PATENT SPECI FI CATI ON (11) 1 496 491 (21) Application No. 50914/74 (22)
Filed 25 Nov. 1974 (31) Convention Application No. 16698/73 (32) Filed 28
Nov. 1913 in (33) Switzerland (OH) (44) Conplete Specification published 30

Dec. 1977 (51) INT [err] CO07D519/02; A61K31/48 (52) Index at acceptance C2C

1364 1369 213 214 220 226 22Y 247. 250 252 255 25Y 280 281 28X 29X 29Y. 30

342 34Y 351 .352 360 363 366 367 368 36Y 37X 43X 490 604 623 628 62X 65X q
| nvent or s THEODOR FEHR and PAUL STADLER (54)

DI HYDROERGOPEPT! NE DERI VATI VES (71) - We,. SANDQZ LTD., of 35 -

[err] Lichtstrasse, CH 4002 Basl e; Swrtzerrand a Swiss Body Car por at e,

her eby ‘decl ar,e ‘the i 0 a patgay 5 :
granted\to us,\,and t?ﬁ%qg Wﬁ@@q‘]ﬁ@verforngd; J‘@ﬁa:gl '
particul arly gesel) MWNMW/Ehe(%IFMWs% ement:- - in the_formof
a salt, in ar®gnéi) ¢ AppliciioeNe. 16698/7Fhe present i’ nvent i (129)7 /\\\
new hetero-_ 3t ©8) Fided:28 Noxt18f3dn and i n t he presence of an cy 7 i

aci d bi ndi ng @ye(i8) Switzerland (CH)accordance with the invention f8 /i
conpounds of <or (#4) Sothplete Sperifigatiangpeblisiied 99 Ded 1972 W conpounds of (| @AY
ergot al kal oigg. (SThENT €5 tCUD 509/02;61KAVARL i on i s a condensay N

672 678 790 79Y BC KR (72)

for ami des. - The (2pIndeH aggsaceot the | nvent | on ma be ef.f ect @
manner anal ogous to %V\H% 4 g’ %tr
simlar peptide alkal oi ds Iy ef

a tenperature between -3063XI(35X3 3 90 Y Ktk nol s o a reactlve

derivative of - an(npmqﬁ&smmbnpm;gﬁ@pgmypmml y used for every nol of
the conpound of formula 11l in salt

45 wherein R is hydr ogen or aﬂ5k&PI%¥D§°¥¥F%Pﬁ;P§FNE WW% of a suitable
reactive derlvatl at r’r§IDOZ "~ of an_acid of fornula
Il is the produc dﬁ%; sl red conpou ormula | ing-
fromthe reactlosmmgan (ﬁa mMgereln R %% f-2 tou6 carbon
atons, are II vinvehtiog) fnetvmdl ﬁeopmamade mentdi et hyl  ag dse mierin R
contains 2 to°4, Mfche mg;r;.gg % ed'ée‘hczﬂ%thl onyl chl ori'de™Phaggene or
oxalyl 50 or 3 §a AT | & BRE RS ats, 5tn Heh Uienic c et 0

especially in an ahppleseﬁtummmhetome&m&ge-n -at mtaﬁmlmmﬁe o
tide
ﬁ:? erss '

i nert sol vent@ fz&'&ctm@s to.which R |s %
hi
hs chI

reaction are m&@v “
ons suc

reactive fekabiy pyrid

functi onal derlve’ of - an aci d.-of T
i s al so. possibl e £y Jse ot her
deri vati ves of arvcrd of forrrula Il

chl ori de :hydr ochj d,@,s hg&ggeﬁgi%
|

formula Il with sy sl C. Or tr

convemeesmhlyamwedoma@ effecwd at 40

il 'a P ltemperaturgrbd@emat 30ad alROPC.s. | t
reacti Ve Lerr 1.2 to 2.4 mols of a reactive derivative of an

for -t he evebing: %@ﬁlwmfogﬁ?dﬁﬁ d

se; nmhefdmanhydr es of an acid ols
ALy 1 ; tiyederivative 10 -
di hydr ol yser disc adhel p o}lthJxehua .

