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to us, and the method by which it is to be performed, to be particularly
described in and by the following statement: - 5         The invention
relates to new pyrrolyl compounds of the formula I                 5 [err]
R2 wherein Py is optionally lower alkylated 1-pyrrolyl, Ph is phenylene,
[err] is hydrogen or lower alkyl and [err] is hydrogen, lower alkyl,
aryl-lower alkyl or optionally function- ally modified carboxy-lower alkyl
or [err] and [err] together are lower alkylene, oxa-lower 10
alkylene, thio-lower alkylene or aza-lower alkylene, and to processes  for
their manu-   10 facture. In the preceding and following text, a lower
alkyl radical is to be understood as a radical with up to 7 C atoms, above
all with up to 4 C atoms. Lower alkyl [err] and [err] and lower alkyl as a
substituent of pyrrolyl Py, has up - 15      to 7 C atoms, above all up to
4 C atoms, such as straight or branched butyl, pentyl,  15 hexyl or heptyl
bonded in any desired position, but especially n-propyl, ethyl and above
all methyl, isopropyl and tert-butyl and, in the case of a substituent of
pyrrolyl Py, above all methyl. Lower alkyl substituents are in particular
bonded in the 2- and/or 5-position to 20       a 1-pyrrolyl radical.
20 Phenylene Ph is for example meta-phenylene and especially
ortho-phenylene or para-phenylene. Aryl-lower alkyl [err] has up to 12 C
atoms, above a up to 10 C atoms, and is unbranched or, preferably, branched
in the lower alkyl part, and in particular branched 25       at the [err]
atom of the lower alkyl part. The aryl part is, in particular, a phenyl  25
radical which is optionally polysubstituted or, in particular,
mono-substituted by lower alkyl, such as the lower alkyl indicated above,
lower alkoxy, halogen or trifluoro- methyl, but is preferably
unsubstituted. Examples of aryl-lower alkyl [err] are 1-methyl-
3-phenyl-propyl and especially 1-methyl-2-phenylethyl. 30           Lower
alkoxy has up to 7 C atoms, above all up to 4 C atoms, and is therefore  30
preferably straight or branched butoxy, pentyloxy, hexyloxy or heptyloxy or
above all iso- or n-propoxy, ethoxy or, especially, methoxy. Halogen is,
for example, bromine and especially chlorine. Optionally functionally
modified carboxy-lower alkyl [err] preferably has up to 35       7 C atoms,
above all up to 4 C atoms, in the lower alkyl part and is unbranched or  35
preferably branched, in particular branched at the [err] atom. Optionally
functionally modified carboxy-lower alkyl is thus preferably carboxymethyl,
2 - (2 - carboxy)- propyl, 2 - (4 - carboxy) - butyl or especially 2 -
carboxyethyl or above all 2 - (3- carboxy) - propyl functionally modified
at the carboxyl group. The optionally func- 40      tionally modified
carboxyl group is, for example, free, esterified or amidised carboxyl  40
or nitrile.    1,465,783                                      2 Esterified
carboxyl is, for example, carboxyl esterified with an aliphatic alcohol.
Aliphatic alcohols are those in which the hydroxyl group is bonded to a C
atom which is not a member of an aromatic system. Suitable aliphatic
alcohols are, for 



example,. cycloalkanols, such as those with 3-7, especially 5-7, ring
members, for 5       example  cyclopropanol, cyclopentanol, cyclohexanol
and cycloheptanol, cycloalkyl-     5 lower alkanols, which contain, for
example, the above cycloalkyl parts, such as cyclo- pentyl-methanol,
cyclohexyl-methanol, 2-cyclohexyl-ethanol  and cycloheptyl-methanol,
phenyl-lower alkanols, such as 2-phenylethanol and benzyl alcohol, wherein
phenyl radicals can also be substituted by halogen, lower alkyl and/or
lower alkoxy, such as those mentioned above, and especially lower alkanols,
such as n-propanol, iso-propanol,    10 straight-chain or branched butanol,
pentanol, hexanol or heptanol, and especially methanol or ethanol. Thus,
esterified carbonyl is, or eioxynarbonyl.    ..   -  :   : '. :.    , .  .,
-    curb -     Amidised ~~carboxyl :substiu  or unibstitutect
caroiyL"Substitue  carb 15      aoyl has, for example, the. formula
--CO..NR.-R, wheiniR; is hydrogen or            15 Iower IakyLacy,    is: I
rer alkyl or R. and R. togedher.are lower alkylene,.oxa-lower a~lyleie,-
ttia-tower iLkyle  or aza-lower alkyl. Lower alkyl in' particular has the
abovementionect meaning.--              ''--- Lower.1ilkylene::Rs+R,, and
is branced or, i n particular, straight-chain 20      lower a"kylene wii.
'WI          diabove att 4-6, C atoms mn the alkylene chain, and in  20
partilar rep~resenls, toeer with    th  atom to which the lower alkyleve is
bonded, pyrroliin or: pipaeictno',   .           .'.     : ..... .. . O
o+R, and. +R,2 is btrnce  or,i particulari, straight- chain oxa-lower
alkylene'with, in particular, 4 or 5 C atos in th  oxa-alkylene 25
chain, and in particular represents, together with the N atom to which the
oxa-lower  25 alkylene is bonded, mrpholino. Thia-lower aLkylene R.+'R. and
R, +Ro is brand   or, in particular, straight- chain thia-lower
alkylenewith,:in particular, 4 or 5 C atoms in the tia-kylene chain and. in
particular represents, together with the N atom to which the thia-lower
alkyl- 30      ene is bonded, thiomorpholino or 2,6-dimethyithio irh
'   .                 30' ,  Aza-lower alkylene Rs+R4, and R1+R. is b ed
or straight-ain rn-lower ,alkylen  with, in' particular, 2-6, above all4-
C atoms in the aza-alkylene chain ' and'in particular represents, together
with the N aitom to which the aza-loer alkyl- ene is bonded, pip    , N' -
me yl o  or N' - (/ - hydroxyethyl) - piper- 35       azino.
