5 benzofuran was reduced
7 - ethyl - gous to that

1, 106, 059

I n a manner anal o-
—gesetribed—n-th

of Exanple 2(ii) to give 7 - brono -
ethyl - benzofuran 65 chloro - 1 -
cream pl ates of nelting point 108- 5 benzofuran
Wthout 110[err]C ¢af further

%Elﬁgﬁyst al lization from ethanol).
purification, this ct &IREGIFJ@AFE/I% ne in accordance with
t he_second ii) The process patarEiingy Exanple 2(ii) to give 7 - 2

o e e bl T sefegal 7L o

- benzofuran vvas re uce
h which

met hyl, - benzofur an gous S n the fi

mel ﬁat b after crystallization of Exanpl eitl&aéiaﬁg e 5 -

bro : ) > roI eum__et oi ling range 60[err] (2 - chloro -
[

from 2 - acetyl - 5 - brono -
2 - (2 - acetyl - 5 -
hydroxy - ethyl) - 5 - nethyl - as

as a pale yellow oil.

(_)

1- h Pate °5f’ﬁ§/?°’"~"'°§¥ gecification: Sept- Afrd966. 2 i sopropyl ani no

- b | Appligation Dary: tﬂqedﬁ, I1965r t her 1 - thﬁXl_ﬁ/és. ethyl) - 5 -

hmatjh ,1” | | @inpl@OSpedifithtion PthshU@-WaFclﬁ@-ﬁtlﬁd. W t h iso- q 75 15 Lur ﬁn
ydrochl & t propyl am ne in accordance with the
secom™ a al | é%?'fv%ggwﬁ'hb&et hanol / et her. par agr aph of Exanpl e

2(ii) to gl S8 rorm - 2= (z—tsopropylamino - 1 - hydroxy - EXAMPLE 4
et hylhdex a7 accepeindey -C2 b@RZI, UESKY, THBKS 1E6KS, IB6KTHEE/A. epAv AL ER, OE7Ne
starting material: 1F2A21E1F2¢5ngF2ﬂ23be base was treated with ethereal 80 In a
mannek:, anal-c@eds/4eo t hat described hydrogen chloride to give 5 - bronmo - 2
- 20 |nthef|rst paragra&g]“ 3,5- (2 - isopropylamno - 1
- hydroxy - d| br Plt%ﬁ%‘@?@c’gl%l?ﬂ‘lbyal I cyl al dehyde was 7 - et hyl

- benzofura Wi; gazafyrany élr‘r”eaéﬂd%’omwfochh@wmtum to give
2-acetyl- nelted at 102- 104[err]@°1§ﬁqfer recrystallization 5,7 - dibrono -
4 - nethy IWe, R}EHIZ Frorwrs iLnviTED, aimBeit haso ko ieR@E Patent No. 19823/65 (now 30

85 the f vaﬁ r@d %t}fr R@%Welrrgnth‘n lym 206,057The fol | owi ng Exanpl e

il ustr wﬁfi_}’pg B, Iha 63 &V 1]used‘1‘p it‘@gzgfltrthflﬂc tlewerl zation
from s nﬁrpaﬂeﬂ dnez,va Aﬁ@rzheva N8 Sprehdey haS oSS
by the mv@dtbyowhxcta lbeo iva hert edi,mrtOcqn ming fhdth BndTRNFHRF ca&ﬁ gﬁ%.lssio t hat
descri belbf Pamirulat ?Ecélbedpfneﬁ‘&r‘aﬂhﬁﬁ@ re fnitpeesting catasd ofpderivagir rhovakd Exanpl e

2 ( i ) , 0 staten

e q“égent mventﬁﬁ Qi Qoricerfed” whi? of fi

10

15

20

25

novel benzofuran derivatives and a process
for the manufacture thereof.

The novel benzofuran derivatives provided
by the invention are compounds of the
formula

2
B NEN
I
Lo
£ OH

I

wherein R represents a lower-alkyl group, S*
represents 5- or 7-(chloro or bromo) or §5,7-
di(chloro or bromo) substitution and S* rep-
resents mono- di- or tri(lower alkyl) substi-
tution according to the availability of posi-
tion or positions, and acid addition salts
thereof. They are useful as adrenergic block-
ing agents [beta-type effects]. The compounds
of formula I are also useful in that they can
be readily converted into the corresponding
compounds in which S§' is absent- and 2,3-
dihydro derivatives thereof. These latter com-
pounds and derivatives are claimed per se: in
the specification of our copending Applica-~

[Price 4s. 6d.]

comprises those compounds
ﬁgﬁ‘iﬁlﬁmhmh Sg?r'?apresents mc?no- or
di(lower alkyl) substitution (especially mono-
or dimethyl or ethyl substitution), and acid
addition salts thereof. Another mterestmg
class of derivatives provided by the inven-
tion comprises those compounds of formula
I in which S! represents bromo substitution,
and acid addition salts thereof. An interesting
lower-alkyl value for R is the isopropyl group.

