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but 1 eave the caumueed:wtdnoboﬁne&aﬁﬁple &a‘z%xﬁeﬁmﬁmm

Activation of t he e mdabmtatlomlbdlutoema'htsm .
rotation, with re chusesthe o‘;b“"used as
a. neasure of0 centreabt QliB Wéﬂuﬁatact 'Béb ﬁ(e ﬁ llowm the resultn 40

Conpounds whi ch aldeselnmmm Dbtlb i qell Cidiey, Tife: eteilbmddsﬁoy:ﬂi& sotick Iof the
par ki nsoni sm suc@l;%{gdo “:é a ‘E‘ mL‘J‘EI a%frh!‘ mcme celihodigs ang
effective in this prcye boMtis %l%?e%’rl %Q;ﬁ"\"ate the
‘Hopam ‘ne I ectspt or asedne s:ﬁelﬁﬂreCde&Eti abﬂnﬁ ergxe foned 'Tat. g0
Rot ational activit Fsmne!mdne\!h!ds atehknosn [tothe oﬁmall tindut @oanomhgce 500
S0 contral ateral %g:‘g a‘!’?b*%%ﬂ“ A Qmpramwr ective it i on,
usual l.y intraperi Tré?:@ﬁa |§ﬁdc at f&g@%ﬁf r gramine,|
rotations pe0 two hoRotmtiomal abdvity riedefined af Sifel of\d cb ﬁmja@to pVo%hbuasoomce 50
agai n advant ageou§°’tt erak rpsations nwhatwp-ho& périodr aftegradrinistiationyousuallys

7,8 - dihydroxy - phape BRI sndons d‘?:meﬁgr“h tralateral rotations pef %87 epi nes
when 55 tested as -_'f-:-u.- Sacois bohBmdt GPEOLeRth IRPLRbFd or'6 | brBmod O: 3
and 0.27 ny/%g re§,|8eod;1bydedxy lenyih- 3, -tétAhidb h 1HDO3IL bénzhie s;ﬁ&nactlvss
as is the deshal ot{?tf Pﬂ‘ibﬁd incats. rﬁtucsm&ﬁs&h@ cf b emti0.2H m
i nduce enesis or ﬁtﬂg Kgﬁ'&:{ﬁ ?don Sca4 agtiye é‘H‘é&g |"t a1I°n t he
rat turni ng nodel be iour at doses £re [Efe f,; ?ﬁ’ g%ff’er
renal pl asnefOf | ow aQRPF?l same 6tlivemo Eémponhd slmmﬂ ht?.ﬁfeaﬂ%hsﬁleﬂbw(hm inlthd t he 60
desbr onp congener Fat pgna @eTWF}QS%Q%ﬁﬁdtheﬁesbmmcons@ﬂ 15 ug/kg/min. the RPF

1, 595, 502 6 i ncreased 60 % over control
with an 85%increase in urine volune. -The 6-chl oro conpound i ncreased the
urine volune 80% RPF 48% and sodi umion excretion. Therefore these
conpounds denonstrate stronger diuretic properties than does




t hery 6- hydrogen congener. 5 The present invention therefaor
pfoyl/des pharmaceutical conpositions having 5 a dopam nergic activity:
conprise a conmpound of the invention and a phar naceutlcal carrier.
The conpositiagns, preferably in dosage unit form can be pr epar ed ,accordi ng
to accepted Wf ions will contain the actibe
i ngredient in an aﬁéreasedm%ommﬁmlvﬁmadmmmaﬁas%ﬁmhﬂévm& Thé @-chioro 1000 -,
ng of active ingrcgmpaun Gredsédgelmnwolpmbaﬂytwq&émd sodivgrsioul exdrétiondepend =
on 10. the speci fiiereorsit %‘P%?d‘f’? femgnstaate |’V%‘%F°'éﬂﬂ'ﬁ“ﬁ6?'%ﬁﬁt“?’arﬁ°ﬁﬁ t he
patient. Gengyally$ ¢ idvenitn tHEISAOF pvided chiftaPldniokiabR neRRg T al s
dopamni ne receptorsa ammﬁeegnstahmya&mclpemﬂheraa oﬂipiﬁﬁd)tdﬂl’tﬁe invetion and a
phar maceut i cal carphaumaceutisalgarries w% aPJn sﬂfumtd‘pwcembiu ers

acaci a, a;rgglng;t S?nlﬁg %’% ﬁ&p“e}ﬁ%&&u %ga?pozg@%g&

carriers are syr uphe maiﬁntbmhodic,al it ha\edrﬂmonsmlelpatiény Gdnhallparrer

10.

can include a ti nm@Peaking nqeésdte»unphmgnty@épmmmmeaﬂaneo or

gl yceryl distear at’@m " =% 6: EE 1 ge L,'}( % o Jps&ytical .
forms can bejenpl Qité dactoséUtrra lalbad laun,ﬁgfup%é nesium 15
adm ni stration is steneates, ahdhatg } uid eatriehl mmup,memne ilidlive 20 a

hard gel atin capsgikand yaje6,s 'ﬁ fart r“_l garrien el magesial, foriexample
8 s s ﬁﬂf Yot P! 15! iUt

troche or | ozenge.
preferably i0ow | |cahter dmm theao pdaiﬁb u:etaare:d@plu&e t he2o
conposi ti ons can lechard gelitin éapsuic mfptmd ,sxrdm,m rngdlmoqheoapsul e,

sterile injectabl @‘P The can be varied widgly but gref be'&

eleﬁ'atfi":q?tudri:,‘;-rla‘trn-1sused the cc %ﬁn %@& t"E'él

non- aqueous | i qui %ﬂ, on. soft sule, steril
corrp05|t|on525:an lm o ge cap 2 e en;,e.chn ques o) 25

phar maceuti cal chem s'lthemmac Mns:t!wmoewtwrgl when

necessary or vai o ﬂ tmo qﬁ%ﬁ@rl ate
g

to give the desi rq, th mcom!mm ener al
be adm ni st esged: |nte chqnpamwhaﬂlmnéﬁermbenﬂmm&&rdm&mﬂ tlmdsutfkndnhe 30

invention is provid ¢ecthe ideslrad;siv rgic
Admi ni stration pa ‘% l«,{f’;}ﬁ ?ﬁ:‘f;ﬂﬁ l§1ct ive

conpound to the eﬁ§§ g,ea j(fq g{,,eexarrple
or parenteray, :thedllde ee:r

dos3s
35 i 11 be adrdaflyd snméslas rom 0 mg tp 318 ve -
day, with the 35 mmgﬁ;ﬂ %WB@T%MW%H@“‘P‘B“?‘? Wi

met hod described a OVFhe!followitig pied llustiath HicSptSpadationhind 'u§d biCcomipounds of
anti - par ki nséni sm this timvention. The temperatetres\arelin degreesi Contigrade.si de ef f ects. Thedd

fol l owi'ng ‘Exanpl es il ust rate t he pre%% d use of conpounds of 40
this invention. The tg SEW ﬁﬂﬁ
% h He 1 amine and 66.2
thol) of w 4

40 EXAMPLE | A m x0ss furan was refluxed overmght

3, 4-di net hox phe ta\m rmmmﬁﬁcua S@&nlmﬁh u chitb

200 nl of te ahy% 5 (ai‘lermved45
in vacuo. About 5 Tiebaved _ ' md?ssolv qogsi due
and the mxture copl éfde d ghit mﬁo'atwarto& &add $Sl69g 45

di met hoxyphe-ﬁgl )et(ﬂ-ﬁqmol)‘zfchlm’he |overa20to onm urewas

92-93[err]. F{# “mi Yd5°
di ssolved in 400 X lfo o ﬁ‘ (ﬁﬁk nyl 0 i S
sol uti on was adde yaﬁ,x thy naaﬂp 1q>j° c r| ne gas over a 30°to

m nute period, The r &keckop oncmtoteda d!qabbwpluuehylamde
basic with 4 %sd&‘?& t°’2§19 re °ﬂ1m‘6‘¥”(¥‘l“her 53
added to the sti rr tﬂ?@%{"ﬂ-ﬁ“&%ve N -~

12 - (2 - chloro -wlﬁclﬁform ﬂn aﬂydonce ated to

hydr oxyet hyl gni ne, abgutyone- dedt tocfuenishfur i c
acid was add® t hef ?%%%ﬁm °“Y1 . 65 - ts‘ea*mﬂfﬂ) - 60

stirring. After abou H aﬁﬂdiﬁ%r&&'ﬁ@f Shydrobrétiid 'a€id afV er
ice and extracted reflidh fort yhomeinat eooling) egived Lithe US,9-8ihlydrox rtomemdethba3| c

Wi t h sodi um hydr oxliydeobpamitiet s and 40% sodi um hydr oxi de sol ution. The oil
which forns was extracted with ether, the extract was dried and
concentrated to about one-half volunme: Ethereal hydrogen chloride was added
to furnish 6 - 60 chloro - 8,9 - dinethoxy - | - phenyl - 2,3,4,5 -
tetrahydro - IH- 3 - 60 benzazepine hydrochloride, mp. 209-210. Heating
t he di net hoxy conmpound in an excess of 48% hydrobromc acid at reflux for 2
hours and cooling gives the 8,9-di hydroxy congener as the




hydr obromi de. 7 1 505 502 | ',,
7 EXAVMPLE 2 Isovanillin (200 g, 1 232" ol e) Was suspended in 1200 cc ‘9 .
chloroform Chlaorine (103 S,, 1.45 nole) was added by means of 3 500 cc n@

