
983,661                                   5  From  the data shown in Table
A, it is  for an average person (e.g., about 150 pounds          seen that
the. preferred active ingredients of  in weight) is between 50-3000 mg.,
and,          this invention may be categorized as follows,  preferably,
200 to 1000 mg.          reference being made to the general structural
Of the preferred active ingredients, the  55       5  formulas given
hereinbefore:             first six compounds listed in Table A are
1. Those compounds wherein X is hydro-  previously described compounds,
while the                     [err]                         remaining
listed compounds are new com-
pounds.          gen, Y is -COR, and Z is arylalkyl, as    While a few of
the active ingredients used  60          exemplified by the compounds 29,
30, 32,  in accordance with this invention are pre-          33, 34, 36, 37
and 48 shown in Table A;    viously  described  compounds,  e.g.,  N-
10   2. Those compounds wherein X is hydro-  benzyl-N-benzyloxyamine, for
the most part,                      [err]                        the active
ingredients of this invention are
novel compounds. The novel benzyloxyamines  65          gen, Y  is --CR
and Z  is arylalkyl, as  of formula IA of the present invention as
exemplified by the compounds 61, 64, 65,  distinguished from the novel
compositions of          66, 71 and 73 shown in Table A;         this
invention (containing a benzyloxyamine            3. Those compounds
wherein X is alkyl,  of formula I, which includes benzyloxyamines
[err]                              besides those defined by formula IA) may
70                be defined as (1) compounds having the fol-      15  Y is
-COR, and Z is arylalkyl as exempli-  lowing formula:          fied by the
compounds 27, 31, 41 and 42          shown in Table A;            4. Those
compounds wherein X is hydro-          gen, Y is hydrogen and Z is
arylalkyl as      20  exemplified by the compounds 5, 10 and 16          of
Table A;                               wherein X is lower alkyl or halogen
Y is            5. Those compounds wherein X is alkyl,
[err]          Y is hydrogen and Z is arylalkyl, as exempli-          fied
by compounds 8, 9, and 11 shown in  hydrogen,      25  Table A;
[err]            6. Those compounds wherein X is halo-
-CNHCR, wherein R is selected from the
group consisting of alkyl and aryl; and Z is          gen, Y is -COR  and Z
is arylalkyl, as  hydrogen or arylalkyl with the proviso that
exemplified by compound 26 shown in Table when X is a halogen atom and Z is
aralkyl 



A;                                      then Y  cannot be hydrogen) and
wherein  80 30   7. Those compounds wherein X is hydro-  when X  in the
above formula is halogen,             [err]
[err]           gen, Y is -CNH[err], and Z is arylalkyl, as  Y is hydrogen,
-CR or -CNHCR and only          exemplified  by compounds 53  shown in  one
of the Y and Z groups may be hydrogen;          Table A;
and (2) compounds having the formula:            8. Those compounds wherein
X is halo-               [err]      35  gen, Y is hydrogen and Z is
hydrogen, as          exemplified by compound 4 shown in Table
85          A;            9. Those compounds wherein X[err] is alkoxy,
Y[err] is hydrogen and Z[err] is arylalkyl as ex-      40  emplified by
compound 13 in Table A;       wherein X[err] is a short-chain alkoxy group;
10. Those  compounds wherein  X, is                              [err]
Y[err] is hydrogen,-CR[err] or --COR[err], wherein          alkoxy, Y[err]
is -COR and Z[err] is arylalkyl as  R[err] is alkyl or aryl; and Z[err] is
an arylalkyl          exemplified by compound 46 in Table A;    group, (3)
compounds having the formula:             11. Those compounds wherein
X[err] is tri-                      [err]        45  fluoromethyl, Y[err]
is -COR and Z[err] is aryl-          alkyl as exemplified by compound 45 of
Table          A.            The active ingredients used in accordance
wherein X[err] is a trifluoromethyl group, Y2 is          with this
invention are non-toxic in amounts        [err]      50 required to effect
significant reduction of           blood cholesterol. In general, the daily
dose  -CR[err]  or -COR[err], wherein R[err] is alkyl or
6                                  983,661                 aryl, and Z[err]
is hydrogen or an arylalkyl group.    Also, in accordance with this
invention there                   In addition to the above-mentioned com-
is provided a process for preparing the novel                 pounds,
compounds which are novel and may  benzyloxyamines of formula IA which com-
45                 be used as the active ingredient in accord-  prises:
5  ance with this invention are given in Table                 I, given
hereinafter, said compounds being  (a) aralkylating a suitably protected
hydroxyl- 



included in Tables B to H.               amine derivative of the formula
In accordance with this invention there is                 provided novel
benzyloxyamines of the general        [err]              10 formula:
IIA                                                            wherein
Z[err] and Y[err] are respectively Z and  50
[err]                          Y as previously defined or are hydrolyz-
able protective groups with one or two
moles of a benzyl halide or sulfonate of
the formula:                                              IA
wherein X is hydrogen, one or two alkyls of                 I to 3 carbon
atoms or halogen, Y is hydro-                                  55
[err]                        ;                 gen,
IIIA                                                           wherein K is
a halogen atom or the resi-              15  [err]   and Z  is hydrogen or
due of a sulfonic acid or ester and X                 aralkyl; or wherein X
is alkoxy and Y is    is as defined hereinabove and then (1) if
[err]                        desired, when the protective group or the
hydrogen,    [err]  and Z is                 aralkyl; or wherein X is
trifluoromethyl and  hydroxylamine derivative is [err]  or 60
[err]                               0                  Y is     [err]
and Z is hydrogen         [err] hydrolyzing to form a product
20  or aralkyl wherein R in each case is an alkyl,    of formula IA in
which Z is hydrogen,                 alkoxyalkyl or aryl group and the acid
addi-    (2) if desired, when the protective group                 tion
salts of the above when Y and Z are          [err]                 hydrogen
atoms or Z is an arylalkyl group                 wherein when Z is an
aralkyl group it can    is [err]    treating with ammonia to             25
be substituted by one or two alkyl groups,    obtain a compound of formula
IA where- 65                 an alkoxy group, a halogen atom or a tri-
[err]                 fluoromethyl group on the aryl portion of
the aralkyl group; and wherein the aralkyl    in Y is [err] (3) hydrolyzing
all                 groups hereinabove contain 7 to 12 carbon   other
protective groups to form a product              30  atoms and when R is
alkyl it contains 1 to   of formula IA in which Z is hydrogen,
20 carbon atoms and when R is aryl it con-   and                 tains 6 to
10 carbon atoms; with the pro-  (b) if desired, when Y and Z in the product
70                 viso that (1) when X is a halogen atom       of step (a)
are hydrogen atoms or one                 and Z is a hydrogen atom then Y
cannot       of them is an aralkyl group, then doing 



