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] preferahl ¥ o ,gg;gflnc udi ng carbon atons. As a specific group we

‘qvi de conpoundse chd‘s&& B2 Hegcribed abowdmhaylpradine tivrcotnooundof fofmastar pr 3 deriveltiyeithergefrit is
HJalkyl O - 6¢lsd\@ithirethawpb%0fmi§timfhﬂt@rt9 mmgquiv,aﬂwo Profycpd Pdiperate e e eqmpgpaF of

t of the 5@@#'6[2 rstﬂﬁgq:pgt op;&r@ndel:vaanr/‘g l:‘he intermediates therefore may be isplated fl'omlti?‘eiI Rhdtion

| 60 wherg [rg&(éjs %?c%eﬂémligdﬁ@%gve. RE&F urfher Specitic group we

dvi de coONMPOUNGHarcacduBéallyl beteptabid) ddvativhs 6ftBe @6mptdhds &ff fofnilar || intladelphemaganically

4l err] f or mudeemgmecacidweditionsaltd Swfabib lsaits fncludpsaits efrmiherd Jeids, for AOPROYEroRgic acids,

R1Y {err] to wadwerofhigricpcidipraydrabremippgibar UBNpECIon 30TV fopticray [2fti@rids Freacimey
grqup -we pr OVPﬂegtﬁd;ﬁﬁéﬁi @9.;%“ ,m\iuiapi r@ﬂje%{; tis',e}ﬁ mmpm which QAR sQkableSidgreciRors
hydr ogen, 117 fgﬁﬁ la 1208 Wl bESRME b pdRhito hodelskildd i 16 arf SRk be

! dfp%WuEg of %Wlpuﬁés _ _
[erfr], [err] mafe Wheedotnpb@Hds bf fFrbul@ s ugief coneaiticriabprecesshs kaovinater Feipt byoprocesses
grqup we pr ov huiogountp theaeideserfbed alrove;|Sgitdble hippygeirsers iicludegygmides of M“P&Fepsﬁ forgpla L
“all} of RIQ Rend w?qec r@pac glpgéc_:srgygrl qu(siﬁﬁ:y Wgybirgro lesrtggi?éaap\g@lcgfbm Gac es&eﬁsée.g.
. grdups [er r4f F%iﬁ , ré.ggjch %1,'[42, o _rX'ﬁ,, E«ﬁgrrtﬁeyar@ﬁ'e fit éﬂ@i fJb%ﬁaiﬁbQY&and%!uﬂfn@ﬁ,ed’nd
at_least one, pa bB,r@ 18 bri3hdudindQ ca®bn hteins.| —t-6- be hydroxy. 40 W prefer

at |l east one, anak gzpedneigin we brwide @pp@tds pf foroulae inlwhikhore/or bgth opRyrand B4 j$, hiydrggen
prefer an adj acaliv Cho for efamplermethyl erfprenyh on Ratfddbetit= pad fra (9™ Fespecfivelypirt °¥2he
50 groups A, or A,, o o o . - | . e _
- Rg - o Rz ' |
Rz« _ R4
: . N -
86 . - N-
o Rg _ Ris™
Ry RyRy - M ~ o Rag RygRyg -A2__

where Rg, R4, Rg, R-,, Rg, Rs, R1°, R“, R13, R14, R15 and R15 are as defined ab-ove- : . ) .
. As a further specific group we provide compounds of formula | in which one or both of R; and Ry is
hydrogen, or R; and R, or Ryg and Ry, form respectively part of the groups B, or _Bz,
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[err] to both be hydroxy. W specifically prefer compounds in which R is
hydroxy. We prefer n to-be from2 to 6 inCIusive, preferably to be from3
to 5 inclusive and especially to hg Z When D2 represents alkyl, )
optionally substituted al kyl. the- aP yl  noiety may contain up to and :}
uding 8, and preferabRy up to and i ncl udi ngR4g carbon atons. \Wen
reS#bsents al kyl subsjdtugled hy an optlona substituted phenyl, the
optionally substituted e bi ety nmay conta I
i ncl udéng 10 carbon err] togethdQNw
they are attached frofna § 6 menbered 5@ hetdqrocyclic ring, the ring may
be pyrrolidino, piperidineg nagpholimo or partleula¢J¥ plmgrazino. When t he
ring is plpera2|no the 4- n|trogen nay be substi t®it ed® wi h~al kyl [err] e.g.
nethylzan C|aI Eer C ds o for Ia 1 mhlch contaln t he
3}

fol | owi n§"F; F‘V g 2 ‘% 1o ared ef' I'tned. ab ¢R. and
SpeCIfIC CITI 'g aaéro% BTJ dSO ormua anl O an
12, 14 a?tédLZZ an gf >§Ep rSte%aceutl cal y accRgzb{Oa‘ﬁFengagfgﬁ addl Fé:(%'n safts
_thereots Certain conpounds of formula I can exigt in opti caIIy actlve and
meso forns.  The-inventionf@&l so provi des “t he~opti &l i soners”and ‘neso’
i somers of these corfgoyndd of fornula 1, &g i Alures, including racemnc
m xtures thereof. These t,’nlt ouhds may be resol fdl Info their optical
- | soner gg Usi-ng- converH|
[err] is in a chiral 8nvidonnment] the confR1§]urat| on of the carbon at om may
he R or S. \Wen two carboRgatomsRare d,n chiral égyironfgnt sCathe conmpounds
of"fornul a I may -be RR, RS SR or SS, with respect to these two centres,
except f Rakre W), RS R.SRIRL, REDR/LH,q anki Rl Tabe A2 a66k¥al S R, i.n which case the
CONPOUNGS Ofe & o Aithes gloupay prBadEcoBounaSofasmiRaS R whRR il 6By, 81 indRS or ¢ Ry, RENE
conpoundsnef,, Berhytriogen] andforth eéractively eart piokd groureEeceptiabl- e deri vati ves
t hereof, are useful because 8 0072061.th possess phar macol ogi cal
activity in animls. Tys the conpounds act d%\ peri pheral and/or central
dopam ne receptors. As s\ t hey | ower bl ood PreRsur e, reduce heart rate
and increase bl ood fn%’ ek n_vascul &4 bet @,CHenal beds. Sone
conpounds al so have a pn o Ot her adrenoreé@Rtors, and these exhibit
cardiac _stimulant and brAncRodilator _effects, Actiyty of .tpe conpounds has
been ob€erved in 5 t i 'f ol | Bavi ng asgay syst dfs: . (a1scan| ne fenal bl ood
fl ow, McNay and Col dberg, J. Pharmac, Exp. Ther., 151, 23-31, 1966. (b)
-rabbi t is\mlaﬁtaeda,,eammtat.yR,sturee&weﬁl?amuomd'Story, Br. J. Pharmac, 49,
141-142, 19W3pretﬂndtléa§) orwac’tndrwefetratthamon@‘ metmameRs t@peh\giyoxand Doda, Arch.
I nt. PHér 2rab\otyp, of fine i nvention are
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i ndi cat eqtmggm “§' d\ﬁo f‘?éa't? PR °f(§l" “e&n@?é’s"h *\?8’°h‘§‘aﬁd’t°°‘1"a?‘1"tﬂf B Refiapndr o

failure, &ngk Geaciiny Breted conipRGRBETivRiclIAS hyafixp.ease, hypertension- and
rever si-bl e Whsteforatta hecfrom 2 wabyise!udive,aB@ablyity [be Frpi Gl 66 tnclisiadna espaclaligltsioe 4.n

Parki n#%6 grfc swlmrs%'g%esmt; atﬂwher omemﬂm |s ltytfld adwls the ik Ismoidtin anay gerzje up to and
adm ni st

admi ni str pﬁ&rlygﬂﬂm é‘)ﬁa@ ents 5 'é(% sﬁ)‘? Fé (éﬂ oprtﬂagﬁ sﬁp(}:{tjj%g apﬁeW‘BI % tlonarI y suFQ qed0
resul ts ar ewnéi R anad ,, hewrm&ya % aﬁ.eh mﬂala&mwdmata aomk)aagnerw‘ _
fromO. @5@ weyclic 5@, thy a%duelpm liglimp cdipelidice rrwmhglhto aarmcda}lv pifdsaziror Wihemithe -t he

i ndi cat ed'"? péﬂe'ad' It e"tagb pubstiuted yi V\/nl ch y be
ot oo e e P e AR ol
conpoundsb&e, the pr é’sént nvent fon may b Uead M e Rat t onw th -
sequentssal | ?peaif'utahy areferree carsgoundsyof Gérmalal are mbarmmﬁlésc'alsi 12, & bridva2 and the

substancﬁafﬂmﬁﬁ"ﬂmﬂﬁbh%ﬂédﬁm% eeefds may be mxed Wi th one or nore

ot her actl ﬁbg‘ﬁfﬁ g 1 gen exigt ?P&Fal"xaffl }ug’:? “°|'ajfi°i ve
20 subst s.mu%:za:: e g’i"c Bous a‘M éa‘t mo t?{a"s" dofdbe Gbing UoleHliGra) dOSE
regi rreraaaéchﬂihﬁm cally |1 nked substance used, and ratio of the active

i ngredi ent sWed ﬂhedﬂ rmbrmheaanya;. ReRy omﬂnﬁsmotacchlal embuuhnngtetdqefge@nm Qfltltm to
be treat afb° aff nrttvsf%ﬂnsi@ms arefiechisel envirenmerts: @ l_,,enta gs:
and the alg E segggm ofé é&ﬂ R%S% b fmbso 'Ehggf gtht

| i

conpounss Wﬁb{e ﬁ\pHﬂur?él f6m ufah QHY %eutlcﬁ\ Q6te éﬂa& the¥6df &rél]séfﬁi'b@éa'ﬁse
especi al'l y cardi osel ective beta bl ockers, for exanpl e, atenolol, -

propranol ol ; diuretics, for exanple th3a2| des, e.g. furosenide; angiot ensin
converting enzyrre i nhi b| tors for exanpl e captopril; inotropic agents, for
exanpl e, anrinone; . o ' '

6 and up to and
e nitrogen to which
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fJenmetics, for exanple, sulpiride, netocl opram de, or donperidone. 30 X
conmpounds of fornula 1, and pharnmaceutically acceptabl e derivatives Q

eof , have the advantage that they 20@72064 efficaci ous or produce | ess (

sirabl e sthelepdédse phamacBiogibdl bativity iR RARAB LS the Cothpd¥RES cSon ReFiplittd? ahd?t Bk tral

A ng than cdnppoinedesemérs.SAsrsutharhes toweCbloddeprésiurk, Teduc® igaatLite andincrb2k Blaba fidw to
>onpoundseegpin vasauiarhedsia-g. panal -mea_dtanﬁngsmodgeyebgat&owmtevaaréreteyepmdrs. and

es and g :ﬁﬁﬁ%yﬁgﬁf@‘ qYand prongftodifatay etferis Astivity o R IPFBAYIE hardgeripbserved in

 ni st ered DY (£)aHineQenalBlocH fow WABNag ah Borlifhrd, b.ephLm%sxa.Orhéé b% DHCRE,

caity, oesophagsadbbl jsoaRe batlaktyry, M&Dﬂd@ﬁ,l;aﬁd bl Sib19, K. Prafthacl £, W110842, 1973, and

avdi | abl e sur f ad® satoictitetira riroibyank,\Gyiorgy @cd Daxia, Areh. dnt. Phartriacoden) @285 194206, 1977.

i ntjr amuscul arly u}:wq;gagms’rg&%wn& aregndiqgted fon psgiinthe trdatmsintof conggntivedredit fagure.genal

our] | nvnt Eriaite S e Fmeer st i g o S ey s,

prgferably |ess Thb dbs e eSS o

Jig
hy
S .

AiiidIstéred GvilDn ﬁfl@%?lb(en &:ﬂqm«‘g sEl-){pTX%%h,gthE Rbae? of

corfpound of fagininistatidn andrthadgaher sRacHiwevar InygeaseIs Riisrididdy eRiis\and bBtAndd VR Qe -

i njadm xt ur e SRMPRUNgs fﬁ&ﬁm%mﬁiapaﬁdswe@w 045 hetodd mg\eankilogren lofiigiay weight per day.

canfrier. 40°gPaMaNdEs '@f‘?gér?gx?r?mﬁéyg@'%%/&mt © ra9q 1B 9 3r9. which ey be edreinistiro in
“tafl et's, capsUl Ghe UM boRbAIEE S thel Erasbit ok SsloR sl S8 hlobth8% o G &lsblTncially with s
phgsphate, di \ﬁ_ﬁé)n&ﬁ&mj%ttﬁabﬁéﬁnaoaut&blgfﬂcti@% stahoes, AWhEr@ 2Bproftiate tﬁ@%@n&%nds may be
manni t ol , t al mixedswispne or meriechthes iactive lsyubsmocks WwiMnkdy Gardhatiadlie liaked /vith tBE€b@bd dttive
. o&-psupposizf\ﬁ@%%‘g%%&r%l fr;a"g,rg zggmg?lpagglwegreﬁam r@gé‘yyned fugqie@tchlminkzd-.._. .
cofposi ti ons, ghl Ee . B8 vafisty plofagiers ing he
agueous ol ut ignceh{:d_nm?q een'egeefs%sger 7 3 "l"srﬁ:g?"p(t)hrea'f?gg'c%ﬂarcﬁ&ea‘f’?'ﬁ e and the patient
&;uest ering agensmple. f compalindswilitlhieh the prddertitbinfotn8Mby bemiked SDEHer&lg linked
SO

mefabi sul pif tieclugte: buf f eri ng agents, e.g. sodi um hydrogen phosphate an

i um phos phay B Rgeas, epecisily s dinsleqtiyp bem bipgkets it examplestanglol broarenddlosivietps,
of {the New cOMPRAEhiISEnEAY; sl G itoih: 1 T I eRVEHBY & =Y BEPitosmLr exeplsyaptpry:
tojt he i.nvent i- OBntiewetics b dxarhpI8) lsOYFEE ndtddBhamde U dbiseriehal Ng the force of
coftract i ore of TheoBPoungswftormnia i Andahidmmabsutiedly fedptdblérBivatves thoRofhiEiRe adVatEd:
mefhod conpr itgﬁéé"f&él’r?i"?ﬂ'_%‘tf@a?' of proquse lesgindesirakigsidef effeats in vertaimmpbarmiacaidgicaimeodels,
nmofe conmpound® aﬁlh:%gﬁ%aﬁ'mgmﬁ: ) “.,’:"f?}‘%f sL"i’\‘(?éﬁg‘i‘ﬁFF trP ?‘"ei"P'F‘E&g’?'sar&fé‘d’F“'Bbt in no
way |im te_d bé(lstL i%al%n 1o&AN. ML Q@I&ﬁdzggfberg%gﬁée g&%%omﬁﬁﬁ l-Ia |£ tg':'se}laﬁ!rﬁ
St gr eochenise ahe MWMMB%&abé‘?HﬂG&ﬁﬁ I kdpidallyQo B lteXotheY avai lees%ffbc%@ofq e o@%’é‘%
Nafres for Cheniediah, efhbinBerssdalncatsaniusamarly lidrapbreoneain) orAlpStingra irbplddd. 7 7 | ndex

Gufde, paragr P‘L -0riing._tg gur .i"VP@'@PgﬁHbﬂP'sviéﬁa pigOACeritical serapositibresvimetising meferabivibes
onfthe obser \C/‘ggp fhen "O{%%ﬁ ; ;’;%E‘.’:’;gpye'g*gpf a %T@;éeté}deéfrfw ywﬁﬁga%ﬁw@"v
15P7(1974) ad Cexamnpledof adtthi| ts, AN mﬁ _ 're??cﬁ'% f% ?ﬁaﬁéﬁi{d ; ﬁgtﬁfglﬁi;
Dopami ne Agorvethiiase/ Gicnmkitospiate, | @fienhacecasadits A dobe sUEKCR Udctdes) | dextFo8S &r m&Hditol, talc,
Ex rrpl es Exarﬁyiagc. geid, stz-!rch., sodium  bicarbonate and{or gelatin; : . . )
S)-2,2'[1, -6;35%‘ ag@'ﬂf'?i Bﬂt';%'.%!rﬁ' hﬁfeﬂpﬁ’ gil priwaxesgang t et r ghydr o- 5, 6- napht hal ene
di\'ﬁol-] (@) 45  When the 22:1 ?5::; I::as "égoat')esz aeijtoisn . queols so|ution. it may be, necessary to incorporate
N1 2, 3, 4- TahsiadgrGrodueStotHoMEReROKY. SADSHTN, bk SAKIIUE) ¢ gL o8B NG AL Ioiy HE
65 A sol uthufferingfagdnts? £.3, sbdiumt hyaloyeh thosphbte AhdreidiaX yhogpHar] AdukEUB Sollitdhs éf,p@ ly -
ant (R) - 1- phefyretn %H?Pl:h'@% /W ofythp new com@QrPEE Mmayrbe gsegd f@rdlbtt;em;z;%i@@imﬁ-) was
nebeed undes gt R PLIES I P i oo
The m xture Vmctieé’aﬁafnﬁéﬂae bOmébre 8dtfpoanddl dP M8 ik tiog%ﬁ, d)jse[sgrrPTlst(eBrjg ‘(’ﬁ?g &TRR"
1, 23, 4- Tet r ahydiToe ydntich istitduatey,-bisk ib ho whEIMyited bk )ollMﬁd’ﬁx@ﬁbl@é’Jﬂliﬁeﬂ@eratures quoted

h;/:ir'oc-hl ori dea”_si"t;c- Ae\ sol ution of the ém ne fromstep a) $28 g) indry
o fancl (259 g SR AT il et s
pressure and T OQQYdAERE R bELbkte Ltirde ens[;\ T))il :Poijg»t ngiong SacHen SE8): (a) Tet.

obgerved (-2 weyrs§73 (168, (5MidHseDAIMAR) ibid hd18 (187), ARAMEDERREY: %@e@diil& @n@gﬁm(ﬁ}gium _
oi I whi ch di ssdloparaing AgapistsdStackbelinat9st)i Swedish PhatinacestzhitFrés@n Was evaporated to

| eqve a darsk solid which was purified by trituration with cold isopropanol
(50 10 m) o give a colourl ess solid (2¥%j)PsThe above di astereoneric
amlnes were separated using H gh Pressurgahp@yi d Chromat ography (HPLC) .on a
silli ca coI,umﬁRfér)cﬁ:a'[ﬂugHwiah#ﬂi\'dbisa'pﬁctohbie[1Mtaﬁanwrg-5mnhmﬂa;éhﬁi&une in petroleum
et Ner - di chl o("dﬁ%l"ﬁr%ﬁ’ g‘tﬂﬁj?rﬁﬁ“ﬂ{(’é‘:?h%é”W@ﬁw/ﬁ@hw@t#ylelfhfast er eoner. was.
converted t% it's nyar ScHror CHRYERPE-dipmhoxy-fistraions 2Qg)apd Byhphegyiqthylamine (14 mi)
di astereoneric purity (confirned-by HPLC). bl 1st eluted diastereoner 9.5 g
mp [err] b2 2nd el uted di-astereomer ‘6.0 g $ip [err] (¢) S(-) :
1,2} 3, 4- Tetrahydr o- 6, 6- di-met hoxy- 2- napht.hal enam ne hydrochl ori de




20 “A solution of the amine bl (6.95 g) in dry nethanol (400 nml) was.
hydrogenated over a 10% Pd/ C catal yst (2 g) at. atnospheric pressure and
_roomtenperature for 24 hours The 9022060 was filtered and the filtrate.
evapor at ed olluene ate ao -] or k3G 'Onglgt hg O&th at r?or%'éd Ll'ﬁ
oo (3 g A L S B et oo

4 Tetrahydro - di et hoxy- 2- napht hal enam ne hydrochl ori de A sol ution
of the anmlgrRHR REH.2F4- @)raﬁmroeﬁwdlmmmi-pém@thvw aphihele émeltlweover a

-10% Pd/ G catéus ytion o gtbenab(2 <her" ?\tsf Adgmyy 78
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olid Wm R G/ sol b & hofeti 8B KAV to RBvedpl ot Whlch asoed m&ce&@aﬁangno HOTRhe
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Met hyl - @@ (nll) @ 93’94-69'99#ea$1§Pd1¢ (238).6

di met hoxy spﬂg;@éﬁ? %frﬁ pre Liquid Chromatography (HPLC)

5- (chl orof‘:Bf m&%q zﬁﬁ?'igcvgt i""gurﬁf°%%"gad?}€‘ga"8fje' Holeupsther-dighqremeth a8t i on
of the aminer émbsﬁe&:hea{pw.ait&ed}&r%so%n@nsaﬂo% Ryl shidard cRS lisddRo S598%
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The cool ed sb] st pluted diagerapraei 8§ othn #5067t e -hydr ochl ori € -aci-d; - di-l ut e sodlum
bi car bonat e 3&2dAYRY digstearmrent 4 BP 2R 8e%r gani ¢ phase was dried over

MBgnesi UM G .DNad £ Faubh,2reEl- RSN 2R Ahihalnthe h§duRas 0l OUr | ess sol id
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d Wiiéh f(e tgile 5@6(36?5 p 118
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tetrahydrof Pl .,2"58 n‘?l pot am #"ﬁé Ky uoﬁ"aéiﬁﬁéazhsm% WG aichBd: UX-
inanit rogamnamgpheaﬂoératen%a 62h hadﬂ on(o? e aiing fromstep (t @bsigP(fleble

cool ed sol hesél indradichlaromgsivana (50 o1i) vepa vdded argt therixtusandt lrrdd atmmgmmraturefdcrlfihw
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(R*S*):2,2'[2 Hexaned| yl bi sam no] - bi s- 1 2,3, 4- tetrahtydro 5 6 napht hal en

edi ol ] Nss(bl (ﬁf‘?*bN "b’ﬁ’sﬂﬁé ﬁ?‘@hm'ﬁé'dhe Eg awm dilygl % us
ronr om g AT . rb‘ ?éi?r*g:i e
oSph o@a%h due

3
ni trogen e% "acﬂom e ?\gﬁfgzﬁm@\m 1 el eee Sotutia

10 0072@6&.—:1 eﬁcy\smhlmamlolfcrrmmdam d tﬁ@suglbéﬂﬁor'i heateldivndee reﬂmmoum urs. The _
'di hydr obfoospiuien was everlopigd te lvevepreplourissy Dlid @higy cryspliised feany ipetianehgsicelodress prisms By
“anal ogous. #d? AloeR> 2¥° A5 e 0FdS cr%26Rk i n Exgmpl e 1 above, the fol | owing .
conpounds Wor&«BAR s HolohedifToibddind-bb-7,23, £t 1551055 edknediol] '
yl bi sani noJ - Aisswu :&»&:@béaa’z%awﬁ; 165 e me%rdug:di{;ﬁkﬂkb’:ﬁ%@:e@ﬁd>

[ err] 10ss(dmder réflux for 2 hours in a nitrogen atmosphere The solution was evaporated to dryness and the residue