\\

portions of  car bon tetrachloride, in which it was di ssol ved. The suspensi on( {
was stirred vigorously during the 5 1,995802i on_and the reaction was_ kept
apound 25[err]| by a water. bath. The sugxaippgawas 5 stirred for 22

mvrutes after the C OlspbanilliD (200§, 1t32anclé€)cvas sud ?enalid 1200 cmalloriﬂwnmlﬂmm tate
was filtered and ¢t§§ ﬂm‘)!edvaﬂ by

% i tnn@maf ngOWeno vm}&?lmm
i sopr opanoVethyl
chlo 0 Op‘ 3 'B gdrgﬁi‘e& twré{'%m&ke ‘ 2%31 addmon of sx

product (189.3 g, pie c&ﬂaﬂmﬁas)‘ﬂtmd and srysta n peit fmmlmelhandt than yecryisthllized from
tssY rdP B PR of 2 ablare - 3124 g,

di met hyl f or rram de y%g{;@'/ﬁﬁﬁ

1.54 nol e) g o dia .j;} o) u eri odyg
After the ai |t|oramt, ifo it rss(y\@sf g(ﬁ Wt%)ew@’%a N; Bg ﬁ nut es.
70 cc of wat er wenml dédneﬂ:ydsmfm was addedaino Zommateemtnbd)rAf&rthenut es
on the steam bat had B°“ ‘he Gd\ﬂaélﬁﬂ%%‘ H’E‘G’ 'tﬂ"

ghe pr eci plt te We’ﬁreﬁﬁdﬁ 'ﬁ.mﬁ'wﬂ‘ ?dfﬁ 15

aci d/ wat er ( 00 Cvad frsacm cq;eﬁp,m rApBacb
i quor. Yield 180ogt @‘%;mfthemqtlﬁrdl .3Yié mim%ﬂz-abﬂewydéﬂa-fter

drying, mp. 69-7 dim chﬁ"ﬁ&‘g f#@%m um 39

di ssol ved i mg500 gGu ﬂ’i"z °8m°1 »@ﬂ,
acetate was addedmtfdniemue ted ofduilyeﬁutdmm:aTmmaaamJ on was

heat ed vi gor ousl y mthﬂﬂe%imtb m%htllhmﬂ vad t o

t he cl bud point,

scratched. THe [e ry?l%’qq *r %@?‘ ‘%p %?ﬁ w a‘t'l J zed. 25
The sol ution was mil I"ow crysta s vvere coIIected and dr|ed ina
vacuum 25 ovenetmz (Q@%- rce °f rys -

di net hoxy - [err] F;’t?r Eﬁh sh e) was
di ssol ved. i n3¢g300 @f w'é{[, tﬂ,@golu as 8o
3.7 Msolution Zﬁnmam :klie uput:cebatm tBeItnc r'édcaekcaubed:h has
been dried and- fI sﬂ#&'éﬂ'ﬁﬂ ° . of ‘dry~ .
ether. The sol u4:| %&.ﬁ gl‘;ﬂ'f{i am The ~
flask was cogd ed In a8 Qo) & bpahdcawsﬁdda 35
gentle reflux of flhe rphyﬂi«fmnaniﬂntqmeva atadaactlon vvas refI uxed one
hour, then worked ah% A Gféﬁf

hydr oxi de and 108@ hiviA n%‘@@@m h%ﬁ;‘b‘ % (ﬁ'?l ng the
reaction in age hox henl ect e washed wel | wit#o

et hyl ether and di scdhe lZmb citedt ton1 157 sin @ @il hath

fxzps:3;2‘1”zzﬁcﬁﬁhﬁfgﬁﬂgjﬁ*%g‘nﬁg%g%ﬁ e

142- 155[ err] 48 he gimet g 100-LD1°. chl 049

- 3,4 - 40 dlrretﬁg?;gﬂw Slm lvedm60ccof
40 The phenet hyl a e 1@ ® path
Ctyrene oxi de (14 e‘:.),, d for

hour. Aftes0 cool gmthgdro e:id ase thodtioes nwiee. I‘!he/e&ee@nmaedmdasjd d %0
gl ssol ve t he 0| I 88 @rate pdol {Zﬂtﬂdpb&gm&‘giﬂﬁé mp. 1 Osse'hl oro -
' 4' - 45 _ 5 OBt Q g/%ﬁ eld
(15g) m p. 00-10 &h %oc Elt rpﬁw 7 644 Pneol €)

was di ssol veSSi n Giimethoxyf detnvat wooamﬁedmﬁec om 84 drox ‘Figmﬂn-t rat e8s
sul furic aci.d was % %g_ bﬁm"l’%ﬂﬁﬂm@"h%’?@"rﬁ pomidss| i ng
fid, '5'81 e

nmost of the trifldBf stripped. off and the residue was —

poured into water. It was nmade basic V\nmmm sod| um hydr oxi de and
was extracted W|th eﬂkse{Dhnnthmy -‘Ilhe bnﬂe-r as - lr;ozazc-pmas
evapor at ed, %9 sol i | dﬁéﬂ!{} éﬂ""" %or 3,‘" %“éu

g of 6 - Chl oro - m lho llecte‘z edwﬁl?ét |
3 - benzazepi ne. Ve TRl Dilivg arolwm abdtonel wah added te destrog ahe b nmgen
chloride and the Iv}d:sséhlkwmdeMa-ldmﬁhWPM t pheayl; - 2,3.4% ctegrablydgo -1Ht-3 - 62%
m p.- 234-236[err]. The 55 di net hoxy derivative was converted to 6 -

chloro - 7,8 - dihydroxy - 1 - phenyl - 55



4 5 - tetrahydro - IH - 3 - benzazepi ne hydrobroni de -using boron
;e omde ina 77%yield, mp. 259-260[err]. EXAMPLE 37,8 - Dlrrethoxy -
enyI - 2,345 - tetrahydro -.1H - 3 - benzazgepine 60 (280 g, 0.75-

d) was di Ssﬁl ved in 170[err] of acetlj EE ﬂ Bromine (280 g, 1.75 60
e) -was a s stivred faor twn hours 8

The precipitate, V\lmnmeﬁme lmliola-bmkle vias hatlowed mﬁz!ed'md\eémethm amdlawi t h

ether. It was di ss%F bfmsidlaaeqhe “ﬂaéﬁgg 7% N
destroy the bronin “‘““:?&%Y ‘ﬁ A any) 7.8 Ky [oF -

pos1
2,3,4,5 - tetsahy 0 The drob mxde wasshaken in a mixture of-excess 10% sodxum hydroxide 5
1, 595, 502 and meth ene ‘chloride. The organic layér vas separatgl, drde wporaredde Was

all owed to crystal sw g%;,w@-chtmtqima!}m&ﬁenhtog@etrhﬂtawdmww—dss ai ned

by addi ng ether toy lo.3 ‘%'nge) 3aﬁn9001_c o%h{él’l?lenggfﬁogd%&ﬂ This
brom nati on mmy bewﬁm% |eQ EDBo X5/4 €, 16 Caliddsh! N 10

-having a free 6- o'ﬁhetnemuonﬁvas allowed toiitneath mmfmawohhak&helsdvmt
m xture of excess WMot gddedtpe
organic |ayer was “dg e §m§e\Z§fﬁ ug;;%g i ?a‘gée
which was crystal l¢ loF&§1£- ane-)smm pue 15 4

(97% . The base (1 ydﬂnE)BH -ni)+mmmnd M e;lOZQ(lOU&%),Gfp riﬂ@-lﬂ‘r242€ne :

ehloride and 10 poun hgﬂ g on toi br OF 1534 .
- ol e) was added cayysl o,ammm"ﬁ gc &"Q% §ﬂ?ﬁé’? sﬂ:; jé room .
tenperature 20r twsrolhinated.  The sol vent was stripped o and the flask was 20
cooled to -15. Dry nethanol was added to destro t he boron trlbrom de

conpl exes. It was the staL m
vetor . then bor | edaiid ST G AL tm,d.t %}‘i ﬁsai’ff%

corrpound Yi el d of g,G07 mblepwis addéd, Followdd
15 tetrahydr @3- 1H=8¢®H-W#§em emm_ i@OiBBW ﬁl( nd thep 25
@th

240-242[ err] aftere ﬁﬂ%ﬂﬁbﬁ
el fro
centers as known to tThe slid wm;hebdxsmlvudhmrde;hyﬁﬁe chlondnra:ﬂtmtemhcted tw:ce

and no interfering
20 EXAMVPLE 43 - cess719% . The sol apasated, 7 Eepl nd0

(13 g, .0355 nol e) M%r y W?'O%S

potasswm carbonatﬁ‘,{l gy, LAYy
nol e)” of benz brdumeﬂmxyThepH&xyl -2,348aa Hesl-bmmdzebinunmgum{, After

cooling, the3 oI i 'Eh“f Mh@ft"#éfe (2, 0377amel l@fﬁ' Thé3
resulting oil was ﬁ?ﬂ "‘Tl’g_zf [[?‘“ ?EE |
chloride was adde ck‘ﬂaauﬁw lﬁwwﬂsmﬁﬁdmn wa We’iﬁdrve was

filtered and recrywdaddoleﬂed—vromam ltbath Thsp:nzﬂl@em ovas ad
solid was thdR di sl h}ﬂ %ﬂé"é mr.l @{Pé ‘W°ée 3040
with excess 10% so ‘5 gm Y¥d. The

30 residue was disso Tlﬂ'.(i-e amg, efhwasirktaingedl t O

azeot rope any wat eTh exeﬁdmt amhhe aom!tdnadwithaagehuuvas
punped under 4§acuu?ﬂ f eosav which 4

7, 8- di net hoxy - Ib‘mz r;?“'ﬁ d% r;‘gﬁ’ig ’ "lﬂ'g Q ep| ne,
12.5 g, 80% 3 - benz ” nmol e) was e
converted to |ts 6- 'Bﬁst ISmaln)w wd&ntnmshydmcmmchte by
reaction wit¥9n- bu i rtefthzz M5°

