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5     and the base which separates is extracted into               EXAMPLE
9                    65    ether. The ether solution is separated, dried
Injection solution    over MgSO[err] and evaporated in vacuo. The    The
solution is prepared from the following    residue is dissolved in a little
ethanol, and  constituents: 5  ethereal HCl solution is added and the
hydro-     chloride which separates is removed by filtra-
1-(2-propargyloxyphenoxy)-2-     tion with suction. After dissolving and
repre-    hydroxy-3-tertiary-butylamino-      70     cipitating from
ethanol, with the addition of    propane.HC1                2.5 parts
ether, the hydrochloride melts at 157-161[err]C.  Sodium salt of EDTA
(ethylene- 10                  EXAMPLE 7                       diamine
tetraacetic acid)      0.2 part     (-) - 1 - (2 - Cyanophenoxy) - 2 -
hydroxy-  Distilled water           ad 100.0 parts       3 -
tertiarybutylyaminopropane. HC1 (pre-       paration by racemate
separation)             The active substance and the EDTA salt are  75
24.8 g (0.1 mol) of 1-(2-cyanophenoxy)-2-  dissolved in sufficient water
and made up with 15  hydroxy - 3 - tertiary - butylaminopropane  water to
the desired volume. The solution is     (racemic) are dissolved in 100 ml.
absolute  filtered free of suspended particles into 1 cc.     methanol and
combined with a solution of  ampoules under aseptic conditions. Finally the
38.6 g (0.1 mol) of (-)-di-p-toluyl-tartaric  ampoules are sterilised and
sealed. Each am- 80     acid in 150 ml. abs. methanol. After standing
poule contains 25 mg. of active substance. 



20  for several hours at ambient temperature the     solution is filtered
and left to stand for three          EXAMPLE 10     days at 20[err]C. The
slowly crystallising di-p-           Gelatine capsules     toluyl-tartrate
is then removed by filtration     with suction and recrystallised again in
the  (- )-1-(2-cyanophenoxy)-2- 25  same way. 18.2g of (-) - 1 - (2 -
cyano-    hydroxy-3-tertiary burylamino-            85     phenoxy) - 2 -
hydroxy - 3 - tertiary - butyl-    propane.HC1               25.0 mg.
aminopropane - di - p - toluyl - tartrate with  Maize starch
175.0 mg.     a m.p. of 135-137[err]C (decomposition) is     obtained.
200.0 mg. 30  [[err]]  = - 90.5[err] (in methanol).       6 g. of this
tartrate are agitated in 100 ml.    The ingredients used to fill the
capsule are     of ether and 50 ml. of N NaOH. The organic  intensively
mixed and 200 mg portions of the  90     phase is separated and dried over
MgSO[err].  mixture are filled into gelatine capsules of     After
filtration ethereal HC1 is added, and  suitable size. Each capsule contains
25 mg of 35  crystallisation occurs. 2.4 g of hydrochloride  the optically
active substance.     (m.p. 161-164[err]C) are obtained:             We are
the Proprietors of British Patents     [[err]] [err]= + 14.7[err] (in
methanol).            Nos. 1,194,548 and 1,201,460. We make no  95
From the mother liquor (methanolic) of said  claim herein to pharmaceutical
compositions     di-p-toluyl-tartrate,  after  evaporating  the  which
contain a compound of formula I as 40 methanol in vacuo, it is possible to
obtain the  herein defined or a physiologically acceptable
dextrorotatory isomer and by treatment with  acid addition salt thereof and
also a coronary     NaOH the base may be obtained. It may be  dilator as
defined in claim  1 of Patent No. 100     separated with the aid of
ethereal HCI from   1,194,548 or a compound of component (a) as     a
solution in ether as hydrochloride.      spescified in claim 1 of Patent
No. 1,201,460. 45                  EXAMPLE 8                     Subject to
the foregoing disclaimer, 