[S-(R*R*)]-2; 2-(1, 6- Hexanedi yl bi sam no] - bi s-(1, 2, 3, 4-tetrahydro-5, 6- napht ha

| enedi oI] di hydrobrom de np > 2600 [a 24 = -58.1 (C = 0.18, H20). Exanple 3
2' - (1, 6- Hexanedi yl bi sam no) - bi s- (1, 2 3, 4-tetrahydro-5, 6- napht hal enedl ol)




15§ ( a)

NN\g- Brs- (1, 2, 3, 4-tetrahydro-5, 6- di met hoxy- 2- naphthyl)hexane 1, 6-di am de

As@l ution of adi poyl chloride (1.1 g, Oowsrln chloroform (15 m) was /%i)
~ adgled dropwi se to a solution of

1,2,3,4-tet ra;rvytdﬂlsﬂdﬁﬂﬁn chettendio«aweﬂaemmcmmpmridadlmwb(oml@ ¥, 000>00$2Ivyls"€m@70 g)

trget hyl ami né"{1 25" 18" o O R489-4i=01BHf orm (15 m ). The mi xture was
stgrred for 1 hour, quenched by additiongpf, er and the organi c phase was

arated, gwas h@ﬂaﬁé’o&&hs\ﬁﬂtﬂﬂs 18 Hdsd\@Scrilbd iR xrﬂéﬂﬂi 1 d5BE)ME FlBNiRgEopBlfis weR@nade:
ture was 20 filtered and the filtrate was evaporated to dryness | eaving

ol i d whi cHalB*EY) zg . -Hexenpdiylbisaminehbislih g P.41tasraliidpass. §-prohthelendialictihvdrebearice, O
63% np [err]“p(>b36 ° =Bf’§5 (¢ =024, IjIL‘)fetrahydro 5; 6- di met hoxy- 2-naphthyl)

ane- 1, 6- :@'(@%J?)ﬁn% Mﬁra%bé,e&wﬂ@aﬁnau&wmmrra@bmtmaamgae&wmﬁ&pmﬁ@a

0 g) was sti mpedd drg-r— nsd 1 (0GoMsAlm,05.00m t enperature 1n dry 25

r ahydr of ur an (250 n1) while 10 m of a 1M borane/tetrahydrofuran corrpl ex

addedfro syrin Tere Jz ? ed at reflux for 3
rs, cool,g:(f 0 ﬁ,ﬁe ’P’ ;ilmégaf'ﬁyaﬁg 2 Fo% s added. The
ture was hea of&l H’éhl%"(ﬂ‘l& fn'cﬂlgro rﬁllv@%a@de@k@%us@@'a‘d&lhmof
ned. The. mr,zameahms 5@airh xamdmmaﬁdﬁamahnevcmgadnm and triethglasing (B4\g) 0DIMM) in
ution was céwmmdﬂ%d”ﬂbe dwweyss stivied Fraﬁdroumeenetudém additioniaé wates pntithe a'rsah-c
i e sol u“%n ered anc‘ tratewas va te%ta@%(r;:esp’ e |ng:|L§: :frﬂ hic w:::?:e:lt 1lis § P:n%a olto
driyness and tjifs théral H@ar\ﬂﬁ§2 qp $ D€ ReTe Lot Al g Ao few ro S 0
t hanol . Excess et hereaI hydrogen chI or| de was added to th| S soI utron and
iJ»E pr eci pi tab)est@#-lia,marahydw 86-dithetiofy-2-vaptithpitihexeiet 1, 6xiarhinédiby dedchianiasl  and
(d

(o] 0 tirre erature indry
dr ggrr;[);) g%g)tetrahydrofuan (z,og ml) whmlBl 1% mﬁ?g ?gﬁtghxmhzdgﬁnQMx was aG?e‘Tf om a syrmge

The resu mlxturew s hpated a eﬂ x for 3 h urs,co ojed, er 10 mi of the borane.co
2,b-1, 6 Hex e Qo A wab ro f xbod SR Sl Ve e AT EA R Gaah s
di hydr obr omi dﬁ.xﬁa was &:rwsmnanmr wi s chufidisiy XY tHasoia@orf wm\zs;sceq:ec(b d nisssB
g,} 0. 003M i rMexM'a apcarided ftoy ebindnhwdsol t@@wﬂs )boilgasfoh 8 miraiteat Theeefomﬂn was
ungder nit rdfj ° °HB’1‘]T’ a““SES'FLﬂsldBj]t digpplv WP? taé?;” mp
a.lwhite soli fol rﬁ?gf, b éﬁ,ﬂa iy °'ﬂ{7lv§s; ; ere
wag cool ed and t e so |d vvas tere was vva ed W'th hot ano
dipgsolved in (mh(a,ﬁdiekanad/ﬂblsmd:}-b:hel mmtrdhvwamahfrtwnediowwmwrabkmrdimal
fijtered ar?er th’és‘fSP?fFPaf’féhri? tm)ap@mafreu smee(bdrh 19eBAP3MITIR 48% queeds@

he

SEeR Ll

(41 3% C, 49 .mith cidreoal, ﬁterdﬁ,amﬂthéflltrabwae apdra olamaqal meﬁtra»m&aidmg@uma-mm
t those desdﬂwﬂrebrommeliadahm B57%) mbasms, the fol | owi ng corrpound was nade:
2, - (1, 6- hexanedr yI bi sam no) - bi s- (1 , 3, 4-tet rahydro 6, 7- napht hal enedi ol )

‘(é;(aydlrgbgom deii. [:%r] 591 N, 4.2; 24.7% CygHssN;0, requires with 1.5 mole H,0 (4.3%)
6.5; N, 4.4; Br, 25:4% '
[ RtV RY) ] ) -7, 7[1 6 Hexanedl yl bi s(ram nonet hyl ene) ] - bi s(bi cycl o[ 4. 2. O] oct

3 5-triene-2; 4-diol) q511)a gnt hesr S aﬁxdnSe?ar ation of the g 4
- \ng compoun Was maae:
(?I 3[)4 ;‘ ggeg&ﬂe ?m ?xgeﬁ%rgmnoﬁb&a{?ﬁ %ﬁtrf 5’C hap bF‘eneg?B gﬁ dergbromrde mp > 260°
(+p-2, 3-Bi Sa(phenyl met hoxy) -bi cycl o-[ 4, 2,&kmmeta- 1, 3, 5-tri ene-7-carboxylic
acl d (40 0 g [R(Bi* BhHwbl, 'Eé.‘bsHexa&!ﬂry{btsyenﬁremreaimdsf)latﬁslb-mlo(&@ﬁodﬁ }.3 svaisnd-2,84ibipd

unfler nit rog gg"ﬂﬂ‘—'sw g NPi’Gawr POhe| S/rirenyisthyla(ridgs Sf ofL)- @3-&@PMV/G@§'70XVIM6'-_

et on X RS Al ﬁgﬁe‘r‘“@*‘fﬁgﬁéﬁ'&’)°a*°%“‘g B2 G e

fol 2 hours atndled).Tagresdibemixtundivatikedt bs® RABhIUA HRd B8R+ 121 -ihd yIa . (wggaunms molesr
| ayer was s epaasati@ed drther)e mlltthn d@# meiptains] at 28fder@daers mwmnmam mabrqutrraeg

driled and evafs?a .ﬁw § ofgagiey amrE jgg’ %‘ﬁ Wt%r’brée ed?’ee & .ﬁ g Deee
by {pr epar at) Vll%.u ﬁeaééﬁrr iy r@ﬂh el Ef’r‘r i 31 BTN
acqt at e/ pet r odn@ Wdtryeialliedd fImXdthi Bdetate] WO ffactions were obt al ned an

regrystalli sed Lesemom hi;dstema'e-at [e-(Rﬂ.&'ﬁsv-( hauVIetﬁyla&B-eﬂs(emmethoxy) blcyclo-[420] octa-

: )] - NLRg-tri jgh 1 Is)c
SRR SR

[er'] = 1.39 ast er eoffe
)] - N-(I phenyl et hyI) 2 3-bi s- (phf;@yl met hoxy) - bi cycl o-[ 4. 2. 0] -octa-
-triene-7-carboxam de, mp. 171-1 [err] = 1.45 p.p.m 0072
S-(R*, S*)]-N-(1-Phenyl et hyl) -2, 3- bi st phenyl net hoxy) - bi cycl o- [-4, 2
, 3, 5-tri.ene-7-net hanam ne hydrochl oride The [S-(R*, S*)]-am de from

step (a,) above (13.2 g, 2.85 nmoles) in dry tetrahydrofuran (330 m) under

it rdgen-was treat ed §i th.1::M-berane:in 't ét T atiydr ot uf & (140 407
rrrml es) and b0| I ed under refI ux for 5 5 hours After CO|O| [ ng rret hanol and

o o o . o,



t8ani ne hydrochloride as white crystals (10.5g), mp. 171-173. [err] 6.80 .
M(1H, d), 6.60 (1H, d). ¢) : ' 7
B[ 1S [IR[IR[S*(7S*)]]1]1]1-N, N-Bis-(I- w § ylI')-N, N-bi s[ (2, 3-bi s( phenyl
hoxybi cycl o[ 4, 2, 0-octa-, 10 1,3,5-triene-7- met hyl ] - hexanedi am de. A

: sol ut i on of ('ﬁd( @yﬁ*lbﬁ-ll Mhe@éefﬁm-@iﬂff@enﬂmmywyywﬂ %I?I@hfladﬁéﬁmnhﬂmtf(amm)

‘ “dded df r ed s ove
hydrOChl or i Qo einiﬁngate 3¥m i r} ove E isgxnr:\nﬁ?e $ fﬁi‘ll?:)t I:%I)raplﬂ

30 mmol es)s ihBurdll Jdabm.amehanaa cﬁaetmrﬁ;uc h{ .egéncmuaeawmasd anel& HRGniRlire s@fwd over—
over ni ght t inight. Ploasobents wee enarbeted aiéh the Destyiae ivberptieiscedwith dreqier gbvedhe [\sas'h@ﬂll

Wi t h aqueoud®mingdivdeashleridecasahitg, crestplre 108 gl 0. BOH“UM%%%FP%I‘M? d1ta iy 690 (1H, @
dried and e b R SOl , 4 .
[1S-[1R*- | 01-5?3[2?% %’gﬁ l? 9})}] W bl? §7Sphenyh;tf11yl}gl\fr N %189(2 3 mtherJyFnetIJo)cyblcygloM,z,O] octa

] hexanediamide.

1, 6- hexanedi yl bsam{oNo(ddrpphemy&daudrenk); -52niBolbé) f(dhiR FoyHetRhd Yami) whid 2ided dIbpivist.tHa
oct a- 1, 3, 5$tmrqdeqobm¢7h mvhemmﬂaﬂléf.aﬂ nebydrashiprike. (4.84% 10 mmoles) from step (b) and tri-

[1S-[1R*-[ 1 @th ). The snityrg wa 3t|rre ¢ at 20° overnight then

o chvar o g B e E%’Jm L

t et rahydr-of-ur-an- es Phen- eate er r or 6 oo
hours. Aftemn) ¢ISHVHWQRWH&W mmﬁxamlwaw ll@hhyﬁrwg-ea-barphmlnwmﬁrb&yaﬂdzd]-
and t he sol M@ﬁggt'[ﬂ"gﬂw\;\\’hlggﬁvmdﬂ?’ xgimchia eﬂ(4 eva orat'?eiﬂat orﬁdr nessﬂqg —
r esi.due,. t PSR meMIsahe
oy AR S

[ R( R, R) ] ( Jn)ghiarzl evdp o@n e&bﬁdﬂen&{mﬁ lof? With JaryDétiselr,jaGe/ the Qlathing. diydRcCt
43, 5-tri ehlerid® (36 \mu)hdecbrdlgodaswihbmmedtmg abidve 9etbove

[1S—[1R*[1R* 7S* drochl 0 et hano

and acet i £ é R R oo B T B R A e G ey
as shaken undfﬂe o@t[n@ﬁﬁhwﬁs*@é*)my&tmgea.haaroa.m%@htg) in@HHARS! Ro\MiPankiQtetié 8cid -
hours. The n2 ) odreainisg1084 d;aﬂmﬁedmaeaebdnhaarf/stl(d.eg) wasiake Ui Glattbspherds oNBfidrogen
at er. 30_Ehrohient fepypergfure fae72haurey The mpgure ives fitehed dincithe filter ekt erdacied Wity hiotheater.
(0 3 g), M ngv éag qg’é%vmsar ga\[eéT%(d-)-mamTz dg_aycére; ride 3 g),m@)’ms %ﬁrﬂﬂ),éu]g =B§/12-4°
anal ogous ? t hose descri bed in Exanple 5 above, the foll ow ng
onpounds were nade: 35 (a) startingeksmpréhe [S-(R*, R*)] am de of

Ex arrpl e ba, By analogous methods to those described in Example 5 above, the following compounds were made:

[S-R*, R) & 7, 7!;} g:t' ﬁ'ﬁé?j 4R5)ilslgaﬁph%emh Een% ﬁﬂébl c clo 4 2 o oCt a-
[ 3, 5tri ened(%[ ,gf Ay BrE@ioR e S5 B oo I (C =
0. 15, H20). {Biod ir[&qgﬂimgw@@hd)he (S (R, S%)] and [S—(R* R) ]

: m des of Exambl ﬁsmﬁgaf,ron4 mixture bftR e [8-(R* aﬂﬁandr[s%-ﬂv R*)] amides of Examples 5a,
R*S*) - 7, ® - | Lragenhiexenvediesb bIRSS StTih{iibelekapkdivibiy (ahinatobshdsrel-tis(pidycR-(83. Olectoet,3i5: 3
| 5- triene- f”g&@ﬂﬂ]%yﬁﬁﬁ’%‘fﬂl oride mp. 240 (deconposes). Exanple 7 45
aceni ¢ and rres (decorrposss)
,,S*)-7, 7 -[1, 6-hexanedi yl bi s(am nonetm,ln@ge) bi s(bi eycl o-[4.2.0]-oct a- 1
“tri ené& Hacenicliatd meédJR*BAGETT(16-Pexahedy b3 (aminomethylene)-bis(bicyclo-[4.2.0]-octa-1,3,5- tnene-

R*S*) N, N 2n’ie#(elhethlene bi s- 23b|s$ hengllrrethOX)blc clo-[4.2.0-octa-1
b 3,5- tri ene(a)7R % eziqﬁ*s*}- N'-hexamethylene-bi s-[2 3—bls(phenylmet oxy}blcyclo-[4.2 0]-octa-735-
j r oxami

P, 3- Bi s-( pheny iclo4a. QOIQcQQItﬁtJien%ﬂiarthyﬁpgclg 1A P WY lalsSortal i
0.72 g) sasdrd uismaiomadadem ) a %odd@ch ST PERRAMINe46137vh]) adiedl Toams @ds idded b
and tri et hyl samnoreof(@wBihlarb fprraetiel @9 mlion dhyi dichivaemeiitkde (2 ral) dobwise mr dﬁ memthThe

hl or of or matsgluf on ‘I‘!?Sﬁf 4tn'5df|° % H'I"b‘?%?f}?ﬂlfﬁ&*?“vgszi(om )aeﬁqsl e e gyned to
e The'o. Gonii) Hhoq (NorS0lh ot o iy if’pe%iy ém
0.11 n tma&.ﬁu .g/\aﬁ. @rrperature or 4 hours

eactlon m xture vvas washed with vvater \&N hydrochl oric acid, 2N sodium
ydr oxi de sdbbtﬂaw'ermd Un#mefﬂm Ieﬁ?'{ b&mylv&ﬁ@nwmwrlmeé@sfbw-/ﬁégl e s

eC_h ystalli Stéﬂ,ﬁzr%u of Exa ga was rezartecci'lI bgghetpb&epsgsr éefsér‘%ed 113 lE%n?prre‘s gﬁ) gnq Sijé?a&}re

155- 6% t()la)\/em dlhydrochlorlde salt, m,p. 240° (decomposes).
R* S*)-7; hexane b| s(am nonet hyl enej bi s(bicyclo-[4.2.0]-octa-1, 3,

b- triene- 2 3 d|01 dlhydrochlor|de The product of Exanpl e 7(a) was treated
by the processes described in Exanmpl es 5(d) and 5(e) above; 60 to give the
itle coggound as the dihydro6hloride salt, mp. 240 (deconposes). 65 12

D072061 anple 8 7-[6-(2- Phenylethylan1no)hexylan1no|nethylblcyclo
4.2.01-octa-1 ,3,5-triene-2,3-diol (a)

(2- Phenyl et hy I)-N [[2,3- bi s- (phenylnetﬁbxy)blcyclo [4 2.0-octa-1, 3 5-tri
-ne-?-yl]nethy ] hexane 1, 6-

Swmi v




i de 5 A solution of 6-o0xo0-6-(2-phenylethylam no)hexanoi c acid (1.25

nd <N, N - carbonyl dii m dazole (0.9 g) in-dry dichloronethane (25 nm) was

red at [err] for 2h, and a sol uti o 072863- bi s( phenyl nmet hoxy) bi cycl o- ﬁ
.01-octa-1, 3,5-triene-7-net hanam nethi gﬁgl oride (1.9 g) and 9/ '

bt hyl ami ne74@(2%@yue&yuzmmtmeﬂyﬂmd{oyn&l& -bAd£3 §-#endH,3-divas then
., The m s Uf!éthﬁeta;tI)-N'rlﬁn-bfsqmeaylﬁetho:&]b:c?&ﬁ{mﬂomm-m(ew yrﬂm)ethaMﬂkxdne-I 6-

Theg organi c pHﬁﬁ’A@emqg%se%ag at ed vva e WI tqkrl‘ Ba%uées hydroc or i c f’a&?‘ g
aquUeous sodium Wi g
s e AR G e
(DI N-(2- Phenyaicmbdamhtﬁari‘d (2drﬁl?w&~di§n$ : ed:fys 2633 wﬁé‘rt(ib-ml)added
1, J 5-tri ene- Thedrganisiphgde siepsaﬂad)msred wuih almtfmyddp Wacid bupouhedia® bicarbdiae and

title c g afipyer oS atndpvanortadtienxing the denuire 'a"%‘ﬁiilaém'&"éﬁfs 1ol [Fep 9 Fep
metfhod of Exa %(d) above, mp. > 250.
(C) 7-[ 6- (2- Pl nMJ(zemw;éﬁw;m@)[b%wpﬁénymbwm&mwp&aifls ﬂtﬂge-mﬁrﬁrhyll-l 6-hexane-

1, 3, 5-tri ene- diathirdidirlydrderride ochl ori de The title conpound was prepared from

t hg product 'of Bhansyt -@'esqmgoua%wwrepa@dfrh@ tfmmgﬂdmthlamp'pé@ usinb the method of Gxgmple -
method of SEk#YY &BFHY m p.- 208-220 - = |- ~Exanple9 -By-anal ogous -

metjhods to {heg mﬁemnwg&%@nwx&y)am,,ﬁzm&mm@a&k@wa% -1SGIRQERY. R Finf B Rioride

7-[16- [ 2- (3, 4- di hordiifaspipedRdlwas broyaratiTioROhd ¥ toatlold, 63464 @kydirotniOfce@stt,
, 3, 5- t 1.i. éhesiflg Be disthod BEExamply bielo oty 208-@80°.. M-p.... 217 (deconposes) .. Exanpl-e ...

7-['6- (2- Phenyl et Al RglmerhyF | ol Qeta-1 3 | enes.
a0l () bei s ety }{’Z?F%g@%.ﬁdﬁi3%5'0%351?533?53‘53.(,.0' -

1, 3 5-tri enes Ginydrpeneiriay,In].p. Nﬁ?(&cqﬁww ethyl) exane- , 6-di am de 30

6- (xo- 6- ( 2- phenyl et hyl am no) hexan0| c aC| d (8.65:9) was- d| ssol ved in dry

t etk ahydr of ur ﬁ% Ia E}“ gﬁgagi /%ﬂ edd to [err]. :
N, X ’.Car bonyl Az:#‘c e- %- -'?20 ﬁexta};lsgi g&rﬁ/ﬂée ;
-stiyred at Oe QHérﬁvlethylammo) hexanonc acld (8.65 g) was dissolved in dry tetrahydrofuran (220 mi)
3, D| rret hdxylundn]cahdrliedt dmosbh@e taed &qo&,d&e 1OF-5% MEN' matmnmmmdrse(shydxwﬁﬁdued oheer 5

and -tmHpuiesh a'i'ﬂm@“ 945“88’%103' fﬂb?r@ueﬁdded SUCCGSSI vel f %
era

ur e Was ;&églﬁg {hd% suc es Fta ;Tnéx?tur:?vg‘ h;/m?mgrf
ip

eéNvﬁ r&iétﬂerg '@d ﬁrm ug

precipitates &W?vltraw
vacjuo at. [err]prodihe/aamdu@bdmp%asz-at g.sedwﬁ.fe&m.qoaop@nr pl1801523 give a
whife solid,

. N-[) 3, 4-Di net z/}'f mﬁjﬁmthmbmﬂ 546&%91317 Ip-tgener - ety el‘rfyﬁﬁnwwmhﬁranf zﬁﬁﬁ@wy
I ethyl ) hexang- ﬂ.‘?i f*BXrg Qe b AIRn 8npiex (5 slmRLsBbaed ) $401.88, &t duct -
borfne-t et rahyad& (Hf(@ﬂgoﬂﬁ)&ﬁ lﬁ&ro u (ﬁgoﬂ%,y g&%n%ﬁe Aﬁﬁﬁlm&e@s He &ﬁtloﬁ&ag'&eaie eéJtrx?eﬂLLc;
product of st eperfight. ¢oBled tagrpom nerbpetatiad) ok obtharain (50 irfiGautloksiyisided. When binefetvescence

SN T S T e e
t eper at ur e,

had/ceased 4?7??"‘%}“ 'ﬁq %erf’% |§I’I de- (50 m) was added, and the m xture
ref] uxed for: af 7heurphen7bs;yﬁms;p}m&vmmhwtﬁdumdal-&radrwe&ﬁ-agtdid/ By drobkbrhide

solyd vvhl Ch vvas Bheynseduet 4f stel (1) (25 ch wae dissoived nedrp HickieromSthayie (10 rafh prideconiee ¢ €48
6.88 g E }7 %t;ude (3.5 ml) was added, and the solution stirred at —78° for 3 hours followed by 2 hours at

de d ure reduced to dryness. The resultin
7'(6 (2 Phenylv%?ﬁ 23/90 ﬁ?d&@i@%ﬁﬂﬁ‘v&%ﬁtmﬁﬁ gr:\giu.@d églﬁ% ﬁydrlyobromcdesalt mpg
1, 3] 5-tri ene- id-4iidet). d ydrobrom e e product of step ( 25
di spol ved i n dinglysis: @RHQNmam-lhane (10 M) and cooled to -78. Boron
‘tripronide (3.Teqwticalings RIFBAH =H3% N~ BH%itBrorBOgP%rred at -78 for 3 hours
fol [owed by * MWfs af S PBoHi%iTert 8P HEIARB1 (about 25 m) was
added, and the m xture reduced to drynessgxadpe 1iesul ting white solid vas
Crys taI i sed frorﬁvdrrajognm;tnhm¢totthwsgqlemlbedmExantplessempehmdtlasfolbhtag compounds were

di hydr ob deMm 2HB Th t I
:I 52 (r)go/(: Om 2 F%{, a%d%n 1y. éaml e?l)ygﬁégbtgg Slcég.z[lgggﬁﬁ%I 35-trr£vc-3h F %I@%?obﬁrmde
% =