According to the process provided by the
invention, the novel derivatives aforesaid are
manufactured by reducing a halo-ketone of
the general formula

g2
.\.—n—-—l
< 1

g
X/ 0 \'—— *—[C1 or Br]
0

IT

(wherein §* and S® have the significance
given earlier) with an alkali-metal borchydride
or with aluminium isoperoxide in isopropanol
and reacting the resulting halohydrin with an
amine of the formula

R—NH,
(I
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from2 - acetyl - 5,7 - dibrono - 4 - nmethyl - amno - 1 - hydroxy -
ethyl) - 5 - nethyl - 30 benzofuran there was obtai ned 2 -
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25 an inert organic solvent {e.g. chloroform or ably, an excess of the amine. The reaction 90
acetic acid) at a temperature of from about is accordingly preferably carried out using at
0°C to 20°C. The transformation of the Jeast 2 molecular proportions of the amine
chlorination or bromination product into the for each molecular proportion of halohydrin.
corresponding substltuted-sahcylaldehyde can  The heating can be carried out in the pre-

30 be carried out in accordance with methods sence of an inert organic solvent such as 95
known per se; for example, using dichloro- ethanol but, except where solution of the acid-
methyl methyl ether and titanium tetra- binding agent is necessary, this is not essen-
chloride in methylene chloride or using hexa- tial. The heating can also be carried out in
methylene-tetramine under the conditions of a closed vessel and this procedure is especially

35 a DUFF reaction. The conversion of the advantageous when readily volatile amines are 100
substituted - salicylaldehyde into an alkali- wused. Isopropyl amine is a particularly useful
metal salt can conveniently be carried out amine of formula III.
using an alkali-metal hydroxide in an alkan€l = The dehydrohalogenation of the halohydrin
containing from one to four carbon atoms (¢.g. to the epoxide in accordance with the variant

40 ethanolic potassium hydroxide), The reaction process provided by the invention is con- 105
of the alkali-metal salt with chloro-acetone veniently carried out by treatment at room
is conveniently carried out in an inert organic temperature with an alkali-metal hydroxide
solvent (e.g. an alkanol containing from one (e.g. potassium hydroxide) dissolved in an
to four carbon atoms such as ethanol). The alkanol containing from one to four carbon

45 chlorination of the reaction product is con- atoms (especially methanol) or suspended in a 110
veniently carried out by treatment with sul- non-polar organic solvent (e.g. benzene).
phuryl chloride and the bromination is con- The reaction of the epoxide with the amine
veniently carried out by treatment with bro- can be carried out by heating the epoxide
mine in an inert organic solvent such as ether with the amine at an elevated temperature

50 or with cupric bromide in a mixture of ethyl (e.g. 50°—100°C). It is preferred to use an 115
acetate and chloroform. One interesting class excess of the amine in this reaction. Alter-
of halo-ketone starting materials of formula patively, the reaction can be carried out in
II comprises those in which S* represents an inert organic solvent (e.g. benzene) at
mono- or di(lower alkyl) substitution (espe- room temperature in the presence of boron

55 cially mono- or dimethyl or ethyl substitu- trifluoride etherate. 120
tlon) Another interesting class of halo-ketone Tt will be appreciated that the compounds
starting materials of formula II comprises of formula I contain an asymmetric carbon
those in which S? represents bromo substi- atom and occur in the form of a stereoiso-
tution, particularly 2 - chloroacetyl - 5 - meric racemate, This racemate can be sepa-

60 bromo - 6,7 - dimethyl - benzofuran, 2 - rated into its optical isomers in accordance 125

chloroacetyl - 5 - bromo - 7 - methyl -
benzofuran, 2 - chloroacetyl - 7 - bromo -
5 - methyl - benzofuran, 2 - chloroacetyl -
5,7 - dibromo - 4 - methyl - benzofuran and

with methods known per se; for example, by
fractional crystallization of the salts.