35 The new compounds possess valuable pharmacological properties. Thus they
show an excitation-inhibiing acton, as can be demonstrated on determining
the' pargyline- reserpine . antagonism on intraperitoneal administration to
mice. The new compounds therefore are useful for the treatnent of states of
excitation. They block cardiac g$- 40       receptors, as is evident from
the detennination o the. antagoism   tachycardia when  40 adinistered,
intravenously: to nmrcotised cats. They also block   r vascular /9-receptoM
as is. manifest from  hie determination of vasodilatadion when administered
intravenously to narcoied cats, and they also block cardiac /3-receptom, as
is clear from the deter- mination of tachycailia on isolated guinea 'pig
hearts. The new c os therefore 45       are useful as blockers of
,adrenergic ft-receptors in the treatment d heart and circuila-  45 tory!
ailments, eg. arrhytimic disturbances, angina. pectoris, and hypertensi
Conipounds to be singled out are ompounds Ia. of the formula ,.wherein Py
is  onally mono- or di-ower alkylated i-pyrrolyi, Ph is phenylene, K, is
hydrogen or lower alkyl and R2 is hydrogen, lower alkyl, aryl-lower alkyl,
ca.bamoylower 50       aLkyl or cyano-lower alkyl or R1 and R, together are
lower alkylene, oxa-lower alkyl-  50 ene, thia-lower elkylene or aza4ower
alkylene. CMompounds to be singled out particularly are compounds lb of the
formula .I, wherein Py is optionally 'mono- or di-lower alkylated
1-pyrrolylPh is ortho_ or para- phenylene, R1 is hydrogen or lower alkyl
and RP is hydrogen, lower alkyl, phenyl- 55      lower alkyl,
carbamoyl-lower elkyl or cyano-lower alkyl or R1 and R, together       55
are lower alkylene, oxa-lower alkylene, thia-lower alkylene'or aza-lower
alkyleni. Compounds which are particularly suitable are compoIns c of: the
formula I, wherein Py is I-pyrrolyl, methyl-l-pyrrolyl or
dimethyl-I-pyrrolyl. Ph is ortho- or parahenylene, R1 is hydrogen, methyl
or ethyl and P.a is methyl, ethyl,, isopropyl, 60      tert.luy,
-methylphenethyl, carbamoyl-lower alky~lwith up to 5 C'atoms or cyano-
60 lower alkyl with up to 5 C atroms, or R, and R2 togeth-r with the N atom
to whidh they are bnre   re pyrmolidio piperidino, mrpb     tiomorpholino,
piperazino, N' - methylpipeazino or N' - (,8 - hydroxyethyl) .piperazio.
Compounds to be singled out very particulary are compounds Id of the
formula 65      1, wherein Py is l-pyrrolyl or. mono- or di-lower alkylated
l-pyrrolylj Ph is ortho-  65  



3                                    1,465,783 or para-phenylene, [err] is
hydrogen or lower alkyl and [err] is lower alkyl or [err] and [err]
together are lower alkylene, oxa-lower alkylene, thia-lower alkylene or
aza-lower alkylene and, in particular, Py is 1-pyrrolyl or 2,5 - dimethyl -
1  pyrrolyl,  Ph is ortho- or para-phenylene, [err] is hydrogen [err] is
iso-propyl or tert. - butyl or [err] and 5         [err] together with the
N atom to which they are bonded are morpholino, and above    5 all the
compounds mentioned in the examples. The new compounds are obtained
according to methods which are in them- selves known. Thus, for example, a
possible procedure is to react a compound of the formula 10       II
10 [err] with a compound of the formula III [err] wherein Py, Ph, [err] and
[err] have the above meanings, one of the radicals [err] and [err] is 15
[err]  or [err] and the other is reactively esterified hydroxyl and [err]
is       15 hydroxyl or, if [err] is [err] or [err]  together with [err] is
epoxy. How- ever, [err] must not denote [err] . A reactive esterified
hydroxyl group is, in particular, a hydroxyl group esterified by a strong
inorganic or organic acid, above all a hydrogen halide acid, such as hydro-
20       chloric acid, hydrobromic acid or hydriodic acid, or sulphuric
acid, or a strong organic  20 sulphonic acid, such as a strong aromatic
sulphonic acid, for example benzene- sulphonic acid, p-bromobenzenesulphoic
acid or p-toluenesulphonic acid. Thus, [err] or [err] in particular
represents chlorine, bromine or iodine This reaction is carried out in the
usual manner. If a reactive ester is used as 25      the starting material,
the reaction is preferably carried out in the presence of25 25
condensation agent and/or with an excess of amine. Examples of suitable
basic con- densation agents are alkali metal hydroxides, such as sodium
hydroxide or potassium hydroxide, alkali metal  carbonates, such as
potassium carbonate, and alkali metal alcoholates, such as sodium
methylate, potassium ethylate and potassium tertiary 30      butylate.
30 A further possible procedure is to react a compound of the formula IV /
[err] with a  [err]-oxo-alkanone or a tautomer or functional derivative
thereof. A [err]-oxo-alkanone, a tautomer or a functional derivative can be
in the monomeric 35     or in the polymeric form.  A functional  derivative
can be open-chain or cyclic, such  35 as an open-chain or cyclic acetal,
ketal or acylal or an open-chain or cyclic  [err]-halogeno- ether,
enol-ether or enol-ester. A [err]-oxo-alkanone. can also be present as a
mixture with its tautomer and/or its functional derivatives. As examples of
suitable [err]-oxo-lower alkanones there may be mentioned: Succinaldehyde,
2-methyl-succinaldehyde, 2,3- 40         dimethyl-succinaldehyde,
levulinaldehyde, 4-oxo-hexaldehyde and 2,5-hexanedione. As  40 examples of
suitable. derivatives of [err]-oxo-lower alkanones there may be mentioned:
Monomeric acetals of succinaldehyde, such as succinaldehyde - mono -
diethylacetal, -bis-dimethylacetal, and -bis-diethylacetal, acylals such as
succinaldehyde - 1,1 - di- acetate (4,4 - diacetoxy - butyraldehyde), enol
- ethers such as 1,4 - diphenoxy- 45        butadiene and enol - esters
such as 1,4 - diacetoxy - butadiene. Further suitable  45 compounds are,
for example, derivatives of tetra-hydrofurane, which react, for example,
like the acetals or acylals of succinaldehyde or like open-chain [err] -
halogeno- ethers. Such compounds are, for example, optionally lower
alkyl-substituted 2,5 - di- alkoxytetrahydrofurances and related compounds,
such as 2,5 - dimethoxy-, 2,5 - di- 50        ethoxy-, 2,5 - dipropoxy-,
2,5 - dibutoxy-, 2,5 - bisallyloxy-, 2,5 - bis - (2 - chloro-  50 ethoxy)-,
2,5 - diphenoxy- and 2,5 - bis - (3,4 - ylyloy) - tetrahydrofurane, 2-
methyl - 2,5 - dimethoxy - tetrahydrofurane and 3 - methyl - 2,5 -
dimethoxy - tetra- hydrourane, and also 2,5 - diacyloxy -
tetrahydrofuranes, such as 2,5 - diacetoxy-    tetra - hydrofurane, as well
as 2,5 -dihalogeno - tetrahydrofuranes, such as 2,5 - di- chloro -
tetrahydrofurane and 2,5-dibromo-tetrahyrofurane, and also compounds which
are simultaneously to be classified under two types such as 2 - chloro - 5-



(2-chloroethoxy)  - tetrahydrofurane and 2 - allyloxy - 5 - chloro
-tetrahydrofurane. Polymeric compounds of the  abovementioned nature are
obtained, for example,    5 when polymeric aldehydes, such as polymeric
succinaldehyde, are reacted with amounts of acetalising or acylating
materials, or mixtures of materials, which are less than equivalent to the
succinaldehyde units present. The  reaction of a compound IV with a
[err]-oxo-alkanone, a tautomer thereof or a 10  functional derivative