6.29% N = 5. 11 . Exanpl e 11 By anal ogous net hods to those
descrl bed i n Bsanpy-p2-B, @ﬂd'd&ﬂy;ﬂbwabylidﬂ&o]ﬁalllbm}hbmmﬁmﬁmmomII esmde3 460 -
(a) ' dihydrobromide :
7-[1 6 Hexarfédi yI"?-d0&m%%onet hyl ene) | - bi s- bi cyclo[4.2. 0 -octa-1, 3,5-triene-
3,4-diol) dihydrobrom de mp. 226 (decorrposes) (b)

7-[64[ 2- (3, 4- D hydr oxyphenyl ) et hyl ami no] hexXyl ami no] et hyI bi cycl o[ 42. J -octa

- 1,3, 5-triene-3,4dioi di hydrobrom de 65 m p. 100-105. 13

g) was




0072061 Exanple 12 . % -

4-[ 2- (+6- (2 Phenyl et hyl am no) hexyl am nl% et hyI -1, 2- benzened| oI (a) -/2 %

N-[ 2- ( 3, 4- Di net hoxyphenyl ) et hyl | - NO-Q Qﬁényl et hyl ] - hexane- 1, 6-di ami d i

soI «ution of 6-o0x0-6-(2-(3,4-dinet hoxs%ﬁiﬂ ) ethyl am nohexan0| c aC| d (9.3 :
=and aToJ 1Y Sasa&h nédioil N dry di chl or onet hane (300

rﬂ )WS gt%ggggﬁm&%ﬁi:%/mﬁfmaﬂmmw hexbiiest,6-ddarsigé U- tion of

2- phenyl et hy soiitioe of o8- 6?62)(3 4-d1mdﬂh®tvbhnnm|mhmh Maaoigrhdid {R8<).camd N’ samonre

ijri e il wa atr Pl
i xt ur e s 1"%@& &tslgth I@ awtg&oiﬁmewl 3’ I"bB % . m g‘?thaei‘r‘\':‘}:):ur %%ﬂ d

wi th 2N Ion an

organic p e%ﬁm th F)ééﬁ‘lth'iﬂglﬁe%btm% U&tﬂb&ﬂs@dlum bicirﬁdirﬁfi sﬂlﬂﬁbn&ﬁﬁ@ﬁér&‘tf&d to
| eave a sodghrik pise lvak @ried pk alaghasimeh Sulmhanee filkeperiodnd(vdpdddedyio, leamepn soli vhi®4 .
(b) N-[=- Qrsstaﬂhsaifremhtb'ﬂ'}qbﬁéﬁ%)) otPh{831+-184°- f 2- phenyl et hyl | - hexane- 1, 6- di ami ne

di hydroch ution ;Vh g ! odpet. Of o ShSRochakigd (494 Q)
iyt R et Eée%s?réaf“ B e s
whil e Ibm&nennragéneﬁﬁ. SopYéHE Qrf\lHdiHSbr rS kAl bfOIY) sahAisn)aekd @ddedThie 15
sol uti o ssgioheas eﬂtadnndearreﬂeifouxuﬁ@rs 24 hours Met hanol (100 m) was added

to the cool é‘dP“?@PUﬂQ"dﬁ” &ﬁi}la‘{dﬁétqﬁhﬁ migurg gied toidynesscThe e A
was di ssofsFdte ¥F dispiedinimethange 'gh‘ %‘eﬁi ﬁ%@ﬁ?%’f e f°" wes
hour. The®ZBYEES &l e e aTar At o e sof crystal lised from rret hanol

(4..90..0%, {che-p- (s-fzewhre,}y/er%m”(o@exﬂm{uﬂojétsylkwﬂhmyﬂ:atdnwrabmmw)ehexyl am..... . B
no)ethyll-1 Qsdbelnzehfeelmemmdlp it obstemibid- 7Rgld o A9k PMO@thFWEfOG'iCaaﬁdr@ ‘U%Fuct

3;@2?6?& E};t;df T e %F@ﬁ e s i Vo 1] 8

formed g cooling was filtered off and crystalllsed from et hanol, to g| ve

the title conpound as the dihydrobronbe®pieadt, (3.1 g), np 227- 228. 25
Exanpl e 13-{2-(6- (2—(4-Ammophenyl)ethylammo)hexylamlno)ethyll -1,2-benzenediol

4-[ 2- (6- (2 (424008 Hgv N5l %’%{g %d’ %R (a)
N-[2- (3g4-Di irgetsﬁoxypcﬁ rlefarﬂ‘{g;t &é{ﬁg rﬁgelrf;)//{ T?%-@%xane-
1, 6-di.am @@ qu.mwlm,@,smmhaw)eme-wzzmbmhbﬁyeﬁﬁmwmamzss qzrsmpafrmurbxyuatwme
hod of sqbdtion QQ t) rcd f}@g(b]_ﬂfg) wa{digsblyed in a mixture of ethanol (50 ml) and acetic acid
[ 2-

t .
N-[2- (3, 4149"?11\31’\3 a'N‘ mzm%?%?@d pg‘iﬁ g’%& j:a' L?@;;Ul am
ine tri Gyg m fj Sl #\I th alned
di ssol Ve‘vaa evapbrhtéd |d 151 téﬂ \)mlﬁé'i r Q08]) Infp Q608 '
hydrogenat ed at 45 p. s | and room tenperature over a. pall ad| um cat aI yst.

After hydKcmg%WGWlakeOﬂqmd'e@E’ayeevhﬁréW@Mﬂ]ﬂﬁ bﬁ?zﬁ'ﬂﬂﬁ'foét”ﬁ)agoﬁm'gg gn

filtered to Peiieeonnoun ‘1’9 "g%?s ‘th§V¢?q’?T'3? BIfRE theprediaiff FiaR YR 1B° RIPSFis s

and a sof’ﬂfﬁcr!ﬁe of ’F?m(?reog ¥ OPi0€" gas in methanol added. The sol ution -

obt ained was evaporated to drynesS angkatfpr180lid triturated with-ether (0.8
np > 25@2—(6{(2M»ChIorophenyl)ethylam:no)hexylammo)ethyl] -1,2-benzenediol

t#%yé?d%r o e PP A OES e TR G A SrEel e sal ¢

fromthe QK3 BinefoRiprrydethiy-n Jiee(wﬁ/%s&sy/fb&yﬂﬁaﬁhé- hediaine binpdrpdneride ( C)
above, er > PeGulex h'(aodnﬂ was prepared using the method of Example 12(b) m.p. >260°.

4-[2-(6-(2-(4-Chl orophenyl Iam ho hex Iam bg)eth 2- bepzenedi ol (a)

| o8 (gh¢ @H/ inl r m _
gl_m[ ge(?15 %tm W’t’?ﬁ?g 'e aélfh lg"r"é%’%'%e uél n ‘ﬁggﬁrﬁ ho%éap l@é}%(cﬁ ¥

12(a), mp.T167-169.

N-[2-(3,4-Di met hoxyphenyl ) et hyl$ ampialSor ophen | - hexane-1, 6-di am"
ine di hydrochye oaelswogﬁsmoﬁe eécre’s'i'ﬁﬁ ¥erieRd e 18?@% @ ed ‘Tfﬁb""‘t"r?é”f‘i‘ﬁ?‘ﬁ‘éiﬂ of
Exanpl e 12{%3 ™ > 260. 50 (c)

4-[2- (6- ( Fa)(42- ?E’Hh@ﬁmbﬁ‘d)b&)/ﬁmwhmm ﬂ.@bé?ﬁéh%@l%ﬁ?@éa%hﬁde, rh.pl21bepmEnedi ol :
di hydr obr qmde-(sTﬁbenwméthﬂarmwmwmdmmmy 1.2 aweddlowwmm: dipoieeni®d sal t,

usi ng t he zﬂe%&ﬁﬁhe% aming hv/fl’?%befmed; ﬁd p"’P 1 15°°
1,
anal ogous Pee%g é‘pf’gﬁ;};{gﬁltgﬂrggod %‘!‘gze " eﬁ Eﬂﬁﬁﬁf’ﬁgg aifydg AR he
fol I'ow ng ethyl]-IZ—benzenedlol dlhydrobramrde m.p. 164—1654°. -
4-[2-(6- phgpyk—msma wsepaenymh e jenpeibniehedit/ N yuityolobomidée, mop. p.
216-218. 65 b) 167436%.6- phenyl net hyl am no) hexyl am no) ethyl]- 1,2-benzenediol.
di hydrobrom de, mp. 176-178C. 60 (c) _
4-[2- (6-(3-phenyl propyl am no) hexyl am no)’et hyll-1,2- benzened| ol
di.hydrobrom de, mp. 158-160. (d) =
4-[ 2- (6- (4- phenyl but yl ami no) hexyl am no)ethyl |- 1, 2- benzened| ol
di hydr obrom de, mwp. 196.5-199. (e) :
4- [2 (6 am no- hexyI am no) et hyI |- 1, 2- benzenedi oI
f = -

d| hydrobrom de, m




1,p- benzenedi ol di hydrobr om de 167-[err]. 14 0 072 06
(hp 4-[2- (64 Z-[:plﬁ‘é?mepr/ dvlethwlhb?;m édiol UihPdrbfgornide edlp.0B5—137°.

di ’lydr obr @m(l [2—( 2:{4-ni Iam exylamino)ethyl]: 1,2-benzenediol dihydr.obromide,' m.p. 164° qec.
a-§ 2- (6- (2- (s nj P r ’%’?’ﬁ ’67’14’84??27Yé?m”f%"f”éé’ﬂxﬂbf’-"efdﬁ’f benZBYERrYTice:
di frydr obr wn(ld%fz-m(@m{;&w Ahe%&hyléfh:)m)hex lamino)ethyl]-1,2-benzenediol dihydrobromide, m.p. 195°
4-1 2- (6- (2- (@ée.hydr oxyphenyl ) et hyl am no{hexyl am no) et hyl]-1, 2- benzenedi ol
di hydr obr onillti€{2-1 %4-pyr@m@thyg (rieyhexylamino)ethyl]-1,2-benzenediol trlhydrobromtde, m. p 197—8°

4-12-(6- (2 )' Jgﬁk@é{f %%?z%y f H7 #%E;glfﬁhmﬁfg i ned: "2:/ ydro roml e, m p.

di phydr obr qm

4-12-(6-(2- ((4 mrmlbmw):ﬁwmb@m&wr):b@&W/m BeRYenédiey dipydrdbrémiae i paadisOidec).

trj hydrobr Oth)dG[? (mr,p,s 42875 h\BIC0-2-hampthylamino)hexylamino)ethyl]-1,2-benzenediol dlhydrobram/de, m.p.

_ fl’ [ ﬁy((j?ol(af,g f h:n M%}Tﬁﬁ) szrm)e%)y)l]/-j 1, 12 I}énzegedlildlgfdrr]‘%(zpn% e m.p. 212897—33:

5-(2- I min -oenzen (] Iy —

4-J 2 (N- et Wyl Brd BBy aah e RSy R oA 5 b By Erod SR RPRAL B-diof

trj hydrobr onmiarpbromap m.d.Q1st & Zc) (0)

4-1 2- (4-(2- ;ﬂh -Iﬂé WffrﬂV'rm?tM?‘yhemrfﬁwﬂ?fehwyﬁ]ylammmemﬂrz&hem@wol dihydrobromide,

di hydrobr “[err] (dec). (p)

4-1 2- 16- ( 3 4-t et rahydr o- 2- napht hyl ag.geaihaxyl am no) et hyI ] 1, 2 benzened|

ol} di hydr Obl’ Q-IIE-(dJ& HWM—ZQ%ylﬁQVIar(\|ﬂ6)hexylam|no)ethyl]-1 2-benzenediol’ - - - o e e e

4-12-(8-(2- phenﬁyl otutign aafi N6J-ndtoxy-2nhenvptbyiHy HE-3H- ﬁzs(dhemwwv)ohenyl)ethvl]hexane 1,6-

di 1ydr o) bl’ gla anner to that described i in Example 12{a) above {3.48 g) in dry tetra-
t h drofuran (30 ml of
LS @%ﬁiﬁf AT E s g srofrn 6ol
di ﬁydr obr om the\rilixture evaporated to dryness. The residue was dissolved in methanolic HC!
3-16-(2-(3, 44do hydhmxgapdﬂemdﬂ)uetohys iR D ehs@lulior] Waspevepvydteddo dryfess ahdthe adsjde ee-
1H 3- benzazepivstallfsed fromn gthanl Me@bﬁ@mwomqaas hedinjdrqciiotge salt cchlourless prisms (1.3 g)
4-§ 2- (N mePh{2- 888 et hyl - 2- phenyl et hyl ami no) hexyl ami no) et hyl ] -

1, p- benzenedi ol di hydrobroni de, m p. 186 dnmépy Exanpl e 16

4+ 2-(6-(2- Hgh- et B RRRBloBs i heRExAehRBISHIRTI2-Bsneselivll ) - 1, 2- benzenedi ol A

(g 4-[2-(6-(N-methyl-2-phenyl et hyl arag?he)iyl ami no) et hyl | - _ @

ution of ta) N-f2-{3 4-Dlmethoxyphenyl}ethyl]-N-MethyI N N’ -di- n-propyl-hexane-I 6‘-dlamlde

N-{ 2- hydr o%y- 2 ﬁ BN“dJ ezh ADVHP@(' Pﬁ@?ﬂw 'ﬁe
e-IL, 6- di am e( r Hﬂg) g %ggﬂpg
12§ a) above g,d?, st, was Stl rre under

a 1| t-rogen at rTUEhp hﬁ&lﬁ’e whs dvsaoradedbaarams uiasdweﬂ rnahwkcafatu B thd @ Gankit phare whifled with
so} uti on) teadiveltidcbcbiprt acidediiutelsedigo bigirbamtelselaiaacing brinecThegrgafio phage as dried over
Mef hanol  ( 100‘aﬁ'fef'“WaF§*Paﬂﬂélﬂeff°ba"f’ [§ePe s &rileavg a PrevBY PR B9 Mie 496 xt ur e

evppor at ed t @o £§'met %eﬁﬁ}engﬁNmyﬂN %9} P BGp)JI nexg}?et W%lﬁgdlmocﬁépﬁ i )

anf heated to r tnteQ:B nt Qd§ §repaTéhﬁro$f0{hUTp+oGGctWepﬂWQﬁ%&doc{tﬂE Y R%0)
anfl the resi dlme.rrmp BoysRal | i sed fromethanol to give the title conpound,

. f /- -Propyle. adfiyl-12-<perzenpdio romy
a J;nr;'e edaf;ydﬂ%ﬂ’fﬁ;%ﬁﬁ@f’ﬂ&%ﬁ(}" was preggzﬁes)%@ glhy!drobronflé% glt omggzng:gguct O?Btep (b) by the
4] B- (N- Met hylmegmf'af E_xar_n lemc Iag?ﬁehog%exyl am no) et hyl] -1, 2- benzenedi ol (a)
N-| 2- (3 4- £6| met hoxyphenyl )et hyl ] - N- Met hybxarbbie M - di - n- pr opyl - hexane-
1, 6-di a e FA-[2-[4-Rydexl-642-phenvdgthylamino)hexylamino]ethyl]-1,2-benzenediol

a5 R Bk

-ﬂg

ingdry di met Byl @hd the

sodi um hydss Gextdre stfedd9r 45 mudfey am.rfecu srarmaie dickBrombthane (i&lﬁ) Wasgxddtddeand

wag heat ed atthe?ébcﬁmkeﬁt ahzsmor 1a\mn'ﬂrwsiolutmdma$eva gi@d With sddium higesboaatel endution, hiydirechloric

codl ed suspe\?éi’gé‘ﬁ’ ”ﬁ ; %Q;Wée preted giving thegeayired/agienemifeds.§ g)ras 2 Palg gream

Thg m xture y te and the
: - Nt lethl-RTAnSS ety o s ARYA 6. Al

organi ¢ phgse vm%g\% (éé W iﬁh"aﬁ’m éwmam%}ﬁﬁwn Yibthifie @@8 b)\Ere heated

bi.chr bonat e sayether annnoamllerbftrdgam forl’ hlmuarrganemuqshaam ana gittsteddwlithoatiesr antathgresiting
sul phate, fi Iseligr efelcw'sed/ anéth to| egimpe tee bieamifed oidia dS 85 ) I\mp~40‘(§3— 1995
N-[§- (3, 4- Di 1BEH ep E’i’é’-” ’@*”"W’:‘Z‘M’ﬂd’;ﬁ i éfﬁﬁh Satham
i ne di hydr@acfaétaw é RHEPRY & ouraomats et.cp.r Wobled
sted (a) by the rret o o Exarrp e 12 (b) 46 above mp. 130-132.. (c) -

4-[ A (N-Met hyl - 6- (-di - n-propyl am no) hexyl a& no) et hyl - 1, 2- benzéenedi ol

di hydr obrom de The title conmpound was prepared, as the d| hydr obr om de sal t,
from'the product of step (b) by the nmet hod of Exanple 12(c) above, np
97-[a&rr]. 50 Exanpl e 18

.- 4-[ 2v [ 4- Hydr oxy- 6- (2- phenyl et hyl am no) hexyl ami no] et hyl ] -1, 2- benzened| ol .
(a) (2 Phenyl et hyl -tetrahydro 5-oxo- 2-furan-acet am de Eth | chlor




2-furan- acetic acid (5.5 g) and trieoonos'rlne (3.8 9, 5.3 n1) |n dry ?\

di chl oroneth Z5 méf d,l\ ﬁrq § n}jxture.hst rdre t{ H\ § 7y
2. Pheny e RgaE HET a,r;zm“ar ity s Bl o AN
reaction k& oraad irrartrre]res‘*m :rir&arad ahag viﬁgltIGH'HlMB&c yma wﬁi&ddolidnwhlch
bi'car bonat@c@nﬁwesmmouthwhrm@hmmm‘ acid and water, dried (MJSH) and

e\:@poggFSS(d I?' n ?jﬂhjgr e. ui rg@ﬁ a‘Ct One ,3;91 yI;IZ-ben?e)net?iold%ypr%Lroml eeam solid
st

mp th {100 ml) treated with tristhyl-
sHydggymm bV 5 B u.{ ‘E{f G RS ah ik i Gsoladfio i a

—ﬁh%o}oaaﬁtﬁmﬁtdﬁmzdﬂ Smhd?dee Bm{ ih) n(u&uré5l! d &ﬂ\darm to ambient temperature
2-(3,4-d mrmmphm yéh mmmmeomaveqarypd Neorresulioa sadutiop eriated togdryrjessyandl
under ni t riHg ek “irzj?lﬁﬁ'"'s #rpamg“'@emeéde sgePorpq R4 ohpriye ditydioRemie
and the re¥® 'I°f’1°H PR 890 8° Pefe ! i sed fromethanol to give the required
~diamde (5.1 g) mp. 158[err]" (C) " Example 19

6- [ 2- ( 3154- LiziezHet plagheyyethylapinaliexytjnirbl-dtBylptibepkentdigl Id&\rvrdmo:h]oriae hexanol
di hydr ochl or #d&(64% %°&PFW”¢‘M§%I?'B‘{1 ! ‘B' oletyl-d ‘Q’Féﬂ ﬁg 'deb mide (3.0 g) was
l ) it

rated 8

tetrahydro n}i?fo%‘?fo i’@:bm;ﬁﬁ% ‘é@e (Rph Nlhdd Rkl #g‘”ﬂa‘*‘
(40 m) enﬂét 1 w&lcky

Was ' C0o0jgedrepldded by aomzme sBRL hrrm sp n&Bn maa caﬂkded .ceaand filtéted whiolhe pexpRgaé ad-ed

t 0 dr ynesscrystliised Ean ghenolvaiveakedtile dipydrochiveith R9al ag widterriyptals mdp. I 8a-tM88(t ed .
met hanol i ¢ hyeNnsd& 3Rt gtitvdrochionige sgapireg {k Z088%r ed at 20 for ‘18 h. Thé sol vent

‘was evaporated and the residue-tritura i% dh ether giving the

di hydr oghl £piiEle-rhenyletilambidxyidiib et Sl ﬁm&mﬂaﬁmws wi t hout nelting
bove 240. ( dhe d{i2edmboimdiwaxprefared Zrophtha voredspyrkimpidihgdrobromide salt by the method of
heéxyl am nofpempiplP-mp21%etiféhedi ol di hydrobromi de The di hydrochl oride from

step (c¢) (2.2 g) -in dry dichl ororretharlep(ll 0 m) was treated with

triethyly Efrb metra &J-z-rarz.p&n%mgsmeﬂaﬂe,a?arnrnwa.mﬁasrenuror ogen for 15

~m nut es. E6-056\2ioh&rG ety Pl Sesdtoitass cool ed to -[err], boron tribrom de
(2.2 m, 5. 8?; caanddw;mgdrltehter mgtMﬁmowgwm%ﬁngmwncmrMhmfﬁso&ég biand

terrperatur‘t-!’O "\/\!F?'Wa T e Vﬁg wa pwed| By hryojutiam of &f ro-t he

l I f30 tes. Th

resul tip 2?[1‘.153 ek YARGLE St 10r o RErLILS i #aap A‘%?" &E}k@jﬁ i, 0,16 m .:

recrysta 6 M) ea&hooér\élaaeo eowueean ol b

di hydr obr Oﬁh\d&aﬁ& io; maéuwr hes&adﬂaedluesrermas wdsBdd m ZI\EX@.RSp £ hylddochbric acid .