uor oacetic O\ PR
B! it
f or i de/ oxal yrmo\ss%%rs ' %F@g‘”&a@% sl ummm foﬁrﬂﬁﬁdd @adhethy scor

yofaﬁtmwlatled
derivative. whergis ,rgto,ﬁ,s amide, andﬂmonyl d!ﬁnée,phosgdnm pxalyl 060

t hese reactive dspenimy-mw&ﬁusmhﬂomﬁmﬂmdmaf e@ of ISlLtable ine n‘tLVes
. Tt solvents for
of an acid- o.ﬂ“lf O‘F’Eﬂl%l‘a‘} Pk ahe el ected. Seacrion ize: chlorimated aliphatic’ hydrocar-

i sopropyl . = - reﬁéﬁ’b or
i n accor dance WI th the i nventcr,orau -~ chl os déﬂlednwmioh beremmdjm er
acetonitrile. a conpeungoef. flP . My be ?‘j‘ﬁ eth‘Fl?rfP!I %ﬁ
or gani c: bases, e.g. t .t'hy.l; s/La process r| sin

- Aatfel r‘[eﬂz

1, 496, 491 _bons, s®h as chloroforin 'or methylené -
“Fﬂl@:ndm fafc:ordancle with the invention chloride, dimethyl formamide, or- aacetom%nle 55
: ,:compo o?np ;x;ula mgaybeobmmeguby Ten:lary ‘organic bases, eg. tricthylamine,
. process comprising condensing a reactive s
25 funcuonal derivative of an acxd orf formula. II .prdcrablgogy:lgdel:tes, are convemently used as
- : I : It is -also’ possible to use other reactive -
R A derivatives oftgn acid of formula I for the 60
reaction; e.g. the acid chloride hydrochloride, :
¥R the aad’aznde or mixed anhydrides of an acid
i of formula II with sulphuric or tnﬂuoroaceuc"
acid. However, 6 - nor - 9,10 - dihydrol
acid - is' preferably actrvated -with dmmethyl

. wherein R is as d&ﬁned above,

wuth the compound of formula HI--

formamxde/oxalyl chioride; forming a suitable
reactive functional derivative. '
~The production of these reactive deriva-

tives of an ac1d of formula I1 may be eﬁecmd '

65



i n a manner anal ogous to known net hods, The reaction is effected under

mld confi- O using the correspondi ng aci d. tions. Wen the
reaction is effected at room The working up and isolation are effected in

tenperature, it has a duration of appr oxi. rrately accordance with known
t hods. 24 hours. 5. Acid addition salt forns may be produced
compounds ‘of formula |V are obtained from the free base forms i.n known
ner by.al kylation of a conmpound-rof formula V, 55 and’vi ce versa.
oW table acids fer salt forma- tion ilude e sul phonic acid and malic
[errf2 acid. 10 O the conpound864 fornula Il 6 - nor- 9,102 . _

ar e ket e ,3% b e, o oidin g eﬁ&“ﬁ%ﬁé?'ﬁa‘?‘d

. formul a ; :slélaion ]arereﬁecaémdeianpeduzabdwa dr{raamr t}f approx1mately
The se te s-j T 15
- anal gg EE ”'_ g‘%‘g}m 5 ‘g?ﬁ-j g Spgapl "‘a{&E‘{ a5§3 2197 |
- (1970).. ;csw,-os r@ew&su&esamf&ﬂa.l n es -or escrr bes suli tabl e:

denet hyﬁoahqclndemﬁhdnod@hbmaddhed plahyduct ion of 6 = Dak;- |ysergic aci d..est ers.