thereof, can be carried out in the usual manner, especially warm,
10 such as at about [err] to [err] and in the presence or absence of a
diluent and/or condensation agent. Suitable media for the reaction
according to the invention are when using a free [err]-oxo-alkanone, any
solvent in which  this compound  is  soluble, for  example   lower 15
alkanols, such as methanol and ethanol, or lower alkanecarboxylic acids,
such as           15 acetic acid. Acetals and acylals of the
[err]-oxo-lower alkanones, as well as cyclic acetal- like derivatives are
advantageously reacted in lower alkanecarboxylic acids, such as acetic
acid, as the solvent and condensation agent or in the presence of catalytic
amounts of an acid condensation agent, such as p-toluene,  sulphonic acid,
in the 20        presence or absence  of an inert organic solvent or
diluent, such as, for example,              20 benzene, toluene, o-
dichlorobenzene or  acetonitrile. The reaction of [err]-halogeno- ethers is
carried out, for example, in inert organic solvents, such as halogen-lower
alkanes, for example chloroform or the abovementioned solvents. The
reaction tem- perature is preferably between room temperature and the
boiling point of the solvent 25    or diluent used, for example [err] to +
[err], the lowest range in particular  being        25 relevant to  the
last-mentioned  halogen compounds. In resulting compounds, it is possible,
within the scope of the definition of the end products, to modify,
introduce or remove substituents in the usual manner, or to convert
resulting compounds in the usual manner into  other end products. Thus, it
is possible, in resulting compounds, to hydrolyse functionally modified
30 carboxyl groups, as a constituent of [err] to free carboxyl groups in
the usual manner, preferably in the presence of a strong base, such as a
strong organic or, above all, inorgncbase, preferably a meal bse, for
.eamp: On alkalneg at:          mta  rak metal carbonate or, abovetall
hydoxie for exapl  cacimhy.xi              . soium 3 5    h y d o xM i d e
o t e p ot a s i u   I y do x i d , o  i t h p r s n e o a s r n g c d ,fr
e x am p l e a strong mineral  cid, especially ahydrosigenhld   cd   o  ex
mpewhdcho achyroid o   bv  alhdoroi   orrupurcai..fdsreoiisig agnt suc as
ntros aidcanbe  ddedwhe  oyroling thepcre  aoytgou. aThen mnetrale  r  asd
a osiun   f              ccnas  e hydaolysed t  h   abmy 40  grou~,inhe
usual manersorexiample a shydroescrbe  a35 o  h yroyi  ote
4 frecaid  xy gruprqulyfi  ls  osileito  acnettecrKolgopit th aitbcgoup by
dhydration ain, the usualmnnrpfrexmleb  hain   ndo by ntheu action ofn
dehydratin  agents. ols        hesc Free nitritey groups as a constituent
of Rcarb~amoy d 45       forI exapl byratinwtaacresodn    alcool prefeal  n
h   rsnceofyl an  cid, suc suas Manmneralai, for example asdsulhuic aci
rhyrcloiecio in the presenc of de-dadwaterbndigaetsuhasdc.oeycrb~jje   rb
ane9r~   approprate  ia compouend, ofor example astdiazolkneThesri- of the
corresponding alcohoLg acool                          heusul-maner
th4sulmanr for example by reaction with rresaop    piay  rscodr amne and,
ifncssrdhyrtonochhamnu  srfeabltyomdsa inttepeer-e, anhydrid  grous a
interusal manner for example   byrato4wt5aieso               s pho us  r
s lph r,  uch as    hio yl  hloide    phsuphoric: pe tci rd   r p o p o u
oxyl groups in the usual manrdner'b  ractio  w.hcre.odn.lchlifdsrd M. the
presence. of acwid tendig agnsscdadranco   iorganirchbases. Functionalymdfe
roy   rusucas  acos. icyuoexy f  , anbdii futhrmr 65   methods. ~~'wthus,
apresutin   acd anhydriesacdhaie, for exapeadampl  acichorie,           6
cati n   cn   a   bealk ne.-Th
es~ri    1,465,783             ...  -i ? or ketenes can be converted into
esters or aides by reaction with, respectively, an  - alcoho or ammonia: or
a primary or secondary amine, if desired in the presence of add-binding
agents, such as organic or inorganic bases. Resulting-ntriles can also be
convertedn  ogously, by reaction with-an alcohol into the corresponding
inino- 



-a 5    ethers' which Can be hydrolysed in the usual manner to the
corresponding esters.    5 The reactions mentioned can optionally be
carried out simultaneously or suc- cessively and in any desired sequence.
The reactions mentioned are carried out in the usual manner in the presence
or absence of diluents, condensation agents' and/or catalytic agents, at
lowered, 10      ordinai or levate  emprature, if appropriate in a dosed
vessel.                     10 Depending on the process conditions and
startng materials, the end products are obtaind in the free form or in the
form of their add addition salts which are also encompassed by the
invention. Thus, for example, 'basic, neutral or mixed salts and possibly
also hemihydrates, mondhydrates, sesquihydrates or polyhydrates thereof can
15      be obtaindd. The acid addition salts of the new compounds can be
converted into the  15 free compound in a mainer which is in itself known,
for example by means of basic agt such as alkalis or ion exchanges. On the
other hand, the resulting free bases can form salts with organic or
inorganic acids. Acids used for the manufacture of add addition salts
are.especially those which are suitable for forming therapeutically usable
20      salts. 'As examples of such acids there may be mentioned: Hydrogen
halide acids,    20 sulphuric add, phosphoric acids, nitric acid,
perchlioric acid, aliphatic, alicyclic, aromatic or heterocyclic
.carboxylic acids or sulphonic acids, such as formic acid, acetic add,
propionic add, succinic -ad, glycollic acid, lactic acid, malic add, trtaic
adid, citric acid, ascorbic acid, maleic acid, hydroxymaleic acid or
pyruvic 25      acid, fumaic acid, benzoic acid, andtranilic acid,
p-hydroxybenzoic acid or sall-   25 cylic acid,embonic add,
methanesulphonic acid, ethanesulphonic acid, cyclohexane- suphonic adid,
hydroxyethanesulphonic acid and ethylenesulphonic acid, halogeno-
benzenesiphonic acids, toluenesulphonic acid, naphthalenesulphonic acid or
sul- phanilic acidd metiionne, tryptophane, lysine or arginine. 30
Acidco uds can furthermore be in the free form  or in dhe form  of
30 their salts with bases, such as alkali metal salts or alkaline earth
metal salts, salts with ammonia orsalts with amines. Suitable comp:iunds
for'the manufacture of'salts with bases. are, for example, akali- metal,
such as sodium or. potassium, carbonates, bicarbotates or hydroxides, or
corresponding alkaline earth metal compounds, such 35      as calcium or
magnesium compounds, or ammonia, as well as amines, such as ani-      35
phatic amines, for example lower alkylamnines, such as trimethylamine or
triethylamine. Aluminium. salts, for example salts of two mols of acid and
one mol of aluminium hydroxide, are also suitable, especially because of
their slower resorption, absence of odour and the fact that they cause
little gastro-intestinal distudbance. 40           These or other salts of
the new compounds such as, for examnple, the picrates, can  40 also be used
to purify the resulting free bases, by convering the free compound into
salts, isolating these and again liberating the compound from the salts.