4-[ 2- [ 6- [ 22(<4=0Chilo 1 B aarbcme ferrohknion (2OQ o) -aad fwatef -afd evdpbrated ém evelivol

the crude amndo ester his solid was heated to reflux with a solution of potassium hydroxide

P R R K

saturat ed sodi um b| carbonate was added until the pH of the sol uti on was
about 8. memw t'taa!tde‘d5 ¢ fimethpeydonapbtlylhi Itralkpnylpthyiihexape-66iamigat er and then-

suspend® j.n ‘6?,‘ Miaminqlhexanoje agid f2. q)F’P raoyiglimidazele €629} i
el ar R R T PR AL
Thg /s us pengdded aviBthie €ANG oedtmrem it CddndRfhpératuietiored triaeorpmma@lviaartee wifh-dilute

cryst al | i salirdchiona aidhdild sotlio xbenath@httlpn e vdatbryme(mﬁﬂn@rmm wag s¢pa edadrled
White cp8spYermagpesum %%%q% f?? vapoz%eqjgglg@vedﬁ‘waﬁt‘ﬁﬂ?f“é?‘frﬂélh}cé Erergtplid
'8

22.93% isopropanol as ¢

4-[2-[6-(26fh %MJZ%MWMMM&%WZ%}H%M J[Zél'veny?etlki@ﬂé@m @hmine dihydro-

di hydr ochl agwdride . The title conpound was prepared from'the correspondi ng-
'di hydr ob# o dhesolitipn of ghe ar¢siuctpb st @) (86 gand ibpiane-tetahygfofyranzompiex (92 Mis) iFxdartpiras 21

30 hydrofuran' {200 mi) was heated 1;Inder reflux ur;dejrda ;ltrog?‘n atr:'\os here for 24 hours Asol

utio S ethan s) adde: the solution evapor, olutio
1, 2, 3, 4- Telii ah v o oo s Do Tt e R T Lol e ETia Alaai o
(a) 6- Ox0- 5so(nawarche:nstylhseahydnaretmalhexamrb&paiem (2R, .6, 2680 d m)nomet hy
ester (24 ﬁ%}; 0. 15 -nol e) vvas di ssol ved i.n dry dichl oromet hane ('500 and

cooled in f@”y‘{"i’? 4’%9?1’? ”3"’4‘\%”""@'5?'@3 qfhaérqge f '
by 2 sol utyab Fho gr@m vxz:mxr
di chl ororrea raih)an wasma ufd/ Q5 thR difylido ) aBlchlblirRSs pffﬂae 35
resul ti ag &m$pm|24m—mers sti rred for30 m nutes and a soI ution of

2-phenyl ethyl amine (18.8 nml, 0.16 nole) in dichloronethane (50 m) added

over a period of 30 minutes, and the redulting mixture stirred. at room
terrperature for 2 hours. The reaction mixture was washed with 2N aqueous
hydrochloric acid. (2 x 200 m), 10% agueous sodi um carbonate sol ution (200
m ) and water and evaporated in vacuo affording the crude amido ester. This
solid was heated to reflux with a solution of potassium hydroxide 40 (9.52
"017m)le' . 1r cool hed =

acet'ate'mp. [err]

I'sation from ethyl




——

.';ff' di chl or onet hane (100 m) was stirg ? tuﬁer a nrtrogen at nosphere for@\

purs -at roomtenperature. A solution o

12, 3, 4- t et nghydy Qa@dﬁ-z% (383, M%ﬂgﬁf& |i])‘me§\ﬂ§n ihdi:sR! mthélé?ledlol

Ch| or onet h@mﬁi ,84-TErahy 403, Httllaﬂﬁbtﬁvi'ﬁhl’e etByIhdxDR, 6-diamide
nper ature f OTheZbBb-ﬂltu,ubmpou'ﬁhalas prleperédty tmemasdsfezdamlé 11 (i rh.pit 122 ochl or i C

Eit dil Bte sodi um car bonate solution and water. The organic phase wa
L par at ed, 31 Mol ,,,o, S STl ey A VY {3 Ge oy Rbe lepaledne 5o
ave the su Hets dﬁé@br@&‘arﬂfyﬁm LJoﬁ&‘P‘of“s‘E&Brﬂ)} YRS ARASf ERSnple 21(b),

[1, 2,3, tP-Tetrah dro d| met hox 2 na ht hé $2 phenyl et é%ﬁr)exa

6- di am ne (@ Iy df’ide’é’f?rfﬁ‘Pr’Elé'd’B "”‘VP”"AV’?&V ‘[’7{”84‘?"’8 aminoks Bradthatersto! g‘(’é’% -
) (3.5 9) ﬁ e 300 WL WSS ITRLE Yt (P ol by olroloal, by e
drof uran ( ExaWipfe 2@RMmGM22ender- ref [ux under a nitrogen atnosphere for
14 hours. 15The sol ution was cool ed, net hanoI (100 ms) added and the

23 : '
spl ULI on evapoEatn%O tu%mcé eAéesan Eappez L.Lo efoqlowm Qo np%trb n% e|n~(|:a/d|_|cI
s heat ed updSls Rt RR e Hcromybl s yy;,rnp gr&mp, tﬁ didio-2
spli-d which m,yma,{ rzse.chsﬁcrom net ‘ano as colourless pri sms m

err] . 6020 dp) 1234-Tetrahydro-z-[s-(2-phenylethylammo)hexylammo] 67naphthalenedrol drhydrabromrde m P.
2,3, 4-Tetr %ﬁ8°o- - enyl et hyl ani no) hex | -5, 6- napht'hal enedi o
L by oo i s LT e SR Sr e s retgraseds - e e
hydr obr oni ¢ @ Izda rdhydro W@(zlaﬁatyeﬁy/a,tunr,)e&w,as,numﬁrapﬁmamwoﬁ %Wrm"de m.p.
n trogen $0r2a8—bE2urs. The sol ution was evaporated to dryness and the
i due crydielal..d4Eerafydom?- @tfhé’t‘ﬂcﬂ'hYﬂ@xrg?ﬁW/)theantlmwvellmmqj'éﬁwdoht@éenem dlhydro-
.p.
hydr obr Om %m; n;'étr %%ﬁoc-;é) }6‘9 Elrlesﬁethﬁammo%;ex aml‘m] 59nagl;thalenop d/hydrobrorr4u e, m p 280°
72061 Exa
2,3, 4- Tgatra%]ydro 2-[6-(2-(3, 4-di hydrogymeerml) et hyl am no) h- hexyl am no] -5
b - napht hal emrdgiol 2(3&)tetrahydro-5 6-dimethoxy-2-naphthyl)hexane-1,6-diamine dihydrochloride
[ 1, 2, 3, 4- Tet n2B¥detoehidre-58idimetHoay thalpientigd hydidchlBride3l4.47 gli insacéionityilehl@ogyhi
1£/| hexane- ea 5?‘:1?@'1"%%5? “gP“;@hi?Qﬂﬁ? ékg’:%‘ ; t"e”gfm; ‘"BHE'“"??r@t‘ﬁd&)e
Exarrpl %:9 ai?%utn t) ) ov raﬁ:ﬂo nthea dltl:nf\nl/as complete,
on rem ye ga Its, and the filtrate r-
(12538 ﬁécfrﬁ rorrﬂih i 3(@% oﬁ‘irﬁaﬁjih@ 3600) 3508) )
hyl | hexanefoﬂqm&g tﬂkuaMMthdthbgedebéeﬂlt:hld&ie'lihentléuhnﬁduhdl risgdapoLmd ms;decomp)
F epar ed fromthe product of step (a) by the method of Exanple 21(b), mp.
500. 10 L Exam le 25

2.3, 4- T 2Ph £y£2%?$e &}% zen ol-%1 ethy t'ﬁ fﬁ)ﬁnate dih dgﬁeﬂ on 0)6

apht hal enedétm,lu 10h y ﬁahor BRI bekn gtrhtrﬂeore@apam o\r«arsﬂwsepaéreﬁlasureamnt &t
oduct of srbe'p te(ntp)erattasfot ehodishThe re&dssscmtveie w&g bitaporbtpd brivitherebitivedreated it aqpfiven

(c), mp "af ?@5'23" b(emétd@h hiorefas dhefseariciphesd W
ami ¢ 2 ‘?Sc her :g%mg % s g o
2,3, 4- Tet ggs ,r;,pmg@ am no) hex

N

apht hal enedr ol d| hydro- brom e, mp. err
2,3,4-Tet rah dro-2-[6- (2 phenyl et hyl aﬁq«mpemé‘ 2%' am no] 6, 7- napht hal enedi ol

hy dr obr &% ‘d Y ;f? descrlbed in Example the following compounds were made:
o g S R bk et b
hydr obr om @e, +-m§(2- pber{yﬁfhwam(ndhexylammo}ethy/]-1 2-benzenediol-bis-acetate dihydrobromide, m.p.

23, 4- Tet r a229c39°.2- [ 8- ( 2- phenyl et hyl am no) oct yl am no]j - 5, 6 napht hal enedi ol
hydrobrdfn de, mp. 25 [err] (e) -

25, 4 Tet 1 L(}rrtra JML@»L’% 24 B &&JQMQBWQ’? e A 10026kl S 6-

pheml&h mmo)ethyl] -1,2-benzenediol (4.2q) in 10%
2, 3, 4- Tet r adoyalss berzx {oﬁmérﬂmphmoydtmdsydrmdnobﬂmwzumm hyiraxiip sdlitiah Shesuspen-

hydr obr @i den wap qyrreq tor ﬂ]ho@rg.ngyzylcglgroformate (2.2 ml} was added and the mixture stirred at room
le 24 temperature for 2.5 hours.

anp th ith ether. Th h
N =B S-( L, Zpatndo R R e DR ey wd DR ol a“'éﬁifb“ra Btmany
hydr ochl or ¢nienatogZapBy én siticd gehdlitih enthuerﬂ&bmah %czrammqa latva thle Gﬂh'i:mnﬁamd as a pale
_ hydr ochl ors desli¢wd o8(2.0g) MSv/@82t oni trile (100 n ) was added slowy to a - "

rred. suspension of potassium carbonate (3.0 g) in a refluxing solution
1, 6- : 17

: d
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Mm-' Sl

. di bronmohexane (2.44 g) in acetonitrile (100 m) over a period of 1 hour=
When, t he addition was conpl et e, 3607@‘061&( vvas continued for 24 hours,/t
solution filtered to renove |norgar=E|xQM§ s, and the.filtrate evapor a}lé
ih.vacuo to give an oil. Chronmatography on silica, el uting with

chLor of orm met hanol 95:5, gavehadmbdutiest Rgmblestidneir ati on wi t h et her eal

0, [ I
E?((g:rglct{:nzghldfgrl de, tknguntol‘s(afo?n(‘)ur&ggsnd 1.15 g (20%, mp. 2750 (decomp).

4-[2- (6-(2- Phenyl et hyl aggeihaddeot ekarpid @) et hyl |- 1,4¢-penzenedi ol - bi s-2-met hyl p
ropi onate) di hydrochl oride I'sobutyryl brom de (12.g) was added to a stirred

sol ution of 4-[2-(6-(2-¥damyhestisusiv no) hexyl amln{oy/v ethyl]-1, 2-benzenedi ol
di hydf%bronide (4 g) in_trifluoracetic acid (100 mg% The sol ution was then
stirred at roomtenper a?‘mg”ihg’f'd?4 hours. The eXd&&B“&lvent was evapor at ed
and the residue treatedyyth sodi um bi carbonat e §@gyt i on. The basic m xture
was thoroughly extracted with chloroform The organi c phase was 45
separ &t ed, dried over magnesi um sul phate filtered and evaporated to |eave
a col ourless oi | whiZch TPRAOUd AfExampiei2eci pitat e WH¥M treated with et hereal |
HCl . The whi.te precipit talllsedt the titTée conpound
from ethanol as col 0ur|?§§'"ﬁ\?§t§%‘%§§ ), Q“%ZM 34. Exanple 26 50

By aned ogous net hods toSctdhnseietaltescrl bed | n Exanmloe%wv the foI I OWI ng
conpounds were nade: %ﬂ N T
4-(5-(6- ( 2- phenyl et hyl aFAdE) HHeG ani no) ot hyI] lqzt%ﬁﬂféﬁ?@alcol bi s- benzoat e

di hydrochloride, mp. [wikd (dec). (b) _

4-[ 2- &6- ( 2- phenyl et hyl am no) hexyl am no) et hyl ] - 1, 2- benzenedi ol -bi s-acetate
di hydrobrom de, mp. 229-2300. 55 Exanpl e 27 '
Bi s( Phenyl met hoxy) N-312-@eaune ¢ rairepig/IZheny| ) et hyPqwdv- [ 2- phenyl et hyl ] - 1, 6- he

xanedi yl bis carbamate o
4-[ 2- b~ ( 2- phenyl et hyl aén%l E‘gﬁﬁ’e &ongh)at& hyl | - 029 ab(’enzenedl ol (4.2 g) in

10% aqueous borax sol utScdturghogphate 40 ) was ach}zu%tved to pHO with 2N
sodi um hydr oxi de sol ution, The suspen- 60 sion was stirred for 4 hours.
Benzyl chl or of or mat e (2. 2dMchggde added and t he AR stirred at room
tenpegature for 2.5 houyge The suspension was ag qldtyl ed and t he aqueous
phase extracted with et her The organi ¢ phase was separated, dried over
MAgNES| CRinsd folia Contrabingtseitesd B8 6A DB VARBTALIRH NiuGe €ave an oil. The oil was
purified by chromat ography on silica gel eluting with dichl oronet hanel 5%
CH30H,4 o gl feomp@ung iof formmlnpound, as a pal e 65 yel | ow oil (2.0 g) MSme"
624, 17 0072061 EXAMPLE A Pharmaceuti cal Fornul ations 5

I'ntravenous formulations 1.0, Go RdX of cayarpbe 12 1% wv
Sodi um net abi sul phite % W V. to[ Sodi um chl ori de 1
0.106% w' v Vater 'R Ry . to 100% 15 2. Conpound of
Example 12 - 1% wW v Sod| um. rret abi- sul phite =~ _ 0.1% w v
2Q/ in which D, represents a grouSofdpnnviaddet at e 0. 01% w v

Sodi um chl ori-de gs tﬁ make i sotonic Water

to 100% 25 3. Conpound of Exar'r?) 1% W/V Sodi um hydrogen

phosphat e 0 24%
: DMLY 35 :
100% C ai s for the Cont ract ing

phosphat-e : 0. 94%W/V 30
w v Sodi um chl ori de. . 7_
Wat er '

States: BECHDEFRGBITULU -
55 8 9

where R, and Rg, or R, and R may form a chain —CH,CH,~, or R, and Rs may form a chain —CH,—, or R,
. R4 and Rs are each hydrogen, the remainder of R,, R, and R., which may be the same or dlfferent, being
- . hydrogen, alkyl or phenyl, .
50 - none, one or two of Rg, Ry, Ry and Ry represent hydroxy and the remamder represent hydrogen,
X represents a chain'—{CH,),~—, optionally substltuted by hydroxy,
- n is an integer from 1 to 7 inclusive,
D, represents hydrogen, alkyl, phenyi; alkyl substituted bv one or more of hydroxy, pyridyl, phenyi; or
alky! substituted by phenyl which in turn is substltuted by halogen. alkyl amino, alkoxy or nitro, or
65 D, represents a group of formula lll

18




1. A conpound of fornula 1, 40 [err] in V\hich[e’rﬂ/r/e?)r/e,'//group of

formula 11, [err] 072 061 [} !ﬁg{\“ﬂ“‘\ay fo m\_.;

chain [err] nmay forma chain‘[errq r@’rr are eac“\ , e re_naiﬁld/é}
r .

of [err], which may be the sanme or ESAMPEAnt, being ‘hydrogen, al kyl

¢ 1 vl

phenyl , ‘so none, one or tyo of Terrd —represent hydroxy and the
r-emai nder represent hydrogen, _represenfs a chain -([err], optionally

substsi t ut ed by hydr myvendusifemanationdt eger from1 to 7 inclusive, D2
‘represents hydrogen, al kyl, phenyl;.al kyl substituted by one or nore of
hydroxy, pyridyl, phenyPresndsf &XampledBstituted B YWhenyl which in turn is

substituted by hal ogeng,glkWetanRlibiir 2@l Koxy or 49ityro, or 65 D2
oot Fistap b Brie

represents a group of formula ‘0072061 A Phar maceuti cal
Formul ati ons 5 Sodium chioride | nt r avenous f owoned%wivons 1. Conpound of
Exampl e 12 1% w/ v :Sodi um net abi sul phite. 1% w v 10
Sodi um chl ori de  Water 0.106% w v Wit HP%

to 169% 15 2. Conpound of Exanple 12 1% w v Sodi um

met abi sul phite 2.  Compounf ofl E4aitiplé 120 1% wiv Sodi um
edetate . 0.01% wv_Sodiumchloride - - - - -~ gs’
to make isotonic Wat er Sedium metabisulphite °. 0.1% W% 100% 25 3. Conpound
of Exanple 12 . 9 v Sodi um hydr og phat e 0. 94%
w v 30 Sodi um phosphat es°d'”"’je°-(&% 0. 24%%&)50@§di um chl ori de ~

0.295% w/' v 35 Sodium chloride Wat er’ gs to make isotonic to
100% d ai ns for the Co%racting States: BECHDE FR @G IT ULUNL SE 1. A
conpggind of fornula 1, flerr] [err] in which f‘é}OPT" represents a group of
foefrula 11, [err] 50 55 where [err] may forma chain[err]s may forma
chain[err] [err] ar®a ezehpundodB@mpletite renmai ndaswwd [err], which may be
the sanme or different, bqing hydro%en, al kyl or phenyl, 60 none, one or
two gf [err] represent SAYYF ExdoHARNeME™? enai nde®H%EMesent hydrogen, X
represents a chain [er rs]{mt&ﬂ%k&ﬂﬁ&éy substi t ut ed jhys ydroxy, n is an integer
froml1l to 7 inclusive, [errJrepresents hydrogen, a"fkyl , phenyl ;. al kyl
substituted by one or Sodiemolioddedr oxy, pyridyl, opésstwily, or

35 " Water _ - to 100%
Claims for the Contracting States: BE Cl-i DEFRGBITL! LU NL SE

1. A compound of formula i,

40
D1 - NCH2 - X - CH2N - 02 '
45 R'] ' R2 . -
' in which D4 represents a group of formula Il, '
o
RS RS
50
R - Iz
7 CHR 4CHR3
55 RS R9

where R, and R, or R; and Rs may form a chain —CH,CH,—, or R, and R may form a chain —CH,—, orR,,
R4 and R are each hydrogen, the remainder of R, R; and R, which may be the same or different, being
hydrogen, alky! or phenyl, oo
60 none, one or two of Rg, R;, Rg and Ry represent hydroxy and the remainder represent hydrogen,
X represents a chain —{CH,),—, optionally substituted by hydroxy,
n is an integer from 1 to 7 inclusive, :
D, represents hydrogen, alkyl, phenyl;.alky! substituted by one or mare of hydroxy, pyridyl, phenyl; or
alky! substituted by phenyl which in turn is substituted by halogen, alkyl, amino, alkoxy or nitro, or
65 - D, represents a group of formuia lli,

18




‘al k@l substituted by phenyl which in turnis substl en aIkyI
ani@o, "al koxy or nitro, or 65 D2 r gO0ZZ081s a g,mﬁ umr/"ﬂﬂmi

/B061 5 [err]_ L

e [err]2 may forma charn[errﬁ1 3 1azcha|n[err] or[err] aree

hydgogen, the remainder of [err], (ay be the sanme or different being
hydgogen, al kyl or phenyl, noneg ‘ Q:fHRBeéﬁﬂ_ represent hydroxy, raad
t hel r emai nder r epr esent  hydr ogentd 15 ri] toldether with the S
ni tfogen atomto which they are atta forma 5 or 6 nenbered

procyclic ring, provided that g X ISR{kcb)t substituted by hydroxy
.. 1) when [err] are hydrogen [err] are both hydrogen or |ower alkyl,
andftwo of RO, R7, R and [err] are hydroxy, [err] is not identical to D,

or PO ||)w'mehae¢ B1'°aﬁaeaW§ahr g:rvr @F‘?'T—Gbﬂﬁ'iz—e‘u@h aﬂéﬁné'@éf?fm?m—c”z
al yl, or do ?fopnh 9@%1 B R, iﬁ%e TSR0 LO & o AL o o cror,
at tlached, for dredeht r{yhﬂag, aer thé rer?»ﬂ gtlﬂ/

‘hygrogen, and [er R,] arid$zabd@)Herw thbﬁitdﬁ@én atdem\rvm théyOaré &ttachedDforrh H)S oWbaﬁmbered

[erfr] is henljﬂlteroquqcr gto et her fobrs‘r‘?yt he chain %’err are hydrogen, n 25 is
1, 02 and R2 dop ) gy @ et her
Forfma net o ogudi T ,Eg;"digf,gz e Pﬁ >t g i i ond AT

carjpon at ons, R:ﬁ)\hﬁenmf?h W, Rs, RIR), By a ar a@ge/amgéh nfanao,da?hoaﬁd\ B&eghauaosra@amdo
r esent -phemy togethercvith Ittarrimomﬂmma;lmwhalweptaahﬂhed e |a\sa;t 6. membérénerremndcycria ringA\.
corjpound acco?®ding.to CI aim1 for use as a ar maceuti c mpound
agcording to d #J)%k

n “Rs, ngiRs i f,to
30yand an asj eqech;tan%ﬁr "o Kok odcR f t°§y ha'"_ﬁ?ﬁhﬁﬁ;‘% Me"a'e ddjr:i’g?fé

tofany one of t hWpwknes; ath ymggeeloaarmr tovrhsatbeh Eto IhEIR; Js methyh REkE Bydyogeb,.n id @Qarmwa
acqording t o em gach mepresent phenylo prelcbdinrageutiadly peseptatieedegivatives thegedir om 3 to 5
i ndl usi ve. 2. A compound according to Claim 1 for use as a pharmaceutical.
4- [|2- (6- ( 2- 35>h ﬁr,gg'ggg,g%%jgp %‘@;?E? @fg)@’&"ﬁh]‘hygm Opfll R0, 78851 P2ingf Rey Rr. Re andRs,
phdr maceut i Ca é ﬁiaaé hd dF e prétbding Qiﬁﬁq;/here'a‘SR-, is hydoxy.
(R§S*)-2,2'[1, 615Hexmmdmyécbor&agnorua ol tif-tl{e]préhpc’ﬂnglelhlﬁ'is,rmwﬂf 0is Frotr-a Blivicluaive ne
digqll, [ R R R* ﬁZ)(G—W Phenylethylamino)hexylaminolethyi]-1,2-benzenediol, or a pharmaceutically acceptable
! hexa‘nedl-?)‘I ?ﬁ id :g‘ l@ﬁ&aneg} )I rsanlm%ltgs(i‘yg !’- 9 Ltrahydro-s%cnaahtpfalenedrol],
; 35-triene-2, 3 }-7,7"-[1,6- hexanedrylbls(ammomethylene)] bis{bicyclo[4.2.0]-octa-1,3,5-triene-2,3-diol),
4-12- (6-(2-(4- chlrmrsqzx MtopRén )Haﬁi%nﬁdrétﬁwl)m&bﬁe hedial,2- benzenedi ol ,
, 243, 4-tet rahydndsz-t{atfah(/@oefﬁ-(um v meto m-m;mmrarmmlrS 6-
naght hal enegi ol , °' a"“ ac"’ ld’"‘/d :ﬁ‘éﬂfl t thgFeof.
saljt of “any . .s:“.’:;? rs- 3 0-5‘% :LZZ? ﬁ°
, 64hexanedi yl bi szarmrg @W {E" 1; a edi"o
[RI(R*R*)] -2, 2' 2211, ea:emaﬂﬁshnyﬁd»bism mt]etrhiy&o{a;l? naphthalenedrol),
, 233, 4-tet rahydrooa c@n@dlﬁ)@}:l# addjtion'salf &1flanv(°ne thereofo . 2 3-diol
. - exa ~tsijcy, I 104,
’26\;,9 exinegl Kl bi %1 é hex %ﬁ)w E mylenﬁygs(ﬁlwcl Iq 9 glwﬁ h%g ﬁh?ﬁfzgpg dll,

i ( exa ;Jh ]methylblcyclo 4.2.0}-octa-1,3, 5-tr|ene-2 3-diol, .
, 213, 4-tet rahydqu-ﬁrri’-s a.arﬂawa{ee«medwneh)no]heryra&u RS EIb14.2:8]-doya- DL @ipteadd-@ol,
acijd addition sdfl@-(zmhemghvbmotmmamrFOImathllchcl 8.2 ORbctaRFa tr?ne‘r’3 -diol, -
, 64hexanedi § bré A Frearaiest bréﬁ "ﬁrhsg'r% cbfcq‘a{’ [4: Sgt"ine- A-diol,
, 345-triene-2, 3- F?"pi ?[;r?g%l bl tzm mmo§ - sIa e ettJ?EI;:elo[420] acta-1,3,5-triene-3,4-diol,
, 6{hexanedi yl bi rﬂm(ﬁl ’féa)?ra"y}?‘%ﬁ‘dms‘?a bdtol 1 C
, 315-triene-2; 3-4dp- (ﬂ-dhpnylamlno)hexylammo)ethyl] 1 ,2-benzenediol, .

