57F°?¥§ﬂ%§ﬂEﬁggﬁfﬁé; 8- | odo-
| -methyl-7-trifluor ongih@xXhereoB, 4, 5-tetrahydro-1 H 3- benzazepi ne;

N- Propyl - 8-i odo- 7-net hoxy- | -methyl -2, 3,4,5-tetrahydro-1 H 3- 30
benzakkpi ne;

25. A compound of claim 1 selected from the group consisting of:
8-Bromo-7-hydroxy-1-methyl-2,3.4,5-tetrahydro-1H-3-
benzazepine;
7-Allyloxy-8-bromo-1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine;

15 7 -Benzyloxy-8-bromd- 1-methyl-2,3,4,5-tetrahydro-1H-3-
benzazepine;
8-Bromo-7-ethoxy-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine;
8-Bromo-7-isopropoxy-1-methyl-2,3.4,5-tetrahydro-1H-3-
benzazepine;

20 N-Propyl-8-bromo-7-methoxy-1-methyl-2,3,4,5-tetrahydro-1H-3-
benzazepine;
7-Hydroxy-8-iodo-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine;
7-Allyloxy-8-iodo-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine;
3,5-Dimethyl-6,7,8,9-tetrahydro-5H-1-oxa-7-aza-cycloheptaindene;

25 7-Allyloxy-8-chloro-1-methyl-2,3,4,5-tetrahydro-1H-3-
benzazepine;
7-Methoxy-1-methyl-8-(2-thienyl)-2,3,4,5-tetrahydro-1H-3-
benzazepine;
8-Cyano-7-methoxy-1-methyl-2,3,4,5-tetrahydro-1H-3-

30 benzazepine;

8-bromo-1-cyclopropyl-7-methoxy-2,3,4,5-tetrahydro-1H-3-
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1- Et hyl - 8-i odo- 7- met hoxy- 2, 3, 4, 5-tetrahydro-1 H 3-benzazepine; 84 WO

03/ 086306 PCT/US03/11076 7-(3-Methoxyphenyl)-1-nethyl-2,3,4,5-tetrahydro-1
H 3- benzapapiosssps 7- (2, 6-di fl uorophenyl)- | -methyl -2, 3pérTESv®inanydro- 1
H 3- benzazepine; 5 7-(2-fluorophenyl)-8-chl oro-

| -met hyl -2, 3,4,5-tetrahydro- | H 3- benzazepi ne;

7-(2-Trifluoronethyl phenyl)-1-nethyl-2,3,4,5-tetrahydro- | H 3-

benzazepi ne; 7-(3-Tri fueneazepieehyl phenyl ) - 1- met hyl - 2, 3, 4, 5-tetrahydro-1 H 3-

10 benzazepine; 7-(4-Tyifluoronmet hyl Nyl ) == |- Ss1.efrahydro- |
H 3- benzazepi ne; 8-(?:%8 8r%g?@ﬁﬁl‘j‘%@%{’#&'?‘lxg%%ség?ély?*é%%ﬁ%- 1

H 3- benzazepi ne; and bkhzBepineno- |

- met hoxynet hyl - 7- met hoxy- 2, 3, 4, 5-tetrahydro- | H3- benzazepine; or a

phar maceuti cal | y acceptBisino-sasapropydi7vmetbony-2, 3y tteitabydraddEdf . 26. A
corrpoqnﬂd according to bcI aim.l1 selected fromthe group 20 consisting of:

8-Bro 7- met hoxy- | - r%f%ﬁ"p‘}, 3,4,5-tetrahydro- | H 3-benzazepi ne;
8- Chl or o- 7- met hoxy- | 8-Bﬁinlmcl7-11§dn%x§,15‘rsbﬁbb by 8l G- telraliyddo-p gz azepi ne;
8-1o0do-7-nmet hoxy- | -methyl-2,3 ,4,5-taetrhydro- | H 3-benzazepi ne;