The ﬁo '__.ds f_ YA arlesobt ai ned . i-n anal o H'- -,;-marn--' ‘wherein R is:

al ky ! A p"é OB nor - 6- -ner -by demet hyl ation of

a corrpowyd-o,floG lyserglc acidlak mhtnal ned by y2| ng a conmpound of - f. ula

VI - f or:niHely: thim. Jowr 53] 2197 £ (1970)]. R [err] wherein

[err] - |sT5%n"EYe‘1°ﬁ“ 6956‘(?@“1“?6 “wher ei [ eid .' | s:'as.defined . above, and
[err] I nsof gr @s the productron of hRe starting an. ester radi cal .

rraterlals i's not desf |bed t hese a

sig éfy 1 ower al.ky:

car n at OITB a

known: The conpoy
descrbed .and clam

for exanpl e,

Mays be: pr odugRehul & 1 wn 1to 4
thyI or ethyl. mﬁ@cehsescmﬁ |2m97af (‘ia'rme’l‘hlana»bogous to
- j K are

|n our .copendj ydro - [err] -

. . = G -l :
met:hyl - -Applicati on . 23690/ 77 S "-r c:bmﬁe@n—anh&gms)dm er gopeptl ne
is a vaY’?f ’gg“%’ z? J‘:"g’é‘g‘ by demethylanon of " & compound of 65 ] ng
' materr ﬁ]r och on 10f""‘ﬂ‘fla VEhe. conpounds: ‘of formJI alla are

val uabl e hyd o-2 [err] - et hyI -5'a - _.benz¥le
for the productlon rrraco-- -tine derlvatwsﬂ
al kyl - 30 dynamﬂc_ llye: aCLy Ve~ 6 - nor- 6 s
- 2'[err] --met b".a - benzyl - V\/nerern RN
exanpl e of er ga. 1 ne . corrpounds such as d|

.°°°‘ergopep- ~i nternedi.at es
e.g.. of 6-- nor - 6 -

g ergol imes" 9,10 - dihydro
s defined above;, for-
foergot- 80 6 - nor - 6 -

[err] -9, 10 «- Aro -+ 2'Terr] - methyl- "anine. The latter. compounds are

. pounds,

. manner. . ama 'aséf.Qheform

obt ai ned by 5' " benzyl - ergopepti me@%m@h&w al kyl'ation of the
cor rmspﬁm&nﬂ 1ﬁasdeﬁmd awa;nmmoam ias deﬁaned tlabm;:non of the starting

eprialy is o 33, these arq Ky ﬂrcYPysis of
Y COFH ‘11:‘: IO&S ed in-a -

118 .« orrpounds of Tor rrul a-lI" 85 known
met B5dsark alesciiteé ahd/ dipigled/ 3 surodpen %&r glﬁc- Nprs- 849 i didgdrd - 38 tbmeﬂlﬂasr c .structure
of for cation dNe.St?éP%)/W (Serial - ‘a - benzyl - ergopeptine-is. aval ﬁydr ol ysi's

s Convgﬁm@m ool ekl NS R b el ha v Hrﬁ;ﬁb exarrpl e by.
.t reat i Njgteriediates for the prodyclsn df phdhathi orﬁne:)amaamnpg:wnei ofiorf- -1V in a
‘viat 630- niigenigdllp sy fin ner -5501 Rf e rgolines’ SQJIQeth‘m xzﬁt*m*%"yw_ zﬁ‘ﬁ‘zﬂ’r kgli metd

hydr oxi g“é‘m’bﬁ ‘sis i ygg) zﬁe’g’ﬁﬂﬁ}f b%bﬁ?’ r's, for

@y drdwm om}mroﬁah oi’dhg O o coB kanol such as

- conmpoungg* Pt

‘exanpl egna :
~ nmet’hanoR’ xsan sauwb.abl e soI vent .m pousdse eg.5s d&mbeéfoadpla&ylaﬂon of
. met h#nhol /1 efwmmr@wf Ve ¢ conpt @i Vit R RPSEs, pf gghl ori de.
. : : m a manner. an ogous to ¢ - S
. sinplif ods - for. the hydrolyms of lyserglc s derived b biisic structife of formula .
1,496, 4 VH, 3In -t-he’ f-ol'towi ‘ng