) minelptyY! ol i
Z ?dl( ?)' phe?fyl et4H S%ﬁhebzmmmo?h lamingrethl\?ﬁ]-z:ﬁggfrﬁglgl 0] -octa-1, 3 5 trl ene
7-[6 [ 2- (3 4- di rii{%t‘%f{ﬁ,ﬁﬁqé Z,Snéfﬁm Iammoiehégd(ﬁ benzenef'r?'ét hyl-bi cycl o[ 4. 2. 0-octa

-1k 3,5-triene- 23k propylammo)hexylammo)ethyl]12-benzened|ol
7-] G- (2- pheftyl etédH lﬁd\lﬂﬂntbylﬁem yiethylamjnothe qt«;ﬂmlld [2bepze@ddiabet a- 1 _

~ (2-p ylpropylamlno)hexylammo ethyl] benzenediol,
,3,atr|ene34:g$g g fiol,
(7, -[1, 6-hexa ghlﬁﬁéﬂ&ﬁﬁﬁ%ﬁi&ﬁi i bjh igﬁﬂ%‘zdg] octa-1, 3 5-tri
enel 3, 4-di ol , Ors-[B(eRDPEHARAIREAYDEhYINMIBSBEPlaf ﬁtl’ﬂ@-h d-bél‘dd’leﬁlbpn salt of any

t her eof 6 65 10.4-[2-{6-(2-(4-pyridinyl)ethylamino)hexylamino)ethyi]-1,2-benzenediol,

[ 2- (3, 4- di hydr oxyphenyl ) et hyl ani no] hexyl am nol met hyl bi cycl o[ 4.72. O] oct
, 5-triene-3,4-diol,

6-(2-(4-am nophenyl ) et hyl am no) hexyl am no) et hyl | -1, 2 benzenedi ol ,

6- phenyl am no) hexyl anmi no) et hyl]-1 , 2-benzenedi ol , 55 -
6-
6-
6-.

phenyl met hyl am no) hexyl ani no) et hyI 1-1,2- benzenedr ol ,
(3 phenyl propyl am no) hexyl am no) et hyl ] 1 2 benzenedr ol




4-[2-(6-di -n-propyl am no) hexyl am no) et hyl ] - 1 , 2- benz \“\“\ﬁ“\l ‘\LM“\
4-[2-(6- N-met hyl - 2- phenyl et hyl am no) hg)(ﬂ )et hyl ﬁ ) )
4-[2-(6-( 2- phen rop Iam no hex | am no "1’(1§ 2-benzénedi ol ,
4-[2-(6-(2-(4 gﬁé‘ 2-benzenedi ol ,
4-['2- (6-(2- (4?11 &{; é{ﬂzq %ﬁy,@fg,ﬁ;m"m '“% Q:E’%%"L?']‘ 1, 2- benzenedi ol ,
4-[2;(6- (2- (4-a1e: TSy gl A b)ﬁ&b?a&ﬁﬁorbﬂ*}/ﬂﬂh%br]zeﬁbdwe benzenedi o,

65 5 4-{2- (8—(2 phenylethylamlno)octylammo)ethyl] ;;q:enzenedlol
4-[ 2- (6- (2-(4 ’@Y‘ enedi ol
0072061 4-[2- (¥ i“ Mji}y;% Lﬁ gﬁv jﬁ%)ljj{“’ii ?éﬁ@'&’@rdlﬁ
4-12- (N thyl4-.[ &JM;}% hém enzened| ol,
4-[2-{4-(2-p aﬁy—kmhbtyiblesnumﬂardwta ura:memerﬂﬁ&)gthq“-ﬂz hedzeh&did.enedi oI 4-12-(6- (1
, 2, 3, 4- t et rahyigi-bl244- -ﬁ Zm\rhgéwﬁi?x )-amvhmr@i %Il Jél;enzgneb@hzenedl ol, 5
4-[2-(8- (2 ph‘ﬁq T dro h n -5 iy
4-[2-(5-(2- hw%ﬂ A3ty aa el gﬁ% hHatenediol,
3-[6-(2-(8, 4- d,z?ajdt@@ahw’aeqec 2)pﬁ u}d]s7-naphtha|ened.o|ég-

- phenyl 2,3,4 15%3.‘8@"&1& ﬂmmphbrﬁlebwlam&'m tyhm?qoBE d—n{ﬂh;halenedlol )
4-12- (N met hyl"e%i'i(_ 3{?42211 la@mq}fmmnm?% watetediol ||-

2- benzenedi 0|1§§ @::tr:hy :gg Sg {3 |ethr?:yphe)h ;Lett;\g‘?rr:, g): mmo]-5 naph alenedlol .
4- [ 2- (6- (2 hyds; Ghyar aé?]ﬁ‘daﬁeﬁy%méamﬁ@a Wbt 1, 2- benzenediol , 10
4-[ 2- ( N- et hy h26A pBarmBeepticalDaohipbiitvd) comsidirana EH&);ﬁhrﬁWécbor&in@tcbﬁDbﬁ&Gdﬂh@bsecedlng
() - 4- [ 2- 14- igidhs drxadmixtir with @ mhdrevedeylicaini avceptableragiugamt, didjest hyarrerl

2 benzenedi ol 13- #wragessHer theewdiction fﬂih/c%@ewpt‘ﬁﬁ?’é‘”!i‘dq et il ‘WQJﬂmshPfaB?a"&ﬁy

t her en f ce ally acceptable derivative thereo ich comprises:
d of the fi v, )
1 3 4- tet r aqu/ elemgelrégdfﬂqu%?ﬁnff)eq h°§f§rr?rrT3$ahexyl am nol - 5, 6- napht h‘a-I enedi ol

2 3 4-tetrahydro-2-[6-(2-(3, 4-Byjahy y-phgn-ylc)rg hybgan' no) hexyl am noj - 6, _7-n
: apht hal engdi ol , 15 1

2,3, 4- tetrahydro 2-[ 6-(2- phenyl et h}H1am no) hexylagu noj - 6 7- napht hal enedi ol ,
1
', 2,3, 4-tetrahydro- 2-[ 4- (2- phenyl et hyl ami no) but yl am no] - 5 6- napht hal enedi ol ,
1 in which both T, and T, represent.-H, or O, provided that at Ieast ohe of T and T, represents O.

. 2,3, 4-tef% W@f,ag-y‘ij 0 2 SABHYIEIAP &t A9 %cana‘re TVHBFt i 2dsTRa RY MY ERfEI |
1 D,a represents a group of formula v,

,2,3,4-tetrahydro-2-18-(2-(3,4 d|hydroxyphenyl)ethylan1no)octylanlno] 5,6-n
aphthalenedlol 1

6
, 2,3, 4-tef} ahydro 2-[6-(2- phenyl et hy 'o)%exyl am no] - 5- napht hal enol, 20
or a pharmaceutical ly accept able_ aci/ add tlodgi of any one thereof 12.-
A pharnaeceutical conposition: cof?rprl s\Ng y/comi Biordl ng to any oneVof _

the preceding clains in adni xture wi th—a{pharmaceutical |y accept abl e

adj uvant , *di l uent or carrier. 13.r -procesg f-ot- the production of a
conmpound of formula 1, accord| ng to daim 19 or a pharma- ceutically -
accept abl e dBslewg, RMERAIGY, 8RR 2 Whi b0 re6 SHRoly 1855 theBame sighi®dansBbER RYR), B, Ry, R,
reduci ng a @mm@gm Bfre thitdn $dgiition bee drtiyo t[fﬁs.rﬁﬁ,’o‘ﬁa ard Mh‘na)/hGMEneht a[peateced hydroxy

r epr esent %0 P@F I‘QVI ed th tbat ast ondedto resent 0. 35
[err] have th%’%ﬁf&%‘;ﬁﬁ fgﬁﬁ@g g Vé'r kﬁ utleg%‘} E“ xg?&f %ey |
nmay represelﬂ{'dr&ypﬁﬁidﬁc He 4 Psub: ﬁﬂﬁh?chan nQM.I%u |tu tﬂ"-lj

R5a 40 [ er r amiho, alfosy er uedrr] respectlvely ave the sane si gnlflcances as
[err] ands§ er rq Dabigpresentspasoupirdiforinpia M6idi ti on one or two of [err] may
represent a protected hydroxy 50 group, [err]. has the sane significance as

X above, save that in addition ®q3fey bear_ Biptotected hydroxy, D2a
represents hydrogen, alkyl, phenyl; Kyl substituted by one or nore of

hydr oxy, protected hydroxy, pwi al kyl substituted by phenyl
which in tfurn is substituted )bi{ﬂ;r%al oge Iky%1‘ar(r41%dogal koxy or mtrot}f
or D2a represents a group of fornul a v err] 60 :

' ' ' ' ' R,-a R e2

‘65 .
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0 §72 061 wher e [err]a'respectlvely have the sanme significance as [err]
[efr] above, save that in addition oneommﬁ of [err] may represent a
pr pt ect ed hyQ:F.é?»XM ar 9w, 2 ssa e5|re t hereafter, remnpvi

(bf :produci ngro&cﬁmnmw fornu ti ca
i dbrti cal to Rand5 nqcmm/ Iongesaed:tha'pﬂtenderﬂcfvrrfgm’nmpl'o&chﬂgl grom[peltdi bive the corresponding

gr )ups X. 'ﬁ%‘ﬂd °f“PF'%1' B YRR P de idential iy Divend 1'Eé15f“]°a'1t5 Rz, by
or an acl |t|on sa t ereof Dlb represents the group of fornula

I X§ 20 R6b R b 5. 25 - LCH=~X,—CH,L, [err] Vil

X330 in V\Iﬁi_ch [err] respectively have the sane significances as [err]

<

[efr] above,’ s@rﬁsas :;mlvrtcaGHIthPHﬁsﬂbemﬁqf@pr@s%mt'%V'P@weimble gr oup
abl e of iggfLasy "fﬁ f oG eophi licity of nitrogen, and one or two of
r] may represent a protect éd hydr oxy,.p-2¢l | f necessary or desired
reafter’s renoving any such protecti ng of renovabl e groups to give theay,
respondi ng conmpound of formula 1, 35 Rc) producing a conpound of
mula I u‘PWMWfE'P'F ﬂ'ts?hqf@éntrcal ‘to [err] and both [err]3 groups are
rogen, by sBiPdeR’ %tFJ’ergé‘ﬁ'ﬂB”‘ffj“‘ﬁa ¥onpound- of formula X, Rc R c
r] 6 ‘2 5 40 [err] 45 in which[err] respectively have the sane

igni fi cances..as-[err] [err]-and. BeRkove, Bgke that -in-addition,-so

her one or both of [err]may represem rotecti ng groups, one or two of
rrr] may represent a protect &dbhyde Bdu.b My bear ~a protecggd
oxy graup, and if necessarg or daygi r ¢ ther afte? renovi ng any such
otecti.ng groups to give the correspbmii\qg conpound of formula 1, or 55

) renpval of a protecting groupR§¥om a cBgkespondi ng- conpound of forml a
carrying one or nore protected hydroxy or protected am ne groups, and

ere desidhafwhich RBGREFA, HoSRPMEN, hibhfd hlBSeshEivbi a0dine ARQIARCALeshOR I

s oo 20

007206he r@clsonmlclmrf nitrbgen (God brrect tworpfjReSt Rab,&sb, #98 Rib my rprreecatsiprdt@tedhidroxy,

oducti on of andd mor(ﬂesrﬁg aﬁeq remP\@pqﬁny such protectmg or removable groups to give the
correspondirlg compound of formula |,

O N

by selectively reducmg a compound of formula X,

__ . R5C Rsc . Rsc R6c _
40 . .o
| R ‘ , Rc .
+€ O CHR4c COtiICHZ chHZ TCO_CHR4C Q 4 X
45I . : Rlc . ch : , o
. \\,/ - . RBC Rgc | X - el . R9c RBC

. in which Ryc, Rac, Ry4c, Rsc, Rec, Rsc, R,c, R,c and X, respectively have the same significances as Ry, Rz, Ra,
Rs, Re, Ry, Rg, Ry, and X above, save that in addrtlon,
50 either one or both of R,c and R,c may represent protecting groups. :
‘one or two of Rgc, R;c, Rec and Rec may represent a protected hydroxy group, and
X, may bear a protected hydroxy group,
and if necessary or desired thereafter removing any such protecting groups to glve the correspondmg .
compound of formula |, or
55 {d) removal of a protecting group from a corresponding compound of formula | carrying one or more
protected hydroxy or protected amine groups, _
and where desired or necessary converting the resultmg compound of formulaitoa pharmaoeutrcally _
acceptable derivative thereof, or vice versa, .

—_—

A
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anf *prot ecti Ry, Il m ggv R‘Y‘g t‘fjﬁ‘{f&i,o §§ &aﬁnma, W'rﬁiml élp]v:szér?f N

VIf to in %F@gg ff°’WHiadh mag e the sane or different, represent .|eaving

a phar MacRR,) Kahd §, BE@ERUEIAkGN SRNtoN AID WA rbitedeRQl remVabl¥ boBp RSS! i aéiﬁfg 2

35 {c) producing a compound of formula | in which D, is identical to D, and both R; groups are hydrogen, :



which [err] represents a group of formula Il, [err] x5 11 20 where er@

@y forma chain[err] mayforma chain rr t he
mai nder of [err] may be the sa@fodrog?ffertunlﬁﬂﬂl]mthJﬁuJﬂﬂen
kyl or phenﬁ"’""??'*"‘“ﬁ&?@"g?}ﬁ% B two of [érr] repreSent hydroxy and the
@ei nder represerg prbééggﬂ%gpro&lélgrpsﬁsc%&?&na offdphdlar[err], optionally
fMbati t ut ed by hydroxy, n is an integer from1l1l to 7 inclusive, D2
@presents hydrogen, alkyl, phenyk> ky! _sybstityted, by one or nore of
[ dr oxy, pyridyl, phenyl; or alky 1su?st?tut ed by phe?'ryl which in turn is 1
bstituted by hal ogen, al kyl, am no,RaI koxy or nktro, or 30 - D2
@presents a group of formula 111, [ert] 40 Wnere[%rr]may forma chainferr]
By forma abh en, the remai nder of R2, R10 and
M1, which ma)q;r{ hm%%’é’%ﬁ%%fﬁﬁ? @@r‘r lsgber ng hydrogen, al kyl -or phenyl,
ne, one or two of [err] represent ydroxy, and the r emai nder repr esent
drogen, 45 or[err] together w16 5ogen atomta which they are
tached, feasma 5 or 6 nenbered heter [ C ring, provr ded that when X is
t substituted by hydroxy and i) & 2k Ry BER [err] are both 11
#;dr-ogen or |l ower al kyl ;--and two of “[ el pnd - [err4] are hydroxy Terr] is
t identical to[err] or 50 . ii) whey are hydrogen,[err] do not
lich represest |ower alkyl, or do notRgogethBs with the mitrogen atomto
ich.they are attached,. form.a 5 or. 6.nenbered het. erocyclic. ring, of .iii)-.
en [err] ar evieyeh 1@9@ Ordiaelnqﬂama]rfqr@aaﬂ' H Ly Jor Repingh B¢ mavdermt chain —CH.— ,Or Ry,
ere], or |v) Wog °h pedr Bril)g rempiagero f“o@%ﬁ“ﬁ - vhish ay e thesame, o differgnt Spige

ogen, '%o %Mof ,Ffj,QR ARd RGBS ehEORER Q\Tdtlkfeyrdﬁmgg@epr FeséHt KydrogeR
M not tOget her méﬁrésantbekwm&uﬁa L)-C, d’ptr%f@%ﬂrbiﬁﬁted’%dr{owr] i's ﬁ(r%ydr og\\edn or
Byl 1 to 3 carlodmarahtemfroﬁatozummsl , err I's hydrogen, nis 1, D2 and
do not each r Spregwsaants }a'kvhﬁ'éfn h?i‘F’V Et t?cttéll o th g5py. pyridyl, phenyl; or
i vatives %haé'fy stit " %&Eé, %“bf'é‘it?é’ctl"lr\?@?% l? ’}?ga'5°"}§8'iﬁ5‘(5%ﬁa
o t he formil a | 985’ err ﬁ 5 0072061 i n which both [err] r epr esent
‘] or 0, provi ded t hat at Ieastnge of [e represents 0, [err] have
e sane significance as [err] abo ave~th I n addition they may

Br esent a protectr ‘ng group, [err] reg ents a group of forrrula V, Rb6a
- 10 - R,3 CHR,,CHR; = - Vormz
B-re [err] respectlvely have the sang dhi ficances as [err] and '

3 r] above, save that in addition one/or two of [err nmy represent a
Mot ect ed hydr oxy group, Xa has the Susme srﬁmflcance as X above, save that

addition*ft MRy rotected hvdr 0 rese
& ogen, “al ky§ h;: BRA; 5 120 °’ 10 }ﬂ.?lf.yzméu%r t9 F %{_8% Y BNt °D%f“ A ‘?R‘émg‘f f%hm 3Frginy TCHe
ot ect ed hydr 0Xyhe r&yﬁdiy&f ,Rz,rkln,eney Ry, vibich sl b the umadrweedt Bag pm@\éh aWdii oF Phenip,
n i.s substit uhemk, tne dnabogfd, RalRwdnd Raremesentdiyliroxy amat theretmainger represBR &iydrogen,
esents &° q{ od ,?qnde@rth r with the gitrogen atom to which they are attached, form a Ror 6 gnembered
eterocyclic ring,
prowded that when X is not substituted by hydroxy and
i) when R,, R, and: Rs are hydrogen, R, and R, are both hydrogen or lower alkyl, and two of-Re, Rs, Rg
and Ry are hydroxy, D, is not identical to Dy, or
50 ii) when Ry, Ry, R4, Rs, Re, Ry, Rg and R, are hydrogen, R, and D, do not each represent lower alkyl, or do
- not together with the nitrogen atom to which they are attached, form a 5 or 6 membered heterocyclic ring,
or o .
iii) when Ry, R,, Rg, Re, Ry, Rg and Ry are hydrogen, and R is alkyl, D, is not identical to Dy, or
iv)} when R, is phenyl, R; and R; together form the chain —CH,CH,—, Rg, Ry, Rg and Rg are hydrogen, n
85 is 1, D, and R, do not each represent hydrogen or atkyl, or do not together form a heterocyclic ring, or
v) when R; is hydrogen or alkyl 1 to 3 carbon atoms, R, is methyl, R, is hydrogen, nis 1, D; and R; do
- not each represent phenyl, and pharmaceutically acceptable derivatives thereof, which comprises:
‘(a) selectively reducing a compound of the formula IV,

60
v

Dja = NCT; — X, = CTyN — D,a

R.,a- : '-Rza




'] [er] VI. 30 35 where [err]ﬁwﬁﬁctivel,y have the sane @
I.frcance as[err] [err] above, save't addi tion one or nore of

r] may  r eiprvenichrbthd, pndT.aedresentity dr 0)Xprdvidpt Ghap at |eaathne iof T,re8d Esi@priesenBIO,

fred thereaffudnd RP%T?m'ihﬁ&"mnrﬂF@m@tﬁx Aty Ry lbrygssaveghay inadditignethey may represent a

[ espondi nE; %SZFE (10 L rq},ror%ull 40 (b) producing a conpound of
fl a | isn whi'chl ert is i |calato[err] Is identical to[err] by

cting a conmpound of formula VI, LCH2-X -CH2L2 -

45 in which[err] which may be% different, represent |eaving
ups, X. .is as defined above, with ; xpound fornmula Vil, [err] 50 or an

acld addition salt thereof [ern.}a ~ rmkga@mpao.f forrrula | X, R6by
R5p [err] 74 3SRbin whi ch[ err]
reppectively have the same significane as R, R3, R4, Rs, [err] above,

saje that in addition [err] may r dyPesent aRgraermvabI e group capabl e of

| ngreasi ng,s65 the nucl eophilicity of nitrogen, and one ortwo of [err]may
resent a phet st RE A GaORY, R2ahd Rya BEbA2061Y havedhd shma eigiticaagey asRs, RASRsi ReeR), Rs
reafter, endfbabovey sawh%irchdipiwmre@t mfaea ﬁvar?wa'lélﬂea RYSeRIEFent@ P@t%edﬂ‘moxv
respondr ngr

whi ch % ISE)E’EQS iflles &s?ﬂreh ncirance s)g‘hb !%t i ad%gimg :,tg:l,’ %‘Ma ro(?gcte:;‘lo‘l-f< )brotected

ectively ﬁﬁﬁ&&J BYeidy, sheRgpOdH itk yl(ﬁub tﬂftéﬂJ yap fBh Gn turn is substltuted by halogen, alkyi,
r] -{err]  é@ino, alkoxy or nfte r-]. - _ .X-15.in which -

r] respecti \aEPya 'lqefﬁ?“lsﬁ@f@ar?éf°§1"§jﬁ\”frcances as [err] [err] above, save
that in adzgrtron ei.ther one or both of[err%c may. represent protecting
ps, ofié or two of[err] may Repfesent 12t ect ed hydroxy group, and 20

[&rr]may bear a protected hydroxy grnd i f necessary or desired

t hereafter renoving any such Rpro t ve_the correspondin
cagnmpound of "forrmula 1, or (d)@?éhnv. proté%f%ﬁ@oaroup froma V.
cdrrespond®ng conpound of fornula | 2arTxing one or nore protected hydroxy
protected am ne groups, 25 Rapd wher & gesrred or necessary converting
tHe resulting compound of fornul a to a pharnaceutrcally acceptable

dgrivative thereof, Roerr %e versa. 2. r ocess azeg or di n & é—i .
er 10 137
e ot gt e R A
[drr] are bojfhelRdiya C&ss aceord
[grr] is hydr QMg -if r%@essary éf de&rdﬂrtﬁﬁ%ﬁn a@mrndrang pio&cﬂrgygrmme tdfivd the cqnfeemtdlngg
Clfai ns, mher@mpoundrcsfq‘rmdm.3 to 5 inclusive. 5. A process according to Claim
1, vvher ei rf°t he (t&@(fgg mgoyp farrqulq Isrn 4vh[c2 D(z@ |(jtz'mcal to Dy, and R, is ideritical to Ry, by
pHenyl et hy| af#fHBY A ‘3{9‘?%{ HTEERYY - 1, 2- benzenedi ol , or a pharmaceutical |y’
adceptabl e acid addition salt thereofLr,cuz_x —CH,L, _ !