35  be a hydrogen atom or a carbethoxy group     one of the following:
[err]                                  (1) acylating with an agent capable
of                  or [err]  , (2) when X is ahalogen atom and
Z is aralkyl, Y cannot be hydrogen and (3)     providing the radical [err]
to con- 75                 when X is a hydrogen atom and Z is a
hydrogen atom or a benzyl group, then Y                 [err]
40  cannot be a hydrogen atom  or the group         vert Y into
(2) reacting with cyanic acid to convert [err]
[err]                 wherein A is -NH[err], -OC[err]H[err]
-CH[err] or phenyl.                         Y into [err]
983,661                                  7               (3) reacting with
a haloformate of the    The benzylating agent of formula IIIA can
be a benzyl halide, preferably a benzyl
chloride or it can be a benzyl sulfonate such  45                  formula
Halogen [err] ; a carbon-  as a benzyl toluenesulfonate.
In one of the embodiments of the inven-
tion, one mole each of different benzylating                  ate of the
formula [err]; or  agents of formula IIIA are used one after
with phosgene followed by treatment  the other to form a product of formula
IA  50         5        of the resulting carbamoyl chloride  in which Z and
with ROH or NH[err], to convert Y into                    [err] or [err]
(4) forming the non-toxic acid addition                  salt wherein R is
as defined herein-  are different.        10       above.
Typical acylating agents capable of provid-              In the alkylation
step the suitably pro-            tected hydroxylamine derivative (IIA) is
one            which makes for O-benzylation. The protec-  ing the radical
[err] are the acid chlorides, 55            tive group is one which is
readily hydrolyzed  the acid anhydrides and the acid esters.        15
after benzylation. Typical examples of suit-    When forming the ureas by
use of cyanic            ably protected hydroxylamines (IIA) are as  acid
it is sometimes desirable to generate the 



follows                                 cyanic acid in situ.
When carboalkylaryl)oxylating by treat- 60                            ment
with  a carbonate of the formula              (1) [err]  (hydroxamic acids)
[err]     it is preferable to effect the re-
action by heating in the presence of a basic              (2) [err]
(carboalkyl -  catalyst.        20                          (aryl)oxy hydr-
To form the carbamoyl chloride one treats  65
oxamic acids)  the benzyloxyamine with equimolar amounts
of phosgene and the product can then be re-              (3)
acted, with or without isolation, with alcohol
to form the carboalkylaryl)oxy hydroxamates
or with ammonia to form  the benzyloxy- 70 [err]
In preparing the novel benzyl carbethoxy-
hydroxamate compounds of this invention,
hydroxyurethane is reacted with the appro-              wherein K is an
organic residue to form   priate benzyl halide (e.g., parachlorobenzyl-  75
a cyclic imide, such as the phthalimido or  chloride) under the influence
of alkali in        25    succinimido group                     alcoholic
solution. By varying the molar ratio              (4) aldoximes or
ketoximes            of the benzyl halide to the hydroxyurethane
(5) a hydroxylamine disulfonic acid salt  employed one can obtain:
SO[err]-                 1. The  benzyl  carbethoxyhydroxamate  80
HON<         Metal                   substantially exclusively, or
SO[err]-                   2. A mixture of this compound and the
corresponding benzyl N-benzyl carb-             preferably the alkali metal
salt.           ethoxyhydroxamate, or
3. The  benzyl  N-benzyl  carbethoxy-  85       30  When the hydroxamic
acid (1) or the carbo-    hydroxamate substantially exclusively.
alkyl(aryl)oxyhydroxamic acids (2) are benzyl-           ated there is
formed a product of formula IA.    In general, an equimolar ratio of the
re-           If desired, this product can be hydrolyzed so  actants leads
to  the benzyl carbethoxy-           that a compound of formula IA is
formed  hydroxamate compound while the use of a       35  wherein Y and Z
are both hydrogen or Y  2:1 molar ratio of the benzyl halide to  90
is hydrogen and Z arylalkyl. When any of  hydroxyurethane gives essentially
the benzyl           the other suitably protected hydroxylamine  N-benzyl
carbethoxyhydroxamate. derivatives (IIA), i.e., (3), (4) or (5) are
Alternatively, novel benzyl carboalkyl-           benzylated the resulting
product is treated in  (aryl)oxyhydroxamates of this invention can       40
a known manner to remove the protective  be obtained by the reaction of an
appropriate  95           group and form a product of formula IA in
benzyloxyamine with an alkyl or aryl chloro- which Y and Z are both
hydrogen.        formate in a suitable inert organic solvent 



8                                      983,661      medium. Similarly,
novel benzyl N-arylalkyl methylbenzyloxyamine (Compound 3);and p- 65
carboalkyl(aryl)oxyhydroxamates can be pre-  chlorobenzyloxyamine (Compound
4). The     pared from N-arylalkyl benzyloxyamines and  latter two
compounds were isolated as the     the appropriate chloroformate.
free amines and were purified by distillation 5   Moreover, novel benzyl
N-arylalkyl carbo-  under reduced pressure. These components
alkyl(aryl)oxyhydroxamates of this invention  had the physical constants
and analytical 70     may be obtained by the reaction of the appro-  values
tabulated in Table B given herein-     priate benzyl
carboalkyl(aryl)oxyhydroxamate  after.     with a suitable arylalkyl halide
in alcoholic 10 solution in the presence of alkali.
EXAMPLE II       The benzyloxyamine compounds and the  Preparation of
N-Benzyl-N-benzyloxyamine     N-arylalkyl benzyloxyamine compounds of
hydrochloride                75     this invention may be obtained by
alkaline                 Compound 5     hydrolysis of the corresponding
carbethoxy-   N-benzyl-N-benzyloxyamine  is converted 15 hydroxamate.
to its hydrochloride salt by the addition of       In preparing the novel
benzyl acyl(aroyl)-  an excess of concentrated hydrochloric acid
hydroxamates and benzyl N-arylalkyl acyl-  to an ether solution of the
amine. The pro- 80     (aroyl)hydroxamates of this invention, the  duct,
which separates in the form of a slightly     selected benzyloxamine or
N-arylalkyl benzyl-  water-soluble crystalline solid, is purified by 20
oxyamine is reacted with the appropriate acyl  crystallization from
mehanol.     or aroyl halide in a suitable aqueous or non-     aqueous
medium. An excess of the amine or                 EXAMPLE III     other
suitable base (e.g., pyridine, sodium    Preparation of
N-(p-Methylbenzyl)-N-(p-   85     hydroxide, trialkylamine) may be employed
as       methylbenzyloxy) amine 25  acid acceptor to promote the reaction.
Compound 6       Substituted N-benzyloxy ureas or N-aryl-    A  solution of
14.6 grams of p-methyl-     alkyl-N-benzyloxy ureas can be obtained by
benzyl N-p-methylbenzyl carbethoxyhydroxa-     the reaction of suitable
benzyloxyamines or  mate prepared by the method described in
N-arylalkyl benzyloxyamines with isocyanic  Example VI and 6.8 grams of
sodium 30  acid esters or other derivatives of isocyanic  hydroxide in
300ml of 95% ethanol and 100     acid in an inert solvent medium.
ml. of water was refluxed for one and one-       Some of the benzyl
carboalkyl(aryl)oxy-  half hours. The reaction mixture was then
hydroxamates and benzyl N-arylalkcyl carbo-  concentrated under vacuo and
then poured  95 