non- Irmtﬁehxd@lsﬁxaanysntmeﬁecwém%hate -and- evaporat..ed gt ryness on a rotary
ten‘rf@raf“?ﬂ":{é"s ‘f“@“?’%frgﬁ by‘ %ees cent it »e¥a P _n. After drying-in a
i high vaguUimihe 'eolvaurb:“iremfﬁk owi ng exgipl es  ge* "Ls n,resul ting crude
;- base i sweh vithah ik ' LA . S

i melﬂ;l mnmmegleg caustic Hocy i “u
soda sofution. - ..
45 A suitable solvent is, for example, an ether

such as dioxane or tetrahydrofuran, or-an = .
_alkanol such as methanol; and a suitable solvent
mixture 1s, for example, methanol/methylene which is named ergopeptme for purposes of
chloride. . : - sunphﬁcauon S .



grans per litre unless otherw se stated. ately 150 cc of ethanol and
the solution is 30 seeded. The pure crystalline title. conmpound 5
EXAMPLE 1. ras—atr e 1

i sopropyl - 9,10. - dihydro - 2'[err]- rrethylSa benzyl - ergopeptine

8.6 cc (100 mIlinmols) of oxalyl chloride = Production of the nethane

sul phomat &: dissol,ved in 20 cc of acetonitrile are added 17 g of pure !(

nor - 6 - |sopropyl 9,10- 10 - dropwise at -10to-15 within 10 m nutes

cc of ditethyl 3fornpnide  peptine are di b864#%kd in 1 |i.ter-of acetone, gnd

150 cc of -acetoni tInithedolloiig bl lickitatiRtOExheiples 31 O Mgha@:?mg eﬁ&ﬁ?&frﬁ%ﬂ;ﬁé&‘&&%&iyc

Concentrati or togﬁp ' fiin| i mwlu crofle basd j50ifisahed Gn appexi- - 6

- iso- the origrha E}%o G % ﬁ¢]é°ma_ Wyihe ”1‘91011 -30

di hydr ol ysérgisk - aC| d areEXrAMBLEF] Itratlon arg Wb T Becdhie

29.4 g 0.5 100 deepwigerpel 10 SGISFnWEvlnnrm Infiute® f caayaﬁfrmm : ' 35 |

anal ogous manner: ;‘aﬁgﬂgﬁ fﬁ@amldﬂ IPGPW dmhlkrdrmdla lnmlof aimm are

added, and -- sal Wg z(sémé % ma%mswmcn |
ofahll

is effected by agpw 91190 @Udmiyseegnbufdfac sub-TheF‘ttmhduoammgshﬁ:gm : grglda 40

formula | solutlm Pﬁ% r?f : m‘#@honawalggnmmarihedln o

a manner anal 0goig Qz,b Hrrgy %9 gen onpe it Ad” &2 N

The organi ¢ pWasyé“h tz%tm added,end alssit dﬁmﬁdsrnhnhmd) IM.BNQ02Y!. (deo))-

50 washed tw cen& ' %%r %‘Wur{fdﬂ I(F?Oﬁr\n SHIQH Yorm

Conpound of . f or uﬁode idi foe 120 Mo 24

di hydro-="2'[err] - methyl - 5a -.benzyl - ergo- '35 to a solution of 300
acid are effeb.t e denfperrtuges farer inflieated 119 dwmtmx- IVapgrafod. Qler driiggl BG high vacuum the
‘rystal | L) |

2 Id a
40 sequently spri 1|0]- dz’aiml Srri ng |s pure rre
sul phonat e havi ng 1 er rllz' -3 m nytes. fter cool
206- 208 (decorrp )hsso{v&f gr;c tgkdrp ;% : ,' iﬁ '

v f- Ofal e

ef f ect ed at - [err}mlﬁzﬁcﬂs)Zomﬁhyaﬁm er ir 106 -
cribed i n Exanpl ésmdﬂl}malssl ﬁg:ﬂtchﬁpo&ﬁl' &hﬁ@@dﬁy&&h&lh{af&@