. 064 nole) was add ° °“?m ’\:A tf%; Tﬁﬁgﬂhere .
It was diluted wt gdu 50 Eanai% coo |nad

i ce- propanol bat h. Th@ydne dih@olvedmﬁ@tcc?ﬂ'dncb@fze
ether in a tHon st 55% ed dropmwise in benge t|rréé
at -78 for five m 5%&&?@! nvﬂ&g&ﬁ;? ﬁé?e was
added in 75 cc of 51°. The preci pi tat |ssol ve I medi atel

reaction mxture was mt!malr(ﬂ-ﬁgm&tﬁ Ql Hmsolxtedmat Of\&ccr@taesmed

The water wafPextr $< 8 1Fﬁef 60
magnesi um 45 ai%gf %&? 539 ?%ﬂ"m hegﬁz‘ﬁ 3
preci pitate which 234,5 Aatralivdfd a m@m@&dﬁm smsfrom
et hyl acetate. Yi eBd030, B.p. 28er245?. - - chI oro - 7,8 - dinet hoxy - 1-

phenyl - 2,3,4,5 - tetrahydro - IH -



3 - benzazeine hydrochloride, 9.4 g (80/ ) mp. "201-205 . This N- benzyl
conpound (5.33 g, .,013 nole) was freed fromits hydrochl or| de 50 by
extraction into .nent hyI ene chloride after maki ng al kaline a solution of t

50 hydrochlaride. The nmethlone chloride wag dried, evaporated, and the
resi due di SMM&—&LM

remei ning and the residue vas di ssol vedEXAMBDE éc of dry benzene Cyanogen

SR e

.0148¢ nRIp!
and was vvar med toﬁéﬂl ;]}{%,e

benzene 55 and t hgetianskigé bath.Bordratelb oﬁﬁdﬁ@ ewaSad ammh aéabixaswasemed 5
stripped off, |eaw e@mra@rwﬂor 2 houss The solvent ardesaicess tribrmﬂewere‘nmb@ﬂ

N-cyano deri vativ 9%?‘ a‘“ at 0 g,
. 0127 ol ) was d%%" T a&%ﬁ%ﬁﬂ‘ bt §£E’t:§§§d 6
cc of conc. h)ydro @ 4 ehlom - Qf - plivhytr-. ,,4,5waét edIHwar Ni ghth
on 60, the Stream mmnrrlydmbmm.sﬁ%rmn B&—Zﬁpfl pped of f and the residue

di ssol ved in hot methanol. Ether .was a 6 - chloro - 7,8 - dinethoxy
- | - "pheny| - 2,3, 4a5.cm&rst rsah.ydi.hahox tie nmﬁeqnéwk&ewhmh@ebkeflde

813-3

grystal lized;_ vyi elpdnéh 0Xide asndes¢r e&éﬁov%ltli g:ve thc9hydroxyphenethylamme,

1, 595, 502 i 121" This compound 2.1 peratre imis
Exanpl e 4 (3.27 g,m"’ﬁ é”“cféﬁ ol E‘ EE %:’a‘?&gﬁkl ng
bhasic its aqueous an l/éhlbré’fG @Ghia?éi the desireds Tchlbrd

chloride. The sol \nsthoxygtenylar 23,45 I-)tetchhvdm atHl - badaszme wr8kg). a 5

met hanol -i ceygpath. Boron tribrom de (é@ﬁq dded and the reaction Was,,
stirred 5 a room t gip r & ixgﬁ' ﬁ rkgég] ene
tribrohide were Stchloﬁﬂ@&aﬁ?&lddhﬁ a Faﬁlhetﬁ tael hﬁn&x radded
cautiously until atibromide 1medtyleab chiodedwasad: t btixriog fon/ashontsrl pped

o st R @ﬁ% mg&#@%@;&é&ﬁé@g;ﬁ: or o

7,8 - di hydroxy - - tetrah

benzazep| ne hydrobror’ﬁhdbase gnemtcpl bm&sﬁ:gZodnux%he&&te 3,4 -
di met hoxypheggt hylsa ‘ﬁem Zo(Y n\m te@ahydrofurin with various 30
hydr oxyphenet hyl am ne nel’ he methylsuliongte, 3P 2720y \as

stirred at roomterrperature in 15 15 rﬁngPlelstuoroacetlc acid with 4
drops of conc. sulfu "Zd ‘%{ aﬁmabypmdhdﬁla:atlon

over a silicss gel 3c 8 gg’gﬁ‘b% aF%E Yor fé 35
ast weérk deo .

el uat es, the desi rnmie)Gvas

2,3,4,5 - tet rahydl -Mgthﬂene lsomxdb (pOtassfung¢arbotidte (so & 36 mole)
EXANPLE 7 ic oxide (1.3 g) were added and them denxygenatied E)f'mnb| e 6
(0.87 g, 2.5 rrm)le ﬁrﬁuﬁe ‘hé ?fe"%‘fﬂg;v? “Was ool ed in anﬁ,
i ce- met hanol "bath hyl efie
chl ori de was addecix cmavgl ﬁ,:ﬁ e' a“ °"ng§‘: was
cooled in an ice lmsldlssdlvekienruhtoknfom amaehroaate nab Yieldof 28 -
0.37 g, aftey 5 crys Yﬁrﬁz‘;iz‘gﬂyo BTy t3h'a F %{ 5e' teB‘Fh)ﬂm éHI'oro "4
% 8 - .25 di hydroxy Qo‘: cye 3 -
benzazep| ne hydrolyi.amh 5?&,1903 the

ehydrobrom de salt tem emm:ca'n mafw@sm bﬁddaflndtheé st& l ng
the base in, tharmﬁt Qrelmalh fwarmeed, wiluted withi waser aﬂ then aﬂnwedsto gavle At he

fol l owm ng sa  coll @E'aT‘ethWW ligyor F'Bi“l “'“ B’G"e 50
sul fate, acetate ﬁcoﬁ I§§° giai %% mp.
272[err]. EXAI\/PLEaBetBr:y:: o emsim ¢.ed four
times by pul I | ng a v Jhel GHbronmocommpo wdseuspamndiﬂiofchasiﬂetmﬁoh saegon. 7, 8

- Di hydroxy 3 %{@9% mhygyxnde wasgp t)qdft re. was hgated ® boiling.
tetrahydro - 1H ‘Pﬁ"ﬁ‘%{ giﬂ! m%gh

di ssol ved as the &Hﬂtﬁﬁbﬂﬁa%d aghif with A ﬁue 1a§§'ﬁ’s§ﬁe A eth yl ene
brom de (52.5 tmsaddcmm ¢rystallifed frimen euhmbl-cuprl c

ot (1,3 of e gl *r‘tﬁ“’é %ei?%@aﬁm%% A



40 ' It was worked up by pourihg into 2 1. of ice wat er whil e
I rrying. The aqueous 40 suspension was extracted 4 times with 300-400 cc
tyey, and the ether was back extracted 3 times with 1.5 1. water. The -

r was dried and evaporated. The resi due was dissolved in chI or of or nd
chr omat OgrapﬂEd on.silica ge Yield of b’s%ssozng_t_h*l_gmdl [SVAY: r\hg#ﬁ'
3 - trifluoroacethyl - 2,3,4,5 - tetra@dtMPLEDH - 45 3 benzazepl ne

35.3 ¢ (64% m p. QArQBtlﬂ'QQM 78 dimethox
s oere it B el et R

(4.86 cc, .09 § sm Eltehtnpns&hywwhtaincr oom §
tenperature over nlﬂ;&ted td hanédeaa&gm.s sﬂds.eTheC nheds svashed wathswitérg drieds and

col | ected. The notekapordtéd fylel - “@I"lﬂm‘éé wiimethgay el wPREWien
al l oned to cool . A3 "°t% ag - disddiv h? 9ot HE b Lﬂ.yquor

was added a gnal | ¢ dhitiide S 0032 amrr&ro%l)mmme ud dropwisays at 10.
room t enperature ainoeq. Therselutidn is e:tm:lioomfte e'etu arutmmd§ordvp1lremsed The

crude material waJhee 'W"b@@“ %‘b &'@ "6 Eg&? g of
he s b Core R e S PR Rl e
suspended i ng250 gh trahyéﬂ% s i-ug-hpenmzépes Was 15
adde and the reacthy bmmidq.lre vvas heat ed to b0| ling. 55 The m xture was

then stirred for one hour. The rret hanol pped of f and water and
ether were added to thg:k foﬁhﬁkﬁ?lsulﬁﬂ%{ﬁaﬁdawd t he
water was washed 282iglt0.185 1)?6 etmT hy eayeaaed\lbrgﬁledmehbanyke& her eg
hydr ogen chlaeri deqmb added. The reC| p| tate vva recr zed fr

et hanol - 60 %E.Q\E ﬁ;@%;"ymgr‘:y w y - 1
- phenyl - 2,3,4, a’, fw;m ;m i W ok sl LAl
21.3 g (88%, mnp. d| Kenyl) - droxy -2:- (2 - methoxyphenyl) ethylamme
1,595,502 25 A sounon of 5 g of the a ove1 eofg

of 6 - chloro - 7‘&"”"5!%1‘??8 dat 1de e 05:0 %"E‘zn 1H -

3 - benzazepi ne, ﬁ'"j;d’ mnﬁa mw‘,’n oD UsN
hydroxi de is diss m:ﬂﬂ(hymcemie, eyexmhamd udd:vawi'dtemmhl\fedhe frge 5 30
hours. The rﬁhctl(hum'ﬂledmr rﬂg 3': E‘F gﬁ;’g%fh I '
acetate and 5 f|| ‘N}"ﬁ g%& TRErePPRIEP s #$hashed
with water, dried an vaporated? n - bu tyl - 6 - chloro - 7,8 -
di mret hoxy - | - phenyl - 2345- tetr EXAMPDE-11| H - 3- b nz?zepln The3
-' n - butyl _benzazeph §&0( sapp 'b?véglyidﬁ”‘l poeRy