alkyl(aryl)oxyhydroxamates  comprising  the  into water.
N-(p-methylbenzyl)-N-(p-methyl- 35  active ingredients of this invention
have also  benzyloxy) amine in the form of a water-     been referred to in
the chemical literature  insoluble material was filtered off, thoroughly
as substituted N-benzyloxy urethanes and  washed with water, and then
crystallized from     substituted  N - benzyloxy - N - arylalkyl methanol.
Yield 8.3 grams. N-(p-methyl- 100     urethanes. The description of these
com-  benzyl)-N-(p-methylbenzyloxy) amine is con- 40  pounds as used herein
is consistent with Beil-  verted to its hydrochloride salt by the addi-
stein and other recognized authorities on  tion of an excess of
concentrated hydrochloric     organic chemical nomenclature.           acid
to an ether solution of the amine. The       The following are specific
examples for  product, which separates in the form  of a 105     the
preparation of active ingredient compounds  slightly water-soluble
crystalline solid, is 45  and  therapeutic  compositions formed  in
purified by crystallization from  methanol,     accordance with this
invention.          m.p. 188-190[err]C.                     EXAMPLE I
EXAMPLE IV        Preparation of o-Chlorobenzyloxyamine  Preparation of
N-(p-Isopropylbenzyl)-N-(p-iso- 110                   hydrochloride
propylbenzyloxy) amine hydrogen sulfate 50                 Compound 1
Compound 7      A solution of 11.7 grams of o-chlorobenzyl    A solution of
63 grams of p-isopropyl-      carbethoxyhydroxamate and 6.2 grams of
benzyl  N - p - isopropylbenzyl  carbethoxy-      sodium hydroxide in 50%
aqueous ethanol  hydroxamate prepared by the method of 115      was
refluxed for two hours. The ethanol was  Example VI and  20  grams of
sodium 55  removed by distillation and the residue ex-  hydroxide in 400
ml. of 50% aqueous ethanol     tracted with ether. This extract was washed
was refluxed for two hours. The mixture was     with water and dried over
sodium  sulfate.  distilled at atmospheric pressure until the     The
addition of concentrated hydrochloric  head temperature was 100[err]C. The
residue 120     acid resulted in the precipitation of the de-  was
extracted with ether. This extract was 60  sired  compound.
Recrystallization  from   washed with water until neutral and was dried
methanol gave 3.5 grams of the pure hydro-  over sodium  sulfate. The
resulting solution     chloride, m.p. 143-145[err]C. Other compounds  was
added slowly to a cool solution of 17     prepared using this procedure
were benzyl-  grams of sulfuric acid in 200 ml. of anhydrous 125
oxyamine hydrochloride, (Compound 2); m-  ether. The desired compound
precipitated in
983,661                                     9            the form of
colorless crystals. The yield was            EXAMPLE VII      39 grams.
Preparation of m-Methylbenzyl carbethoxy- 



EXAMPLE V                          hydroxamate Preparation  of
N-(m-Methylbenzyl)-N-(m-              (Compound) 19 and        5
methylbenzyloxy) amine            m-Methylbenzyl  N-m-methylbenzyl  carb-
65                          Compound 8
ethoxyhydroxamate           A solution of 13.0 grams of m-methyl-
(Compound 27)           benzyl N - m - methylbenzyl carbethoxy-    38 grams
of hydroxyurethane in 150 ml.           hydroxamate  prepared  as
described  in  of 95%  ethanol, 36 grams of potassium        10 Example VI
and of 4.8 grams of sodium   hydroxide in 200 ml. of 95%  ethanol, and  70
hydroxide in 150 ml. of 65% aqueous ethanol  100 grams of
alpha-bromo-m-xylene were re-            was refluxed for one hour. The
ethanol was  acted as described in Example VI above. The            removed
by vacuum distillation and the resi-  ether extract was dried, freed from
solvent            due was diluted with 100 ml. of water. The  by
distillation, and the residue fractionated        15 oily precipitate was
extracted with ether and  under reduced pressure. 17 grams (22%) of 75
the extract was washed with water and dried  pure m-methylbenzyl
carbethoxyhydroxamate            over sodium sulfate. The ether was removed
was obtained distilling at  100-103[err]C  at            and the residue
distilled in vacuo. The frac-  0.05 mm            tion boiling at
118-120[err]C/0.07 mm. con-    Further distillation of the aforedescribed
20 sisted of the desired compound. Yield 7.8  residue yielded 38.5 grams
(34%) of m- 80            grams
methylbenzyl N-m-methylbenzyl carbethoxy-              The physical
properties and  analytical  hydroxamate. bp. 144  146[err]C. at 0.05 mm.
values for the compounds prepared by the  Hg.           methods of these
examples and of compounds       25  9-17 which may be prepared by the same
EXAMPLE VIII            methods are summarized in Table C given    Using
the method described in Example  85            hereinafter.
VI, hydroxyurethane  and  p-methylbenzyl
chloride were reacted to give p-methylbenzyl
EXAMPLE VI                  N - p - methylbenzyl carbethoxyhydroxamate
Preparation of p-Chlorobenzyl N-p-chloro-  (Compound 28). The purified
product was       30        benzyl carbethoxyhydroxamate       obtained as
a colorless liquid distilling at 90                       (Compound 26) and
137[err]C. at 0.1 mm. Hg.               P-Chlorobenzyl
carbethoxyhydroxamate                         (Compound 18)
EXAMPLE IX              52.5 grams of hydroxyurethane in 500 ml.
Preparation of Benzyl carboisobutoxy-       35  of 95%  ethanol are
combined with stirring                hydroxamate            at 25[err]C.
with a solution of 56 grams potas-         (Compound 20)                 95
sium hydroxide in 100 ml. of 95% ethanol.   Solutions of 27.3 grams of
isobutyl chloro-            121 grams of p-chlorobenzylchloride is added
formate in 1 liter of anhydrous ether and of            at once and the
temperature maintained at  49.2 grams of benzyloxyamine in 250 ml. of
40  about 30[err]C. using external cooling. The mix-  anhydrous ether were
combined with stirring           ture is stirred overnight and the
potassium   and cooling. The reaction was allowed to go 100
chloride removed by filtration. The filtrate  to completion by standing at
room tempera-           is concentrated in vacuo and dissolved in 400  ture
overnight. The precipitate of benzyloxy-           ml, of ether. The ether
solution is extracted  amine hydrochloride was removed by filtra- 