Because of the close relati nships between the new compounds in the free
form and in the form of their salts, the free compounds are, in the
preceding and following text, where 45      appropriate also to be
understood to include the corresponding salts, with regard   45 to general
sense and intended use. The invention also relates to those embodiments of
the process according to which a reactant is present in the form of its
salts, if relevant Depending on'the choice of the starting materials and
procedures, the new 50      compounds can be in the form of optical
antipodes or racemates, or, if they contain  50 at.least two asymmetric
carbon atoms, also as racemate mixtures and/or as pure geo- metrical
isomers or as mixtures thereof (isomer mixtures). Resulting isomer mixtures
can be separated into the two pure geometrical iso- mers in a known manner
on the basis of the physico-chemical differences of the con- 55
stituents, for example by chromatography on a suitable stationary phase,
such as    55 silica gel, or aluminium oxide, which have been pretreated
with a complex-forming heavy metal compound,'for example with a silver
compound, or by forming a heavy metal addition compound, for example the
silver nitrate complex, separating this into the addition compounds of the
pure isomers, for example by fractional crystallisation 60       ad
subsequently liberating the pure isomers.
60 Itacemate mixitres 'can 'be separated into the two stereoisomeric
(diastereomeric) pure racemates in a known manner on the basis of the
physico-cheuical differences of the constituents, for example by
chromatography and/or fractional crystallisation. Resulting racemates can
be separated into the diastereomers according to known 65      methods,
for. example by recrystallisation from an optically active solvent, with
the  65   



aid O-   tDro-oganisms or by reaction  ith  n   ,opticaly      wi  fo
ts with;th~e rao~ic compolind: an~d -separaton    he salts otained in
awmple' on the basof bfthedifferen' t  so    ,                 -can -bae
libed from the :diastereomers by the action of= suitable agents. Patilarly
cust   optc 5       ally activecis are, for examplI. the D-and L- forms of
tartaric aid, dotuyl-           S tartaric aci .malic acid, mandelicadd
cadv aq tagously, the more.active L-antipode is isolated. Appropriately,
the.startig materials used for arryingout the reactions accord- ing to the
invention are those  Ileat the initially
10 in th   sa aner          by eatino a phenol.P  HH    Ph0r a phenolate
thseredf:   en  fW of      . bydin  -r  #IL           ao :tad formula IV.be
'd foie grupls. fwith the product of the reaction of anu aine of he form
la  tRRwitpiheo- *hydrnn or tbe.-like ...... crIb e new compos  can beused
as  e             n   for e e  ine form of              20 phar aetcal
eparations, in wheyr s                   r    s t iie *   a ,pharmaceutcal;
.organic or inorganic, solid or liquid exce    suitble for enteral o r
parentenial. admiitation. Suitable tnaterials.-for formig the expet are
those twich do not reac  withothe new c      ds suchas,.for example, water,
gelatie, 25      latsstarch, magnesium arearate, talc, vegetble ois beazyl
alicohols, rubber, poly-    25- kylene - glycols, white petrolem -jelly,
.cholesteol or other known medicinal exciients. The phatrmaceutcal
preparations can be, for examtple, in the form  of tblets, dragSes,
capsules or suppositories or in a liquid form, as solutions. (for exaple as
an elixir or syrup), suspensions; or-emulsios. They are optionially
sterilised anid/or 30       conanauxilaris such as preevtives,
staubilisers, wettng agents or emulsifiers, salts   .  .30 for regulating
the .osmotic p~ressure or buffers. The can also contain yet other therm-
peutcaliy valuable mate       e reara.tionls, which can also be used in
veterinar medicine,. are formlulated according to cusstomnary methods., *
-~~The exaples which follow. illustrate the ineto  without, however,
restricti- 35      it.
3 Example 1. * are dissolved in 100 ml of isorpnl 4.25 ml (0.05 mol) of
isopropylamune are added and themixtreitS then heated tothe'boil for 3
hours-under reflux. It i t~en evapor- 40       ated- in vacuo and the
resultinxg crude bmase is crystilied from ethyl acetate. 1 - [4-  40
Pyrrolyl - (1) - phenoxyJ - 2 - hydlroxy :- 3 - isprop~ylammno - propanie
iS obtained, of which Tie hydrechlorPide, prepaed from a solution of the
base in methand and a  solution ofhydrogen chloride in ether, meltsat
208a0oC Thlxe starting material can be prepared as follows; 45
5.0 g (31.4 mnmnols) o 4 - pyrrolyl - (1) - phenol, 11.6 g:(9.9 ml) of
epicbloro-  45 hydtin anl 0.1 ml    piperidine are heated for 6 hours under
reflux. Instead of the piperidune, a small amount of potassium carbonate
and aceotoikrile :can ailso be used. Th;e excess epichlorohydrin is then
distilled: off and t!he residue iS distilled at 160C *and 0.05 mm Hg. The
resultinlg 1 -. [4 - pyrrolyl - (1) - phenoxy] -: 2,3 - epoxy- 50
propane can be used further dinc. The 4 - pyrrojl - (1) - phenol used can,
in tur,    5 be btained from p      inophenol and 2,5 - di y  -  eyd n  in
a .~~~~~~~~~~~~ . , SI.W Mnt'frea pharkjti~~~~            Exampl 2hf
O 40 g (Q18~~~~or mol)a             o    f    1  - (4 sut -e 2f-oyro
-3-ionplateral 55       propane and 25 g (019ml  fZ5-dtoy.  *rbdi   n40m
55 -glacial acetic acid; are heated for 1 hours under reflux. The acetic
acid is distdled off under reduced pressure. Tihe residue is dissolved in
ethyl acetate and thesolution is washed twice with sodium hydroxide
solution. and.fice with water. The ethyl acetat phase is dtred .oer
magnesium   sulphate, filtered sid concentrated untilcrystal- 60
lisation starts. 1 - [4 - Pjyrrolyl - (1) - phenoxy]; - 2s-ahydroeyl- 3
-ishopropyuba pino-  60 propane is Obtaeined. The hydrocloide is obtained
from the baseby -reacting a stion of the base for
. re  V;*.   ietti.g cm    7           ;
1,465,783                                     7 in methanol with a solution
of hydrogen chloride in ether. The hydrochloride melts at 208-2100C. 