Depot dragees                    WHAT WE CLAIM IS: -     Core
1. Compounds of the general formula       105
1-(2-Cyanophenoxy)2-hydroxy-       3-tertiary butylaminopropane.HCl 40.0
mg.      [err] 50  Carboxymethyl cellulose (CMC)   300.0 mg.     Stearic
acid                       20.0 mg.     Cellulose acetate phthalate (CAP)
40.0 mg.  in which R represents a cyano group in the
2-position or an alkynyloxy group containing
400.0 mg.  3 to 6 carbon atoms and their physiologically
acceptable acid addition salts.          110 55    The active substance is
mixed intensively    2. Compounds as claimed in claim  1 in     with the
CMC and the stearic acid and the  which R represents a 2-alkynyloxy group.
mixture is granulated in the conventional    3. 1 - (2 - Cyanophenoxy) - 2
- hydroxy-     manner, using a solution of CAP in 200 ml of  3 -
tertiarybutylaminopropane and its physio-     a mixture of ethanol/ethyl
acetate. The granu-  logically acceptable acid addition salts.  115 60
late is then pressed into 380 mg cores which    4. 1 - (2 -
Propargyloxyphenoxy) - 2 - hy-     may be coated in the conventional manner
with  droxy - 3 - tertiarybutylamino propane and its     a sugary 5%
solution of polyvinyl pyrrolidone  physiologically acceptable acid addition
salts.     in water. Each dragee contains 25 mg. of    5. Compounds as
claimed in any of the pre-     active substance.
ceding claims in which the said physiologically  120       
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6     acceptable acid addition salts are addition salts  whereby a compound
of formula I is obtained.    with hydrochloric acid, hydrobromic acid, sul-
14. A process as claimed in claim  13, in    phuric acid, oxalic acid,
lactic acid, tartaric  which G represents a acyl group or an acetal 50
acid or 8-chlorotheophylline.            group. 5    6. Compounds as
claimed in claim  1 as    15. A process for the preparation of com-
herein specifically described, being other than  pounds of the formula I,
as defined in claim    as claimed in claim 3 or claim 4.        1, in which
a compound of the formula      7. A process for the preparation of com-
pounds of the formula I, as defined in claim 1, 10  in which a compound of
the formula             [err]                  [err]                 in
which R is as defined in claim 1 and Sch                   represents  a
readily  removable  group, is
reacted to remove the group Sch whereby a
compound of the formula I is obtained.     in which R is as defined in
claim  1 and Z    16. A process as claimed in claim  15 in  60
represents a                             which Sch represents a benzyl
group or an                                              acetyl group.
-CH-CH[err], or -CHOH-CH[err]-Hal                   17. A process for the
preparation of com-                                              pounds of
the formula I, as defined in claim             1, in which a compound of
the formula    65  



15  (in which Hal represents a halogen atom)              []err]     group
is reacted with N,N'-di-tertiary butyl     urea whereby a compound of the
formula I is     obtained.       8. A process as claimed in claim 7, in
which 20  the reaction is effected at a temperature  in which R is as
defined in claim 1, is hydro-     between 150 and 220[err]C.
lysed whereby a compound of the formula I       9. A process as claimed in
claim 7 or claim  is obtained.     8 in which the reaction is effected in
the pre-    18. A process as claimed in claim  17 in  70     sence of a
high-boiling solvent.         which the hydrolysis is effected using a
potas- 25    10. A process for the preparation of com-  sium hydroxide
solution.     pounds of the formula I, as defined in claim  19. A process
for the preparation of com-     1, in which a compound of the formula II,
as  pounds of the formula I, as defined in claim     defined in claim 7, is
reacted with tertiary-  1, in which a compound of the formula    75
butylamine whereby a compound of the for-  30 mula I is obtained.
11. A process for the preparation of com-          [err]      pounds of the
formula I, as defined in claim      1, in which a compound of the formula
[err]             in which R is as defined in claim 1 and R[err]
and R[err] which may be the same or different
each represent a hydrogen atom, an alkyl  35  in which R is as defined in
claim 1, is reacted  group, an aralkyl group or an aryl group, is  80
with an electrophilic tertiary-butyl compound  subjected to hydrolysis or
pyrolysis whereby a 