% farel cbta il i #7274 1y 00 il
R M P. ) : betvfegrr m}zthylene ohlonde anMa P.N 2 cribed in Exa:d%ﬁ(l' Y ""t.h";s' |
lerr] (c= 5 “‘“ﬂcgs,‘%%?& ﬁ’mﬁv ) ing(ytagipg ma temmrmﬂenanmfon )
3 ~ethyl ) et Té‘r‘*r‘f‘((?‘“hmmsﬂtfw% (dec.)
(decorrp ) O%_H__di et h\l| c||| nhn\(l dﬂ\ 4. - n- nr ()l”V| [er I’] .
-23.3 (¢ = . 213- 214 (dmpdum(stermml) 0.4 6F+oﬂnﬂé %h
sul phoxi.de) '5 . ' Ferri -t \x,—-r ' U4Mﬂinﬁ

0 881 in nethandi xam"le 34f[err] Md’oc ) EXAVBLE - 6

crystallizes upcn c olr gn b - nor- Ol EPELY) '&,10

di hydrol ysergic | "'Vg.CUu lsolar’%/ fs s h drcu?“t’?*gf’é‘raél d - .‘

¥

conmpound havi ng “an.MP.] of. [err] (de- gﬁe ?15 L nol- s) of .6- .nir -

6 - iso- corr?),.-.[err‘] = }0?”] (c-O 6 |n rretha E)ropyl 9,10
Ofd

- di hydrol: ysergl c -aci d fet Jofdf ] =299 305°(dec -
ester are dissollved in §00.cc off methafiof %ﬁﬁox.j’g‘““é‘ ompounds of. formul g Il
characteri.zed 1 0-_(:? O-f net hyl er"‘ >hlori e and 100-.cc|of:-a-- in‘the ab;ve
M.
{

Tabl e are..obt ai : 6(‘330! ut it )n21é1=%l4%lﬁﬁed “Affer
anal ogous“t 0" Exgnpl e 6 ty hydroi ysrs '-hgﬂ “ld;) F‘?'lrr .Ng. over .ni, ght af -~
room tenperaturg thé:- ccrrespon'l 75 .
organi ¢ sol.vént are . r_er’DUed on: Iar y_f_e\'/b?—?*\xgerat 83(4@1—145%(dﬁe)5| duefis: -
diluted with-4 liter: ~' 1§81 f“&?‘a““fha-pH of ; theisolufion -
S adjustedto 6--nor 6 |§££ropyl 9 10 - dihydrolysergic 5 Wih

gl aci al acetic agi:d, W 6.ACT ergitallizesepoy |codtifig, €D in aORpAl ned
as jelly-like | gt af‘i"f’f‘@’yl('os’{oe'rq”?""’zxﬁ"gg (Uﬂmatnﬁp"s)eads?t% @:eryﬁhéydmus fl 10 - '

di - gives asscleasnrsél(u'quo,aolsf&qm ahighighe i : .'
met hyl éster ar@reizylssdllt)eddrhy&&ﬁ'ser%:dqd methyl :‘E?:% [“]" %yy%y—ggfgm ha- 70

1,496,491 in 40 ahd 6111 combo%offcrm\ﬂaul ah&aaénzan

acid of formul aiﬁﬁ- - n"at“@% “@’9 -
i sopropyl brém. cbﬁningemd@dat arad Rekd] °“s Y‘W’I{’sﬁ o er r %19
for 48 5 “hour s.OT8api¢ sqlvenge prk irqmipy anrdta Luva-flcatlon ‘he tltle corrpound

C][ ySt allizes frcgﬁtmgrﬁifﬂdh lﬁl tion 1srvmpu§t£gtgm _UI‘| es?zsgropyl 910 rb?h\;:irg seragpc M i

5 with glacial acetic acid, whereby the acid is  acid methyl
yl ester
65 - obtamed as jelly-like lump Heating t0 80° - :40 g (0.148 miols) of 6 - nor - 9,10 - di- -
gives ‘a clear ‘solution, from which “the acxd ~ hydrolysergic' acid methyl ester are dxssolved . 80