45  thoroughly with cold 10%  aqueous sodium  tion and was washed with
ether. The com-            hydroxide. The resulting ether solution is
bined ether solutions were evaporated in 105            dried, the solvent
removed and the residue  vacuo. The residue solidified upon cooling.
distilled under reduced pressure. 45 grams  Recrystallization from  150 ml.
of 70%            (25%  theoretical) of p-chlorobenzyl N-p-  aqueous
methanol furnished 33.5 grams of       50  chlorobenzyl
carbethoxyhydroxamate is ob-  the desired compound, m.p. 37-38[err]C.
tained.             The aforedescribed sodium hydroxide ex-
EXAMPLE X                  110           tract is acidified with
hydrochloric acid while  Preparation of m-Trifiuoromethylbenzyl carb-
cooling. The mixture is then extracted with            ethoxyhydroxamate
55  ether, the ether solution dried, the solvent            (Compound 21)
evaporated, and a solid residue obtained. This    A solution of sodium
ethylate was prepared           product is purified by crystallization from
by dissolving 6.8 grams of sodium metal in 115           ethanol. 34.5
grams (30% theoretical) of p-  500 ml. of anhydrous ethanol To this was
chlorobenzyl carbethoxyhydroxamate is ob-  adwed with cooling 31.2 grams of
hydroxy-       tained in the form of white crystals.   urethane and
subsequently with continued              10
983,661      cooling 71 grams of m-trifluoromethylbenzyl  evaporated in
vacuo. The residue solidified      bromide. The temperature did not exceed
upon standing at room  temperature. Re- o5      30[err]C. during these
operations. The mixture  crystallization from methanol furnished 26.6
was stirred for 30 minutes at room  tem-  grams of the desired compound,
m.p. 59-- 5  perature and for two hours at reflux tem-  61[err]C.
perature. The mixture was diluted with 250               EXAMPLE XIII
ml. of water and neutralized by the addition  Preparation of o-Methylbenzyl
N-o-methyl-  70     of hydrochloric acid. The ethanol was re-       benyzl
carbethoxyhydroxamate     moved by distillation and the residue was ex-
(Compound 31) 10  tracted with ether. This extract was washed   Solutions
of 28.4  grams of hydroxy-     with dilute hydrochloric acid and with water
urethane in 150 ml. of ethanol and of 35.7     and was dried over sodium
sulfate. Evapor-  grams of potassium hydroxide in 250 mL of 75     ation of
the ether furnished a solid residue  ethanol were combined at room
temperature.     which afforded, upon recrystallization from   100  grams
of alpha-bromo-o-xylene  was 15  carbon tetrachloride, 38 grams of the pure
added dropwise with stirring while the term-     compound, m.p.
78---80[err]C.              perature was maintained at 25-30[err]C  by
The m-trifluoromethylbenzylbromide used  external cooling. Subsequently,
the mixture  80     in this example as well as other benzyl  was heated to
reflux and the ethanol was 



halides can be prepared by halogenation of  removed by distillation until
the vessel tem- 20  the corresponding benzyl alcohols or toluenes  perature
had reached 85[err]C. The residue was     using well-known reactions.
diluted with ether and was filtered from the       The  physical constants
and  analytical  inorganic salts. The resulting solution was  85     values
for the compounds of these examples  washed with water and dried over
sodium sul-     and for compounds 22-25 inclusive, which  fate. The ether
was removed by distillation 25  may be prepared using these methods, are
and  the residue was fractionated  under     summarized in Table D  given
hereinafter,  vacuum. The fraction boiling at 143C./0.04     and in part in
Table E given hereinafter.  consisted of the desired compound. Yield  go
59.4 grams.                    EXAMPLE XI     Preparation of Benzyl
N-benzyl carbethoxy-               EXAMPLE XIV 30
hydroxamate                   Preparation of Benzyl N-m-methylbenzyl
(Compound 29)                           carbethoxyhydroxamate       A
solution of 210 grams of hydroxy-                   (Compound 32)
95     urethane and of 460 mL of benzyl chloride    A solution of sodium
ethylate was pre-     in 1 liter of ethanol was heated to reflux.  pared
from 2.3 grams of sodium metal and 35  One liter of a 4-N  solution of
potassium   200 ml. of anhydrous ethanol. To this was     hydroxide in
ethanol was added within four  added 19.5 grams of benzyl carbethoxy-
hours. Subsequently, 1.5 liters of ethanol was  hydroxamate and
subsequently there was 100     removed by distillation and the residue was
added with cooling and stirring 18.5 grams     diluted with 1 liter of
ether. The solution  of alpha-bromo-m-xylene over a period of 15 40  was
decanted from the inorganic salts which  minutes. The mixture was heated to
reflux     were washed with three portions of ether.  for two hours and the
ethanol was removed     The combined solution was stirred while 30  by
distillation until the vessel temperature 105     ml. of concentrated
hydrochloric acid was  reached 85[err]C. The residue was diluted with
added. The mixture was filtered and the  water and was extracted with
ether. This ex- 45  filtrate was washed with dilute bicarbonate  tract was
washed with water and was dried  .     solution and water until neutral.
The result-  over sodium sulfate. The ether was removed     ing ether
solution was dried over sodium sul-  by distillation. Fractionation of the
residue in 110     fate and the ether was removed by distil-  vacuo
furnished 18.3 grams of product b.p.     lation. Fractionation of the
residue in vacuo  136[err]C./0.02 mm. 50  furnished 382 grams of the
desired compound   The physical constants of the compounds     distilling
at 142-145[err]C/0.3 mm.        prepared as described in these examples,
and                                                 of compounds 33-49
inclusive, which may 115                   EXAMPLE XII                  be
prepared by these methods, are sum-       Preparation of Benzyl N-benzyl
carbo-    marized in Table E given hereinafter.
phenoxyhydroxamate 55               (Compound 30)
EXAMPLE XV       A solution of 42.6 grams of N-benzyl-N-     Preparation of
N-Benzyloxy urea     benzyloxyamine in 100 ml. of anhydrous ether
(Compound 50)                    120     was added dropwise to a cooled
solution of    A  solution of 4.5 grams of potassium     15.7 grams of
phenyl chloroformate in 500  cyanate in 50 ml. of water was added to a 



60  ml. of anhydrous ether. The resulting mix-  stirred slurry of 8.0 grams
of benzyloxy     ture was stirred for three hours at room   amine
hydrochloride in 150 ml. of water     temperature. The solid precipitate
was re-  Stirring was continued for 15 minutes and 125     moved by
filtration and the filtrate was  the colorless solid was filtered and
washed                                                          983,661
11  with water. Recrystallization from  ethanol             EXAMPLE XIX
60  furnished 4.9, grams of the desired product, Preparation of
m-Trifluoromethylbenzyl N-m-            m.p. 139-141[err]C.
trifluoromethylbenzyl acethydroxamate (Compound 62)
EXAMPLE XVI                    1.10 parts by weight of N-(m-trifluoro-
5  Preparation  of  N-Benzyl-N-benzyloxy-N[err]-  methylbenzyl) - N  - (m -
trifluoromethyl-  65                           acetyl urea
benzyloxy) amine hydrochloride  was dis-                         (Compound
51)                solved in 25 parts by weight of pyridine and
Solutions of 21.3 grams of N-benzyl-N-  0.9 parts by weight of acetyl
chloride was            benzyloxyamine in 300 ml. of anhydrous ether  added
with cooling. The mixture was kept        10  and of 8.5 grams of acetyl
isocyanate in 200  overnight at room  temperature and was  70
ml. of anhydrous ether were combined at  poured into an excess of cold
water. The oily            room temperature. The mixture was allowed
precipitate was extracted with ether and the            to stand overnight
and the ether was re-  extract washed with dilute hydrochloric acid
moved by distillation. The solid residue was  and water. The extract was
dried over        15 extracted exhaustively with pentane. The ex-  sodium
sulfate and the solvent evaporated. 75            tract yielded 22.4 grams
of the desired com-  The oily residue was distilled under reduced
pound, m.p. 61-62[err]C.                  pressure in a short path unit at
90[err]C./0.002 The  physical constants  and  analytical  mm. The
distillate consisted of the pure title            values for these
compounds, and for com-  compound. The yield was 0.8 parts of pure
20  pounds 52 and 53, prepared using the same  product.
80            methods, are tabulated in Table F given hereinafter.
EXAMPLE XX
Preparation of p-Chlorobenzyl N-p-chloro-                         EXAMPLE
XVII                          benzyl benzhydroxamate
Preparation of Benzyl acethydroxamate                (Compound 63)
25               (Compound 54)                   A mixture of 25A grams of
N-(p-chloro-  85              A solution of 31.7 grams of acetyl chloride
benzyl)-N-(p-chlorobenzyloxy) amine hydro-            in 50 ml. of
anhydrous ether was added  chloride, 200 ml. of water, 14 ml. of 50%
dropwise with stirring to a solution of 98.7  sodium hydroxide, 250 ml. of
ether, and 12.3 