Example 3 108 g (0.482 mol) of 1 - (2 - 'amino - phenoxy) - 2 - hydroxy - 3
- isopropyl- 5       amino - propane and 64 g (0.482 mol) of 2,5 -
dimethoxy - tetrahydrofurane in     5 lo,80 ml of glacial acetic acid' are
heated for 1 hour under reflux. The glacial acetic acid it distilled off
under reduced pressure. The residue is partitioned between ethyl acetate
and sodium hydroxide'solution. The ethyl acetate phase is washed once with
sodium hydroxide solution and twice with water, dried over magnesium
sulphate, fil- 10     tered and concentrated. The residue obtained is a
dark brown'oil which is taken up  10 in ether and the ether solution is
filtered. The filtrate is evaporated under reduced pressure. The residue is
again dissolved in ether, the solution is filtered and the fil- trate is
evaporated under reduced pressure. Light yellow crystals are thus obtained,
which are recrystallised from ether/petroleurn ether and consist of 1 - [2
- pyrrolyl- 15      (1) - phenoxy] - 2 - hydroxy - 3 - isopropylamino -
propane, melting point 80-810C.  15 With hydrogen chloride in methanol, the
hydrochloride is obtained, which after re crystallisation from isopropanol
melts at (129 C) 130-1310C. The starting material can be prepared as
follows: 290 g (1.14 mol) of 1 - (2 - nitro - phenoxy) -2 - hydroxy - 3 -
isopropylamino- 20      propane are dissolved in 1.51 of ethanol.
20 280 ml (5.7 mols) of h'ydrazine hydrate are added to the solution. About
100 ml of this solution are introduced into a flask and warmed to about
700C. Raney nickel is then added in portions. The remainder of the solution
is then allowed to run in in such ia way that the temperature is kept at
about 70C (reflux) by the heat of 25      reaction After completion of the
addition, the mixture is stirred for a further hour  25 and is filtered
after it has cooled. The filtrate is concentrated until it crystallises and
I - (2 - amino - pbenoxy) -r 2 - hydroxy - 3 - isopropylaino -propane of
melting point 94-970C is thus obtained. Example 4 30          Tablets
containing 6o mg of active substance are prepared in the usual manner,  30
to have the following omposition: Composition 1- [4 - FPyrolyl - (1)
-phemoxy]'- 2 - hydroxy -.3- isopropylamino - propane hydrochloride      60
mg - 35              Wiheat starch                                    59 mg
35 Lactose                                --       60 mg Colloidal silica
10 mg Talc                                            10 mg Magnesium
stearate                               1 mg 40
200 mg                 40 Preparat on The 1 - [4 - pyrrolyl - (1) phenoxyl
- 2 - hydroxy - 3 - isopropylamino- propane hydrochloride is mixed with a
part of the wheat starch, with lactose and with colloidal silica and the
mixture is forced through a sieve. A further part of the 45      wheat
starch is worked into a paste with a 54old amount of water on a waterbath
45 and the powder mixture is imeaded with this paste until a slightly
plastic mass has This plastic. mass is forced through a sieve' of approx. 3
mm. mesh width and dried, and the resulting dry granules are again forced
through a sieve. The remaining 50      wheat starch, talc and magnesium
stearate are then''mixed in.and the mixture -is  50 pressed to give tablets
weighing 200 mg and having a breaking groove. The daily dose is about io 4
tablets in the case of a warmblooded ania of about 75 kg body weight, it
also being possible to administer the corresponding dose of active compound
as a single tablet of appropriate composition. 55          -Tablets
containing 60 mg of I - [2 - pyrrolyl - (1). - phenoxy] - 2 - hydroxy-  55
3 - isopropyl - amino - propane hydrochloride as the active compound can be
prepared analo-ously. Example 5 52 ml of tertbutylamine are added to a
solution of 26.9 g of 1 - [o - (pyrrol - 1- 60       yljphenoy - 2,3 -
epoxy -'propane in 250 ml of isopropanol and the mixture is   60 heated to
the boil under reflux for 1k hours. The oil which remains after evaporat-
igoff the volatile constituents in vacuo is distilled in a high vacuum in a
bulb tube    .           .                 : ~~~~~~~13465,783
-              8 



and gives 1:- trtbutylamino -, 3 - [o. - (pyrrol. -1 - yl) - phenoxy] --2-
popanol as a colourless oil of boiling point 130-140C/0.04 mm Hg. With half
the equivalent amount offumaric acit, ihis forms a neutral.fpn-'of melting
point 203-204C - (fm  .meth~anod)... . ,.     -
,.. .5           TIhe   t       eisim   can be prepared as follows        -
5 g a): .109 g  a    and- 8132- g-of 2,5 -: di    - :teydrofurane -in
700dml o ghcialacetic ad areheated to. te: boil for 30 minutes. After.
coqin. the resotioi mlxtuE tis'iltred and .the. polyvmric j  ts3.0
i-tremp...' re fltae' iis evprated    m'.Va~cio, the residue ' id
dEwvdi~prx.,iftr  aCet   acetate 10       and the sdoution'is~zwashed
w!ith200 ml of~wate~r'eh   azi.whS'           fr         1 drying and e
in  the organic dhis   istilled in a bulb tube under a bhigh vacu~um. This
gives o :-' (pyirrol - 1 - ,yl) - pheniol of boilingpoint: 115-1250C/ 0.05
1M  Hg as an oil.wic gradually crystallies and melts at 46C9-C. b):95.7g
fo-.(py:-'1 -'yl)-:phenol, 245g          ,ouuaz4,o,,     and 15       167 g
of5epiciorhr  are:heated to the boil i a nitrogena se   whilst stir- ring.