ety e et adei LT %@M o T
10. -10[err]. The ﬂrelﬁama Bl)bemam Kibdide in260Cmisdfiateétent, f or

to renove hy oge saltE' ﬁ‘lte

chloro - 7,8 - 15 the [@gﬁ*& Bromopnemya.h draxy3,3435 imettied r-ah)ptienyl-
3 - benzazep| ne 234,35 tetyahydtor olHl a6, lElu!Om!h fi xture of 9.7 g of

sodi um hydride, 38 g of trinet hylsulfo ngl Qe and 25.2 g (0.185 nol) of
o- met hoxy- bepgal dehyd £6r §Q W éﬁ@&y& VI E0hefdl - 2,3, 8%i-de. 45
20 A nixtur eQ%f 341:&5%&5‘11-!@3 Obéhzazepi né’rnssluihdiﬁh mygfa tuz’agﬁao g[@tﬁne and
28 g of o-net hoxysmyl;wtéemessalefethyltmxw mdd#ds'fhermmwg

st eam bat h over ni gbattle 8t ambien g{!pfq Ege % o rmxtﬁé
D ! f
Klid 'cl?r m hyl 0¥ re p cxpl t wnth

- chloro - 3, di ,
met hoxyphenyl eth ) 'esolﬁ us obtained # lvéd inreticsn

d et hyl hydroge Schiviride fto /gwe 6 @ -y
AT PARARMN: g o % e G on Lpﬁgzméwﬁfo&

the hydrobronmide salt is converted to tpgaMpiE f3ase using , bi carbonate and

carbonate to§H 8.5 In:mhwofmog acsu%euaium ﬂadispemdtmamaadjmmpfeth p5

acetate, the extradtnethyl ehll'owde Sé’ofot oney Wet g Thepase.

The latter is di ssEﬂ‘WP& gé' P t elyerer
mixtiiy

two hours. The excdte veria twa torthres wmwet
dr opwi se wit h | ce is % mﬁﬁ“ ggzggg k{ihﬂ M?Efm baa(h
solid!

&l
-

t & ﬁn 30
chloride to give 6p ”° tam ete Bé’t%een ol ) -
2,3,4,5 - tetéoahydhs utes 2htl thed a sol 2@ (05 yaf@#emrohgbezam;wmm:n A 60
5.20 g sanpl e of 6ofdrytesrabydrofuran is adged deopwise. qresnltwggm;pre lssgmgd At rgom

3

 }
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35 tetrahydro -- 1H - 3 - benzazepine free base is slurried under
nitrogen and chilled 35 to about0: 'Sodium bi carbonate (1.68 g, 0.020
is added as a solid and to the stirred mxture is added 5.69 g (0.040 no
~of methyl iadide in 60.m of acetone, dropw se over a two to three hour

peri od. After“addltlon is conpleted the nil £ is allowed to warmto

anbi ent ter
mxture is filterd ﬁfﬂl‘;f‘g ‘i‘{“m"& S PPETSS gﬁgﬂﬂ‘%ﬁ;\?ﬁ#’&“ﬁ? ith eaﬁ]‘bnal

solid. 40 The co op@ rérfel dx are St drrled 38 I'nor gani ¢
salts, filtered and tAhescdotion @fi 2U.& @ PIVAN 6 behziyinD 2 -7¢Blorod|- hydr oxy -
3,3 - dinmethyl - dlmetmlqzqnylethzla ing a9d23 G(Q m-c PTOStYGne oxi EéQerl ni un

i odi de, EXAMPLE 14‘“ tetharol ""‘K‘ ko [he m c%ﬁ;g:g" Jnvacuo

di hydr oxy - | - P ﬁgm 2 4Rlok Sdﬁmine pl ne is
slurried in 25 m ﬁf' amen.o le(xomgp G lwdlm eth&‘)./mamﬁeés/)th@iheﬁahyl ene
oxi de i s add@d 1"&('3!@'0? °1'&1°EH‘ lattes iinPed at !
ambi ent tenperatur"ﬁn%‘ga % é&’g‘t’?i*}f ar @R heat ed
to 60 -80[err] fQémpératitefor »mlm & z&@ dthé the

®0 - filt rat e glfuwta mbodtMWhvaaotm(emheld Ni n [2t-hy2 -acbltoad)e add-
repreci pit at ¥d g‘adet ﬁﬁn eaxbethyfine 30| hyfrexyus bt & neehiorepheniethylaming n 15

~ethanol and treat Otmﬁj(n o -
%,8 - dihydroxy - 43/-hyﬂr3brorﬂ1¢/dﬂi stirred@h Qﬁ)&l&f& ﬁkﬁgﬁ‘t&%&hy&;ﬂg&ﬁ Lot

t et rahydro -_1H - i8 mm%i;egv taygiver 6hi chlotpe: 1EXQVPIdllotophsayl) - 78 - A
m xture of 4% 0 g dhydexy, mistiplrdRi-dEt o sheptagepne hydrobromide700 i of 20

55 dinethyl sulfoxide is stirred at 70g&aM 53;1 to one and one-half
aibd &

hours.: The sol utlon iFollowihg! tigeCprofcédure’ OOEXEm ﬁbroa.hydnofmfam@aﬂ

cooled to Of[err], u@rhy tlderm ineralroik 200 g (&F mol), dﬁtlmntg sulfopium iodide and

trimethyl sul §oni u dgﬁ &WFH%WF% thers| is ohtaifed P-YrR@ORESPRL at uhe

bet ween O- 5[err] Sirlait w‘na ioB NS1 bén&ﬁd 2f Qhlot- 69 - mmeu{&gmg dfisihben a

sol ution of 70. n Q.359( B)not)fof@b oc?aheaiw&ﬂ‘e Fedeted inm oh‘bngGI of dry

t et rahydr of ur an |%°ﬁ4§ ﬂ (%hs@lm ’ eémqﬂ!%? g rqxv'ed! at room’

11 romop en et r is convVerted to its *b fOF an
dlssolvedm90m 30

f our hours, ?)Ooure atboh G eg;',%éﬂ‘ ﬁgﬁed%lgo of

washed with bri ne, mtdureed fi lp mrvmwnaﬁeoNl Ha\g206- chwab qusx yrene
oxide. A solutio ﬁhO"lEh@Y N 2 -pbydroay - 2--(2ch| lmvopheaﬂ)eth)'!imine

di met hoxyphewl et §g§14 ofth ‘&F},Zﬁrg% &f 1 S i de kg
500 5 m of met hae ilis mm% Bt Berk keren ik éﬁﬁf@b“ﬁx
renoved in vacuo atzmohtpt‘dnmeldeel-cthbto Ni-- (ne-nt‘ziryinophehb'l) -8 - dihpdrexyc Iz.ems - 3 4 -
di met hoxyphenyl) -*¢ ’G&?’n’ tob rophenyl ) et ne S
reduced withgut f el oﬂgﬁf ylﬂﬂfﬁ’h gfgm%‘) ved40
in ether, acidifi e(ibsmdtdil B l’myl rogen chl'oride an

hydrochl ori de precipitates. The Iatter IS d| ssol ved in 90 10 m of

haranal” 50" etk e 42 €, BeR T Y dlalod S BRMLCMEST o,

tenperature 4%r 9Gormaldchyis lﬁtrefﬁﬂed)&‘br 1 rs. a&etreanﬁommmureas |esapfordtédetoed ands

¥»he * - fultrdatnes-exz éﬁhyﬂlmh ue asidesqun ge &gloorbm - 3,4
8 wi ml of 107

- 15 di met hOX eglsuo ether. The drie

chl or ophenyl ) et hylemda& pe or. eﬂfbx?P 3% emy(s &161

$ol) of the Smove pb aﬂédl.i:o |-rll-1255) I’dnmtepﬂﬁ%h drobrom c acid is 50

stirred and‘refl uxe & abavp (%ﬁrﬁg QlY%d 6¥Yat ed in

vacuo to give 6 - -flﬂﬁ(‘j (0 @gu@droxy

nls erau

- 2,3,4,5 - tetrahﬁd.rs ont ﬁ&&queo Eaddedd

14 Fol | owi ngss he thoadcnohn fl'h ggﬂ tzm h4Qréin edt&d@i’% of 55

sodi um hydri de i n‘*ﬁ‘ﬂé? d'BF‘? gt "tbﬂh ‘F"&i’h’g E‘F ’iXm i odi de

and 70.4 g (0.50 llnbbé 50 nz ycfé flﬁ'gf obt ai negre

0- br onost yr ene 25 OXI

25 Simlarly 2.71

- i met hox '
phenet hyl am an ;ﬁ %gdl’? °fhﬂbg m%géd ‘?g*gtu{l ct ed®
in nethanol to gi \6enizepi YdactiodVwith! nzyltgz:)mxdﬁ QBQ pre of potassium

dlnethoxyphenyl)ethyl - dr oxy - - - bronophenyl )ethylan1ne The
|l atter is converted to |ts hydrochlorlde mhlch




30, is dissolved in 90 m of nethanol and hydrogenated over | g of 10%

pal l adi umon- 30 carbon in 10 mM of ethyl acetate at roomtenperature: for
pours. The rgactlon m.xture is filtered and evaporated in vacuo to .