The acid addition salts provided by the
invention are those formed with inorganic
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to the usual pharmaceutical operations such
as sterilization and may be compounded with
other therapeutically valuable materials.

The following Examples illustrate the pro-
cess of the invention:

EXAMPLE 1

1) The preparation of the starting material:

A mixture of 50.25 g (0.25 mol) of 4-
bromo - 2,3 - xylenol, 18.75 g of paraform-
aldehyde and 18.75 g of hexamethylene-
tetramine was melted to a paste. 75 mi of
glacial acetic acid were added to the stirred
mixture over a period of 1 hour, the inter-
nal temperature being maintained at 100°C
(bath temperature 125°C). 20.4 ml of concen-
trated sulphuric acid were then added drop-
wise over a period of 2 hours, the internal
temperature being maintained at 118—120°C
(bath temperature 140°C). After addition was
complete, the mixture was stirred for a fur-
ther 0.25 hour at 118°C. The mixturc was
then poured into hot water and steam distilied.
The aqueous distillate was extracted with
chloroform and the extract was washed with
water and dried over sodium sulphate.
Evaporation of the chloroform under reduced
pressure yielded ca 43 g of a yellow solid.
This crude material was crystallized from
ethanol to give 35.2 g of 5 - bromo - 3,4 -
dimethyl - salicylaldehyde of melting point
73°—74°C.

229 g (0.1 mol) of 5 - bromo - 34 -
dimethyl - salicylaldehyde were suspended in
100 ml of ethanol and a solution of 6.1 g
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T f tchiggofo,
xture W;Ils Efsg)tgy brr{rl}l?ght toa oiling

ur) and then kept at reflux for 2
hours. The mixture was then cooled, poured
on to ice/water and extracted three times
with chloroform. The extracts were washed
once with 2-N sodium carbonate solution then
once with water and dried over sodium sul-
phate. The solvent was removed under re-
duced pressure and the residuc was crystallized
from ethanol/methanol to give 9.2 g of 2-
chioroacetyl - 5 - bromo - 6,7 - dimethyl -
benzofuran of melting point 135°—140°C.
Recrystallization from ethanol gave 7.0 g of
material of melting point 141°-~144°C. When
the chlorination was repcated using 60.12 g
of 2 - acetyl - 5 - bromo - 6,7 - dimethyl -
benzofuran, a first crop of 43 g of 2-chloro-
acetyl - 5 - bromo - 6,7 - dimethyl - benzo-
furan of meling point 139°—143°C was
obtained.

TS

ii) The process:

42.2 g (0.143 mol) of 2 - chloroacetyl -
5 - bromo - 6,7 - dimethyl - benzofuran were
suspended in 2 mixture of 210 ml of dioxan
and 35 ml of water and the suspension was
cooled to 0°C. 3.99 g (0.072 mol+25%) of
sodium borohydride were added portionwise
at 0°~-5°C over a period of 0.5 hour and
the mixture was stirred at 20°C for 3 hours.
The solvent was then removed under reduced
pressure and the rcsidue was treated with
water and extracted three times with ether.
The extracts were washed once with water and
dried over anhydrous sodium sulphate. The
dried solution was filtered and the filtrate was
evaporated to give a buff solid which was
crystallized from benzene/(60°—80°C
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20 in the first paragraph of Example 2(i), 3,5- (2 - isopropylamno -

1 -

hydroxy - ethyl) - dibrono - 6 - nethyl - salicylal dehyde was 7 - ethyl -
benzofuran hydrochloride which reacted with chloro-acetone to give

2-acetyl- nmelted at 102-104[err]C after recrystallization 5,7 - dibrono -
4 - nmethyl - benzofuran in from ethanol/ether. 85

the form of white prisns of nelting point
illustrates the man- 25 162[err]- 163[err£ éafter
ner in which_the novel derivatives provid ?f%i hanol ).
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A solution of 3.1 g (ea 0.05 mol) of
potassium hydroxide in 30 ml of ethanol was
added dropwise with stirring at room tem-
perature over a period of 10 minutes to a
solution of 10.8 g (0.05 mol) of § - bromo -
3 - methyl - salicylaldehyde in 100 ml of
ethanol. 4.8 g (0.05 mol + 59) of chloro-
acetone were added dropwise over a period of
0.25 hour to the resulting yellow solution. The
mixture was stirred at room temperature for
20 hours, then poured into 500 ml of water
and extracted twice with chloroform. The
combined extracts were washed with dilute
sodium hydroxide solution and then with water
and dried over sodium sulphate, The solvent
was removed to give a yellow solid which was
recrystallized from ethanol to yield 93 g
of 2 - acetyl - § - bromo - 7 - methyl -
benzofuran as fine yellow needles of melting
point 122°—123°C.