After:6 hour, thi reaton: mixture is cooled end filtered and
'the-filtrae-:is eaoaed   in vacio, ultimately' at: a beth' tpeaue   of
1200C. Thfe oil which remais is :dissolved in 300 ml af ether    the sotion
is extraed with 300 ml of 2.N sodium hydroxide solution and washed
.with10() ml of.water. The oil whih 20       remains after
high  acuum and. gives 1-  .20 [o  (pyrrol - 1 - yl) - phenoxy] - 2,3.-
epoxy - propane o boiling point 103- 105.C/0.001 mm.Hg. Exaple 6 : 50lof
isopPY n  are addod to: a solution  f 26.9 g of 1 - fo - (py.rrl- 25   1l-
yl)  p          l  2 3                  -     e.               -and the
mixture     25 is heated to Wt bil uder retlux for 1i hous. The Oil which
remains after evaporat- ing' albe v0dtile constituents in vacuo is
distilied..in. a btilbo tube. under. a. ,high vacuum and gives 1 - iso -
propylamino - 3[o - (pyrrl - 1 - yl) - phenoxy] - 2- propanol as a
colourless  of boiling point 125-1359C/0.04 mm Hg. The distil-. 30
whih crysise                 stallised from ether petoleum  ether and gives
30 :'.crystals of melting point 801'C and is in every. respect identical
with .the product -   taoed in Example 3.-.,                         -.
--. Eixample '7 ' A solution of 15 g of 1- [a - (pyrl - 1 - yl) - phenoy] -
2,3 - epoxy- 35       V
35ne and 7 g of mophine in 150 ml Of bspropandl i heated for: 2 hours to
the  M boif under reflux. After evaporation in vacuo, an oil remains, which
crystallises and after recrystallisation from butanone gives 1 - morpholino
-3-  o -'[- (pyr- 1 - yl)- phoxyj - 2 - propanol of melting point 81-82C.
It forms a neutral umarate of mdeting point 136-137C (from butanone). 40
Example 8.                                         40 .36 g of .1 -[o, -
(2,5 - dimerhiyl - pMyrrol - I.;- yl) - phenozcy] -2,3 -epoy-
prOan,.dissolved in 200''mt' of is    knotal are' inkied with 60 nit of
.SOorPylm and the mixture is heated to the-boil under reflux for 2 hours.
The oil wich remain. after evaporation is :rectystallied from petroleum
ether with addition  f active char- 45       coal and give8 I      (2,5-
45 amino -2-          of melting point 73-75aC Its neutral fn marate melts
at 186-' 1880C (from  ane). startg materials required can be. ppared
y  to Exampl 5: a) o - Aminiophenol ad 2,5- hexnddioe give o- (2,5 -
dimethYl;" prr- 1- 50       ylO- pe   of melting point-95-99c.
50 b) o -: (2,5. - Dimethyl - pyrrol - 1'- yl) - phenol and  do  d give i
[lo - (2,5 - diethyl - pyrrol - 1 - yl) - phenoxyl - 2,3 -
bpoxy - propane of bn point 1201:22C/0.08 mm Hg.'- WHAT WE CLALM IS:- 55
1. Pyrrolyl compounds of tbe formula
55 Ri OH   ~                0   :    *   C   L   N   S   * __________
1,465,783                                      8 and
gives1-tertbutylamino-t3- [o-(pyrrol-1-yl)-phenoxy]-2-propanlas 



a colourless oil of boiling point 130-1400C/0.04 mm Hg. With half the
equivalent amount of fumaric acid, this forms a neutral fumarate of meting
point 203-2040C (from methand). 5           The start  material can
beprepared as follows:                                 5 a) 109 g
o-aminophenol and 132 g of 2,5 - dimethoxy - tetrahydrodurane"W 700 ml of
glacial acetic acid are heated to the boil for 30 minutes. After cooling,
the  r reaction mixture is filtered and the polymeric material is thus
removed. The filtrate is evaporated in vacuo, the residue is dissolved in
approx. 1 litre of ethyl acetate 10      and the solution is washed with
200 ml of water. The dark oil which remains after  10 drying and
evaporating the organic phase is distilled in a bulb tube under a high
vacuum. This gives o - (pyrrol - 1 - yl) - phenol of boiling point
115-1250C/ 0.05 mm Hg as an oil which gradually crystallises and melts at
46-49CC. b) 95.7 g of o - (pyrrol -  - yl) -  phenol, 245 g of potassium
carbonate and 15       167 g of epichlorohydrin are heated to the boil in a
nitrogen atmosphere, whilst stir-  15 ring. After 6 hours, the reaction
mixture is cooled end filtered and the filtrate is 'evaporated in vacuo,
ultimately at a bath temperature of 1200C. The oil which ::
remins is dissolved in 300 ml of ether and the solution is extracted with
300 ml of 2 N sodium hydroxide solution and washed with 100 ml of water.
The oil whiCh 20       remains after evaporating off the solvent is
distilled in a high vacuum and gives 1-  .20 [o - (pyrrol - - yl) -phenoxy]
-2,3 -epoxy-propaneofboilingpoint103- ''"' -              105'C/0.001 mm
Hg. Example 6 50 ml of isopropylamine are added to a solution of 26.9  g of
1 - lo - (pyrr- 25       1 -yl) - phenoxy] -2,3 - epoxy - propane in 250 ml
of isopropanol and the mixture  25 is heated to the boil under refiux for
11 hours. The oil which remains after evaporat- ing off the volatile
constituents in vacuo is distilled in a bulb tube under a high vacuum and
gives 1 - iso - propylamino - 3 [o - (pyrrol - 1 - yl) - phenoxy] - 2-
propanol as a colourless oil of boiling point 125-1350C/0.04 mm Hg. The
distil- 30      late which cystallises can be recrystallsed from
etherpetroleum ether and gives   30 crystals of mlting point 80-81 C and is
in every respect identical with the product obtained in Example 3. Example
7 A solution of 15 g of 1 - [o - (pyrrol - 1 - yl) - phenoxy] - 2,3 -
epoxy- 35       propane and 7 g of morpholine in 150 ml of isopropanol is
heated for 2 hours to the  35 boil under reflux. After evaporation in
vacuo, an oil remains, which crystallises and after recrystallisation from
butanone gives. 1 - morpholino - 3 - [o - (pyrrol - 1 - yl)- phenoxy] - 2 -
propanol of melting point 81-820C. It forms a neutral fumarate of melting
point 136-1370C (from butanone). 40
Example 8                                        40 30 g of 1 - [o - (2,5 -
dimethyl - pyrrol - 1 - yl) - phenoxy] - 2,3 - epoxy- propane, dissolved in
200 ml of isopropanol, are mixed with 60 ml of isopropylamine ,
;andthemixture is heated to the boil under reflux for 2 hours. The oil
which remains after evaporation is recrystallised from petroleum ether with
addition of active char- 45       coal and gives I - [o - (2,5 - dimethyl
pyTrol -   - yl) - phenoxy] - 3 - isopropyl-  45 amino - 2 - propanol of
melting point 73-750C. Its neutral fumarate melts at 186- 1880C (from
acetone). The starting materials required can be prepared analogously to
Example 5: a) o - Aminophenol and 2,5 - hexanedione give o - (2,5 -
dimethyl - pyrrol - 1- 50      yl) - phenol of melting point 95-990C.