a¥e N- [2p (2 - chloro - 34- dlrret enyl)ethyl] - 2- hydroxy

(2 - br ormphe%‘y‘l")'erhy'lm UI Ublll UI 'Turcl%m SOttor—oF—4- a

t he above - hydrochlc & %FH W@?@rﬁ“ ‘h°391“ﬂ%'!'éhf e red

and refluxed for %E %fs e yl uo t 0™k

yield 6 - chloro -thdsoiut dand7th soiveét vmym

tetrahydro - Sl H - Thblanzas cithei rapdieths easwdm jen chloride is added to

03
trifluoronethyl, % Y' eﬁ h lor r‘ﬂg& stefe- dxi B'&‘,‘YW PR
gi ve the corpoundd® 3 %’ﬁd%ﬁh 3”{&%’ ol 5o 8P o
correspondi ng 40 ethah Iahdjt A migdurd iion of

3.7 g of 6 -1&hl orludrosﬂmsd-mdlm?in usa 50‘ ?gﬁ psi ofhy ysmelsfor oneheurhy dr olQ

IH - 3 - benzazepi Qrated to give 6 - chloro -

f or rmal dehyde i s r ey én%:o’? reactl ‘ﬁpmx urge! |bs°méa\7°6'(')er at ed
~to 45 dryness, 20 n1Alai-n£Ne dr-oehllomr I-C7&GI dihiydroagided -apble:t he 284i5ti On |s
again evapor bt ed ttetrahygiressl e auhydrMemdat (16r g yeddingi t h 10

m of 10%-sodi um 4 %’;ﬁﬁ h t?% &:‘Iﬁ%" '}ﬂl‘ﬁ]
ether. The dried cryﬁﬂ@éarwgﬁ aég,rga Jige - di nmet hoxy
- 3 - nmethyl - I - SGubsmutinbetHer alkaho¥l ahhydrided m-tehggiye#rgtwes vdridus‘l $a¥kanoy
benzazepi ne. 20 eﬂvatl"“ Lo 50 Th%éﬁg epar ed 3-nethyl benzazepi#®
(2.6 g) is dissolved j‘ B‘ a{o é& an 0. 027
‘mol) of boron trltu“uaelfjf Q,svutse 103 b mizsgi‘bg %H?&ﬁ(e
solution is warnecosmpo lmdotine ;chnm, Nrathyt or IN-Z‘.ﬁ-dftlnth

excess boron2iri brggm?%% %hmmmnbmﬂmwms@eés 25
wth ice-cooling WPuxed on the steam bath to renove

hydrogen - 55 br.om de and then evaporat eEju(Mpgaygless to furnish 6 - chloro -
7,8 - dihydroxy - 3 -Substitukipg a-stoichnom tity of, 235 ﬂudio 3getdim enethyH - 3 -

benzazepi ne hydr o an Mn@ (Bives 6 - sarrp
of 3 - benzyt” - 6%&3 E%ves 6 - ﬁ%aze_pme %L‘y’?ﬁ ida
tetrahydro - 1H - phenyl rzmsepl faer 3 Onpé: a’itu

benzazepi ne by reauﬂmwnwh!lhhbn eﬂiox qfuelv,mrﬁxahal ﬁﬁvss@emﬂgéro l55| um-
12 dimethoxy -1 - p FG rahydro - 3 - benzazepine

‘12 car bonat e? i's cﬁ{%’ﬁﬁ'\%&ff&,ﬁﬁ" dﬁ‘ He 7<’§ndd‘{'¥1de°x§d ution 3|ss
our .

heat ed on a steambath f.or one e reactlon m xture i s cool ed
i ce-water is added and the so ut ion is MBLEtlEd to dryness The

is triturated with °§ “ °f ed and
- the sol vent wnovedfg h ° L lg soI vad
€t

in ether and et her(@.e$ hyslimgum mlﬁdia e oom&dimaaylmfoﬁae

benzyl - 6 - chl oradded.7A olntlananf 092& Im-anx!aldehdrds in 40em} aﬁ
CIH.- "3 - benzazepﬁ‘% &gﬁd ﬁwtl%doaﬂg bove
45

3.5 g is disgplvedydwi w1th brine, dned and

pal I adi um on- car bmenceiltraﬁdedgwi'hmgmmue epd lSlsm Emige k(2 a Parr
apparatus at 50 urrhlgro 50, licated at 1100

mxture is fil terw 'ﬁgtb‘ or %éﬁ%’f@ }"ﬁ%"’{g”h"’@?xﬂg ° 7 8
- di acetoxy sp1 - enyfa.m&"n x¥pheny $dromy - a(szpt ne s
hydr ochl ori de.. Al tiethaiyp lamxﬁhlmpms 63°: di hy drox - 8‘ )
2,3,4,5- 15 tetra pychlo p ongsmmbﬁmmydwbr we(hr hepy ;
di ssolved in ﬂ;bgg g d?%}%; %ﬁg ‘kﬁd 9 Qh rretrlc
anount of acegyl C:Hiéffds Qnyﬂ ogér h &gﬁnﬁgﬁé Yﬁ}iiﬁb Eg f' on ss
m xture i s evapor aolven i usena el the Aisdolvedd nglmahyl hel2: r ed

di acet oxy deri vat mrepa bﬁtFH r@tm@},thﬁ m:m an‘é“"”‘ﬂfté’d%d Y arm Fides
gi ves various 7, 8 ﬂﬁ? Rec ﬁﬁia f% acetom ether. gave 1.

20 EXAMPLE 160 Usi r\m aly h‘egg, 3} _ ﬁhpﬂ-oﬁ. m chl or 6o
7,8 - dinmethoxy - beqzhnp%nb hydrﬁbibmdd 34 ro - - 3 - benzazepi ne
as a nodel lorophenyl congener melted at 243——246° The p-methylphenyl

congener melted at 25



conpound the, Nal Lyl, N-butyl, N-anyl or N2, 2-dinethylallyl derivatives are/ ,
25 - prepared. Hydrolysis of the.nethoxy gr.oups as described gives the P d
nore-active 6t3 25 chloro-7, 8-di hydr oxy cpsq;qygfld EXAMPLE 18 Substitutingsa\s
stoichionetitC quantity of 2 - TTuUoro E ’6E%m3t noxXypnenetnyr am ne 1rn

the synthetic proced mkugt oFGEBE £. &r&bv.%s; dimethokyP

di-met hoxy -1 - rFoigi t-nflﬂori}mét at-&tett&hy nethlibr "50 g'l'enet?lylgmmeeégd 5. 25

Hydt ol ysis 3 WI tiRr dfzoh"‘tf-'r oPFPd%ct rtgm t“@e |eﬂerls a6etatefdnd(ﬁ%) - 7, 8

- di hydroxy - ‘°a'b 6"‘”3}_#“‘

Substi tuting 2- trf’qj3 umaﬁﬁ’fr'e esu:eu. e Rk %Tiﬁ

gives 6 - tl’lf| uormit;dla 00—202°8Thedly 0.5\¢) waslh eatea mlo 8% gcn

tetrahydro - '3'“““ O?gthedﬂk;%ﬁ ok Qtos-m t-ﬂlhtﬂl'p .

tribronide gl es d,yam'ﬁ;d lﬁfﬁ’ R'% ny 4.5 Fﬁ’xy 1H,3.- b‘@?‘ﬁﬂ%’nyl 10

-3,4,5"- tetrahydro 1 738 e& l,mxt f 4.84 ¢

of 50% of sodium K d@J mm;hes g.f d jﬂ onTof E,ﬁér, lé oxr de
aind) lisl resited/wit aﬂ&c

was stirred at 65-a dride in E«nzern%(bnnim

of dry tetrahydrof ﬂ“ lgﬂ ﬁ the@l@hml}'lsa.h-ﬁ-ibety&ll&mnutlonlS

o gLy oret ey e m&rg gg@n B G
ide as in

di net hyl sul f oxi de Masen ﬁlens Ihidéo
m ani sal dehyde i n Example &lbal\@tthaﬂlydhhyﬂmxmdemaavqw ckly added After

stirring for205 m nutes Ghlor8[-e Br-] hyainakyl- 3/ -2 meehok lﬁhza?&h e Jis tielved nwigt ure o

poured into 1-1/2 1 d"°§1’“ b Blvslzu-r?l#orarrdléx ensaldehydqwhichvuth
wat er . » The combi neg 6% ‘\gﬂ‘g W“f‘mtm'ﬁ'éh ed 45
concentrated to gl,meo 1€k dquJd sﬁc:ﬁﬁg o9 of 2
- (2 - chlor®s - 3with nmxymy ploanyltc) hye:aﬁydm err 23

for 4 hours. The mmal mpemmmfo
met hanol chl orofor% gigmrﬂﬁdﬁ gﬁ%&d‘@ ﬂ@fs @ £l ven 1.9
gof N- 12 - (2 -as@ ﬁliﬁaboﬁgo give 6 Io %}Hf henyl -
hydroxy - 230 (r&34,5 - tetrahydr 0 lHet Be@piucp}ﬂe ) ef hyI am ne
95.5-96.5[err]. The p- chl or ophenyl co ’%ed at 99- 100 . The - 30
p- met hyl phenyl congeger t
hydr oxyphenet hyI artlmgmm a&lh%%i szg %%i’, W gfjrogen
br om de solu ﬁgm@lam thL'BEerMﬂ [ofiac ylfbwomiae mﬁﬁxrsehs/ent