45 in which L, and L, whrch may be the 'same or dlfferent, represent leavrng groups,
X, is as defined above,

\J with a compound formula VIli, ) )
' . : NH : .
. | M ' v
50 N : ' R;b '
or an acrd addition salt thereof,
D,b represents the group of formula 1X; _ _
55 _RGb | Rgb
R.7b CHR 4bCHR3b ' . IX

&0 : .
Rgb Rgb

in whrch Ryb, Rab, Rgb, Rsb, Rgb, R;b, R,b and Rgb respectively have the same S|gn|f' cances as Ry, Ry, Ry, Rs, -
i Re R+, Re and R, above, save that in addition R;b may represent a removable group capable of increasing
I 65 the nucleophlllcrty of nltrogen, and one or two of Rgb, R,b Rgb, and Rgb may represent a protected hydroxy,

—____-_______/
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G e ou e o N 7

" hexanedi yl bi sani no] - bi s- [1 2,3, 4- teDrQi%/%‘b 5, 6-‘napht hal'enédi ol | ;

[ R( R, R ) ] ( n):l lf?\eb%ssa[y]or desired thereafter, removmg any such protecting or removable groups to give the
, 6- hexaneddryékﬁunaﬁgearﬁmﬁd Stybemir),] - bi s(bicycl o[ 4. 2. 01-octa-1
5 t ri ene- @) Bedicioy ) compound of formula | in which D, is identical to D, and both R, groups are hydrogen,

2- ( 6- § 2v pelecgivphuredysinardyFPTRIRY PEIRI™MEA Fhexyl ani no) ethyl | -1 , 2- benzenediol , 1

2 3,4-tetrahydro-2-16-(2-(3, 4-di hydroxyphenyl) - et hyl am no) hexyl am no] - 5, 6-
napht hal enedi ol , orRgS a Rg‘F\ar maceutical ly accepRghble BgfFd addi tion

salt of any . one of . 40 7. A process accongr{ to Caimi1l,
‘wherein Lhe co nd NI a l 2' i X
, 6- hexan&di yl brglg?%\ n %4"‘2 Cghig )?C(EE; Fé&%‘%bc @ eﬁedi ol I,

[R—(R*R*)l 2,2'-[1, aned| yl bi iam noj - bi ‘[11
, 2,3, 4- tetrahydro 5, p-apigthal enedi ofl, 2,2 -@
6 hexanedl yI b| sam n(ﬂ bi 39[1 2,3, 4- tetrahydro 5, 6- napht heﬂ enedi ol ],

45 (1o’r ‘a Fpﬁ 7 s’% 3; Eﬂioégg%g&ﬁéé(gfegpetagt dg'uh{eqée same 1lgm {%ﬂ&?%‘s' %ngzdﬁ ol 1,

t hereof . 8. é,t p@.q‘eaﬁs,otawq,rcdhmgzcmy tdpreisdht protedliRghdups, t he corrpound of formula
| is: [S-(R*of¥ érlwa pf?Rs{: R.c, Rac and Rec may represent a protected hydroxy group and

6 hexan@dl| y|xbr“§ PIBT?E%"H qup,s b| I 4 2. OL oct a- T
,3,5-tri ene- 2“ Cﬁsaw ‘:geg hfr er[re_fno ing a ysuc protecting groups to gwethecorrespondmg
pite

ful
, 6- hexaned" rr1p or 5 M%%L 1B 3 Chrr 3 Y g kémpouRld 6196rhRral carrying one or more
\"[/5 tri en;ﬁo'@ct&t or protected amine groups,
7

6-(2- yhenyh@w  desiraus) hesespbn nomverfinethéebuiing perhpduad of fgnutad toz-pharmaceutically
3,5-tri enqgceg auv reof Qr vice versa.

-1,3,5-tri en@ ordm to Claim 1 or 2, whersin R, is hydroxy
7-16- (2 phenyl Aebulayésancmh exany ang ofaheédeyihd Cleiys) miedem?n B]frooc ta 6 inclusive.
,3,5-triene-38 A diresess @orging] o Claim 1, wherein the compound of formula | is 4-[2-{6-(2-

. 6- hexaned? Pﬁ?‘%ﬂ%ﬂ?ﬁ*ﬂflﬁvp)g(ﬁgb ] 2-pgnzenpgi gwpcﬁ@rmchﬂ_cawﬁcae_pfble acid addition salt

h
,3,5-triene-g %4 HioBdss dRordind® RACIIRS QULIHERIN the ARpBIRPbE fRRiS 1 ad dhid a2 fal t
of any GssendxbragBisamifio)-bis-0L,0,8 88GhAECEE-thphgalbredicli,al m 1, wherein the compound

Py [2: 3, @g ﬁﬁi Gl et one K o A0 RGTSRE PH P1 By & B Ao a

ben Z enex g harmaceutically acceptable acid addition salt of any one thereof.

i‘%ﬁﬁﬁ@w z%ﬁi:a e &%‘*E@?zﬁfﬁ iﬁb‘“ﬂ%‘? ol

6
6
6- ( {1&}61(2-(3—#)4 y tiTBriieL) uatmatﬁﬂ 1%— ehediol,2- benzenedi ol ,
6-
N- nt

(4 ma%[ hrexyiarhieod h\am.me mhkdidl- 1 |, 2- benzenedi ol ,

4:{ e(mtua Plpth " e th -1, 2- benzenedi ol ,
;i"z e %ﬁmﬁﬁggﬂfﬂﬂﬁiﬁﬁﬁ o bencaiea oL 4T (1

4
8- (2- phe[n-}d-(erbdqgfbm&nm)t@ﬁlg&hﬁd}ttﬂp}}mhﬁe}ned}m 2- benzenedi ol , 10

5- ( 2- pHelR{a-{dtrhephvii2ioheryy[sthwlap il ZZJBbVeW@hedl ol ,

(2-93, 4 ‘H%&'PB%W‘;BW@HW'}‘@PWFQWPHB‘Y’I’T %’]’e"fd'ﬁ'nenyl 2,3,4,5-tetrahydro-
enzazepi n-7, 8-di ol ,

N- net hyl - 6- (N et hyI 2- phenyl et hg#tani no) hexyl ani no) et hyl ] -

nzenedl ol , 4-[2-(6-(2-hydroxy-2-phenyl et hyl am no) hexyl am no) et hyl]-1
nzenediol, ‘ S :

- (N- et hyl - 6- (dl n- propyl am no) hexyl am no) et hyl J-1,2- benzenediol, 15 .

N 1

-bl—‘w-h-lf- hhbb#h_omhbbhhbbhhm\lo

— :IEI—'||—|

a1
+4-
1

a8 on wrc yl e y ‘am no) hexyl ani no] 5 l6 napht hal ened| oI ,

- o I T - e

f fornul a | [R(B*RGK+})-7,7"-[1,6-hexanediylbis{aminomethylene)]- blS(b!CYCIO[4 2 0l-octa-1,3,5-triene-2,3-diol), '
- m\mﬂ 119
363[§ (r3| gﬂ?&g%k W('?l%—dlm“yt;hen )-etl llwla amlmgq'gfs nap }fwaller?id 2h O]f oct .
icaut t t n ne - ther :
-[2-(6-2- hew?., ca?q?ﬁg'@ bawﬁfa?nirﬁe}rﬁfe%asbj io fop:“‘émeﬁedua Y, one e
-[2-(6-(2-( B ¢18/hekaiebiylbasmingl blsd K 3,8, sreraigy, e:t-mdabht&aler@dublenzenedl ol
-[2-(6-phen ihé hexariediy em ¢libis{1,2,3.4- pg'glzygmef@ﬁ r@phthalenedlol]
1218 hrenes S 2«34@@{ e
I

-L24(6-(4-p ma ¥écariing & Oencyd, mrasa)ratcja J,un& of RroR@z@nedi ol ,
- [ 2- (6- am nds-tReeyll-aRil e e%arh lt/lbtsﬁmﬂlohlem‘zlmﬁﬂblsMcycloM 2.0]-octa-1,3,5- triene-2,3- diol,
-2-(6-(di- ( )pm N ’?Wf'ﬁ? P} 'S‘ 'c‘ffbdéﬁ& dr%rg:ene -2,3-diol],

o127 (6 N etk EEE AL, %?&ﬁ%%gaea@{lo'

3 Bibyaialan®)-6c fri ne— Jnanzene

0 2 61 4 [ 2-(1 18-{( Q-he(xénemyn:rsaphw{h),leﬁ m@bﬁyﬂ@[)mskgctaalm m)mahw:ol

,« i _-i-.a,i'-.ﬂ."!i\\'i'ﬂw A
"

2- [ 4- hydr oxy- 6 (2 phenyt et hyI am no) hexyl ani no) et hyI ] 1, 2 benzenedl oI



1,2 3 4-tet rahydro-2-[4-( 2- phehyl et hyl am nobut yI m'”i"”zm, m ened| ol ,
1-

, 2, B, 4-tetrahydro-2-[ 8- (2 phenyl et hyI anq%o%gg?yl am no] 6 napht*hal enedi

1 > 4-[2-{6-{2-(4-nitrophenyl)ethylamino)hexylamino)ethyi]-1,2- benzenedlol |

2. 4ot rany i (vl ot 1 ami nol -5, 6-1

ap '\hﬁ|ened'0| 2-(6-(2-(4- Dethyl hexylamino)ethyl]-1,2-benzenediol
L 3, 4-t etsr ahw{ﬁé&{z;{ep :z;ny)e y?)?éﬁ&fh?f)%ﬁgg °’$?g’}en'81 5- napht hal enol , 25
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Ry - Ry

60 worin D, eine Gruppe der Formel (il)

65
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i ) R 15, 16 bedeut et thjhﬁ? nd RIZ oder RIO und RIZ ei ne
Ket §& -“CH2- CH2- bil den kénnen oder ei ne I 1 den
konflen oder RIO, R,, und R12 jewei I§ V\assersﬁoff Si ﬂ““ﬁ[’&!‘l{lmw& von @
R2; FR10 und R, 1, die gleich oder verSshi eden Sein k rnem sersst
A k§l oder Phenyl i st; keines, sines wei von R13, R14, R15 und R 6
Hy. wxy dargstell en und der Rest B5ST t SHR  OHRL- R2 und D2 zusamrenzz
m tf dem Stickstof fatom an das sie geDd Zn sind, einen 5- oder
| i edrigen heterocyclischen Ring ly ; rrit der Mal ~gabe, daB, wenn X
ght durch Hydroxy substituiert ist'8und * kg5 1) wenn R3, R4 und Rs .
Wagserstoff,sind, R und R2 bei de Wasserstoff oder nied. Alkyl bedeuten und
[ von R& bRikyteRslobﬁn& thd Fklydhraxgndsas pidle Kdb2 —+iHz¢H —iltienBbnned @driRg aritl As ine Kette
od¢ n‘ﬁ‘*— WRs J%M@Fsﬂmws% E'IOBQ' 6¢’fRe§IVF\'de m:ng el dI92

ht j EWEI I ‘Ef’"

ni " Msipisi f%@'ﬁ? o TRt SR E
an|das sie, @&Hlﬁ]qe’d?oﬁwﬁnnfdr@@ﬁst "" a 2&Ibdnt il 5%:97 c%).s(t %wfs%ge enexlk\l/lf
Ri hg bil den Pheh@), Atk{d ein- odéri rhe hrM&nI"Billb xuler?%h P'RSydrtRSi PyRdyl, ARSnyliiderQkyl durch Phenyl

Wapser st of f  gibstituigndaRgeindrdeirs dusehciialpgen. Alkig2 Arrinp, Alkoxy besn Nitfocke bitituirtisti aer DOxheer
“iv] wenn R - BRPRg ferfaeifiBt | R3 und Rs niteinander die Kette - CH2CH2-- - -

bi } den, R7, R und Rg V\assen %off -darﬁt llen, n 1 ist, D2 und R2 nicht
jepeils V\agserst of f oder Al ky ht mtei nander ei nen

zhef erocycli schen Ring bil den oder v) wenn R, Wasser st of f .oder AI kyl . .
mf 1 bis 3 CGAtonen ist, R3 Bt pt-eCHR RLMRgsser st of f darstel It 11 1
ist, D2 und R2 nicht jeweils Phenyl Aut enj - und deren phar rrazeutlsch
anpéhnbar e®Der i vat en, wel ches um‘g . { das sel ektive Reduzi eren einer
Vef bi ndung der For rrel (I'V) 50 Dla™1sN CT,"t6Xa  CI2N D2a _ :
Y B ' | Rla R2a worin sowohl T. als auch T2
H2| oder O bededetewobi &, whaR, MaBgandd Ri@Be Xeid -ACESICHRE Biidn WdhAenTodetMlunbiR, Line
dagstel I't; ”RJKelﬂqrn@HzRdemken oflerRe. Bedwd R AievepilaiVessRstotipidd. mbebe’rﬁeﬁabelﬂh, Rso und
u

er dag si 5“2 & gleish p Phjiedascaginikd AP Qg TGP bt kel e'ﬁqsr?é‘:”‘”e'
g’ % n%ﬂbg ég(ybund %%%Enzﬁ;w::é:lgﬁw I:etjigv.ﬂh I;%?‘%E‘ex m

111111 - Eera\lla[SgReadaB wenn X nicht durch Hytfoxy s stltu
~. 35 a_ lla_wenn R,,mmdf sind, R, und R, beide Wasserstoff oder med Al Rfauten und zwe|

|

R

Rl 8 ﬁt“e Hygsexy sinRe nigaymit DRE‘anﬂsRea' of®7a, Rsa bzw. Rga
g

d

ei chen BEdﬁ ﬁt'“m@ . Rdﬁg; Sﬁ%sto %P@%vdﬁs]mé g%«j en si %Ee@%wger%feqe alésrf"#"ﬁro-

B zusatzli |.@hamngp Rkn, 6¥&!1 Vvon REa el
dr oxy- gouppeiildens Re Rl 80 Rk B Retirid R Watketstd sﬁidG:h&RBﬂdﬁbﬁdUdit@ wneit |X :miaelaedina&h
sgenomen &hkloders zusat zlich ei ne geschutzte dr oxygru tragen kann;

a \MMasser st gf £ WaoRJh Phasyichggeutesdts te' % maqg Be Rt (s i Ro
rch Wdroxg‘,}::,g ‘i;ﬂk '&ﬁRMﬁQX Vode ’S‘V?s AREFAT S&e’™, 'Wde%ﬂﬂ’éﬁtfﬂﬁ@?’
rch Phenyl, 1y msssatdﬁafdsemm rﬁubstslst@mﬁkn lis3,t R, CNIHGAN bédRL1eD R wablekedss
no, Al koxyarstdlern Nist. DoyundFachiztit jeweils Okayl e@autedi Nne Gruppe der Fornel (VI) R
i und depen ghgrmpzestisch ppnehmbare Derivaten, welches yenfaBty 20

4a . CH ({a) das selektivgfRedyzjeren finen Xerbindung der Formel (IV) VT 25

15a so Ro6a darstellt, worin RlOa, Rlla, Rl2a, Rl13a, Rl4a, R 5a bzw
jJsa die gl eiche Bedeutung w &, R10y 12 14, R15 und Ri g oben
ben, aul 3er daB zusat zlich g?nes gi‘r rrghrergjh? 52313a Rl4a, Riga und!'V

6a ei ne geschQt zte Hydroxyl grupp garstel | en nnen, und, wenn -notwendig

er gewOggcht, das-anschlieBsnde 30 Entf.ernen Flebl ger Schutzgruppen zum

hal ten der entsprechenden _Verbi ndung der Fornel (I
worin sowohl T, als auch T, H, oder O bedeuten, mit der MaRgabe, daR zumindest eines von T, und Tz O
darstelit; R,a und R,a die gleiche Bedeutung wie R, und R, oben haben, auBer daB sie zusatzhch eine
Schutzgruppe darstellen kdnnen; D,a eine Gruppe der Formel {V)

G uppe. der ket

60
’
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(b) das Herstellen einer Ver bi ndung der Fornel (1), worin D2 identisch

DI ist und Rl identisch mt R2 ist, durch Hg%etzen der

Formél (Vill) LICH2gX. CH2L2 072 mllm"lm!e"lm!ﬂ

worin L1 und L2, die gleich oder k'qschl edgn, sei n ennen La

‘G'uppen dar st el I ern und X, wie oben®ds Ist, mt einer Verb| ndung der
evOPHR ja0BBLaDi b di e G uppé derV

ni
Formel (Vill) Drb-NH 40 @
\ R6b R5b b R5b .

V™. Rb soder ei nem Saureaddl Ri®
CHR4bCHR3b 50 b R b8 R-9b

Formel (1X) 45
darstellt, worin Rlb R3b Rab, F%&f" R6b, h)aRSb bzw. Rgb die gl eichen

Bedeut ungep ;i ikRia 2, RiaBrw, R a die Glelcfbn HafeuRing #AGH RN RO KD R, 3UBE LnglRB
zusat zl i Cﬁdqésbé?beoggﬂ rf @ﬁﬂﬁ)a&'@gzu il éi‘::!vj%éa&; e\fon gzggﬁ-,:l ﬁrﬁgbﬁﬂﬁiﬁ eind ;scaltﬂe Hytclir:oxy-'
Nukl eophi | i ba:ppe/darstéﬂtan lcalnsénok,fdnécgjeuafelnﬁd:mmngw abemiss, aos:benommdaﬂenuamhcm

Rab, .und Rglseashmae uwwatgxzmeetraeym kanny ig erbt%%ewsvég’hmhmn Alétmm %g‘f'%?t:;:ﬂ:
not wendi g_od B ro Fggﬁ YOS hg™ vhage ;%l‘m ) er
lSChUt 7- chegnﬁ%% ame q Su’bst? s(% rcTﬂ'l?nO%rh min Ezr é(\ﬁ? serr'gghegééﬁt a et
Ver bi ndung der Forrrel (1) 60 (cl das Herstel [ en ei ner Verbindung der
Formel (1), worin D2 identisch Ri1g20L i st uBRd2Bei de R3- Gruppen Wasser st of f

si nd, . dur g:oh sel ektives Reduzi eren eirb| ndung der Fornel (X) 65 30 .
. * -

0072061

1 S - R, .a -
PR TIITET T H T 111 R @4 CHR(aCHR;ga vz
R5 Rf CHRt 4 CONCH NCOCHR ¢ -

Xi 4 2 - C 2 4 Rjca ‘R, .a R ¢ R8c -RQC
2\ 25 Rgc R8c 10 Rhg 16

9 worin RgCdr f, % ﬁa&ga HGa R enl%?eq u ﬁh%n,R,R,R,,
Bedeut UngenRW%édéiob&ha bt 1v::sa 6o rﬁi’?\ae &%ﬁ,n(,g % 5a1:.|ndmR1;; eine
aus genonmengeteiitaa Myataxyigapp eeiatswedﬂranﬁdnneﬂ \&d'ﬁrno dig0deo e gbhuaaiam:ahesende
Schut zgr uf?péweum Selisbigerr$chutzgrippen @Mﬁé@"@déﬂf empchwmn RebindyRpcler faemelfitl Rc

ei ne geschufzt m 'Q“‘rs'%? gf;gr‘ﬂm?é;dﬁf&r@ "R‘Sﬁh‘%ﬂrﬁdeﬂm“ it D st GeidenisahsaieRs
Hydroxygruppé ragen Kann,- d"u{}\%?ﬁﬁ ?\r&e dlg oder 15 gewOnscht, das '
anschl i egende Entfernen beli ebl ger dgeaytxN genLSchut zgruppen zum Er hal t ey
der ent- &prechenden ‘Ver bi ndung der Fornel (1) oder éd) das Entfernen einer
Schut zgr uppworirgn ved lnedie gaishoderversehindemseinddneniiprg!tohss Groererrgfrsiglien ungiXvigphea
oder nehr er 8figige i mivsiner Verbindung deripmpel (U1t 7t e Ami nogruppen tragt, und,
wenn gewunscht oder notwendig, das Ubergghgygn der erhaltenen Verbi ndung der
Formel (13 in ein pharnmazeutisch. annehrrbarqas 20 Derivat hievon oder =~ .viit
ungekehrt. 2. Verfahren nach Anspruch :1, wBdin sines oder beide sines .
benachbart - i artes Paar von '
R13, R14, %?%P%%ﬁu & “B ssa%ﬁ‘r’%ﬁ??%ﬁ%@.d'%@g@r%aﬁﬁ@%q%gch Anspruch 1 oder
2, worin R/ Hydroxy |st. 4. Verfahgep nach einem der vorhergehenden :
Anspr,uche, worin n 3 bis 5 inklusiVve isst. - 5 5. Verfahren nach
Ansptruch 1, worin die Verbindung der ry - -

4-[ 2- (6-(2-Phenyl at hyl ami no) - Reky e ryCHR bCBRRBNZ Ol di ol oder eiIx
phar mazeugs sch annehnbares Saur eaddi tiXyns Iz ‘hi evon 1 st. 6 Ver f ahren hach

Anspruch 1, worin die Ver bi ndung der PormeN (1) (R*S*)-2 -[ 1, 6- Hexandi yI -
bi sam no] bis-[1 ,2,3,4-tetrahydro- 5b6 naph?bal i ndioll, [R(R* R)] (+
P Ga,gs.xa“d' s L AW
4-[2-(6-(3- ﬁhh{a m{aufib drtcs zus:-rzﬁz?l'gh eine 6antfemba &G&:gzwah It di mstangéej:st,t::: 1
, 2, 3, 4- Tet r alpyroéyg euter( Kndentl Lty h@mmm&eweﬁbmmmm& 6

- napht hal i n@el@bvgerc#exartsprrscplmpﬂmzmnbs@rﬁram mmahdtyn Serenterreciienden Merbiniung der

0’ {c) das Herstellen einer Vetbindung der Formel (1), worin D, identisch mit D, ist und beide Ra-Gruppen

Wasserstoff sind, durch selektives Reduz:eren einer Verbindung der Formel (X)




L fahren nach snsprich 5 verin e erbinduna de1||||||l|ﬂ||\||||||l|||||||||

7.