N- Met hyl - 8- br onp- 7- nethsozazepine;- met hyl - 2, 3, 4, 5-t et rahydro- 1H-3- 25

benzazepi ne; 8- Brono- et hyl-.7- met hoxy- 2 s fetra rps1

H 3- benzazepi ne: 8- CHIBHYox 'giberf)wyfl'ls?g‘i?gylg%g'ﬂzsﬁe ?ll}f(gg'ﬂég%'ahydr 0-1
H 3- benzazepi ne; 8- afdfzazkpingt hyl -7- et hoxy-2, 3, 4, 5-tetrahydro-1
H 3- benzazepi ne; 7-Methoxy- |

- et hid - 8-t ri f | uor onet&Bionk-3-mgthoxyet A almethyl-2,314, Btetrahydro-1H-3-

benzazepine;
7-Allyloxy-8-bromo-1,4-dimethyl-2,3,4,5-tetrahydro-1H-3-
benzazepine;

7-(2-Methyl-2 H-pyrazol-3-yl)-1-methyl-2,3 4,5-tetrahydro- 1 H-3-

15 benzazepine;
7-(4-Bromo-2-methyl-2 H-pyrazol-3-yl)-1-methyl-2,3,4,5-
tetrahydro-1H-3-benzazepine;
7-(3-Chlorophenyl)-1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine;
7-(2-Chlorophenyl)- 1 -methyl-2,3,4,5-tetrahydro-1H-3-benzazepine;

20 8-Chloro-1-hydroxy-2,3,4,5-tetrahydro-1H-3-benzazepine;
8-Bromo-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine;
8-Fluoro-1-methyl-2,3 4,5-tetrahydro-1H-3-benzazepine;
7-Fluoro-1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine;
7,8-Dichloro-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine;

25 N-Methyl-8-chloro-1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine;
1-Methyl-7-trifluoromethoxy-2,3,4,5-tetrahydro-1 H-3-benzazepine;
8-lodo-1-methyl-7-trifluoromethoxy-2,3,4,5-tetrahydro-1H-3-
benzazepine;
N-Propyl-8-iodo-7-methoxy-1-methyl-2,3,4,5-tetrahydro-1H-3-

30 benzazepine;

1-Ethyl-8-iodo-7-methoxy-2,3,4,5-tetrahydro-1H-3-benzazepine;
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30 benzazepine; and 85 WO 03/086306 PCT/US03/11076 7-Methoxy- |

- et hyl - 8- pent af | uoroet hyl -2, 3, 4, 5-tetrahydro-1 H 3- benzazepi ne; or
phar maceuwioaaloBgsoaccept abl e salt, solvate or hydrate thereafusoy1d76¢
conmpound according to claim1l selected fromthe group consisting of
8-Chloro- | -nethyl-2,3,4,5-tetrahydro- | H 3-benzazepine; 8-Brono- |
-nmet hyl -2, 3,4,5-tetrahydro-1 H 3-benzazepi ne; 8-1odo- |

-nethyl -2, 3, 4, 5-t et raﬁyy@rMﬁlhOleebélhzld?éngh%?’a4150t38311}‘4r911@6?’0net hyl - |
-methyl -2, 3,4,5-tetrah ro-1 k- 3-benzazepine; 8-Trifluoronethyl- |
-ethyl-2,3,4,5-tetrahydro- >3- benzazepi ne; 8-Chloro- |

-ethyl -2, 3, 4, 5-t et r ahydpgs-difldorophend R epdthg;2, 84 Brtetiahydto- 1 H-3-
-ethyl -2, 3, 4,5-tetrahydro-1 H 3-benzazepine; 8-1odo- |

-et hyl - 2, 3, 4, 5- t et r ah\PeR%RZEPIPE;3- benzazepi ne; 15 7, 8-Dichloro- |
-nmethyl -2, 3,4,5-tetrahydro-1 H- 3- zepi ne; =9 Di 0k Q- |
-et hylg- 2,3,4,5-tet rah?&@ét?‘forgp}?p K@?z%?%%ﬁﬁe?thygz éﬁ,%eﬁ%y«?rﬁdﬁ%;
-met hyl - 2, 3, 4, 5-t et r alygffRepinkt 3- benzazepi ne; and
8-Chloro-7-fluoro-I-ethyl-2, 3,4,5-tetrahydro-] H -3-benzazepine; or 20 a
phar maceuti cal | y accept@blefleerpmethyiphemyll | oncthylds bt S-tetidnded-1 483- A