49 g (0.03 mol+ 20%) of sulphuryl
chloride were added dropwise with stirring
over 10 minutes to 7.6 g (0.03 mol) of 2-
acetyl - 5 - bromo - 7 - methyl - benzofuran
in 30 ml of chioroform. The mixture was
heated at gentle reflux for 3 hours, cooled
and poured on to ice. The layers were
separated and the aqueous layer was ex-
tracted with chloroform. The extract was com-
bined with the organic layer, washed with 2-
N sodium carbonate solution and then with
water and dried over sodium sulphate. The
dried solution was filtered and the filtrate
was evaporated under reduced pressurc. The
solid residue was recrystallized from ethanol
to yield 7.1 g of 2 - chlorocacetyl - 5 - bromo -
7 - methyl - benzofuran as fine ycllow needles
of melting point 134°—137°C,

C.. .5, 7 was Daht

aRIHONED betwken c( r —and dilute
hydrochloric acid, The aqueous acidic layer
was washed with ether, made basic with dilute
sodium hydroxide solution and extracted three
times with ether. The combined extracts were
washed with water and with brine and dried
over sodium sulphate, Removal of the solvent
left a brown solid which was crystallized from
petroleum ether (boiling range 60°—80°C) to
give 9.0 g of 5 -~ bromo - 2 - (2 - isopropyl-
amino - 1 - hydroxy - ethyl) - 7 - methy! -
benzofuran as buff crystals of melting point
120°—130°C. Thin layer chromatography
showed the product to be a single substance
and its structure was verified by nuclear mag-
netic resonance spectroscopy 5 - Bromo - 2 -
(2 - isopropylamino - 1 - hydroxy - ethyl) -
7 - methyl - benzofuran hydrochloride melted
at 158°—159°C after recrystallization from
ethanol/ether.

ExAMPLE 3
i) The preparation of the starting material:

In a manner analogous to that described
in the first paragraph of Example 2(i), 3-
bromo - 5 - methyl - salicylaldehyde was
reacted with chloro-acetone to give 2 - acetyl -
7 - bromo - 5 - methyl - benzofuran as
cream-coloured crystals of melting point 85°C
(after recrystallization from ethanol).

In a manner analogous to that described
in the second paragraph of Example 2(i),
from 2 - acetyl - 7 - bromo - 5 - methyl -
benzofuran there was obtained 2 - chloro-
acetyl - 7 - bromo - 5 - methyl - benzofuran
as yellow prisms of melting point 131°—
133°C (after recrystallization from ethanol).