grams of benzyloxyamine in 400 ml. of  grams of benzoyl chloride was
stirred vigor-        30  anhydrous ether. The mixture was stirred for
ously for two hours. The ether layer was 90            two hours at room
temperature. The pred-  separated and was washed with dilute sodium
pitate of benzyloxyamine hydrochloride was  hydroxide, water, dilute
hydrochloric acid and            removed by filtration and was washed with
again with water until neutral. The ether was            ether. The
combined filtrates were evaporated  dried over sodium  sulfate and the
solvent        35  at atmospheric pressure and the residue was  was removed
by distillation. The residue  95            fractionated in vacuo. The
fraction distilling  solidified upon cooling. Recrystallization from
at 109[err]C./0.2 mm. consisted of the desired  ethanol furnished 22.5
grams of the desired            compound. Yield 42.4 grams.
compound.              Other compounds prepared by this method   Physical
constants and analytical values for        40  using the appropriate acid
chloride were com-  the above-described  compounds, and  for 100
pounds 55-60. Analytical data and physical  compounds 64-75 inclusive, are
presented in            constants for these compounds appear in  Table H
given hereinafter.            Table G given hereinafter.
The following are examples of compositions
formed in accordance with this invention                         EXAMPLE
XVIII                 which have the effect of lowering blood 105        45
Preparation  of Benzyl N-benzyl isobutyr-  cholesterol upon administration
of such com-                          hydroxamate                 positions
in warm-blooded animals, including                          (Compound 61)
humans.              A solution of 32 grams of N-benzyl-N-
benzyloxyamine in 50 ml. of anhydrous ether             EXAMPLE XXI
50  was added with stirring and cooling to a    A tablet is compressed from
a composition 110            solution of 8 grams of isobutyrl chloride in
having the following formula:            150 ml. of anhydrous ether. The
mixture            was stirred for two hours and the precipitate  N - (p -
methylbenzyl) - N - (p-            was filtered and washed with ether. The
com-  methylbenzyloxy) amine    200 mgm.        55  bined filtrate was
evaporated and the residue  Corn Starch                  20            was
fractionated in vacuo. The fraction dis-  Lactose                      20
"  115            tilling at 133-136[err]C./0.1 mm. consisted of  Magnesium
Stearate           2 the desired compound. The yield was 14.6  Alginic Acid
4            grams.           12                                    983,661
EXAMPLE XXII                              EXAMPLE XXX                  55 



A tablet is compressed from  a composi-   200 mg. of m-methylbenzyl
carbethoxy-     tion having the following formula:        hydroxamate is
mixed with an equal volume                                               of
propylene glycol and the resulting solution    N - (p- methylbenzyl) - N -
(p-           is encapsulated in a soft gelatin capsule. 5
methylbenzyloxy) amine hydro-       chloride                     200 mgm.
EXAMPLE XXXI                 60     Corn Starch                     20  "
200 mg. of p-chlorobenzyl N-p-chloro-     Lactose
20  "   benzyl carbethoxyhydroxamate is mixed with     Magnesium Stearate
2  "   0.5 cc. of cottonseed oil and the resulting 10 Alginic Acid
4  "   solution is encapsulated in a soft gelatin
capsule.                                  65                 EXAMPLE XXIII
A table is compressed from a composition            EXAMPLE XXXII
having the following formula:               100 mg. of p-methylbenzyl
N-p-methyl-                                               benzyl
carbethoxyhydroxamate is mixed with     N - benzyl - N - benzyloxy urea
200 mgm.  1.5 cc. of cottonseed oil and the resulting 15  Corn Starch
20 "   solution is encapsulated in a soft gelatin cap- 70     Lactose
20 "    sule.     Magnesium Stearate               2     Alginic Acid
4  "                 EXAMPLE XXXIII
A tablet is compressed from a composition                 EXAMPLE XXIV
having the following formula: 20   A tablet is compressed from a
composition     having the following formula:             benzyl N - benzyl
carbophenoxy-           75
hydroxamate                  360 mgm.     p - chlorobenzyl
carbethoxyhydrox-        Corn Starch                      20  "       amate
200 mgm.  Lactose                           70 "     Corn Starch
20  "    Magnesium Stearate                40 " 25 Lactose
20  "    Dicalcium Phosphate               40 "   80     Magnesium Stearate
2     Alginic Acid                     4  "                 EXAMPLE XXXIV
A tablet is compressed from a composition                  EXAMPLE XXV
having the following formula:       100 mg. of m-methylbenzyl N-m-methyl-
benzyl N-benzyl benzhydroxamate 300 mgm. 30 benzyl carbethoxyhydroxamate is
mixed with  Corn Starch                     20  "   85     1.5 cc. of
cottonseed oil and the resulting  Powdered Sugar               170 "
solution is encapsulated in a soft gelatin  Stearic Acid
5 "     capsule.                                  Talc
5                                               Magnesium Carbonate
40  "                 EXAMPLE XXVI                 Ethyl Cellulose
5  "   90 35   200 mg. of benzyl N-benzyl carbethoxy-  Alginic Acid
10  "     hydroxamate is mixed with 0.5 cc. of cotton-     seed oil and the
resulting solution is encap-         EXAMPLE XXXV 



sulated in a soft gelatin capsule.          A tablet is compressed from a
composition                                               having the
following formula:                 EXAMPLE XXVII 40    200 mg. of
N-benzyl-N-benzyloxyamine is  benzyl N-benzyl acethydroxamate 400mgm. 95
mixed with an equal volume of polyethylene  Corn Starch
25  "     glycol 400 and the resulting solution is en-  Lactose
25  "     capsulated in a soft gelatin capsule.    Magnesium Stearate
4  "                                               Alginic Acid
10                 EXAMPLE XXVIII 45    200 mg. of
N-benzyl-N-benzyloxyamine                EXAMPLE XXXVI
100     hydrochloride is mixed with an equal volume    250 mgm. of benzyl
N-benzyl isobutyr-     of polyethylene glycol 400 and the resulting
hydroxamate is mixed with an equal weight     mixture is encapsulated in a
soft gelatin cap-  of polyethylene glycol 400 and the resulting ,     sule.
solution is encapsulated in a soft gelatin cap- 50              EXAMPLE
XXIX                  sule.                                     105
200 mg. of benzyl carbethoxyhydroxamate     is mixed with an equal volume
of polyethylene        EXAMPLE XXXVII     glycol 400 and the resulting
solution is encap-    A table is compressed from a composition     sulated
in a soft gelatin capsule.        having the following formula:
983,661                     13 [err]         983,661 [err]     



983,661                                     15 [err]        16
983,661 [err]         983,661                                         17
[err]         983,661 [err]         983,661
19 