[S(

, 2, F, 4-tetrahydro 5, 6-naphthalindiol], 35

[R-§R*R*) 1-2, 2' -[ 1, 6- HeRgthdi y| Byesani no] bis-[1, 2,3, 4- temgdahydrm-cS 6- naph
lingiol), 2 2 -(1 , 6- Hexape=( bi sami no) - bi s- (1

, 2, M-tetrghydro 5 napy ndi oI) 2,2 - 6- Hexandi QM no) -bis-(1
, 2, B, 4-tetrahydro- 6, Thah iR qF ) CONf iy x&Fﬁzpﬁ'ﬁﬁCﬁﬁzé fyehmbar ex
Sauf eaddi ti onssal z si nes (HFs Iben i st.] 8. Verfahlen nach\asg uch 1, world
di g Ver bi ndung der For neld [RE( R, R*)]RZF 7 -1

, 6-JHexandi yI bi s(am nomet h?f en)P]9 bi s- (bi cycl o[ 4; 2, o] - oct a-Rg® Rgc
,35-trien- Tga ; ,.%

’ R eiche em wie R,, Rz, R4, Rs, Re, Ry, Rg, R
, 6 Hexand| yl an%l("i"‘q‘ ?5 g %@e’jﬂf erﬁ p:l?‘?y sdédéﬁcgﬁ' entvg)e%e‘.zag'mgsg gder b1eld; v:m sR,: u;ld stz
, 345-trien-2,Skhéke pen darstellen kdnnen, eines oder zwei von Rgc, Ft-,c,E rQag ¢ und Rqc eine geschitzte Hydroxy-

7-16- (2- Phenyﬁrunphydbramrﬂan(kiﬁndaeuqd XA [&inB gdsciititdtd Wydky xﬁgﬂiﬂp@ e k&Hn; @l Wanh notwendig oder

,315-tri en_’ﬁ qgwaqisgpt das anschlleBende Entfernen beliebiger derartiger Schutzgruppen zum Erhalten der ent-
7-16-[2- (3, 4sere@;fq£ jefﬁf'ﬁz\g| Besio] - hexyl ani n t hyl bi cycl of 4, 2, 01-
ocja-1 , 3, 5- tddeChie b tzte Hydroxy- rzzpe ;::cglnereeA;;:;ichrzn en Verbln quI::lg diniorr;‘:;lu(:s:cﬂte :é';er .
7-|6- (2- Phenydotvt«éwbadib OB9riH YoraMiameAbn VaBIRIIRG eIt BiPat b Lol oo winscht oder
. 3f5-trien®?, Q}nmtd)[evonwer umgekehrt.

(77" -] 1,.6- Hex Pre%tw 'wr)e’f odgr beidis) ef ¢ beppehbarted Paayetvan By, 85 B dndiRe
n-p,3-diol, off §' %’E‘%& gg};‘ e, rai?'?e B BFeidi t i onssal z si nes

def sel ben lst EVe}«fa{ £8in i? &B&H&ﬁi’:}m nHEAE, vali i RELAR sgler  For el
( | B 5. Verfahren nach Anspruch 1, worin die Verbindung der Formel (I} 4-[2-{6-(2- -Phenylathylamino)-
7- 6 [ 2- {3 4 'H‘Y‘ﬁmln‘daé ﬂréﬁ?#ryoldltﬂm#bm pafmizentigéhcamhetpibare Siuyédadioyraban] Mevan (3. -
ocka-1 3,5 djﬁ éi gﬁ?étf‘::gruch é'gwon:ﬁ.‘g{dﬁ:)lﬁgrbmdung der Formel (I) (R*S*) 2,2'-[1,6- Hexandlyl
4k 2-( {2( : B Ex g& c%ﬂif n 0

4-1 2- ( 6- (2% 4- AR ]Q-K)Wl'szh &ty HIh AR 'e'ﬁmy iy J e Eg%gﬁ%%

4-1 2- ( 6- Pheny| ahiAdTetrabydrb-aif-(248, 4—dnwa;dx}:phényn%ubenm ReixQlb mmo]56 naphthahndlol '

4- 2- ( 6- Phenyl 'I"a’h?' 9“1'?6'7( nahm %tﬂh djtiofssal2 hipeniss| di ol ,

4-] 2- (6- ( 3- P'L?éa g%%.l A (fi? Verk ]pﬁgng]deﬂ_Forgigb@rﬁ%&ﬂ*@*)(b-pz -[1,6-Hexandiyl-
4-1 2- ( 6- (496Ph en q:t*y] Qrmrg ,a dr ,

4-1 2- (6- Am nohex.y'l-(as-ﬂexaﬁauylﬁts J\ )b&%@mﬁﬁ yd:lo &nﬂayphtflaslfﬁgoal)ﬂ{ahg‘d%h

4- 2- (6- (Di - n- p?8d w—aman@ylb-mm)-am( 4—tetr$1yHr|o-62I7 -naghthagindial), di ol ,

4-{2 EG El\l—l\/ﬁt hbéL gahpe'yna 35?;%8?' rafﬂ(avﬁnm f-ine rs]elbe_:_mstz benzol di ol ,
4-] 2- ( 6- ( «0Phenjd(Ré R ﬁg{ h"gF iiv ‘dét

4-J 2- (6- (2-(4- Nmswbemm)e L RMIRO MM ABA Sl 2h ?“9? Ao

60 ' 7-[6- (2-Phenylathylam|no) hexylammo] methylbicyclo[4 2,0]- octa 1,3,5-trien-2,3-diol,

4--2- (6-(2-(4- fgﬁ J‘ Ffahmm hemelx inahnm)/)blqvt:lh[yn]o}-dcxazimmmmiz d-ldtol
4-[ 2- (6- ( 2s( 4- i &\2 "ijon?ﬁ Qi t@ptfeng3dalpenzol di ol ,
4-@(6 (2- (4 Pydek UL A )?Ja J ot em *4ehzol diol,
4- (6-(4- I\/Et hywpﬁqmwnaadhmﬁkarudnexydrmmew Fo el dr enzo di ol .

“4-l 2- (N- Met rogqujlemsdzarhwh)nOh hym:dv bf4.2,0]- &zabmxﬁleudz Bhiol,
5 4552 (44’k245(%{§§mm he\zyl y'a IXE ;162 l-1 %}1 2- benzol dl ol, 31
’ 00{) 72 061 4.[2-¢- PhenylamlnE) hexy|im hyl] v 1

, 2, 3, 4- Tet r ahy d4-[2-(&PHieafahethyib@iRbH: 5@,@1 m@. e,@&,&w ] 1 , 2-benzol di oI

[ 2- (8-(2- Phenyl&tZH K3a‘ﬂrenm:r@ la Iheaylam?na)aﬂat]hylbednzowm 2-benzol di ol ) 4- f

- 24(5-(2-Phgnyl-a E +112-b3n2@ldbvdanzol di ol ,

-3]16- ( 2- {3 2D g{ ;{,‘°, %Q/zoldm phenyl - 2, 3, 4, 5- t et r ahydr
or1 H3- benzazep[zqa- - eth ylathylammo) he Iammo)-éthyl]12benzoldlol :

4~ 2- (N—I\/bt hy| - ®R¢(8d2-Fier dpmephBHib)d'Iﬂhl a&mmo.)ge el am no)-|thyl] 1

. 2-benzo! 4-[2- (6-(2-(4-N|tropheny!))athylammo) hexylammo)-athyl] 1,2-benzoldiol,

4-12-(6- (25 Hydr%}%;{e ‘ﬁﬁg}ﬁzﬂv epy)-tpyiaminal L1a?c!r?g¢qldml 2-benzol

4-[ 2- (N—Mat hyl m((guz(mpmd E,y‘lt @%@ ':ﬁ m‘?,j’o“idw'q benzol di ol

() - 4-[ 2- [ 4- Hy dr epeys-@-Nethyidite Fh!'hﬂf-l’(b l&ﬂ‘hdﬂ@hv] .amdiap 23t hyl 1- 1 -

, 2-benzol (;I ol , 4%[8-(N-Methyl-6-(4-methyipiperazinyl)- hexylammo) -dthyl]-1,2-benzoldiol,

1,2, 3, 4- Tefrahy‘hﬁzé“'@ Fpeny(Ehyiaminelbusdiangineldttwiy) 2hengifighi nol - 5, 6- napht hal i ndi ol
oder -ei.n pharmazeuti sch annehnbares Saureadditionssal z sines dersel ben ist.
10. Verfahren nach Anspruch 1, worin die 3%rbindung der Fornel (1) 1

,2,3,4-Tetrahydro-2-[6-(2-(3, 4 di hydroxyphenyl) at hyl am no) - hexyl am nol -
|- napht halindiol, 1
, 2,3, 4- Tetrahydro 2-[6-(2- phenyl at hyl am no) hexyl am nol -

6, 7- napht ha



. 20 Revendi cations pour ies Etats contractants: BE
SE 1. Conpos6 de formule I' 25 . = Cmmﬁlmmjlmyll
- Rl _ R 30 ou D repr65&ﬂ?9ﬁ1rad| cal de formul's 11," R6
R5 35 . - 4-[2-(6-{1,2,3,4-Tetrahydro-2- naphth?ammo)-hexyIam‘no) -athyl)-1 ﬁd%m
[l . FR-[2-(842- Pbé)wlamlaatnoR&;vlande&hﬂh:RSenpradlment forrrer une chal ns
CHBEHZ- ou RY2¢E-(2Reenylathyleminol-rentylaminghithyi -
repr 6sent gnt, Fﬁ'&‘&ﬁ Aiirvarewplety - athrBineey 'k%@‘e&ﬂ’?'ﬁ'&s& “ﬁ'a@ﬁ’f‘f 8" ?ﬁenzﬁ-’ﬁ’ 'ef 8‘R4
-qui peuvent etLg ﬂemstaueﬁle 2GR immr ﬁ&&eﬁﬁatmtn%anzat:qnes
d' hydr ogene ows-Rasli2¢mdnsxyed |&@hyDddni Eylaminoftsthyil-1,2-Rkdgyn, un ou deux
d' entre Re, R74-[21R$-M§thvl (dl %Ezmcemvammhatwsh&t&d:MX ydroxyle et les

ak‘b&%;%”%&iﬁ?‘ﬁff‘ o S il %ﬂgﬁtzhﬁmzm
m?

entier de 1 a 10,vene .iawma.tuch Kioliedé Vr@iRduBg 867 Férin@ rogbne ou
radi cal al coyl ez,aTqmdaMyd B(6-(213, 4rdﬂﬂumwphedyﬂéghylemBxumkvlamleo]parnamhdﬁﬁ)dmi];u
pl usi eurs d' ent%34 \(9)'6374- (ZW )-hexyiamyjnok6 h!ﬂabfw"tun r adi cal

~alcoyle stbstit 3’?‘3’% 33,0 i‘%‘f{ e ‘91 ""%’*2}.% Merner st eie  par hal ogeno;
al coyl e, am noyy 3 BQ.diryHrolanbry i s gia i %ﬁ@d Eahafihabigul e

‘111, RR6 13 1234TetrahydR§|-2[6 5prm:ylathylammo) hexylamino]-5

111 60 oder ein pharmazeutisch anrehmbares-SaufdaddRiohs$salz emesdersd_ﬁen@t R2 et R12 ou .
Roet. Rl 2 {¥ yent forner chat-nes u-R.1 et: R82 peuvent forner - =#
.une chai ne t‘fﬂg?"’P?&I'ﬁ%@*‘*ﬁf?"ﬁi"‘ﬁafﬁcﬁgﬁf&f%ﬂéw"%Fcun un atone -
~d' hydrogene, 32compofdded&ienile | : isiilii les autres '

dentre R2, RIO et Rl,, qui peuvent etre |dent|ques ou différents,
represent#nt ass atones d' hydrggengeu-rRdi eawx -apgoyle ou phényl e, .aucun,
un ou deux d'entre R13, Rl14, Rs FL6 reprre%:tnte t un ou des radi caux!
hydroxyl e et |les autres represent e,fgut des ato d' hydrogbne ou 5 R2 et
D2, conjointenent avec |'atone d'az bte auquel i4s sont uni s, fornent un
radi cal Heetdrmoscésents en sadbalald fdmaledj nons, avec |a restriction que | orsque X
n' est pas substitu6 par hydroxyl e et 1) Iorsque R3, R4 et Rs reprb6sentent
des atomes d' hydrogbne, Rl et R2Rgepresenfgnt tous deux des atomes _
d' hydrogbne ou radicaux al coyle inf&Feyrs et deux d entre R6, R7, Rs et Rs
representssnt des 10 radi caux h a ()2 as identique A D, i)
| orsque R1, R3, R4, Rs, RG, R?T,!Q"Rs > reg}rig‘zéerﬁ%ent des atomes Oﬂ[

d' hydrogene, R2 et D2 ne repr6sentg Pes chacun un radical alcoyle
‘inferieur, ni ne forment conjointBgent awrgc |'atonme d' azote auquel ils sont
uni s un r4ad| cal heterocyclique a 5 ou. 6 chalnons, ou iii) lorsque R, R4,
RE, Re, R7,0oiR® etRs @y Rg etmseammermnedeme quaroaengCHbymmenes ;ﬁhvdRBforrearuasamne
un-radi cal TSHat o8 %ﬁ q@ T rRRngseptens shacupl um eforpe &' hydrbséne.dep dutrys d'entre ucRs B Ry, qui
represents Vﬁé’é Adenisyes, oy é'ﬁé'i%tséFp"F%"‘F'Br‘ffér?f°"€ﬁsdéWﬂ'Péé"FeP“cﬁ%lFﬁﬁ'é alcoyle ou
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R
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suivpnt | a revendication 1 ou 2, dans un ou | &€s deuk% dans une

adj acent e ledautrgdardiitre RO R,oSY R, i pduvdit éd ideriqugsaiurdBféalisaeptantantidediatomes
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S-triene- 2‘)% (fe *lg l; 16-hexaned|ylb|sammolh k 6'ftra hydro-5,6- naphtalenednola)% _
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4-2-(6-(4-nethy Ilqaﬁa-lt?«lz- -pidnkiptopyramiod) hexyiinionisthgll-e.24bgr z}neﬂhplz benzenedi ol , 33
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L 2.3, At et TS & Rl emedi of
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- 1 2,3, 4-'t ad ureshiyhdditich §' &ide BharBacuttijubryeht aecyrpdbGrueli- Wrbquelgbragoe dexpoediy | ami noj - 5, 6-
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pr epar af’i on d' un conpos6 dg farnde L >eu4-\ca'rzm + @,s evendi cation 1 ou d]\}m
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pr ot ect euradicdi@rotectella represente un radical de fornule V R a : Raé6
5 45 40 D,a représente un radical de formulq:\){ a < / CHR4aCHR3a-
V R a Ra 8 ~~~Q. 250 oti pR3a, Rda, Rea, R6a, R7a, Rea et

Rea ant respectivenent |es menes6s gni fj.cltions quo R3, R4, Rs, RO, R, Rs
et RO ci-dessus, sauf qu'en outre, ou deux d'entre R6a, R-a, Rea et Rsa
peuvent+sr epresenter un radi clahye —pt HRGEHRXAa~a [a nmeme \4

Si g‘QI/flcatIOI’l gquo X ci-dessus, ‘sau - peut porter en outre, un radical
hydroxyl e 55 proteg6, D2a represenge un atorre d' hydrogene ou radi cal '

al coyl e ou phenyle ou un radlcaﬁaélcoyle 9fibstitue par un ou plusieurs.

d' entresdydroxyl e, hydroxyle protdge, pyridyl e et phenyle; ou bien un -
radi cal alog Byl fa.SehBaai Rt Beqetifea phtaepppativament lesynénies significagions ageResfia Rsufl: Raelts ot
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R'3 JR14, R15 et RIG ci-dessus, sauf qu en outre, |'un ou plusieurs d entre

R13a,f Rl4a, Risa et Rl6a peuvent represg@0706h radi cjlllmmm;“l"ﬂMHMFge .
et ‘sif n6bcessaire ou souhaite, |'elimnation ulté6rieur [ _

cteurs quel conques pour obteRys2le co dépzacm-r_esp*oncfanf‘ d& fbrriul e
a preparation d un conpos6 de forpe=s1 ob) D2 est identique a D et
) identique A R2, par 15 peagl] capposh..de formule Vil ~~~~~ :
oed . B CH2-., -, CH2L2. . -. Vii43h 2, quin®petivetht etre identi quéd
-qifferents, representent des radic biles, 20 X, est tel que
deffni ci-dessus, avec un conpose gfle.d ornmul g M. .

Y b-NH Vill Rb 25 ou un sel d-addftion d' btide de celui-ci, ou Db

~ Y\

r epr esent e '81no% BioH: Bad: Rgd Ri@rindl Bisq 6 R3@ ont respectivement les mémes significations que Rqq, R4, Riz

R6 Ria.(Rar R,s R,s ci-dessus, sauf qu’en outre, }- 6 d’entre Ry3a, Rysa, Rysa €t Ryga peuvent
représenter un radical hydroxyle protégé, et si nécessaire ou sophaijté, 1'élimipatio érie e radicaux

I X 135 protecteurs quelconques pour Sbitenir le composé | Eb?r'émnd | a&% Qh‘l‘l%g Mb, ‘ﬁi%’ ﬂsab,

R6Q, Rb, Rsb et (5gdprapiratiof A brpREBEtorhAs | BEDESt ReigLé b OALY FYR6t i@EaGqUBl 3 R,RSar
R4,| Rs, R6/5 Reactil@d'eb cdRiposéd defemsimsVil sauf qu' en outre, R b peut representer
~un Jradi cal elimnable capable d' augnent e 40 caractere nuci dophile d
“gzote et que |*un ou deux d-entre Rébct?"rz'l?%b_é}ﬁéb et~ R9b  peuvent - -
repgrésenter s L, adli,Cauk pduyéht Bue/ibightinded b6 AfréreRit, rgﬂrééaﬁtgﬁ%géllaﬁi@augiﬁbﬁ’égyha' te,

' gl i m nat kon ukXt &t tebaueaiélirg cirdaskius.aux pr ot ect eurs ou el i m nabl es quel conques

-peur. former |¥eLHreEeesédsiormysdidant.- de- f.orml-a. 1, - (¢). l.a preparation.d .un

ose de fornmule | ob D2 est.identiquéB-®i et |es deux R3 representent

des' 45 atomes d' hydrogbne, par reduction s Lect’i ve d' un conpose de for mylle
1

X - 25 RoC ‘ R5C ‘R6C

504~~~ ~ee~ ~ou-un_sel d'agdition d'acide de cel@zig CONCH2 XC CH2

N Ric | ou D;b représente un radical de formule IX X R C _ R CS C Rg
Rc R8C 55 ob R-c, R2c, R4c, R5c, R6c, R c, R8c, Rgc et X ont

RR:DR2, R4, RS, R6, R7, R8, Rs
R2c peuvent repr6senter des -

cE{ ChedRSg et Rgc peuvent 1%’

respecti vegent | es nmenmes significati
ci -dessus, sauf qu'en outrel R-c e
radi caux protecteurs, |'un ou d ‘
representer un radicdl hydroxyle prot6g¥ X Peut porter un

radi cal hygy oxyle proteg6, et si n6ces e\ou souhaite, |I'elimnation -
‘ultferieure de radi caux protecteurs &gbl conquégbpour former le conpes6
corfrespondant de fornmule 1, ou (d) I'linmination d un radical protecteur

d' un conposé. %‘%@#’pﬁﬁd’&h{“eﬁf&bj b ﬁ‘lﬂs'goglt resprctivarmenties mmepsignificetionsauediclife Au Rs Re.
nydroxyle g ot ML kAP BB LB P OAr (g nketls sapaiedaigmener o
corjver si on " dura@iBiTRRFGkyle@RitdgsaANt de LOT Nl € -1 €N urn ‘deri ve  phar ma- Eeg _

ceyti quenent acrrepisadie@udeuhaied, LilimitatiorDuiéAced ¢ rad]tbaRBidtected® oa diftnidables qudlcoRdus
06 fpou fWWSSé correspondant de formulejl, Revendi cations pour |'Etat
codtractant: AT c) a préparation d'un <’:omp_osé d’e fo!'multle I ot D, est'identiqueé D, et les deux Ry qeprfgentent des |
Proc6d6 de*pr BTl MERI L FONTB I LinAIMEoE 9B ey - X -CH2N - DI 1
5RT342 10 ob D1 repr6§§mt§ u,ﬁlscrad_l cal .de fo-r_rrulg ;1, Ezsc R.c R 6.'

. 50 . . ' . . ) . .
. R.c Y g
' . 7 CH34c_ corilCl-l2 XcCH2 t;COCHR4c Q +€ X ;

R,c - Ra.e
1 )
Rsc Rgc . | . | .2 R9c Rsc

55 .
ol Ry¢, R,¢, Ryc, Rse, Rec, Ryc, Rgc Rec et X, ont respectivement le ignificati .
j » FaC, RsC, ReC, RyC, Ryc, s mémes significations que R, R,,
Re, RI'\;" R,,t/ Rs et X ci-dessus, sauf qu’en Ol:tre, > 5 g v Par R P
1C et/ou R.c peuvent représenter des radicaux protecteurs, I'un ou deux d’entre R.c R
tou , Ry,
peuvent representer un radical hydroxyle protégé et ' S Fac ot R
60 _X, peut porter un radical hydroxyle protégs, et si nécessaire ou souhaité, I'élimination ultérieure de
raqlcaux’pfotgmgurs qfx_elconq.ues pour former le composé correspondant de formuie |, ou
_(d) Iéhm.matlon d’un radical protecteur d’un composé correspondant de formule | portant un ou
plus.leurs ra.dl'caux hydroxyle protégés ou amino protégés, . -
et si souhaité ou nécessaire, la conversion du composé résultant de formule | en un dérivé pharma-
65 ceuthuement acceptable de celui-ci, ou réciproquement.
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15 i . R\ CHRAGHR3~— — -~
I R9%20- ob Rl et Rs, ou R3 et Rs peuvent for une chai ne - CH2CH

R4 et Rs peuvent former une chaine g¥P2069u R3. @‘" ﬂm tent

chacun un drogene, les autres d entre peuv:
Atre |dent%%g§mc?ﬂ é" ?%P% Rttt @Tesent ant des at omes d' hydriogbne ou

radi 5aux al coyrdsdsbelfiamtish ' @Pcompo aa%qyrgm yn ou deux d'entre R6, R, R8 et
Rg representent un ou des radi caux ?1 roxyle et les autres repr63entent des
at omes &' hydr ogbne; X represeqte: chal ngy )r- 6ventuel | ement
substituee par hydroxyle, n re%pr '\g}%ﬁtehﬁn n ?(;g?entler de 1 a 7 I

I ncl usi venent, D2 represente un one d' hydrqgene ou radical alcoyle ou
phenyl e, un radical alcoyle substiltue par un 30 ou plusieurs d entre

hydr oxyf e ol Pyrepriyenes wt raqicaba/fosyulon) bi en un radi cal al coyl e substitu6 par
phenyl e qui est A son tour substitue par_hal ogeno, alcoyle, amino, alcoxy

ou nitro, ou D2 represente un ragkcal “dormule IIIl, R13 12
35 _ (R CHR1
CHR10- 75 : R \ o . R
157 16 ob ' R2 et R12 ou R-iO peCquRérclthRﬁorrrer- une chai ne- CH3¥CHz-,
ou R11 at R12 peuvent former une gfarihe -CH2-, ou R10, Rl11 et R12

represent ent chacun un atone d' I"%drogen? 45 | es autres d entre R2, Rlo
et Rt 2equi -peuvent  Atre-identi-ques.ou differents, representant. des. atones.