ii) The process:
2 - Chloroacetyl - 7 - bromo - 5 - methyl -
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hydroxy .- -ethyl) - 4 - nethyl - benzofuran 50 hydrochloride was obtai ned
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chloroacetyl - 5,7 - dibromo - g of lactose. The
benzofuran as fine white needles of melting using 0.5 g of 109% aqueous gelatin and the
point 187°—188°C (after crystallization from granulatc was mixed with 2.5 g of maize 95
ethanol). starch. 0.25 g of stearic acid were added
and the mixture was compressed according
35 ii) The process: to known methods to give tablets each con-
2 - Chloroacetyl - 5,7 - dibromo - 4 - taining 100 mg of active material.
methyl - benzofuran was reduced in a man-
ner analogous to that described in the first WHAT WE CLAIM IS:— 100
paragraph of Example 2(ii) to give 57 - 1) Compounds of the formula
40 dibromo - 2 - (2 - chloro - 1 - hydroxy -
ethyl) - 4 - methyl - benzofuran. Without
further purification, this was reacted with iso- s2 N
propyl amine in accordance with the second \< i
paragraph of Example 2(ii; to give 5,7- N PN
45 dibromo - 2 - (2 - isopropylamino - 1 - Sl/ NN0T M- NH-R
hydroxy - ethyl) - 4 - methyl - benzofuran as ci
grey crystals of melting point 123°—125°C.
5,7 - Dibromo - 2 - (2 - isopropylamino - 1 - T
hydroxy - ethyl) - 4 - methsl - benzofuran
50 hydrochloride was obtained as white crystals
of melting point 200°—201°C after crystal- wherein R represents a lower-alkyl group, S!
lization from ethanol/ether. represents 5- or 7-(chloro or bromo) or 5,7-
di(chloro or bromo) substitution and S* re- 105
EXAMPLE 5 presents mono-, di- or tri(lower alkyl)sub-
iy The preparation of the starting material: stitution according to the availability of posi-
55 In a manner analogous to that described tion or positions, and acid addition salts
in the first paragraph of Example 2(i), 5- thereof.
bromo - 3 - ethyl - salicylaldehyde was re- 2) Compounds as formulated in claim 1, 110
acted with chloro-acetone to give 2 - acetyl - wherein §° represents mono- or di(lower
5 - bromo - 7 - ethyl - benzofuran as yellow alkyl) substitution, and acid addition salts
60 crystals of melting point 68°—70°C. thereof.
In a manner analogous to that described 3) Compounds as formulated in claim 1 or
in the second paragraph of Example 2(i), as set forth in claim 2, wherein S! represeats 115
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In a manger analogous to that descrtbed
in the second paragraph of Example 2{,
from 2 - acetyl - 5,7 - dibromo - 4 - mcthyl -
benzofuran therc was obtained 2 -
chloroacetyl - 5,7 - dibromo - 4 - methyl -
benzofuran as fine white needles of melting
point 187°—188°C (after crystallization from
ethanol).

if) The process:

2 - Chloroacetyl - 5,7 - dibromo - 4 -
methyl - benzofuran was reduced in a man-
per analogous to that described in the first
paragraph of Example 2(ii) to give 5,7 -
dibromo - 2 - (2 - chloro - 1 - hydrozy -
ethyl) - 4 - methyl - benzofuran, Without
further purification, this was reacted with iso-
propyl amine in accordance with the second
paragraph of Example 2(ii) to give 5,7-
dibromo - 2 - (2 - isopropylamino - 1 -
hydroxy - ethyl) - 4 - methyl - benzofuran as
grey crystals of melting point 123°—125°C.
5,7 - Dibromo -~ 2 - (2 - isopropylamino - 1 -
hydroxy - ethyl) - 4 - methyl - benzofuran
hydrochloride was obtained as white crystals
of melting point 200°~-201°C after crystal-
lization from ethanol/ether.

EXAMPLE §

iy The preparation of the starting material:

In a manner analogous to that described
in the first paragraph of Example 2(i), 5-
bromo - 3 - ethyl - salicylaldehyde was re-
acted with chloro—acetone to give 2 - acetyl -
5 - bromo - 7 - ethyl - benzofuran as yellow
crystals of meltmg point 68°—70°C,

In a manner analogous to that described
in the second paragraph of Example 2(i),
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maceutical preparations:

10 g of 7 - bromo - 2 - (2 - isopropyl-
ethyl) - 5 - methyl -
benzofuran hyt.roch’onde were mixed with
10 g of lactose. The mixture was granulated
using 0.5 g of 10% aqucous gelatin and the
Oranulatc was mixed with 2.5 g of maize
starch. 0.25 g of stearic acid were added
and the mixture was compressed according
to known methods to give tablets each con-
taining 100 mg of active material.

WHAT WE CLAIM 1S:—
1) Compounds of the formula

=]

wherein R represents a lower-alkyl group, S!
represents 5- or 7-(chlore or bromo) or 5,7-
di(chlore or bromo) substitution and S§* re-
presents mono-, di- or tri(lower alkyl)sub-
stitution accordmg to the availability of posi-
tion or positions, and acid addition salts
thereof.

2} Compounds as formulated in claim 1,
wherein S® represents mono- or di(lower
alkyl) substitution, and acid addition salts
thereof.