[err]         20                                   983,661
TABLE I        Compound           No.                           Compound
10       N-(o-methylbenzyl)-N-benzyloxyamine            14
N-([err]-phenethyl)-N-benzyloyamine           15
N-([err]-phenylpropyl)-N-benzyloxyamine hydrochloride           19
benzyl carboisobutoxyhydroxamate           21       benzyl
carbomethoxyhydroxamate            23       benzyl
carbo-n-butoxyhydroxamate            24       benzyl
carbophenoxyhydroxamate           25       p-chlorobenzyl N-p-chlorobenzyl
carbethoxyhydroxamate           29       benzyl N-benzyl
carbophenoxyhydroxamate            31       benzyl N-m-methylbenzyl
carbethoxyhydroxamate           32       benzyl N-benzyl
carbomethoxyhydroxamate           33       benzyl N-benzyl
carbo([err]-methoxyethoxy)hydroxamate           34       benzyl N-benzyl
carboisobutyoxyhydroxamate            35       benzyl N-benzyl
carbo-n-hexyloxyhydroxamate           36       benzyl N-o-methylbenzyl
carbethoxyhydroxamate           42       p-chlorobenzyl N-p-chlorobenzyl
carbomethoxyhydroxamate            43       p-chlorobenzyl N-p-chlorobenzyl
carbophenoxyhydroxamate           46       benzyl N-[err]-phenethyl
carbethoxyhydroxamate            47       benzyl N-[err]-phenylpropyl
carbethoxyhydroxamate           50       N-benzyl-N-benzyloxy-N[err]-acetyl
urea           51       N-benzyloxy-N[err]-acetyl urea            54
benzyl isobutyrhydroxamate 



55       benzyl n-nonanohydroxamate           56       benzyl
n-tetradecanohydroxamate            57       benzyl n-hexadecanohydroxamate
58       benzyl benzhydroxamate           59       benzyl
n-butyrhydroxamate           60       benzyl N-benzyl isobutyrhydroxamate
63       benzyl N-benzyl n-propionohydroxamate           64       benzyl
N-benzyl n-octanohydroxamate           65       benzyl
N-o-methylbenzylacethydroxamate           74       benzyl
N-([err]-phenylpropyl)benzhydroxamate
983,661                               21           The invention in its
broader aspects is not    5. A process for preparing benzyloxyamines
limited to the specific steps, methods and  of the general formula:
compositions described but departures may           be made therefrom
within the scope of the                [err]      5  accompanying claims
without departing from          the principles of the invention and without
sacrificing its chief advantages.          WHAT WE CLAIM IS:-
... IA            1. A process for preparing a composition      10  capable
of reducing blood cholesterol in  wherein X is hydrogen, one or two alkyls
of 55          warm-blooded animals characterized by ad-  1 to 3 carbon
atoms or halogen, Y is hydro-          mixing, as an active ingredient, a
dosage unit          quantity as hereinbefore defined of one or
[err]          more benzyloxyamines of the general for-  gen,      15
mula:                                                [err]     and Z  is
hydrogen or                  [err]                        aralkyl; or
wherein X is alkoxy and Y is                               Y
hydrogen, [err]  or [err]  and Z is  60 



aralkyl; or wherein X is trifluoromethyl and          wherein X is
hydrogen, one or two alkyls of          1 to 3 carbon atoms or halogen, Y
is hydro-                [err]                         Y is  [err] or
[err] and Z is hydro-                gen or aralkyl; wherein when Z is an
aralkyl          gen, [err], [err], [err], or  group it can be substituted
by one or two          alkyl groups, an alkoxy group, a halogen  65
atom or a trifluoromethyl group on the aryl      20  [err]    and Z  is
hydrogen or  portion of the aralkyl group; and wherein          aralkyl; or
wherein X is alkoxy and Y is  the aralkyl groups hereinabove contain 7 to
12 carbon atoms and when R is alkyl it con-                    tains 1 to
20 carbon atoms and when R  70          hydrogen, [err]  or [err]  and Z is
is aryl it contains 6 to 10 carbon atoms;          aralkyl; or wherein X is
trifluoromethyl and  wherein R in each case is an alkyl, alkoxy-
alkyl or aryl group; and the acid addition                salts of the
above when Y and Z are hydro-          Y is [err]  or [err]  and Z is
hydro-  gen atoms or Z is an arylalkyl group with  75      25  gen or
aralkyl, where when Z is an aralkyl  the proviso that (1) when X is a
halogen          group it can be substituted by one or two  atom and Z is a
hydrogen atom then Y can-          alykyl groups, an alkoxy group, a
halogen  not be a hydrogen atom  or a carbethoxy          atom or a
trifluoromethyl group on the aryl          portion of the aralkyl group;
and wherein      30  the aralkyl groups hereinabove contain 7 to  group or
[err], (2) when X is a halogen          12 carbon atoms and when R is alkyl
it con-  atom and Z is aralkyl, Y cannot be hydrogen  80          tains 1
to 20 carbon atoms and when R is  and (3) when X is a hydrogen atom and Z
aryl it contains 6 to 10 carbon atoms; where-  is a hydrogen atom or a
benzyl group, then          in in each case R is an alkyl, an alkoxy-  Y
cannot be a hydrogen atom or the group      35  alkyl or aryl group; and
the acid addition          salts of the above when Y and Z are hydro-
gen atoms or Z is an arylalkyl group; with  [err]  , wherein A  is  [err],
[err]          a non-toxic carrier.               [err] or phenyl
characterized by        85            2. A process according to claim 1,
char-      40  acterized by the fact that the carrier is a  (a)
aralkylating a suitably protected hydroxyl-          gelatin capsule.
amine derivative of the formula            3. A process according to claim
1, char-          acterized by the fact that the composition is       [err]
formed into a tablet or pill.                                   ....IIA
45   4. A  process according to any one of          the preceding claims,
characterized by the fact that the composition contains a dosage   wherein
Z[err] and Y[err] are respectively Z and          unit capable of providing
a daily dosage of   Y as previously defined or are hydro-  90
substantially 50 to 300 mg., preferably 200   lyzable protective groups
with one or two      50  to 1000 mg., of active ingredient per 150
moles of a benzyl halide or sulfonate 



pounds of body weight.                   of the formula:
983,661                             21              The invention in its
broader aspects is not    5. A process for preparing benzyloxyamines
limited to the specific steps, methods and  of the general formula:
compositions described but departures may            be made therefrom
within the scope of the             [err]         5  accompanying claims
without departing from            the principles of the invention and
without            sacrificing its chief advantages.              WHAT WE
CLAIM  IS:-                                          .. IA              1.
A process for preparing a composition         10  capable  of reducing
blood cholesterol in  wherein X is hydrogen, one or two alkyls of 55
warm-blooded animals characterized by ad-  1 to 3 carbon atoms or halogen,
Y is hydro-            mixing, as an active ingredient, a dosage unit
quantity as hereinbefore defined of one or            more benzyloxyamines
of the general for-  gen, [err],  [err],  [err]    or   15  mula: [err]
and Z  is hydrogen or                     aralkyl; or wherein X is alkoxy
and Y is                                [err]
hydrogen, [err]  or [err]  and Z is  60
aralkyl; or wherein X is trifluoromethyl and            wherein X is
hydrogen, one or two alkyls of            I to 3 carbon atoms or halogen, Y
is hydro.                  Y is [err]  or [err] and Z is hydro-
gen or aralkyl; wherein when Z is an aralkyl            gen,  [err], [err],
[err],                   or  group it can be substituted by one or two
alkyl groups, an alkoxy group, a halogen  65                     atom or a
trifluoromethyl group on the aryl        20  [err]       and Z  is hydrogen
or  portion of the aralkyl group; and wherein            aralkyl; or
wherein X is alkoxy and Y is  the aralkyl groups hereinabove contain 7 to
12 carbon atoms and when R is alkyl it con-                     tains 1 to
20 carbon atoms and when R  70           hydrogen, [err]  or [err]  and Z
is  is aryl it contains 6 to 10 carbon atoms; 