[err], [err]= - [err] (c =0.582 in methanol). 10 The conpounds. of

' as t he %

formula 1 exhibit V\/nerei n Ris as defined above, pharnacol ogi cal

—activrty—imn parlt,tn at— 1||cy wi-t-h—t-he- euﬁ‘peu“’* of—formda— 1 —~ 55
exhi bit venoconstrictor activity as indicated in standard tests with
aptmals, for exanple, by a [err] pressoric effect of |ong

on in ‘the 15 spinalized cat acconpanied by a rise in blood P

re. The conpounds are therefore-indicated for use “as vénotonic

_ "For this use an indi- cated daily dose is from 1.5 to 15 nyg,-.con-
20 wenlently adnrnrstered in dlnumwuq doses 2 to 4 in the formof Qusalt,

o timeS a 0Sd cont.arm AR AL organrc—sol vent or
~ sol venth%‘;ﬁéﬁﬂ 9? iy n&"tm‘f%%g& 3?#?5’6‘“%%1 ease - arfq,-‘i:n the

pr esenCﬁolgfof b mgadageaid form coon
- 2. A, prhﬁemss ¢ﬁ9mthé0 wuld‘-ggfnrtﬁ a corn- 'N_gonpqgnds of forrrul a |
- may Be M Af """,'o[‘:_ﬁfm"uﬁm stated fm 1, sub- 25 . ministered
~in pharmefﬁo 3 SO ﬂpagil d stantl 3 ds herei nbefore descri bed

'on salt - ence to any one of

" the §)1t05 : 'lhl-blt t he same o‘rider of activity as - 3. A
: corrpoun 1. n whereie Rhis ge d are-readily
~ prepar maf, m)’&ﬁlﬁu&&im oFiHR 8 cpRPOsN ‘E@Evlg,q’ g5 conver®i onal

11 .0or-2. 30 also.
mpound_of formula I, as

nmanner . seiiled mammwmwme,byaccor diing to cl

- proyj de%“’m{] tmpameé:éyam o}lon nz;

defi necgﬂ;alr FreTmg“a coMsounrd®of f.or ntii- i free . claimbase form or

|n pharnﬂmeu&umﬁhégtemwmm&mdfoﬁ The ‘cofpoy, ;crj’f |m4_ which is 6-
‘acid aelpe ye r@aﬁgrmf Eprthis jupe agdadici ation with a - no 6 - isopropyl .-

9, 10y o '; fs,f rjjldedd p‘fﬁr rrm:ﬁyfohgadasg@,rrr er or dil uent. Such corm
met hyl  dmés day ertmctsnltmsmrmymbmmmethe form of,
for exaimi 9,4 w06.S iﬁb,eorcmrvpmmdl rdéasecl jﬁ‘ of aRaqid;bipgi @B@El o or a .
: pr: f he T ti

t abl-et . o5 of § tymfg‘r ot B en I'n:

o1
anotzlgermsgmd“"',% M%&:ﬁw grham&msgdegthwpn wfaorrpounds Ris
al kyl odddifiod Galtb forrar Such exdcidydddition salt mcetoanyoneofﬂleﬁxamplesltos - 75 bon
at ons. fonns exlhlblt the same orderofacuwtyasuhe %:vd fm C|6g_| mad. -
wher e| _ D onbon hm;,g)g,y 0o di hydres  °R- propyl .
2' [80r]aiso pha oamcal jom- - er4g pouneofrfammﬂ, asTchanedmrpound of .
claim Mmﬁg ermmfbuudsoﬂ@mulafbumﬂeeto speci-al I(X nt % ng ‘as. well H.
7 '_ g%gl% call accepgable o Hy/|"c %1 yl- i{%’ 3;%‘ of claim
4 wher el eror“ﬁnuemi‘o%mcommw’ o i s alkyl of 2
.t 0 85 Capokifidhs alaPBHin telfo rpanpe, acdolts qgnpp@daﬁyla:mnewmremu is . WHAT VE
.CLAI'M | &xolution or @|tehletys 3 to 10 in fre!—:'"’;B e form } ép&gesa for the .
product j "@tmﬁ{‘ig}kﬂ 9%"?;? s T ng clgig any  ohe f)f 78 ound of