3) Compounds as formulated in claim 1 or
as set forth in claim 2, wherein S* represents
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inclaiml1l, with an al kali-net al

( borohydride derivatives set forth in
claim1, substantially or with alum nium isopropoxide in isopro- as
descrihed with reference to part iiof Ex- 35 pnnnL;:mchp}\r‘fi ng the
resul ting hal ohydrin anples 1 to 5. 85 with an

am ne of the fornula 21) Derivatives as set forth in clalm
1, when manufactured by the process clainmed R NH err]

in any one of clains 11 to 20 inclusive. wherein R has the. si gnlflcance
given in clagm1l, in the presence of amfgpg bi ndi ng agent W D.
VH TAKER, 4

Pat ent Agent duB:Tomb n;tllﬁnﬁﬁbna(andj aadi(}lu:ldhtmmnsaﬂal t 12) A process as set forthoin RHEHH,

PRODUCTS LI M TEtbere@rl nt ed f Her y' s whiren P %W@éh B} reprasents
Courier Press, O‘QW@M& @ Isi sﬁ‘égf E" (bsti °i“d%“s°‘§5
Sout hanpt on Byi Ecﬁz] nts pyl ,an Q§ semi(\(‘thbﬁ lah Ak ra.»ed

ERRATA SPECI FI CédhicloN sd\is .theeofl 06, 059 Page 2,

lirl ﬂﬁm , wheddin 3 ihmloHk&brie rig twhiglor d"

read "al kanol " P&é - Bromoj-ge @2”09&1PK o (b g8’ UPreﬁen'tS PTPFB@?“PM“)U“H Paggd asthe | | ne
" wh PR "eher O coR % Ftrl
103, before "whi er ' co ag gl 38100l 11, 50
n H n H 3
wher ei n" ingert @@mo;ﬂﬂE 2PABRENToptdpfihhiio 24E1QimAﬂ £813, wherein 2-chloro-
1 - hydroxy - ethyl) - 7 - methyl - benzo- acetyl - 5 - bromo - 6,7 - dimethyl - benzo-
furan or the hydrochloride thereof. furan, 2 - chloroacetyl - 5 - bromo - 7 -
7) 7 - Bromo - 2 - (2 - isopropylamino - methyl - benzofuran, 2 - chloroacetyl - 7 -
1 - hydroxy - ethyl) - 5 - methyl - benzo- bromo - 5 - methyl - benzofuran, 2 - chloro- 55
15 furan or the hydrochloride thereof. acetyl - 5,7 - dibromo - 4 - methyl - benzo-
8) 5,7 ~ Dibromo - 2 - (2 - isopropylamino -  furan or 2 - chloroacetyl - 5 - bromo - 7 -
1. hydroxy - ethyl) - 4 - methyl - benzo- ethyl - benzofuran is used as the halo-ketone
furan or the hydrochlorlde thereof. startmg material,
9) 5 - Bromo - 2 - (2 - isopropylamino -  15) A process as set forth in any one of 60
20 1 - hydroxy - ethyl) 7 - ethyl - benzofuran claims 11 to 14 inclusive, wherein the re-
or the hydrochloride thereof. duction of the halo-ketone starting material
10) A pharmaceutical preparation compris- is carried out using an alkali-metal boro-
¥ ing a compound or acid addition salt as hydride.
claimed in any one of the preceding claims 16) A process as set forth in claim 15, 65
25 in admixture with a compatible pharmaceu- wherein sodium borohydride is used as the
tical carrier. alkali-metal borohydride.
11) A process for the manufacture of the 17) A process as set forth in any one of
derivatives claimed in claim 1, which pro- claims 11 to 16 inclusive, wherein fsopropyl
cess comprises reducing a halo-ketone of the amine is the amine used. 70
30 general formula 18) A process as set forth in any one of
claims 11 to 17 inclusive, wherein the re-
action of the halohydrin with the amine is
X\,____. carried out using at least two molecular pro-
X ol portions of fthe1 am&ne for each molecular 75
NN, proportion of halohydrin.
s $ (61 ox Br] 19) A wvariation of the process set forth
in any one of claims 11 to 17 inclusive which
ir comprises dehydrohalogenating the halohy-
drin to the corresponding epoxide prior to the 80
reaction with the amine,
wherein S and S? have the significance given 20) A process for the manufacture of the
in claim 1, with an alkali-metal borohydride derivatives set forth in claim 1, substantlally
or with aluminium isopropoxide in #sopro- as described with reference to part ii of Ex-
35 panol and reacting the resulting halohydrin amples 1 to 5. 85
with an amine of the formula 21) Derivatives as set forth in claim 1,
when manufactured by the process clalmed
R—NH, in any one of claims 11 to 20 inclusive.
wherein R has the significance given in claim
1, in the presence of an acid-binding agent W. D. WHITAKER,
40 and, if desired, converting the reaction pro- Patent Agent

duct into an acid addition salt.
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