aralkyl; or wherein X is trifluoromethyl and  wherein R in each case is an
alkyl, alkoxy-                 alkyl or aryl group; and the acid addition
salts of the above when Y and Z are hydro-  Y is [err]  or [err]  and Z is
hydro   gen atoms or Z is an arylalkyl group with  75        25  gen or
aralkyl, where when Z is an aralkyl  the proviso that (1) when X is a
halogen           group it can be substituted by one or two  atom and Z is
a hydrogen atom then Y can-           alykyl groups, an alkoxy group, a
halogen  not be a hydrogen atom  or a carbethoxy           atom or a
trifluoromethyl group on the aryl           portion of the aralkyl group;
and wherein        30  the aralkyl groups hereinabove contain 7 to  group
or [err] (2) when X is a halogen           12 carbon atoms and when R is
alkyl it con-  atom and Z is aralkyl, Y cannot be hydrogen  80  tains 1 to
20 carbon atoms and when R is  and (3) when X is a hydrogen atom and Z
aryl it contains 6 to 10 carbon atoms; where-  is a hydrogen atom or a
benzyl group, then           in in each case R is an alkyl, an alkoxy-  Y
cannot be a hydrogen atom or the group        35  alkyl or aryl group; and
the acid addition           salts of the above when Y and Z are hydro-
gen atoms or Z is an arylalkyl group; with   [err]   wherein A  is
-NH[err], -OC[err]H[err],           a non-toxic carrier.
-CH[err], or phenyl characterized by           85             2. A process
according to claim  1, char-       40  acterized by the fact that the
carrier is a  (a) aralkylating a suitably protected hydroxyl-
gelatin capsule.     .                  amine derivative of the formula
3. A process according to claim  1, char-           acterized by the fact
that the composition is          HON-Z[err]           formed into a tablet
or pill.                                . . . IIA       45   4. A  process
according to any one of           the preceding claims, characterized by
the           fact that the composition contains a dosage    wherein Z[err]
and Y[err] are respectively Z and           unit capable of providing a
daily dosage of    Y as previously defined or are hydro-  90
substantially 50 to 300 mg., preferably 200    lyzable protective groups
with one or two       50  to 1000 mg., of active ingredient per 150
moles of a benzyl halide or sulfonate  pounds of body weight.
of the formula:        22                                983,661.
6. A process according to claim 5, char-  35
acterized by the fact that the hydroxylamine                         [err]
derivative (IIA) has the formula:  



... IIIA           [err]         wherein K  is a halogen atom  or the
residue of a sulfonic acid or ester and    7. A process according to claim
5, char-        X is as defined hereinabove and then (1)  acterized by the
fact that the hydroxylamine  40 5      if desired, when the protective
group on  derivative. (IIA) has the formula:         the hydroxylamine
derivative is [err]          or [err] hydrolyzing to form a pro-
duct of formula IA in which Z is hydro-        gen, (2) if desired, when
the protective                  wherein K is an organic residue to form a
11   cyclic imide, such as the phthalimido or 10     group is  [err]
treating with am-         succinimido group.                          45
monia to obtain a compound of formula    8. A process according to claim 5,
char-                             acterized by the fact that the
hydroxylamine                                           derivative (IIA) is
an aldoxime or ketoxime.        IA  wherein  Y  is [err]   (3)    9. A
process according to claim 5, char-        hydrolyzing all other protective
groups  acterized by the fact that the hydroxylamine  50        to form  a
product of formula IA  in  derivative (IIA) is a salt of hydroxylamine 15
which Z is hydrogen, and          disulfonic acid, having the formula:
[err]     (b) if desired, when Y and Z in the pro-        duct of step (a)
are hydrogen atoms or        Z is an aralkyl group, then doing one of
the following:                                           preferably the
alkali metal salt. 20     (1). acylating with an agent capable of    10. A
process according to any one of the  55                        [err]
preceding claims 5 to 9, characterized by the
fact that the cyanic acid is generated in situ.           providing the
radical [err]  to con-    11. A process according to any one of
the preceding claims 5 to 10, characterized
by the fact that one mole each of different  60           vert Y into [err]
benzylating agent of formula IIIA are used
one after the other to form  a product of        (2) reacting with cyanic
acid to convert  formula IA in which Z and             Y into [err].  



25     (3) reacting with a haloformate of the             formula Halogen
[err] ; a carbon-  are different.                               12. A
process according to any one of 65                               [err]
claims 5 to 11, characterized by the fact           ate of the formula
[err]   ; or  that the sulfonate of formula IIIA  is the,           with
phosgene followed by treatment  tosyl or mesyl derivative.           of the
resulting carbamoyl chloride    13. A process according to any one of 30
with ROH or NH[err] to convert Y into  claims 5 to 12, characterized by the
fact 70             that the acylating agent capable of providing
[err] or [err]                                          the radical [err]
is the acid chloride or        (4) forming the non-toxic acid addition  the
acid anhydride.           salt wherein R is as defined herein-   14. A
process according to any one of           above.
claims 5 to 13, characterized by the fact that
983,661                                23           the acid addition salt
is the hydrochloride.    characterized by the fact that it comprises a
15. A process according to any one of  dosage unit quantity as hereinbefore
defined  50           claims 1 to 14, characterized by the fact that  of
one or more benzyloxyamines of the general
formula:            X is hydrogen, Y is [err]  and Z is aryl-
[err]        5  alkyl.
-             16. A process according to any one of           claims 1 to
14, characterized by the fact             that X is alkyl, Y is [err]   and
Z is aryl-           alkyl.                                 wherein X is
hydrogen, one or two alkyls of       10   17. A process according to any
one of  1 to 3 carbon atoms or halogen, Y is hydro-   60 claims 1 to 14,
characterized by the fact           that X and Y are hydrogen and Z is
aryl-          [err]           alkyl.
gen,[err]  , [err], [err] or 