(1]

s gt 10 Ve h‘mﬁ%. mﬁ Pt an

anber syrup. Thi s (paacdiaiyp lhnyl)l 13 Obéhidade plaa olid
separ at ed by addi tmarﬂléﬁ-étl'heﬂﬂkecr yst al I i zat | on from acet oni tr| I e/ et her

gave 1.2 g 0fg6 - 60. chloro - 7,8 5 % | - (m- hydr oxypheny}q
- 2,/3,4,5 - tetrahydmoruu&nbfong%’o&mol -elg‘y 1 (€piEh
| 95-200[ err]. The %4345 6025 lebﬁ
pnet hyl phenyl Con%ﬁ@'ﬂo ¢ )glcbegaoylgulgngsg 17 8(&@2 mole) of sod:um bicarbonate and

1,595,502 45 m wasl e:ceton:;:a:ter solution und
of 2 - chloro - 3%‘." P w&ﬂ%ﬁé‘& wf% 15?“’ ﬁtrc E’nﬁz{{‘ etate

-eth
triflubromethyl -alcetateetth lebloed Ry 781 o rdilgye raxs hdat gh etg err
®or 2-1/2 hours. P34 rdﬁe@ymtmeﬂn-éthwnmmtenand 5% 5
sodi um bi car nate S O er ermved washed WI t h
Brine. s ord angy %ﬁﬁ% hSlmahioge e .
Silica gel V\nthlmetha&%wma 96{

0i |l whose hydrochggowmm‘sdmtezwm w ssolTéﬂanGDhyobmhydraclﬁora) was

heated wth gp %to 4} ;ro Q‘z,;gh ddl y roxy - I ve 55
neEhy loride, 8&'5%@ dec - - é.(r)lz-a%lgp-l r%e. 10

t he desired
trifluoromethyl phbeydage
hydr obr ormi de, mp llar6 metBod)mﬁ ~ ch] ca'o- d,sretmwroxyl- -3 pr(pn-yl -3
- trifluoroaggtyl metl?" °ﬂz ﬁgfﬁﬂ 7c§'§94’5 Htrah 0 - 1Heny ping,mn '

- rox 1) 60
prepared by react |pgehyp 3ag?u%ﬁﬁ§‘§3| C #P{P{g ¥b ai m@ [n.pf
N-hydr ogen corrpourlﬂ)—l93°,rme pregaredt h an excess o uty umin
eher as in Exanple 4 to give the 6-lithiumsalt-3- butyI-Ilthl um 15 ad uct.
This internediate is reacted without isolation with iodine. After
hydr ol ysi s



ter, 6 - iodo - 7,8 - dlrrethony | - phenyl - 2,3,4,5 - tetrahydro

ide as in Exanple 3 to glve the 7, 8-di hydroxy derivative.. 20 .
oro- 3 - hydroxy - 4 - net hoxybenzal dehyde is treated W th 20 .
ogen br anddde t o give 2 - chloro - 3 4 1.59%F vdroxybenzal dehvde ‘whi ch 145
converted to the net hyI enedi oxy deri vamuﬁh_gdl br ononet hane as descri bed
above. The product |5Usmnnh§llmhales¢mbéd Indre ﬁmﬂetfummmmhmisrmubtep d: o~

ni troethyl'ene redyced 1 Shig e7t3 haayl -Thr o cdhﬁ)"@lﬂnd213§5'
- condensed 254 fﬂf‘f‘%é -ygwmiggf g@%ﬂ@fﬂg ve Lhethenoyl - 2345 s
[err] - hydroxyphen&&&gbymnml t’e ch is treated wth a

excess of t r| f | uor oa@e-t |chlom:+ &t dlhydmxyt-eﬁplwnjdr-e 3f-ou -1ﬂlehyiu-r §3t4c5 gl ve 6

- chl - ershyde nzﬂzqvme de, m.p. h
benzaz gie 0 e |chlo? glyg:’%ésscrlbefb

- benzazepi nﬁ, Thltgu.
above to give 6 - chsor alhyer 878 Ihroylm?I homeahenybu 30
2,3,4,5 - tetrahydﬁmydﬂol-{' 1H 3 3 - benpazgpi 7,8

- di hyd $a,dihy °"J‘r|2r3453
benlza)z/e|r0|0)r(1)é {'g,ydrobrorjry aﬁ E%z‘ﬁ;gﬁ(;; °¢h°"de1 wﬁ’gg%"hhgm mq gof 15
¥ - I@ﬂifkb

trifluoroacetic ac&ﬂrydtdxgn 2,3,3.9 -nietraliyd&ﬁe brobtniezema gomidé)emJpi xt ur e

was 35 heat ed @H%ﬁf’ ux for s then tirred for 2 hoyrs, After
evaporation to drynefs” Apphenyl ye A op dihudigey - .
concentrat edyg o0 gi vé m; ,@Cr '@roﬁ yl) - 2345 .- 20
et hyl acet at e- hexartetrahyd@l -VEH6 3- hdfdz ne hg?dr&bro (decl) - err -
acet oxyphenyl) - %'33 54' chlorot ChIOF‘H ghydr |7 o8 o de;

-3- benzazepme hydrobromi e,
mp. 214.5-217[er Eﬁ {ac ox 2345_“r yro-l XAMPLE 22
40 A sol uti ops of usm €)m. ’fzﬁ (d&BYor § I 'hy roxy -1 25
phenyl - 2,3,4,5 - té‘t{all - chibto-- - (Iberchiorepi me- Itl;edmuyﬁliemyl) dg,8 0. 55

9(0. 0025 ol e) of agyn 'u3136r?et mﬂtﬂzow cH orbmezepmellwdgocebnéezmm e) of |
sodi um bi car bonat Mg Odhioko 1 125 ogﬁowéso)yt hﬂﬂn : 2t3|4r§ ed '
0

over ni ght ungber nltamg ..‘T'me 345benm mnggza.t. ryness
resi due was extracted vehidroetlhyim: enyl)lS?,thehhde thlyl was

purlfled over a si g&'?“hl E-e?“é %o ve 6 -
chloro - 7,8 - di W%Xlieﬁah&z% i gﬁ m i) |
p- 624

2,3,4,5 - tejsr ahydro7.848ihydr3:g7 berara- Gxﬂﬁéﬂm(ed@l: 2,3,4,5 50 35

Thi s corrpound (1. aetrahydr mnhx hhn«fmnqmydp@mm
6 ”%@gg‘;%m i 34 SeHA Ny

added 50 to 15 mu_p
reflux for 2 hours PJ‘@,;}Q \4%. ,tb‘fp th(ﬁDl t;y,q;, |.arsigcs aci d.

The sol uti ondonas am@dmteﬂ-!t-a gbenzazepink Rinfar®e) i I ssof ved in &0
m of 6N hydrochlo ﬁ Q!O -H t"edcmro %7#0@ ydm r'-3 tblgalzﬁ‘bi/a

orated. The white® %r%“éﬁ‘@az ot m&i‘émﬁ le acalad e- et her
to give 6 - chlor Qetrah?dg 5 llgI hy Opésdbepin hycdro é—- %:y
trifluoronetdsyl benzyl6)- -cnmra 473 - thahyelrb -- (thH me&ylplbamaze,pmcﬁe 45

hydr ochl ori de, 4 ' enzazsping hydrachloride 0. - 78-
d?/hydroxy 3- ‘g@%’mg gs g’ ?I'l' 853,_(5; SlpheWg rzgh fo -

- 3 - benzazepl ne MeP. chitfto - 7,8 ,-3 ethyl-- ICI(npOL Rethylfhéhyh) -Bi3ygIL OXY - =
3 - (p, - nesthoxy ety -11-1--3- hdroﬂ’pﬂ,ld% .p 26p+-268Mydro - 1H 3 50

benzazepi ne hydrochl E'?] ";h Sd! ethyl 311)"593’35‘652
14 EXANPLE 23 Usi g Ggﬁ,g d%; 1"’6%"‘!1 d; “F s TARIs ver e ..
3° .

%

prepared: 6 - chl q me
2,3,4,5- tetssahydro 64dﬂlor037.8 - elflh et uld(ﬁ methylphenﬁ)-

chloro - 7,8 - di Mﬁ) trahydrp ° !dl'o ﬁ
tetrahydro - 1H - 2’3345'b ro l'.g '°m thdroxy
- I - phenyl - 3 - 4 - tetr of, - enzazepl ne

hydr ochl ori de, m p. 237 240[err] 6 - chI oro - 7, 8 - di rrethoxy - 3- a-
furoyl - 1 - phenyl -.2,3,4,5 - : _ _



10 tet rahydro - IH - 3 - benzazepine, yellow liquid Gﬂ
10 6 - di hydrgm- 7,8 - di hy.dr'oxy - 3- a i 5d5 y!.d_'__ I - phenyl - 2,3,4,5 15
tetrahydro - =3 ..be

-3 - a- furylmethyl - | - phenyl - 2,1197<4¢M§L1’-214é7' :hydro -1
benzazepi ne hydrochl ori de, mp ﬁ?‘g i%n [err] 15 =7 &Jple- 6 -
chloro 1- (p - chl o Ochlofd = 718Y. VL phenyt - &345 15 d hydrox -