phar maceuti cal conposition conprising a conpound according to any one of
claims 1, 25, 26 and ﬁn%fﬁaplﬁe’phar maceutically acceptable carrier or

exci pient. 25 29. A methotkiQborbReilyihend)--ndd O 3 8 GeRtrMtydéamRLi-si ng
contacting said receptor with a pharmaceutically effective anbunt of a
conpollhd accor di ng t o banzazepiee,of clains 1, 25, 26 and 27. 30 30. The net hod

of claim 29 wherein saj g £ oRUNd HrdMRINEN-25 4,558 ehydPS TRLL

benzazepine;

>

8-(2-Chlorophenyl)-1-methyl-2,3,4,5-tetrahydro-1H-3-benzazepine;
and

15 8-bromo-1-methoxymethyl-7-methoxy-2,3,4,5-tetrahydro-1H-3-
benzazepine; or a pharmaceutically acceptable salt, solvate or

hydrate thereof.

26. A compound according to claim 1 selected from the group

20 consisting of:
8-Bromo-7-methoxy-1-methyl-2,3,4,5-tetrahydro- 1 H-3-benzazepine;
8-Chloro-7-methoxy-1-methyl-2,3 4 5-tetrahydro- 1 H-3-benzazepine;
.8-Iodo-7-methoxy-1-methyl-2,3,4,5-taetrhydro-1 H-3-benzazepine;
N-Methyl-8-bromo-7-methoxy-1-methyl-2,3,4,5-tetrahydro-1H-3-

25 benzazepine;
8-Bromo-1-ethyl-7-methoxy-2,3,4,5-tetrahydro-1H-3-benzazepine;
8-Chloro-1-ethyl-7-methoxy-2,3,4,5-tetrahydro-1H-3-benzazepine;
8-Iodo-1-ethyl-7-methoxy-2,3,4,5-tetrahydro-1H-3-benzazepine;
7-Methoxy-1-methyl-8-trifluoromethyl-2,3,4,5-tetrahydro-1H-3-

30 benzazepine; and
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86 WO 03/ 086306 PCT/US03/11076 31. A nethod of prophylaxis or treatnent of
di sorders of the central nervous system danage to the central nervous
system waerodiogssascul ar di sorders; gastrointestinal disora@erdjsosiimbet es 5

i nsi pi dus, and sl eep apnea conprising adm nistering to a patient in need
of such prophylaxis or treatnment an effective dose of a conpound as in any
one of clains 1, 25, 26 and 27. 32. A nethod according to claim31 wherein

the disorders of the 7idedery-lanethrr§roenialdyeseehylad4atelahsiio-d Fe3-gr oup
consi sting of depressj 49] { i_pal i rs, anxiety
di sorders, obsessive- %8%5?@%‘%2”gi%i%l?ge%@?&gggfﬁp{ag%osglﬁai&ﬁa?é grgni c states,
sl eep disorders, sexualddwsherast i on, psychoses, schizophrenia, mgraine
and ot her conditions associated with 15 cephalic pain or other pain, raised
intracranial pressure, epilepsy, personality disorders, age-related

behavioral disorders, Jehaviornal i j d,wi denenti a,
organisg ment al dgzbrdé,‘\r%(),lgpor‘r%%ﬁt%g(forgllngg‘? e@lﬁﬁﬁgﬁ%??gﬁo%lgg&%ﬁgressi vity,
age-rel at ed comdi@Inyg ofdi sorders, chronic fatigue syndrome, drug and al cohol

addi ction, 20 obesity, bulima, anorexia nervosa and prenenstrual tension.