18. A process according to any one of       15  claims 1 to 14,
characterized by the fact that           X  is alkyl, Y is hydrogen and Z
is aryl-  [err] and Z  is hydrogen or           alkyl.
aralkyl; or wherein X is alkoxy and Y is             19. A process
according to any one of           claims 1 to 14, characterized by the fact
that                             o                    hydrogen, [err]  or
[err]  and Z is                                                  aralkyl;
or wherein X is trifluoromethyl, Y  65       20  X is halogen, Y is [err]
R and Z is aryl-           alkyl.             20. A process according to
any one of  is [err]  or [err]  and Z is hydrogen           claims 1 to 14,
characterized by the fact that  or aralkyl; wherein when Z is an aralkyl
group                             it can be substituted by one or two alkyl
groups, an alkoxy group, a halogen atom or           X is hydrogen, Y is
[err] and Z is aryl-  a trifluoromethyl group on the aryl portion  70
25  alkyl.                                 of the aralkyl group; and
wherein the aralkyl             21. A  process according to any one of
groups hereinabove contain 7 to 12 carbon           claims 1 to 4,
characterized by the fact that  atoms and when R is alkyl it contains I to
X is halogen and Y and Z are hydrogen.    20 carbon atoms and when R is
aryl is con-             22. A  process according to any one of  tains 6 to
10 carbon atoms; wherein in each  75       30  claims 1 to 14,
characterized by the fact  case R is an alkyl, alkoxyalkyl or aryl group
that X is alkoxy, Y is hydrogen and Z is  and the acid addition salts of
the above           arylalkyl.                             when Y and Z are
hydrogen atoms or Z           23. A process according to any one of  is an
arylalkyl group, in a nontoxic carrier.           claims 1 to 14,
characterized by the fact that    30. A composition according to claim 29,
80                            characterized by the fact that the carrier is
a gelatine capsule.       35  X is alkoxy, Y is [err] and Z is aryl-   31.
A composition according to claim 29, alkyl.
characterized by the fact that the composi-            24. A process
according to any one of  tion is in the form of a tablet or pill.    85
claims 1 to 14, characterized by the fact that    32. A composition
according to any one                                   of claims 29 to 31,
characterized by the                                                  fact
that the composition contains a dosage          X is trifluoromethyl, Y is
[err]  and Z   unit of 50 to 3000 mg., preferably 200 to      40  is
arylalkyl.                          1000 mg. of active ingredient per 150
pounds  90            25. A process for preparing a cholesterol  of body
weight          reducing composition substantially as des-    33. A
composition according to any one          cribed.
of claims 29 to 32, characterized by the fact            26. A  cholesterol
reducing  composition      45  whenever prepared substantially as
described.            27. A  process for producing benzyloxy-  that X is
hydrogen, Y is [err]  and Z          amines of the general formula IA
substanti-  is arylalkyl.                    95          ally as described.
34. A composition according to any one 



28. Benzyloxyamines of the general for-  of claims 29 to 32, characterized
by the fact      50  mula  IA whenever produced by the process
substantially as described.            29. A  composition capable of
reducing  that X is lower alkyl, Y is [err]  and Z          blood
cholesterol in warm-blooded animals  is arylalkyl.         24
983,661      35. A composition according to any one  tion salts of the
above when Y and Z are    of claims 29 to 32, characterized by the fact
hydrogen atoms or Z is an arylalkyl group;    that X and Y are hydrogen and
Z is aryl-  wherein when Z is an aralkyl group it can be    alkyl.
substituted by one or two alkyl groups, an 5    36. A composition according
to any one  alkoxy group, a halogen atom or a trifluoro-  45    of claims
29 to 32, characterized by the fact  methyl group on the aryl portion of
the    that X is lower alkyl, Y is hydrogen and  aralkyl group; and wherein
the aralkyl groups    Z is arylalkyl.                      hereinabove
contain 7 to 12 carbon atoms and      37. A composition according to any
one  when R is alkyl it contains 1 to 20 carbon 10  of claims 29 to 32,
characterized by the fact  atoms and when R is aryl it contains 6 to  50
10 carbon atoms; with the proviso that (1)
when X is a halogen atom and Z is a hydro-    that X is halogen, Y is [err]
and Z  gen atom  then Y  cannot be a hydrogen    is arylalkyl.      38. A
composition according to any one    of claims 29 to 32, characterized by
the fact  atom or a carbethoxy group or [err] (2)
when X is a halogen atom and Z is aralkyl, 55                           Y
cannot be hydrogen and (3) when.X is a 15  that X is hydrogen, Y is [err]
and Z  hydrogen atom and Z is a hydrogen atom    is arylalkyl.
or a benzyl group, then Y cannot be a hydro-      39. A composition
according to any one    of claims 29 to 32, characterized by the fact
that X is halogen and Y and Z are hydrogen.  gen atom or the group [err],
wherein A 20   40. A composition according to any one  is -NH[err],
-OC[err]H[err], -CH[err] or phenyl.        60    of claims 29 to 32,
characterized by the fact    43. A  benzyloxyamine of formula IA    that X
is alkoxy, Y is hydrogen and Z is  according to claim 42, characterized by
the    arylalkyl.      41. A composition according to any one 25  of claims
29 to 32, characterized by the fact  fact that X is lower alkyl, Y is [err]



and Z is arylalkyl.                                           44. A
benzyloxyamine of formula IA  65    that X is alkoxy, Y is [err]  and Z is
according to claim 42, characterized by the    arylalkyl.
fact that X is lower alkyl, Y is hydrogen and      42. Benzyloxyamines of
the general for-  Z is arylalkyl.    mula:
45. A  benzyloxyamine of formula IA
according to claim 42, characterized by the  70
fact that X is alkoxy, Y is hydrogen and
Z is arylakyl. 30    [err]                                  46 . A
benzyloxyamine  of formula  IA                         according to claim
42, characterized by the                                           fact
that X is alkoxy, Y is [err]   and  Z  75     wherein X is hydrogen, one or
two alkyls of  is arylalkyl.     1 to 3 carbon atoms or halogen, Y is
hydro-    47. A  benzyloxyamine of formula IA           according to claim
42, characterized by the      gen, [err], [err], [err] or     fact that X
is trifluoromethyl, Y is [err]       and Z is arylalkyl                  80
[err]   and Z  is hydrogen or    48. A capsule for use in lowering, blood
35  aralkyl; or wherein X is alkoxy and Y is  cholesterol which contains as
the active in-               gredient benzyl N-benzyl carbethoxyhydrox-
amate.     hydrogen, [err]  or [err] and Z is   49. A  capsule according to
claim  48, 85     aralkyl; or wherein X is trifluoromethyl, Y   wherein the
capsule is a soft gelatin cap-         sule.
50. A capsule according to claim 48 or     is [err]   or [err]       and Z
is hydrogen  49, wherein the active ingredient is incor-     or aralkyl;
wherein in each case R is an alkyl,  porated in a liquid carrier miscible
there- 40  alkoxyalkyl or aryl group and the acid addi-  with.
983,661                                       25    51. A capsule according
to any of claims       STEVENS, LANGNER, PARRY & 48 to 50, wherein the
active ingredient is                  ROLLINSON, 



present in an amount of 200 to 1000 mg.                 Chartered Patent
Agents.                                                        Agents for
the Applicants.        Leamington Spa: Printed for Her Majesty's Stationery
Office, by the Courier Press        (Leamington) Ltd.-1965. Published by
The Patent Office, 25 Southampton Buildings,                       London,
W.C.2, from which copies may be obtained.             SPECIFICATION No.
983,661  Page 2, line 93, for "food" read "feed" Page 5, line 32, for
"compounds"  read     "compound" Page 6, line 59, for "or" read "on" Page
14, Heading, Column 5, for "n[err]"      read "n[err]"             for
"n[err]"  Page 15, Heading, Column  6, for "n[err]"  read "n[err]"  Page
16, Heading Column 7, for "n[err]"      read "n[err]"  page 16, Table E,
Column 7, No. 42, for      "1.6533" read "1.563"      Page 18, Heading, for
"n[err]" read "n[err]"    Page 19, Heading, for "n[err]" read "n[err]"
Page 20,  No. 34, for "carboisobutyoxy-    hydroxamate" read "
carboisobutoxy-       hydroxamate"          Page 21, line 25, for "where"
read "wherein"  Page 21, line 49, for "300" read "3000"     Page 23, line
74, for "is" read "it"    