"6 - chloro- 1- (p - chl(esm acidraddiiery Ry phenyl ) - 7,8 - di hydr ase)Z 3, 4 5
- tetrahydro -1H 3 - glpgt gatpydrobrom de, mp. 270-273

bromo - 7,8 - dihydro ctosel“ % - hydroxyphenyl) - 2;3,4,5- 200 20
tetrahydro - IH - 3 - benzazeopi ne hydrobrom de, mp. 254] err] (dec -

hi ST Thejitomé ingredie la.ce 10
oS el oot S i}gmmu g
rTe yl

les
292[err] 6 -, brono 'm“Zd%ym du“

4,5 - tetgahydro - tétrahyddd - 1He abmmznmnhydrobrom de, mp. }123 186[errp
8 b

aet - 2345- tetrahydro-
IH- 3 - 25° benZazepi ne hydrobrom dEXAMRLE 24[ err] (dec.)
25 3- allyl- g chloro- 1- - chlo 0- rret hoxyphenyl )- 7, 8- ¢ fhoxy - is
243,4,5 - tetl ahydro- e Q iLde, mp. 3-165 3 -
allyl - 6 - chloro - tet °r° T kg &E),m'?)é&lscﬂﬁg met hoxy - 2,3,4,5 -
30 . tetrahydro - 1H (aBan adﬁeraddmapsam} hydrochl ori de, m p. ? 2?9
30 6 - chloro -1 - - chI orophenyl) - 7,8 - dihydroxy - 3 {ree oase) L
furyl methyl -202, 3, 4 5 ;’F Q,qu{?qe 1H 3 - benzepine hydrothgru de, mp.
241-243'6 - chloro - ‘éo - 3- a- furylnethyl - 1 16m- -

¢ met hyl phenyl) - 2,3, 41V&gnesttmtsted1;tdro - IH- 3 - benzazepl ne hydrdchl ori de

! mp. 235- 237[err] d| hydr o y
: trifluoronet hy, %rig Y “gx'll’l' rch%ﬁﬂigé wg%ﬁ:’:
. hydrochl ori de, sof tagms_o $s8d ;,} g@, at 223 - loro - -
chl orophenyl) - 7,8 - THe xmistlesyr tablatpﬁ; gtered| q::plly tg an animal
benzazepi ne hydr ocM‘ vmeiggél Sty et }ma e al% xﬁ%}mom
. chlorophenyl)sq 7, %l :% ?Mgllf‘iestra%xvee bé lated in thé same errafwdrom
- IH- 3 - benzaze&m doimpositich tliig invention based on the che:moﬁD 6 -
- chloro - | - (m- characteristic relatxv Biolog z¢ cz}ng tgezes ﬂsout
~tetrahydro - IH - A?eﬁ‘ﬁé?’z Vﬁé? ’HPY?bT (ggyl X eral aI I yI
- 6 - chloro %_5' d‘o n Hﬁ’{‘ lsognglq/kgd)% |Yh35 ydrox
tetrahydro - - @017 St e bwiu ptimes ﬁere adtive :hamea éngr ¢dieifs of

—

6 - chloro - 7,8 - E*ampkhb&apd-zs At is adtive in qlte'p mymyltoldqg renaliclearance test 45
tetrahydro - IH - 3t10 %goa‘i‘gpg Aeall B‘réﬁh?ﬁ)&xy m;ﬁ f%égﬁ&%?ﬂg &
chloro - 7,8 z9di g l:l-cl hydr&tﬁ%mxd | test Aadaft, 5 - 40

o - - epm

%tetrahydro- IH - Rpb ok&gdt edtectﬁ:ggl‘:chrhabro-
{ 7,8 - dihydroxy - 3l gt vascufar-re lmmeggp u mes as
‘tetrahydro - 1H - 3““"%&?2%{‘2'@?}?’:‘?@3?{6 mé ‘“Fﬁ‘éﬂ "2%'31‘5?? ]m;')%

50 3 - allyl - 6 - chiwgaTwg GLamMiget hoxy - | - (n - rret hyl phenyl ) -
12,3,4,5 - tetaghydro -1. AHtompdund &fcthé &areplane hydr ochl ori de, m p. 4 -
{ 175- 180[err] 3 -allyl - 6 - chloro - 7,84- dihydroxy - I - (m-

4 met hyl phenyl) - 2,3,4,5 - tetrahydro - IHX 3 - benzazep| ne hydrochl ori de,
m p. 270-273[err] 55 %o droxy - 3 - a -
furylmethyl - I - (m- nethyl phe Nt rahydro - IH- 3 -
b&nzazepi ne hydrochl ori de, 262-2 [e,rd 7,8 - dihydroxy - 3 -
methyl - I - (m- trifluoronethy enyl)

>-/- tetrahydro - IH- 3 -

| benzazepi ne hydrobrom de, mp. 264-266[err] :
{ 1, 595, 502 15 EXAMPLE 24
Capsule 6- Chloro - 7,8 - dihydroxy - | -phe
tetrahydro - 1 H- 3 - benzazepine (as an aci
Magnesi um st ear ate

er Ingredients
844,55 - 5
gddition salt) (free base)

2
n which R is hydrogen, benzyl, hydroxyethyl, lower alkyl of 1 to 5 carbon atoms,
Ilower alkenyl g’f 3 %o 5 cagggn atoms, lower a.lkanoyl or haloalkanoyl ofl1to 5




Lact ose ' _ .200 10 The@
above ingredients are thoroughly mi xed and pl aced into hard gelatin

capsul es. 10j5Such ‘capsul es are adnini st gsgsjsoaral |y to subjects in need of

treatnment frY - Ty TNAUER A ergrc activity. EXAMPLE 25

My . per 15 _ _ I ngredients 6 ? Chloro -Md.ger-

di h.ydroxy - 1 - phenyl - 2, ediemtsrah dro - 1H - 3 - benZapsyk ne (as an
achd addition salt) 6t- r@ém'ﬂm Hgf droxy - 1 'I@GFH s’c%ﬁéh :

- benzazepine Corn 5

30 Pol yvinyl “pyrroli do[ié an acid addition salt) _
starch 16 Ivag(mslbum stearate

3 The first two mgréﬁhmcsitsna:a'attehoroughl y mxed and granul ated 2 The
granul es 25 obt ail@&tgsear e dr| ed mxed W|th t he renai.ning cé®h starch

and magnesi ufgy st e s or
(0] afli@taﬁove irfgre thBfou; %Elhgcd é@&h%ﬁ hard'38la mk{h& 10

tabletS thusly pr el edpsilescara ims&i-ar ia need oMtrdatthe:
requi ri ng stinul attimes daily tei induse dommma‘klccactlpwn pheral dopani ne receptors

wi thin the Hose ranges set forth herei %m llarly other conpounds of
*30 Formul a | andthelllustratlve exarrples can be foypuleat ed in
t‘he samre manper to 30 give phar ndsgrediéntsal conposi tions usef ulTablet t hi s 15
i=nvent i on based on t e €heoto cBS - ﬂmrerll <spheoyl ahddbel ati ve bi ol ogi cal
activity using the testﬁi‘iﬁ?ﬁ& HQ s+l 2P st at ed above 6 - ghjoro, - 7,8
~ di hydroxy - 1 - (p, hy roxyp eny 2,3,4,5 - tetrahydr@ree bdsd)- 3 -
benzazepi ne & a ver Comtstarch peri pheral 35 dopam nergi c agem Its 20
ED[err] is 0.3 ntq/ Pelwin et h 3.5 for its deshydroxy 35lZongener.
It is therefore abouty :-c e active than the active ingreglient of
Exanpl es 24 and 25. It 1s active in .the phosphaté mannitol dog renal
cl earance test ~ The fimt tvm)mmheﬂ@ are /thayouphlyl inixed and igranglatede The gtaules)/ kg
(i.p.) in th&rat bipinadiassdricdcmix @enwwm@mmhnﬁmmmwem&- 25
methyl - | - phen)ﬂ 'Tthgps les' of t tsthus minis; lfﬁdorglly i ne
hydr obromni de in thﬁ-hhﬁahni‘- haiugannmﬁﬁﬁl eaaen or. ) .
RO err]= 1. 73@ lég npth: osgi tahged i set fnrﬂhktteleﬂios&t mtlanlmetheemainpdm oof | ow qp
tan

Sovan 0 e ISP A T I Ty

WE CLAIMIS: - 4 As statéd e.h droxi @ - (pi-rhydi ﬂi‘heﬁ!'l) S
hydrogen, be r tlzmpnle tlab aSVQrartﬂSweam!

ol keny' or S50 5 S GEEEy g@@g oA By o o
15 Examples 24 and 25. It is active te mannitol dog renal clearance test

15 EXAI\/PLE 24 . 420 ahdlgl mg/ke Rialy but inactive at 10 mg/kg (i. f) in the rat rotﬂ&ﬁﬁlﬁ&te 6 -

Chl oro - d| h dr'Btﬁ hlo"’ph $y| dihy +435 methyl - 1 - phenyl - 12 4nhydro o
IH- 3 - bené?izepl yaro | m§kg(x N :Fu;e:flo robromide m the rat ro% .ﬁ?' d
addition salt) bloé&rﬂow or vascular resls’tance oﬂ%&( fsraQSut 5 Cd¢€Eiod hTa
stearate ' central dopammerglc agent as in the active ingre@ichtaoft Examples 24 and 25.

. 200 10 The abovew § thoroughl y m xed and placed into hard
gel atin capsykes. @admnistered orally to subjects ins
need of’ treatnent from 1- t| rres y to i nduce dopam nergic activity.
RXAVPLE 25 My. per 15 "~ R, | ngredi ents
Tabl et 15 6 - Chloro - 7,8 - dijhydr gx | - phenyl - 2,3,4,5 -
tetrahydro -1 H- 3 - benz‘azepiﬂag-o '

? _ _ ' ' N-R
Ry-0-

in which R is hydrogen, benzyl, hydroxyethyl, lower alkyl of 1 to 5 carbon atoms,
lower alkenyl of 3 to 5 carbon atoms, lower alkanoyl or haloalkanoyl of 1 to 5

. * [ L N S *




( an aci d addition salt) ' (200 (free base) 20
starch. 30. 20
vinyl pyrrolidone S ‘ ' 12 Corn starch .