33. A nethod of decr eds¢hgror boeethitlaled Sdetrahydearhdi3-ewprapyichg

adm ni stering to said nmal ; a phar ti call ffective.amount of a
conpound as in any ongr']%rf(’%' *P?@’y?zzr’%%’sﬂi%ﬁlgﬁ#ﬁ'.“_ﬁ%lz%.p K met hod of
inducing satiety in agiRasBlm&eaypz B3 Netraleliid NIE3-BenAgedife;sai d mammal a
pharmaceutical ly effective anmount of a conpound as in any one of clains 1,
25, 2B and 27. 87 WO ¢3Tidsgodchyr! wsokyl 21D7.6-te@gydm- hdthbenzazepeagat r ol | i ng

el gt gain of & Ml COTRE LR AT 31 STAAR AR AR BBlnc?
8-Chloro-1-ethyl-2,3,4,5-tetrahydro-1H-3-benzazepine;
8-Bromo-1-ethyl-2,3.4,5-tetrahydro-1 H-3-benzazepine;
8-lTodo-1-ethyl-2,3,4,5-tetrahydro-1H-3-benzazepine;

15 7,8-Dichloro-1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine;
7,8-Dichloro-1-ethyl-2,3,4,5-tetrahydro-1H-3-benzazepine;
8-Chloro-7-fluoro-1-methyl-2,3,4,5-tetrahydro-1 H-3-benzazepine;
and
8-Chloro-7-fluoro-1-ethyl-2,3,4,5-tetrahydro-1 H-3-benzazepine; or

20 a pharmaceutically acceptable salt, solvate or hydrate thereof.

28. A pharmaceutical composition comprising a compound according
to any one of claims 1, 25, 26 and 27 and a pharmaceutically

acceptable carrier or excipient.

25
29. A method of modulating a SHT2C receptor comprising contacting
said receptor with a pharmaceutically effective amount of a
compound according to any one of claims 1, 25, 26 and 27.
30 30.  The method of claim 29 wherein said compound is an agonist of

said receptor.
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of a compound as in any one of clains 1, 25, 26 and 27. 5 36. A nethod of

prophyl axis or treatnent of obesity conprising

admnistering to a patient

i n need oVovBoss3ps ophyl axis or treatment a pharnmaceuti calPcy/usbd/eotd ve
anount of a conpound as in any one of clains 1, 25, 26 and 27. 10 37. The
met hod of claim 36 further conprising the step of identifying a subject,
sai d subject being in need of prophylaxis or treatnent for obesity,
wherein said identifying step is perforned prior to admnistering to said

subj ect said pharyaceytical Ly cof f ective  ampunt  ffis5akd FaInRHns 88

nervous system; damage to the central nervous system;

cardiovascular disorders; gastrointestinal disorders; diabetes

5 insipidus, and sleep apnea comprising administering to a patient in

need of such prophylaxis or treatment an effective dose of a

compound as in any one of claims 1, 25, 26 and 27.

32. A method according to claim 31 wherein the disorders of the

10 central nervous system are selected the group consisting of

depression, atypical depression, bipolar disorders, anxiety

disorders, obsessive-compulsive disorders, social phobias or panic

states, sleep disorders, sexual dysfunction, psychoses,

schizophrenia, migraine and other conditions associated with

15 cephalic pain or other pain, raised intracranial pressure, epilepsy,

personality disorders, age-related behavioral disorders, behavioral

disorders associated with dementia, organic mental disorders,

mental disorders in childhood, aggressivity, age-related memory

disorders, chronic fatigue syndrome, drug and alcohol addiction,

20 obesity, bulimia, anorexia nervosa and premenstrual tension.

33. A method of decreasing food intake of a mammal comprising

administering to said mammal a pharmaceutically effective amount

of'a compound as in any one of claims 1, 25, 26 and 27.

25

34. A method of inducing satiety in a mammal comprising

administering to said mammal a pharmaceutically effective amount

of a compound as in any one of claims 1, 25, 26 and 27.
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35.

36.

37.

PCT/US03/11076

A method of controlling weight gain of a mammal comprising
administering to said mammal a pharmaceutically effective amount

of a compound as in any one of claims 1, 25, 26 and 27.

A method of prophylaxis or treatment of obesity comprising
administering to a patient in need of such prophylaxis or treatment
a pharmaceutically effective amount of a compound as in any one

of claims 1, 25, 26 and 27.

The method of claim 36 further comprising the step of identifying a
subject, said subject being in need of prophylaxis or treatment for
obesity, wherein said identifying step is performed prior to
administering to said subject said pharmaceutically effective

amount of said compound.
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