50 b)o - (2,5 - Dimethyl - pyrrol - 1 - yl) - phenol and epichlorohydrin
give 1- [o - (2,5 - dimethyl - pyrrol - 1 - yl) - phenoxyl] - 2,3 - epoxy -
propane of boiling point 120-1220C/0.08 mm Hg. WHAT WE CLAIM IS:- 55
1. Pyrrolyl compounds of the formula I
55 Py-Ph-4 ICHOHCHN                                (I)    I I1III1j 111111
11111 I1l!j 11 1111C 9                              -         1,465,783
9 wheeiPy is optionally lower-alkylated 1 - pyrrlyl, Ph is phenylene, R2 is
hydrogen or loder al'yl and R  is hydrogen, lower alkyl, aryl-lower
alkyl-or o y  ftmc tionaly moied caboxy-lwr alkyl or R. and AR  ogefther
are lower alkylene, oxa- 



lower allylene, thiaower alkylene or aza-lower alkylene, their antipodes
and salts. 5           2. Comp~unds Ia of the formula I, wherein Py is
optionally mono- or di-lower    5 alkylated 1 - pyrrolyl, h Is phenylene,
R1 is hydrogen or lower alkyl nd  . is hyd. gen, lower alk            ayl,
carbamoyl-lower alkyl or -yalower alkyl or and Rt. together are lower
alkylene, osa-lower alkylene, thia-lower alkylene or aza- lower aLkylene 10
3. Compounds lb of the formula I, wherein Py is optionally mono- or
di-lower    10 alkylated 1 - pyrrolyl, Ph is ortho- or para-phenylene, R1
is. hydrogen or lower atkyl, and -R, is hydrogen, lower alyl phenyl-lower
alkyl, cathamoyl-lower aLkyl or cyano- lower alkyl or R1. and -R together
are lower alkylene, oa-lower alkylene, thia-lower alkylene or. azaower
alkylene. -15       :. 4. Cm       ds Ic of the formulaI, wherein Py is 1
-pyrroly  methyl-I-         15 .or dinetryl-:1 -- pyrrolyl, Ph is ortho- or
paran-phenylenb, R1 is hydroge, mAIyi or ethyl and R. is methyl, .ethyl,
isopropyl, tert.-btyl e-methyljhenethyl, carroyl-lower  aLkyl with  upto 5
C atoms or cyano-lower alkyl with up to 5C atoms or R1 and: R. together
with the N atom to which they are bonded are pyrro- 20      lidino,
piperidiwn, mor   o  iomopolin  piperazino, N'  omethylpiperano or
20 N' - (, - hydroyethyl) - pipeano. 5. Compounds Id of the-formula I,
wherein Py is I - pyrrolyl or mono-. or di- lower alkylated I - pyrrolyl,
Ph is ordhoor para-phenylene, R, is hydrogen or lower akyl an R, is lower
alkyl or R, and R. togedter are lower lkylene, on-lower alkyl- 25      ene,
thia-lower alkylene or aza-lower alkylene and in particular. Py is 1 -
pyrrolyl or.  25 2,5 -. dimethyl - I - pyrrolyl.Ph is orth- or
para-phenylene, R, is hydroge, R, is iso-propyl or tert.-butyl or R,.and R.
together with the N atom to which they are bonded are morpio. 6. The
compounds of the general formula I as mentioned in Examples 1 to 3. 30
7. The .       ods f the general formula I as mentioned in Examples 5 to 8.
30 8. The copomds mentioned in one of Claims 1-4 and 6 in the form of their
dentro-otatory opticalantipodes. 9. The.ompo-nds mentioned in one of Claims
1-4. and 6 in the form of their Laelvotaoo-          nioes 35      .
.4laeo- eaef.otca an       m    ed  in one of aims 1, 6 and 8-9, in
35 the free foraL 11. One of the compounds mentioned in one of Claims 1-4,
6 and 8-9, in the form f its salts. 1*2. One of the compounds mentioned in
one of Caims 1-4, 6 and  9, in the 40      form of its therapeutically
usble salts..                                          40 13. Phar   utical
.preparations containing one of the compounds mentioned in one of Claims
1-4, 6, 8,. 9, 10 and 12 together with a therapeutically usable 14. The
compounds mentioned in Clims 5 and 7, in the form of their dextro- *  45.
rtatoiy optical antipodes.;
45 15. The compounds mentioned in Claims 5 and 7, in the form of thir laevo
rotatory Opt   antipodes. 16. One of the compounds mentioned in one
of.Claims 5, 7, 14 and 15 in the free fon.. 50           17. One Of tfhe
compounsmendoned in one of Claims 5, 7, 14 and 15, in the     50 form Of
its sals. 18. One of.thie compounds mentioned in.one of Clains 5, 7, 14 and
15, in the form of its therapeutically u9la*e salts. 19.  Pha
preparations containing one of the compounds mentioned 55      in one of
faims 5, 7, 14, 15, 16 and 18 tog&er    witha    therapeutically usable  55
20. Process for the manufacture of new pyrrolyl compounds of the formula I
Rh wherin: Py is. optionally lower-aiate 1. - pyrrrolyl, Ph is phenylne,
-R, is hydrogen    10              -..      -..1,465,783
@ .        .1 or :lower alyl and- R* iku-l or
fiic- tionaily modfied- cioxy-loweri                               wer lw-r
al~ylene, thia-lower alkyleneP or aza-lower Aylen; characterised in that
a):a compodf the formuII :                        - X1.~~~~~~~~~~         .