-~ f or mul” apoh atoms, l -1 TTBe. amtpmmamf blﬁmacwﬁkr@dnlui ion sal t

" formo §5 -1 - gis@mmhe&lo edihyctr@rrp lon con‘g .o“f’?f]'ﬁ“’r%ésb g
ase. orm or

©. tng a
in pha%%h&%{%i@gté {% _aCI doarmil &oinpcran&at HaifaO4 Rbirdin XSS @i at i ON
with a@hasrr@e@ cophmdz ar r.1 er - or . of\2 t/@QRklen 41080, , Chartered Pat ent

Ageg% % I The Oentre “wher ei- n R |amﬁﬁm%?§m F° @V%f’fo 6 car-

Fel p,gf@ﬁm 12, A compound accordin

. . pound according to any one of :

M:dd! es?gnd “conpl S|°fng _ eﬂmgam Tdaadid udzlm‘ommtfbmnal des
or

' Agent s the AppT i cant.s—Pri nt ed: fds Ssloatcvm'e-ry O fi ce by
t'he Cour.i-er «PT 858, . 1 fon Spa, - }9 t ent O‘flce
25 Sout harrpt DR BUI| I n s‘,": London, V%alyﬁaecep me)m;, dGtonCaRIfem may be

7] ' “. in association with a phannaceunqbl 8er «91 90
di rret hyf foi“r@de e of an-  rivative of an acid of:

§
212

ydr ous . pot assi um'car bonat e amAlﬁgRﬁgagé(ﬂB nol:s) of i sopropyl
brom de  a¥- ladded, and heating is effect athaiteedSPhtant TA|@en‘isII rri ng for 48
[err] 5whele’l{ gtener)r- léfl{lg(sug and. purlfléﬁt]}:l@ , .
' 50 bon atoms, . Middlesex, TW13 4EP
: compnsmg oondensmgareacuve funcmonal de- Agents for the Apphcants

, Printed for Her Majesty s stationety Office by the Oourler Press. ImMngton s pa, 1977 .
Pubhshed by the Patent Office, 25 Southampton Bulildings, London, WC2A 1AY, from
’ which copies may be obtained.



titl-e conpound crystallizes fromethanol in the formof col our | ess crystals
having an M P. -of 194,. [err] = -80.2 (c = 0.582 in nethanol).

H 10 The - co'rrpounds of formula | exhibit wherein Ris as defined
akoye, ph naeol ogical -activity. I'n-particular, they W th the corrpound of
formul a N 55 exhi bi't “venoconstri ctor act ivity as.indicated in

st andard tesns with animals, for exanpl Qﬂmla pressorl c effect of lon

dur at
' bl 000 pr essi 420 kel Qi

venot oni ¢ agentnﬁ)ls)Eﬁﬁsofnbpﬁ brtafideddte laBdd, a:ﬂat ed daily dose-

or Use as -,
% om 1.5 to 15

nmg, con- vémﬂemislﬁec&dm m°smé7r=@d’msri°rdﬁ8w ded doses 2-Ja 4. in.the form
of a salt, t? %E’P P PO E *u’p m cont ai ni @0 an inert organic
sol vent or soI \f&ﬂ of 2} v’hn INDP. of5 ng, or il st ai ned rel ease and
I n the presencdo4if B:rhfac;t d-mzndl(ng= aogszltm form '
2. A proces§ f rod ct G&Jhﬁ co ounds of formula I
may be ad- M“%n i whesdimR i 4s :fg b%’%r m ni ster
i n phar maceutl QJDIO cﬁmﬁ)@sd;&cs&damtlgtdr Wé?pﬁ‘&d BEYSFE descri be
with refer- admmwmmmammsmwawa addi tii on Sa nce to.any one of
the Exanpl eg 1PE§°B° °FEF|‘rr%f “°Phl§ rre or der, Wity as,fhe 3. A
conmpound of ?or |neba in fr base fo’r re readily :
ss nt i onal