whereby a compound of formula I is obtained.  compound of the formula I is
obtained.        12. A process as claimed in claim  11 in    20. A process
as claimed in claim  19 in      which the said electrophilic tertiary-butyl
com-  which R[err] and R[err] each represent a lower alkyl  40  pound is a
tertiary-butyl halide.        group, or a phenyl group.                85
13. A process for the preparation of com-    21. A process as claimed in
claim  19 or      pounds of the formula I, as defined in claim  claim 20 in
which the hydrolysis is effected      1, in which a compound of the formula
by means of a strong base or a strong acid.
22. A process as claimed in claim 19 or
claim 20 in which the pyrolysis is effected in  go              [err]
the absence of a catalyst.            23. A process for the preparation of
a com-                                                pound of the formula
I as defined in claim 1   45  in which R is as defined in claim 1 and G
in which R represents a cyano group in the       represents a group readily
removable by reduc-  2-position, in which a compound of the for-  95
tion or hydrolysis is reduced or hydrolysed  mula
* C   L   M   S *        
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7                                                   acid addition salt
thereof together with a phar-                              maceutical
carrier or excipient              35                 32. Compositions as
claimed in claim 31 in                                    the form  of
tablets, coated tablets, solutions
or emulsions.                                                    33.
Compositions as claimed in claim 31 or    is  diazotised  and  heated  with
Cu(I)CN   claim 32 in the form of dosage units.       40    whereby  the
compound  of formula  I is    34. Compositions as claimed in claim 33 in
obtained.                                    which each dosage unit
contains 1 to 300 mg. 5    24. A process as claimed in any of claims  of a
compound as claimed in any of claims     7 to 23 in which the compound of
formula I  1 to 6 and 30.     obtained is converted into a physiologically
35. Compositions as claimed in claim 34 for  45     acceptable acid
addition salt.               oral administration in which each dosage unit
25. A process as claimed in any of claims  contains from  15 to 100 mg. of
a compound 10  7 to 24 in which the compound of formula I  as claimed in
any of claims 1 to 6 and 30.     or acid addition salt thereof is obtained
as a    36. Compositions as claimed in claim  33     racemic mixture which
is subsequently resolved  for parenteral administration in which each  50
into its optically active isomers.           dosage unit contains from 0.1
to 25 mg. of a       26. A process for the preparation of com-  compound as
claimed in any of claims 1 to 6 15  pounds as claimed in claim 1 in the
form of  and 30.     optically active isomers in which a compound   37.
Compositions as claimed  in any of     of formula I in the form of a
racemic mixture  claims 31 to 36 containing a further pharma-  55     is
resolved into its optically active isomers.  cologically active substance. 



27. A process as claimed in claim  25 or    38. Compositions as claimed in
claim 37 in 20  claim  26 in which resolution is effected by  which the
said further pharmacologically active     fractional crystallisation of
diastereomeric acid  substance is a heart or circulation-active sym-
addition salts.                              pathicomimetic or a coronary
dilator.       60       28. A process as claimed in any of claims 7    39.
Pharmaceutical compositions as claimed     to 27 substantially as herein
described.     in claim 31 substantially as herein described. 25    29. A
process for the preparation of com-    40. Pharmaceutical compositions
substan-     pounds as claimed in claim 1, substantially as  tially as
herein described in any of Examples     herein described in any of Examples
1 to 7.    8 to 10.                                    65       30.
Compounds as claimed in claim 1, when               For the Applicants
prepared by a process as claimed in any of               F. B. DEHN & CO.,
30  claims 7 to 29.                                        Chartered Patent
Agents,       31. Pharmaceutical compositions comprising
Imperial House,     a compound of the general formula I, as de-
15-19, Kingsway,     fined in claim 1, or a physiologically acceptable
London, W.C.2.            Printed for Her Majesty's Stationery Office by
the Courier Press, Leamington Spa, 1972.           Published by the Patent
Office, 25 Southampton Buildings, London, WC2A lAY, from
which copies may be obtained.    