5                             PyP--H-ci-cI-..,()5 -is reaced-wfit a cmon:of
the. formtla m :-: .: :                       zt..;                .
or...p : ZRE   10or: whereiPy Phs R1 anZR wherdn P, P4 RI nd Rs have the
above xneaningr ie6 aarills Z. and Z2               - ls           or
-NH-.R  and the other i. reactivdey estdfre d h         nd X1 10      is
13711oxyr- orf Z.: u-    .2o        FR,  ie           ih   1"eo
ier1 10   ~~~~~4o   NHR:.                                               I
s"~r10 .b) a cbsnpound of- &fe.f~uaX -.           :t            ::      :
- Rf :s reacted with. a )..oo:-alkan, o-ra tuoer or fcto..a.  dv.a  .theof
and, if, des    rulti  c                     , w.thin- then scp
: 15       ducts1int one another, and/or resutn  racemaltes ar: separted nt
thematpoe           15 -~~~~fe                                          pr
..    ,  m i  '-.. ','.: and/or resulting free cmunds are. connvierted do
sts orms    osts into pounds or other salts. 21. Process :according to
Claim 20a), characeis  iu thae a reactve esteuifled hydroy gro7 isnhydroyl
gupwit a h-ydrogenhale d sulphuric acid or a .20
-iac.:;-...: ..................:.--:.  --.......... 20.- 22. Process
acvording to one of Claims 20 and 21,         m    that a   cve esteifod
hydol grup s chloe, b        e or iodine. 2. Process: accodig to. Claim
20b), characterised in that therd -at devated temperature. 25
24&18. 1'oess Mccoian  io on   tnis 20-23, dac din  Wt  a reactant
25 is present in  e form of its salts, if relevant. 2..5. Prociss accong to
Claim f20,- d cteriseds:        , t of te forma- 1, e     R  containi a
l group    s   dified ca- ozyl group is coniveed into the free caboy group
by hdllysis::. 30           26. Prcess :ccording to. Ca   2    aried in
that in resuting compounds          30 of dte  nnua I, wherein R, contains
a nitrile g   toup, his nitrile grop i convted intotdecabtoxyl group or int
the ca jlamay group: 27. Proeess according-to Claim 20, haterisd in that in
resulting ncompoun- of the - odi ula    whei       contain  aa taml group,
thisaamoylg            s- 35       converted into the nirile gFoup.
35 -      28. Ptecss according to Claim 20, ced in th t in resultg m
ds of the fomla I, wherein R. contains- a free carboryl group, this is
esterifled. 29. cess accordig to Claim 20, characterised i    t  i  ulting
copounds 40       of the foa  I, wherein1 R  contains a free carol   p,
this i     group is           40 convertedinto an amidised carboxyl group
or into an acd haie gr::p. .30. Process according .to Clim 20, diaractes
inat in    l     c   D of.te formula I, wherein R2 contaims a unctonalyl
group, this funCtiOnalY mified caitoxyl grup is convered into an estied or
amidd 45  .   oxyl group.   -
45 31. Process according to one of Claims 20-00,
caaracteesed in thitucopeouinds Ia of the formula I are manufactured,
wherein Py is oponally mono-.or di-lower alkylated 1 - pyrrolyt. Ph is
poeylene, Rr is hydrogen or lower alyl and :R is hydro gen, lower ikyl,
aryl-lower-alyl, a    y            or qowr alkyl or R1 50       and R.ig
re lower alkylene or azalower                                      50
aLkylene. 32. Process according to one of Claims  30, characterised in that
com lb of the: forula  : are              wherin Py is     ally mono- or d
er II~~~~~~~C    11 fill~~~~~~~~~~~~~1 * C   L   M   S * 11   i
~~~~~~~~~~1,465,783                           1 alkylatd 1 - pyrrolyl, Ph
is ortho- or pam enylene, R. is hyde or lower alkyl, a is hydrogen, lower
aLkyl, phenyl-lower a1t, carbaoylower alkyl or o ano-lower alkyl or R1 and.
togeter are 1ower aLkylene, oxa-ower aLkylene, this-lower aLkylene or
an-lower alkyle 



5           33. Process according to one of Caims 20-30, characterised in
that compounds   5 Ic of the formula I are manufacurd, wheri Py is 1 -
pyrrolyl, methyl - 1 - pyrrolyl -.    -    or dimethyl - 1 - pyrroyl, Ph is
ortho- or para-phenylene, R1 is hydrogen, methyl or ethyl and R, is methyl,
ethyl, isopropyl, tert -yl,  nethyl-phenethyl, carbamoyl- lowerakyl with up
toCamsor              eralkylwith upto5CatomsorRi .10     and Rat tge~ther
with the N atom to which they: are bonded are pvyrroidino, pipe-  10.
idinoioTphl, thioorolinopOi], pipeazno, N' - methylpiperazino or N' - fB
hydroxyethyl) - piperazino. 34. Process according to one of Clai  20-30,
charaterised in that compounds Id of the formula I are mufactued, wherein
Py is 1 - pyrrolyl or mono- or di- 15     lower aMkylated 1 - pyrrayl, Ph
is ortho- or pra-phenylene, R1 is hydrogen or lower  15. aLkyl mndL is
lower alkyl or R, and R& together are lower gikylene, ona-lower alkylene,
thia-lower alkylene or rn-lower alkylene and in particular Py is 1- pyrolyl
or 2,5 - dimethyl - 1 - pyrrlyl, Ph is orth- or para-phenylene, R1 is
hydrogen, R2 - issopropyl or teit.butyl or R1 and R, together with the N
*tom to which they 20      are bonded are  opholino.
20 35. Process acowrding to one of Claims 20-30, characterised in that the
com- pounds mentioned in Examples 1 to 3 are manufactured. 36. Process
accog to one      aims 20-30, darcterised in that the com- pounds mentioned
in Eales 5  to 8 are mamfactured. 25. 37. Process according to one of
Claims 20-33 and 35, charecterised in that the        25 now compounds are
d in their dextrtatory form. 38. Process acc. di to one of Claims 20-33 and
35, characterised in that the now compounds ae nu        d in their
lhevorotatory forM 39. Process according to one d Clam 20-33, 35, 37 and
38, chacrised in 30     . that the new compounds are manufactured in the
free form.                        30 40. Process according to one of Claims
20-33, 35, 37 and 38, dcracterised in that the      compounds are manufac
in the form of their salts. 41. Pros according to one of Caims 20-33, 35,
37 and 38, characterised in tiet the now compounds are manufactured in the
form of their therapeutically usable 35      saks.
35 42. Process accrdig to Claim 34 and 36, char    sed in that the new com-
pounds are manufactured in their dextrooatory form. 43. Process according
to Claim 34 and 36, characterised in that new compounds are mnofctured in
dheir levoroatry form. 40           44. Prosacordigto  a im34,: 36, 42 and
43,characterised in that the new       40 compounds are mn          in the
free form. 45. Process according to one of Claims 34, 36, 42 and 43,
cheratrised in that *he new compounds are manufctured in the form of their
salts. 46. Process according to one of Claims 34, 36, 42 and 43,
characterised in that 45      the now compounds are mufactured in the form
of their therapeutically usable       45 salts. ABEL & IMRAY, Chartered
Patent Agents, Northumberland House, 303-306, High Holborn, -. Ldon, W.1...
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