Magnesi um stearate ' “3The first.
two ingredi eds are thoroughly ni xed and.$95808) ated: The granules 25 16

.obtained are dri egrboil 26ifis, \fmipargyhghmml hhrogl, fRhdyl, FusmdinAticARae@gl, um
stearate, 25 ancbeowbrp&myl khctmembﬁe!lsor fﬁieeylcapaﬂaltbseqﬁﬁfaeimbdwbwly husl y ~4

prepared are adniStbsitue TP to ani mal. or human requiring

stimul ation of ‘eitheg; %’ S °'mf§¥3;‘u gh%h‘&%@ﬂ\t W@,mhl&n t hes
.dose ranges set fpc$ barbetisSlowerdiasoyl OF reHen €4 Cogerier, &l

Formula | and theorldthxllalteratd ve exa Ies can be forrrul at ed in the samne

manner to 30 give F‘P (9&I s?ts 5" ‘i‘rﬁ"%d‘ ceoﬁvlér?fi on
based on thgp chen‘f "° %F‘%ﬁo g‘%‘ ﬁf%é n g(;g\éﬁty 10
using the test neada '
di hydroxy - 1 - (p -3.lvy %ng—to 18 whicbtka dnogenorlnmethyls -

'S 05 neal kg co Veré’ L g PSR Rt Al | S

Is 0.3 ncql kg CONgapa °'§,‘ 33)%“? 18; _
t heref ore about 10 t6. m&mﬁmﬂd acdording fohvldimt2)én ahich \R; id étgoredi ent of Exanpl es 3
24 and 25. It is act® 6e Ghivro hd.8ptdikyshorye Inuphenylol 2,34 -terahydre|-dHr ahee test

-?E)t ;?. gzdt (2320 ng{r% T%F'%t 78”?&:%"#&& hyd&oi@ kg%‘(s Qet%ahﬁ}ot ']E[ rfll};)henylzo-

2,3,4,5 - 40 t et9. afydChloro 111,8 - ?d:hydiexyzaztepmnehhMEcmreﬁyn de,3i4)5 t-he rat
rotation test hacketreh ?) ':3)° err]=1,79 ng/g{g

with dininished egf r gbdr dihuh vl 3 o 'asclu'l BBLEAEhch. Thee
again is abegt 10 a@s.pa du&oﬂ&g&omnaﬁm lafe IR BéetpdS in tzbe

active ingredi ent oleE)Aa ehpaund Jaceording to &l T 1,\\eh IIR/Its ydroget5 benzyl,

A conpound of t helt lower alkyl of 1—5 carbons, lower alkenyl of 3—5 carbons, lower 45

[err] in-which R “EP@H‘M"“ Ry i Rygdregen priflugrgmethyl, hplgy mgthyh ¢ o 5
carbon atonsg | owe e d?acé&dﬁg Galchan 13 wWheRin kp\aenydaédearw%wr 30

hal oal kanoyl of Iactthﬁ 111111 111111 11111 11111 111111 . ~* N S
* 16 A compound according to c in R, and R, are both acetyl :
16 carbon atons, Qﬁ?ﬁéﬁ%ﬁﬁ% ﬁﬁw clajmg,in, the form, of

t hi enyl net hgk, benzous A €O the salt Biaciyyfobfntide)s 35
t'her eof being opth}dmhloyldsabslemmna | s halo or triflugromethyl; 5

of 5 1-5 carbons, i \ﬁf %%ﬁ&t&“ﬁae l?[’ cl&ﬁ%e{.&% gt her,
met hyl ene od0et hyipeaﬁcan yApIEOE fo 23. rom to 3 su stltuent4e

selected fromt he“ riGup mcmfﬁtlgwm korhpound lof formulalyas defistedyih claimed hoxy,
et hoxy, hydroxy a d according to claim1,
i n which R[err] and%E W ;g hyffihrogept“""'Tgpr(')ﬂr!i'gI Rlerr] and Rerr] are
in the 7- and 8-positions. 3. A corrpouﬁccj according to claim2, in which R
IS hydrogen or nethyl. 4. A conpound ag¢cording to claim2. in which Ris -
allyl. 5. A conpound according to cl g NCheRl err] is hydrogen,
par a- hydr oxy 15 or para- acRt Q@
15 6. A conpound according to cI’al m
Chloro-7,8-d|hydroxy-l -pa - 2,3,4,
benzazepine. 8. 6 - Bromo - 7,8 ﬁhydroxy -
tetrahydro - 1 H- 3 - 20 benzazepi ne.
20 9. 6 - Chloro -.7,8 - dihydroxy - 1 - p df oxy nyI - 2,3,4,5 -
tetrahydro - 1H - 3 -benzazepi-ne, 10. 6 - ChIS , 8 di hydroxy 3 -
rrethyl-l-phenyl-2345- :

in which X ish droxy or lts functional equivalent, Y is H, or =0, R, R, and R, are 45

as defined in claim 1, and R, and R; which are the same or dnfferent, are lower

alkyl of 1—5 carbons or together represent methylene or ecthylene;

(2) reducing the amido group, if present, in the cychzatxon product from step 1
in which Y is =0;

R2 and R3 which are k7@ compon éff'ac §°éﬁ¥°f @’b@dﬂ‘WﬂF‘B@é’ﬁmeIfGW°al kyl
y'oﬁ

Jerr] is chlorg, 7. 6 --
Tetrahydro - tlh - 3 -
- phenyl - 2,3,4,5 -

50 (3) optionally removing any O- or N-protective groups from the product of 50
steps 1, 2 or 5 using conventional reactlons, _
—_—

) O o



tetrahydro - IH- 3 - benzazepi ne. 25 11. “A conpound according t@
claiml .wherein R2 and R are both. acetyl. 25 12. A conpound according t

claim1, whergin R‘i s hydrogen, benzyl hysgssowet hyl, lower al kyl of 1-5p7

‘carbons, |oWer al ken < I5D: and
Rl err] is hydr ogera,sm“@b,?‘i ,gm wh,?ﬁ ﬁgg%%%ﬂwgée“ﬂ%x%sgﬁﬁﬁd?%)s(sy 30
13. A conpound accorm)xtxmmllylfmsla plvdmaeuncdm aceptlytetrsegemlmrprp@caof 30
aderoxy. 14 céﬁ’pg 3&6(5'0'1'5618 nyegti ‘F’éf b errl
are both acetyl . ﬁ}ﬁ % i ;‘sfﬁ%ly Z‘}hdf i |rrs i’
t he form of aphar tréal accept abl eacr I'tion sa t thereo

16. A tonpound accor ai. ngptooesshmorduig&pchﬁml%mwltlﬁekslatnlonoskaarﬂ[\:ﬁ

35 hydr ochl O{Ol de ) ﬁ?ﬁ!‘hdﬁ@s@ﬁ%ﬁa!‘é ig the 7- and 8-positings, R ity methy raﬂiir?g iy o any0
of clains I.to 14'P SR et alreino by2# RaRG0 R 21l i BRalipicRbbRRaL ©
salt. 418. A conpouingtraea o aynghet of Exaipled 1 td120.pr ecedi ng cl ai ns as herein 40
specifically descri b@a. An:oam ngf acEerding| te any of glajngs 1 to 18, when prepared by a

40 19. A progess fRS?“ 9 &e 2 i.n, clai
1 which corrpprr sesoftcmm %%“ééiﬁ%g%m“ comt’%%ao"&ngﬁd ?éét’ qo ctura
ormula [err] 45 IZB Mhbﬁl positionsactyrding xy claim 24,4n dosagé unmadrmequr vaI ent, Y
& Herr] or =O [err %PW@#&F ecompositieh, sybstantialy: @s jherein sleseribed dhd R
and R3 which are t"f’i‘é B EXFPIEPent | are | over al kyl of 1-5 carbons or
toget her represent nethyl ene or ethyl enex. dr2aissgduci ng the ani do group, if

present, in the cyclization pr oduct Chantereds Patgntl Agent. whi ch Y is =0; ‘50

(3) optionally renovi Maij@iy's BlatioheBy{ ORNcE, by he Cdufidd Piess, Ledniuibr e, R¥sPUCE  Of
50 steps 1, 2 or 5 usPijed V'éﬁt‘?“b?@h .3 Soptharoton Juildings, ‘-I"F""' WCIA IAY, from
1, 595, 502 T’T4) optionally 0- or

N—acyl ating or al kyl ating the product of steps 1, 2, 3 or 5 using
conventional reactions; and (5) optionally form ng a pharmaceutical |y

acceptable salt of the product of E“ U 4 using conventi onal
reactions.. 5 . 20. A proces I Emmc“ﬁ llﬂ(lﬁ“lal m 19, in which Rlerr]
is chloro, R2 and Rl are both 5 hydroger'r lf"err"] and {err] are in the 7- ~
and 8-positions,- ‘R is hydrogen, and Rlerr] is p- hydroxy. 21. A process
accordi-ng to clai m 19, in which Rerr] is chloro, R err] and R3 are both
hydrogen, [err] and [err] are in the 7- and 8-positions, Ris nethyl, and
Rlerr] is 10 hydrogen. - :

10 * 22. A process according to any of clains 19 to 21,

subst ant i ally as hereinbefore illustrated in any one of Exanples | to 20.
23. A conpound according to any of clains | to 18, when prepared by a
process according to any of clains 19 to 22. 15 24. A

phar maceuti cal conposition conprising a conpound accordi ng to any 15

of clains | to 18 and 23 and a pharmaceutical carrier. 25. A conposition
according to claim24, in-dosage unit form 26. A pharmaceutical

conposi tion, substantially as herein described in Exanple 24 or Exanple 25.
J. A CLAISSE, Chartered Patent Agent. Printed for Her Majesty's Stationery
O fice! by the Courier Press Leanm ngton Spa. 1981 Published by The Patent -
gffice, 25 Southanpton Burldrngs London, WC2A 1AY. .from whi ch copi es may
pe obtarned
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