d' hydr oge R1cﬁ!'| Rer legafu'is P&'P o P@%HHWeﬂ%i—é?H Glre g, Roah Ropeuskent formdéramt Ligrial 3,
Rl4,- R15 girgrey @’i Berunes @ |dd‘é(ﬁf>?9?1§€&r %d'@!tfej RacRacetiBle g

re b{/es ent gHehyigles at o drogend ou 130 & ppes PR AhERdicaux Alsovie ot ope

d' azot es auqueduni llltSOl.SdHiﬂ( dtéﬁﬂréSRs. hpnn&m_, réb?ésérﬁd’it@ﬁilou h@ir@&ué&yﬁ dréiyfe R e3 atffes OU
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RL et R2 repy o Qge-i!% ol g%géneou dr og ngmo |caux al coyI e
i nf GFIWF&Msued%Wéndelﬁﬁa o&ﬂe, idy etp bu rﬁ?“ &rt' § pgrézg gg

hydr oxy| e3 sdd2our'seistitup agr haldgério] gieo@lesantifla, aldsky DD nitro, od 1) or sque

Rs, R6, R7, DRopesenesin redicabdeferoyie lides at omes d' hydrogbne R2 et D2 ne
representent pas chacun un rqpl cal al C(yl e infé6rieur, ni ne fornment

conj oi g enent avec |'atone d d3o{e augudl2 ils sont unis un radical .

h~t 6rocyclique A 5 ou 6 chalnons/=8tr\iii) lorsque Rl, R4, Rs, R6, R, Rs et
Rg repr63entent des atones 1d|4 . s _CuR3_¢@presente un radl cal ﬂ oyl e,
D2 n'est pas identique A D, i V) N)rsq’l?e Rl represente un Ttadical
phenyl g, R3 et Rs fornent ense ’ & chai ne-CH2CH2-, Rs, R7, R et Rg
repr 6sentent des atonmes d' hydr8ggne, mRigzepresente 1, D2 et R2 ne '

repr 6sent ent pas chacun un atone d' hydrogene ou radlcal al coyl'e ou ne

f or ment p’&ﬁz em@nﬁtaet mmpeumht toather D84 dhEREY-CHI-BHE—~dd RY et h,QE&JQé}@fomer uﬁpéh%?nt e

un.atojpe d 1zrfad¢seahntaha9 ireatope 4'hvliréyéed, ones de carbone,

r e&#ﬁsentaq, %ux i) og% e ‘Fﬂpjé'é‘ﬁ‘l‘ isoidersiayas oxtdifféents: hy@seogams awmes
represente cu ) ngg dr;gt T , ﬁ’ﬂ & acun | e, 38
0072061 atprésesterdeies aterBes I HHRREH ue?reﬁrtksegfgcﬁzteu% 0 sersahlaa 5 4 ,ec?F'gﬁ res
conpr epd: )Iet Pacmmhmenowesl@lnmetd azete sliquel IS SMP@BCoetBent G raml:éfhétér’oc%uqae 3

CTl amnons, - _ I V Rl a

X
: restri on lor é dro:
Ra ob T, e} ideca %’ﬁ}; (Bl SF-F% o "(%ne | a reester{ ction qu’ au
mai ns . | uratodaeerdtm&o e'heQin r acahﬁﬁrcé’ﬁ@m‘éﬁ deu Re 4, gﬁjt Rf eprestrr% nt des '
si gni fslscaidw@w ansle:xwa D in’eRpag identizps 81 9,, sauf qu' il s péuvent r&pr esent en .
outre,®un r acun 4 r?crcapt?c % Ba|R7 Rg 8t Rg représentent des atomes d'hydrogéne, R, et D, ne représentent

pas ¢ oyle inférieur, ni ne forment conjointement avec I'atome d’azote a
s . uquel ils s
unis un radical hétérocyclique & 5 ou 6 chainons, ou "~ - d Hont

i) lorsque R,, R4, Rs, Rg, Ry, Rg ot Ry représenten ! & i
alcoyln, B Sest o esntl ;ue7é li, °u9 p ent des atomes d’hydrogéne et R; représente un radical
60 iv) lorsque R, représente un radical phényle, RyetR; forment ensemble la chaine —CH,CH,—, R, R, R;
ef R, représentent des atomes d’hydrogéne, n représente 1, D, et R, ne représentent pas chacun un ato'mea
d’hydrogéne ou radical alcoyle ou ne forment pas ensemble un radical hétérocyclique ou
v) lorsque R, représente un atome d'hydrogéne ou radical alcoyle de 1 & 3 atomes de carbone, R,

: représente un radical méthyle, R, représente un atome d’'hydrogéne, n représente 1, D
’ , et R, ne
65 représentent pas chacun un radical phényle, o P ’ ’
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resente un radical de fornula V 15

(A Ra 6 co 5 R7a - CHR4aCHR3a-

... . . R8a R a 25 09%96&461, Rsa, R6a, Ra, Rea /Re
spect i vetdesrdérivés pharmaestigieg it htcepthbi s caluiei i, comgrend?5, R6, R7,
-dessus, séalife rédyction sélactived’un tampostidefemuledVent re R6a, R7a, Rea et™~Rfa
it representer un radical_hydroxyl e prot bqe, X. ala mne

gry fi cation que X ci - dessus, Pigan &&HT Xjae'l]tc rt Be? en outre, un radicak
hy-doxyl e protege, 30 D2a repr@sente un ato d' hydr ogi ne ou radi cal

al cdyl eou phenyie ou un radical al bl e substitu@®ar un ou plusieurs

d eptre hydroxyle, hydroxyle protege, pyridyle et ph6nyle; ou bien un

radf cal al coydiel: sl seprésendenptps gror HyéueO, guic letriaios quiau roeins IS l'sbtre Ty €t Taddprésente

haljogeno, 8% e,.amn | coxy. ou nitro; ou D2a represente un radical de
_f_ o r ngI e VI 35'8‘1";,'%3; '?;:t :3:'?& me‘ame s?gn}{‘icatllcjm que F{, etR, CiF?fssgﬁ sau?Eu'i?s peuvent reﬂ_rfsgraerﬁf &atre,un
CHR11 aCHR 10a p,a représente un radical de formulev =~ VI R a - R a 15

1 45 00i Rl0a, Rila, Rl2a, Rl3a, Rl4a, Rjea et R ea ont respectivenent
leg minmes &ignifications que RIO ®jd, RL2,rRRI3, R4, Al5 et R16 ci-dessus,
sauf qu'-en -outre, t'un ou plusieurs 13a, R 4a, R15; ‘et Rl6a '
peuvent representer un radical hydro otege, et si necessaire ou
souhaite, |'elinmination ulterieBy@=0d - 48FBR4¥Ur s quel conques pdlr

conpose de fornula | ou D2 est idept] et Rl est identique a R2, par
so; r.eaction d' un conpose de fornmul'e8VIIl L , - CH2L2 : :
Vit_ou L1 et L2, qui_peuvent itre identiques ou differents, representent
des” radi cadk 9&n: fés“,sa@f?' Rsa, Reagt Reaont 1 %’Ie";q ) e’g]?fg‘ﬁ'?’;ﬂg—" é%'gﬂfs‘r‘i;’e 4 '1%1‘?‘#'*7'3937
conpose de fc%gﬂ ‘:E:I‘S(Lﬁxé'%e[}_om’fun ou delix d'entre Red, Rya, Rqd et Rga peuverit représenter un radica
~~~~~~~~~~~~~ I k, IPMéme signification que X ci-dessus, s_a'uf qu’il peut porter en oitre, un radicalmybrcxﬂél

un sel. d' addigretégé, d' aci de de celui-ci, ou D} b represente un radical de
formul e | X387 - D.areprésente un atome d’hydrogéne ou radical alcoyle ou phényle ou un radical alcoyle substitué par

SEL ] <l |t1nth{w|usi_$u1's 'd’eng? !1ydro gjgwmmégé, pyriqyle et mBylﬁ ou bien un ra@ical alcoyle
substitué par phény! i est n rsub par halogéno, alc . amino, a ou nitro; ou
R 7b L Dareprésentaﬁm&' rmule Vi S ) HD% F?é[) .
R9b t O obj Ri b, R3b, Rb, -Rsb, R6b, RAb, Rob et Rob ont respectivenent |es
menes signiséications que R, R3;RR4a Rs, Rs,rRRa R et Rs ci-dessus, sauf
gu' en outre, R b peut represen,ter%n dieal I 'm nabl e capabl e d' augnenter

| e caractere nucl eophile de |'azote & | 'un ou deux d'entre 'Rob, RAD,
Rb et Rob peuvent representer &#q4fa0 par EB&/ 8CBRog®Bge, et si VI
6rieure de radi caux protecteurs ou

necessaire4u souhaite, |'elimnation
el i m nabl es quel conques r5 pour formegr |'egonpose correspondant de fornule
1, (c) la preparation d' un -conpos 182 fornine™ | ou D2 est- | dentique -a D1 et
| es deux R3°representent des atones d' hydrogbne, par r6duction selective

d' un conposé dleR,JaH,[8IRGa, X, BR,,a, Rysa et Riga ont respectivement les mémes significations que Rio, Ry, R

C  ° R C Rif Ry RicetRlgciaiNii{2auXqChi odtieO0INRAplusieurs d'entre Rya, Rysa, Risa ot Ryga peuvent
Rc ! . représentgr yngadical hydroxyle protégé, et si nécessaire ou souhaité, I’éliminap‘_@rbultérleure de r§d|cau>R

protecteurs quelcongues pour obtenir le compgsé correspondapt de for I, e :
¢ R8C R C la préparation d'un compgsé de formute | ot D, est identique én#}?& R(?bst @eﬁ'mqueg(hz. par
R4¢, Rsc, RbCrsackidicdy po f&inuls-viiont ' respect’i venent | es nenes

significations que R, R2, R4, Rs, ,30 R6, R7, RB, RO et X ci-dessus, sauf
- LyCHz—X;—~CH,l.

qu':e‘n outre, _ . _ _ _ . vl
: ou L, et L,, qui peuvent &tre identiques ou différents, représentent des radicaux labiles,
55 X, est tel que défini ci-dessus,
avec un composé de formule VIl
D,b—NH o | |
| - _ ) _ o . vill
60 L . Rsb. :

ou un sel d’addition d’acide de celui-ci,

ou Db représente un radical de formule IX _—

[

‘e 1, (b) la preparation - d un. ... -



Ric etlou R2c peuvent representer des radicaux protecteurs, |'un ou deux==y

§ d' entre R6c, R7c, R8c et ROc peuvent ¢ esenter un radical hydroxyle A

% prot ege et X peut porter un radical ;a%r?j@ e prot 6ge, et si necessaiiré

fl souhaite, |'elimnation ulté6ri eung, de radigayx protecteurs quel conques\ag

former le corrpose correspondant d ne 4, ou 35 (d) I'"l'imnation

| d' u radical protecteur d'un COMPOSg espondant de formula | portant un

ou Pl usi el s radi caux hydrox%'/\'? ou @R4¥GERs®t eges, et si souldkte
esultant de formule | en un

ou nécessaire, |la conversion du conp
§ de7rive pharma- ceutiquenent acc : F eIui-ci, ou reci proquenent. 2.
2quel |'un ou |l es deux dans une

Procede suivant |a revendicati on 4’ dans.
pair. ad] I { S mdhEs Rthds sigAf:A6RLER, DRI AT R, 3
R14, R 5 2? hi% Fpg %Rﬁ%&"bﬂ% b’et olﬁtﬁrbeu{ @ﬁbé‘gﬂer 5 ﬂléhxsglli?ﬁnab& cafdbR A ﬁnentser |e
suivant |a eayess h@owobmn dé I'dtet qmbama ol @epixat’eniRF Ribe PibeRdb 18t Rub pRUvEBtdERTégenter un
hydr oxyl e. 4adicerhydesde gotég@nt | ' une quel con ue des revendi ca% '\96' naues
precedent es &t se!ams ?%0“??“?' ﬁ"'é'g@i‘ff‘é'“?{'eﬂ'e @ FaqicPyIAT PRSI ou minaplgs ugigend

T

sui vant | d° P@'\'féﬂ d} Ie ! o% E QAR AL 8 Df &N1dklHedk R, réidsetént des

§4-[2-(6-(2- Q{%ﬁm’ ddene @&Mlaaﬁhﬂ@'hﬁfshyéiorrﬂule?Xbeannedl ol ou un
2sel d addition d' aci phar rraceuthuerrent acceptable de J -

Bcelui-ci. 6. Proc6d6rgdi vang.cl a revendication 1, dankcl equer,cl e corrposG de

Bfornule 1%8st. is (RY ?11 6- hexanedi yl-bi sam.nol-¥ 1

R. 2, 3,4-titrahydro-5, 6- allnedloll, l e

B[ R(R*, R )] (+)-7, TRe¢ Bi 9| SANTHNiXaSpt NyIEHRg €lo[4,2, 049-0
ctia-1, 3,5-tri bne-2, 3-d | € }

4 [2-{6-(25(4-chl orophenyl MO hyl am yFhexyl am RgH t hyl | 71, 2- Nenzenediol, el
, 2, 3, 4-t et rahydr o- 2- [@efZ {’®F4- di hydr oxyphenyl ) - 6t hyl aﬁscno) Reky! ani nol - 5, 6-
napht alinediol, ou un sel d'.addition d' acide pharnmaceuti quenent acceptable
3de | ' un queloommng, RI& REERLE,-Red, Rec, Ry SAIXQ Grd B partiveraent led raénies wigniticatarisiooaR, 1R, Blafs
Rl equel le @d@ﬂbs&a m@t Xermﬁue spufgy’en Sutes,
}I S (ROR) 1- 2, 2uepetfousfian aguys ragﬁ‘;ﬁfﬁg éﬁf {P§°‘f°ie“'2 Vn puidgys LA Ref: BroeTsh 8igkE a

euvent re
v I 'enedi ol I, E? f er un radica! h droxyle proté e et si nécessaire ou souhaité, |’élimination ulteneure de
SR- (R R*) 1- Zadiiaus grolooio¥ e

aiRFhalled p&R PBrAeN le BinSpobd cofrespoddahtde faluti i0ou5, 6- napht a
2l enedi ol | |35l e @) Zélm(nrianprﬁd’nexaiuadprydehelsad‘nnrm)nmseSGO(réspondant de formule | portant un ou

8 2,3, 4-t et r ShypispsIsligunydionde erﬁ@aésmu aminoprotégés, - .

12,2 - (1, 6- he‘*)g% s%gyfgfgg 3 g* gf;%:fz oot {52 8 HE AFASAPEY
fou un sel 5' amam,u RE BERLARIURe Hifre abfBkente parmi R
fquel conqueswnds, BeURy é lune yS’anre a,afaﬁzd ar&UR}{,ﬁﬂI Rlsat RE vepRseriént tatunlun réd@&Shidasipel

1l e conpos ed de3fRypaddd suiviantds tevé@icationd ou 2, dans lequel R; représente un radical hydroxyle. _
{ES- (R*, R¥)1-7, # P’L"fd%&‘*lﬁ’é%aﬁéﬁ‘ﬂvl"m%@ desPYRORistingy MPRéYertes; dappieaupbt sprsote eac
"' a-1,3,5-1ri E‘iﬁ‘g“ PEOc detL'uQ/ l)t ‘gﬂﬁg bc'lb? dz ggét}’%%eaco e ef mule | est le 4-[2-(6-(2-phényléthyl-

2 6 hexaHEdJSYAnhhoci eiﬁhrﬂﬂ bﬁm h‘aﬁgcélmauement acceptable de
2 “ﬁyt ri bne-céluBeidi ol

7-[ 6- (2- phdnyl &t ﬂ‘meammv)mbx enditation WM!GMQ:MOGIPFSQ d2 formuisct est.fe (R*S*)-2,2'1,6- -

triene- "2":{‘ bis- {1 34-tetrahydro—5 6-naphtalénedioll,
55 o oD e BB TR A 2 e
(

: 3
4 2-
3,5-tri emaa-223 d}’o,z (663, 4-H|Bydroxyphenyl) éthylamino)hexylamino}-5,6-naphtaiénediol,
2-

5-
tt a- 1
27-[ 6- phenguL@tsHydtaamlm@dquwaamcsmuhmnh accdptabiecte Bur| welzor@mamwancl 3,5-tribn
-3, 4-di ol , ég,f %égx lar v[epdufal'n danplegq: \gcompqge _
is- T T
TR | e TR
| ene- 3, 4-di ol ),uez)zi(memied h)lefhﬁjs FERAdIBHE TENT acceptabl
| " un quel corrs:p,né-(t@hessmmylbisamuﬁo)-bBF(oz.ad-étrswdmem ndpatalemdendl cation 1, dans
u | e copysel d@édlflmd(ﬂquepnarre@put]qgementacceptabledeIun quelcongque de ceux-ci.
6-
1

3,
]
12 (3.4- d.s (éqga_%aﬁggmr;g o s R B, e 0k 4. 2.4, 0C
6-
(

a-1,3,5-tri en‘i‘e Rdxan Ibls(ammométhyléne)] bis-{bicyclo-[4,2,0])-octa-1,3,5-triéne-2,3-diol},
- 2- ( 6- ( 2- ph6nyd Blehypranryian)drarierytariagimisthyibicyclo- (4.2 0benzEmebmel2,3-die,
-[2-(6-(4- am Wplﬁéhs?md)hlmymhénmﬂéthv@nwmﬂwlﬁqlhwuvlblw@o{béMé@bﬁcﬂlene{Zé-
-[(2-(6-phe n |
S DR T e by P S s entiaros sy 1
-[ 2- (6- ( 3- phenyl pr opyl am no) hexyl ami no) 6t hyl | - 1, 2- W
-[ 2- (6- (4- ph6nyl but yl am no).hexyl am no) 6t3ﬁyl | -1, 2- benzbnedi ol
[ 2- (6- am no- hexyl ami no) 6t hyl | -1 , 2- benzenedi ol ,
-[2-(6-(di - n-propyl am no) hexyl am no) 6thyl | -1 2 benzuummm,"mm,gmt
-[ 2- (6- (N- 6t hyl - 2- phenyl 6t hyl am no) hexyl am no) et hyI ] - f, 2tbemzen
e 4- 12

(6 (2 phenyl propyl am no) hex yI am no) 6t hyI -benzbnedi ol , le |



|l e 4 12- (6 (2-(4- hydroxyph6ny| ) 6t hyl am no) hexyl am no) - 6t hyI | -

. 2-bbpzbnediol , le 0072 061 | @
4-12r (6-(2-(4- ngy YlediyBla Ao PSRN R 3- Qﬁ@é?ﬂ% i ol
4[2(6(2(4-09)655%955}36:8'13& o ﬁﬁwﬁgﬁbﬁgé ;bi i ﬁ
le 4-[2-(6-(4- nmiph,téqalsmearnamrevydd)damnylamlmjeaé&bﬁbdose]def&mblemsenedl oI Ie
4- [E/ (N rretshyl - 87 Qt&ﬁ%+ﬁwqmmmea‘diéﬂrylﬁwmwwam'WQS‘EWF‘O -14.201oeter FaitneB4
|l e [ 2-(4- ( ;g q I am no XL»L & benzbnediol, le
a-[2-(6-{1 , 2, B.e%qf ik 3@% o g‘i ThasbninGhy! | - 1
, 2- benzaI’IEdl O| le|4¢(2 (6- phenvlammo)hexylammo)éthyll -1,2- benzenedlol _

4-1 2- ( 8- hen Mé@wmfamlméxymlydn)mlmmte l[lllwerizértsélnlzenedi ol, 25 | e
4-12-(5- (21‘bhen 3’1 JhepryIBRNa)E ’Lz s"?ﬁ" ﬂzenedi ol, le
3-[6-(2-(3, 4 %!ﬁmdgw ?&ﬁ e

- phdny! - RAGMWIN;2beReenslicnl . e

4-4 2- (N rret hyI 64([N6-(Nﬁehyl-z-ﬂremﬁwdnﬁﬁdmdxﬂsmhﬂ&)ﬂmxyibammaom hyl I -1, 2-benze
nediol, lers le 4-[2-{6-(2- phénylpropylammo)hexylammo)ethyg}‘;2 benzenedlol dl |

4-12- (6- (2- hydr PR ATV ﬂne ogpenzbnedi ol , 30

le 4-12-(N-nbt hzﬁ gz‘g Wmﬁ@aa?ﬁmm ‘a"""° gy; Pz ‘L,o ben-zenedi o, - -
e le 4-[2-(6-{2-(4- pyndnnyi)ethy!ammo)hexylammo)ethyll-1 2 benzenednol

+ 4 2- [ 4- hy dr oley-IBi6{PmeE ¢r6didylhexvinmiodléthek i 2-bemzénedidit hyl - 1, .2 benzened| oI
t2- y yﬁz tﬁl(met yi-6- (? meth':;‘l’gperaz:nyl)l?exylaml}l‘o)ethy!] 1, benzé¥\ed(ol

:* 1 2,3, 4- t6trahyﬁr4_c}2 (f?;eﬁ' aﬁy 3’1&&%&%&@&,};@%&??5@%9'%&@3@9ht al ened| Ol

‘oy.-un sel d addleW[ﬁll%-( pleayi A6)5aM St o)t TR enstnbdig)] @
qt&el conque z6le Cux{2-(5H2-pHdyléthylartieclBensyiimisaMthyillal X eunetictat i on 1, dans | equel
| e conpose de_f teBrig2e3, 4-dibydroxgphényl)éthylamino)hexyl]-1-phényl-2,3,4,5-tétrahydro- -1H-3- -benzazépin-7,8-

2,3, 4-16t rame%-[g (I\Lmet‘n% 6((l§”métlgyl E%Qe{n%%%‘rﬁﬁ‘\é{)klxy mYno?'mypqy‘tlzeer%(zgne%n] nol -6, 7-n |

' apht al enedi ol -[2-{6-(2- hydroxy-z-phényléthylammo)hexylammo)éthyl] -1,2-benzénediol, -
1, 2,3, 4"t etsp ahyquo-%.h.,i. §ihy1-2-{dhARpy fainins haAa ek 1R BeR@hedfl, /- Napht al enedi ol
| e : le +-4-{2-{4-hydroxy-6-(2-phényléthylamino)- hexylamino)éthyl}-1,2-benzénediol,

123 tyah | hiaken
|1 eZ 3 4- t 6t rah tgi.;,e d adit{gngcggﬁﬁHY£ggﬁgge%\msp mgm del’ F’F Qﬂlcﬁ%ﬁg e?:' ut](!clal nedl ol ,

10. Progé tlare end cation 1, dans lequel leco posé def e lest
1,2, 3, 4- t 615 ahy (1 0a0ebimyeo- RO A6 ORI o D6, ﬂa&hta&hmsil ol ,
l e le1,2,3, 4 tétrahydro 2-(6- (2 phényléthylammo)hexylammol 6,7-naphtalénediol,

1, 2,.3, 4-tetrahy Gr1é’v32'=t tBih(IQO'gI?f {Z-ph§riigthylamipp mnym)reb&agmmmmtw am noI -5, 6-
napht al enedi ol | 34t dro-2-[8- -(2-phényléthylamino)octylamino]-5,6-naphtalénédiol,

1,2, 3, 4-t 6t Bahy &1{%3 tEtEgh -2}[33:6 -ﬁé—r‘b drox phé yﬁg}mmmo)omfﬂnd p%r}aghtalerredlo Ly un

sel d'addit o ufl's@ahate: Eiablaaﬁﬁﬂﬁdcﬂuﬁﬁ%%taieﬁﬁﬁk @qdacdnqmwequﬂlcconque de
ceux-ci. 65 60 65 39
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