prepared in cl amwmaneﬂmtgrmﬂueddorby a proc

manner. The pr Verjopppis fgenisnFor t%ﬁr’ﬂrﬁp to claim1 or 2. aI SO

provi des a wagﬁﬁéﬁﬁ& Eﬁﬂﬂgﬁg& 5 o 44 mﬁ:hcmﬂﬁ)&wsdt,of fornula I, as
defined in CONMides By @ GA{TRGES ninifg| ainl an ineqt drganis solysnt pmsolyent e f o m
or in phar rracet!tomc(al Itgﬂéctu&;mamlssmned Seleaﬁﬁhe"@o‘ FiFagrof tﬁdﬂg‘w& 6-

acid addition SS t Bouid of fofdula 1, & statddS® BAiAA , 10
- di hydro -2’ [nglg, ,ed"%;‘sﬁ@’f “Pci a‘war ?t:mnycnshd-;hhcfmtdesc&mmgum
h

methyl - 5'a - talt- foﬁ{gﬂiﬂephdnﬂdmélﬁsalt p W’Bhgﬂe ug‘rgéﬂ r.m of ,
for exanple, g’;@iase mﬁgﬁa ﬁﬂm&w&sﬁj% ﬂﬁ ydh’% E‘ssaas
c'il

57

t abl et neadaamgmrtﬁle lof 2.0

anot her ‘EE‘eMHMI rei Rqosptgnd)efrfomﬁﬂadoanMMSnR is .
al kyl of 2 to @ommsae id of formula I, in free 5 “ndof aim 7‘;,“30n at ons.
8. The corrpounaCI ad %3 % WE au%éo nor .% ggo_gmg,r L -0
9,10 - di hydro-phmgacg‘r gﬂof y| meth@' a' -H&myz gdl ne .
has Q. i&l&fmcﬂiea‘brmd foh emmply R, i eFnRPpUsd cltue bEhaminBds al | y
i nteresti ng as @ P‘Fm OF{a tah tt corre ondi n§° %e%und@fdﬁtb%er&[‘g 6- '
10. The corrpou 6 a0 Pt opyl conpound. . 7s
is al kyl of 2 m oAl DON atoms 11 °A corrpo@nahtammddrogclmm fwheramB inf 45

VWHAT WE CLAMOM | S - Nor- -ISOPrOPyl-910 dlhydro-cla yla t ungotgafr;e baSﬁ Jorm

1. A process f%m Eﬂj@réﬁ&c ymm ";E)vﬁ:h H onpoun acg%efe ng to
3¢1the

any one of pou Jnor-6- ethlandﬁ_ 10 The compouodaf nigim34 twherdif) R N 80

acid addition aad-tstpmpsucon% . A phar rrace\a Pr conpri s-
[err] ng a corrpound ﬁfa Bty $Pe & i s
3to 10 in Pree g&é mmr%}“gf EQquiQI?WP eut 112, RGP 0y bn@ gl t i ON

salt formin p@GE atmamvm i a phar maceutltumai tocwrm |ae¢ adslition (¢ fdinl. uent .85B.

A. YORKE & CO., Chartered Pat eptAgents, 98, H%‘I"Egm;? Wﬁ?% ‘???"‘%;
hydr ogen or al'kyl of 3@ daL-<, 1 claimé Ftol 103 ree ke fo
C nden5| ng @uticalfyC dcrep@blt Larid taddirianl salieferm :

M ddl esex, TWL3 4EP. S
Agents for the Apgt: bt s. °Pri WWW?‘“&BR*‘M@PWM?% 199
' | ®hed by the Patent Office, 25

#hgs, London, \WC2A IAY. from whi @ ACYDRRE &1Ep, be obt ai ned.
N Chartered Patent Agents,

the Courier Prep
Sout hanpt on Bui g

" 98, The Centre,
wherein R is hydrogen or alkyl of 2 to 6 car- Feltham,
50 bon atoms, Middlesex, TWI3 4EP.
comprising condensmg a reactive functional de- Agents for the Applicants.

Printed for Her Majesty's Stationery Office by the Courler Press, Leamington Spa, 1977.
Published by the Patent Office, 25 Southampton Buildings, London, WC2A 1AY, from
which copies may be obtained.

A




