
985,683                                          3              additional
solid was removed by filtration.       B) The reaction and cyclization:
The filtrate was taken to dryness in vacuo        A solution of 3.1 g of 2
- (N[err] - benzyl-              and the residue was dissolved in benzene
and    oxycarbonyl - glycylamido) - 5 - chloro -              washed
successively with 1 - N hydrochloric    benzophenone in 30 ml of 20%
hydrobromic          5  acid, water and with 5%  sodium bicarbonate
acid in glacial acetic acid was stirred for 0.75  70          and then
dried over sodium  sulphate. The      hours at ca. 20[err]C. On addition of
175 ml          benzene layer was concentrated to ca. 30 ml     of
anhydrous ether, a gummy solid preci-            and hexane added to
turbidity. On seeding      pitated. After several minutes the ether solu-
2 - (N[err] - benzyloxycarbonyl - glycylamido)-  tion was decanted off. The
resultant 5-         10  5 - chloro - benzophenone crystallized and,
chloro - 2 - glycylamido - benzophenone was       75              upon
recrystallization from ethanol, melted at   not isolated, but about 155 ml
of ether were              116[err]-117[err]C.
added to the residue and, after chilling in an                B) A solution
of 1.1 g of 2 - amino-         ice-bath, 10%  sodium hydroxide was added
5 - chloro - benzophenone and 2.0 g of benzyl-   until the mixture was
alkaline. The ether layer         15  oxycarbonyl - glycine anhydride in 25
ml of     was then separated, washed twice with water       80
dry pyridine was stirred for 2 hours at ca     and dried over sodium
sulphate. After filtra-              20[err]C, kept for 16 hours at ca
20[err]C. and  tion, the ether solution was concentrated to
then heated for 1 hour on a steam-bath. The     dryness in vacua. The
residue was crystal-              solvent was removed by distillation in
vacua     lized from benzene to yield 7 - chloro - 5-         20  and the
residue then dissolved in 75 ml of      phenyl - 2,3 - dihydro - 1H - 1,4 -
benzo-        85              benzene, washed with dilute hydrochloric
acid,  diazepinone - (2).              water and dilute sodium bicarbonate.
After               EXAMPLE 2.              drying over sodium sulphate,
the solvent was    1)  The preparation of 2 - (N[err] - benzyloxy-
removed in vacuo and the residue crystal-           carbonyl - glycylamido)
- 2[err],5 - dichloro-         25  lized from ethanol to give 2 - (N[err] -
benzyl-  benzophenone:                    90              oxycarbonyl -
glycylamido) - 5 - chloro -         600 g of o-chloro-benzoyl chloride were
benzophenone.                                  heated to 110[err]C. in a
5-litre three-necked                C) 7.0 g of 2 - amino - 5 - chloro-
flask equipped with thermometer, mechanical              benzophenone were
added to a solution of        stirrer and reflux condenser. 175 g of p-
30  7.1 g of crude benzyloxycarbonyl - glycine      chloro-aniline were
added to this with stir-      95              chloride in 150 ml of dry
pyridine. After      ring. The mixture was then heated to 180[err]C.
warming for 1 hour on a steam-bath, the         and 230 g of zinc chloride
were added. The              solvent was distilled off in vacuo. The
residue  temperature was now  gradually raised to              was
dissolved in methylene chloride and         220-230[err]C. and kept there
until the evolu-         35  washed successively with dilute hydrochloric
tion of hydrogen chloride had ceased (1-2      100              acid, water
and dilute sodium  carbonate.      hours). After cooling to 120[err]C.,
water was              After drying over sodium sulphate, the sol-
cautiously added and the mixture heated to              vent was removed in
vacuo and the residue      reflux. The hot-water layer was decanted and
crystallized from  ethanol to give 2 - (N[err]-  this procedure was
repeated 2 or 3 times.         40  benzyloxycarbonyl - glycylamido) - 5 -
chloro-    The water-insoluble brown mass was finally     105
benzophenone.                                   suspended in a mixture of
350 ml of water,                2. A) The reaction:
500 ml of acetic acid and 650 ml of con-                A solution of 3.1 g
of 2 - (N[err]  - benzyl-  centrated sulphuric acid and heated to reflux
oxycarbonyl - glycylamido) - 5 - chloro-       for 17 hours. After cooling,
the homogeneous 



45  benzophenone in 30 ml of 20%  hydrogen          dark solution was
poured into ice-water, the     110              bromide in acetic acid was
stirred for 35      mixture extracted with ether and the ether
minutes at ca 20[err]C. Then, 175  ml of       extract was neutralized with
2-N  sodium              anhydrous ether were added rapidly while
hydroxide. Concentration of the ether solution  stirring. The gummy
material which separated    and addition of a small amount of petroleum
50  was stirred for 10 minutes, the supernatant     ether yielded 2 - amino
- 2[err],5 - dichloro-   115             liquid decanted off and the
residue again      benzophenone in yellow crystals which, after
stirred for 10 minutes with 125 ml of ether.     recrystallization from
ether/(petroleum ether),             The ether was decanted off and the
residue     yielded the pure compound of melting point             then
dissolved in-100 ml of water to produce    88[err]-89[err]C. 55  a turbid
solution. This solution was extracted    A solution of 5.0 g of 2 - amino -
2[err],5-   120              twice with ether and the washings discarded.
dichloro - benzophenone and 3.9 g of benzyl-              On addition of
ammonia to the aqueous solu-      oxycarbonyl - glycine in 125 ml of
methylene              tion tp pH 11, a white crystalline product
chloride was cooled to 0[err]C. and 3.9 g of              separated. This
was extracted with methylene     N,N[err] - dicyclohexyl - carbodiimide
were     60  chloride  and, after drying over sodium sul-    added in four
portions at intervals of 0.5     125              phate, the methylene
chloride was evaporated     hour. The reaction was kept cool for 6 hours
in vacuo at 20[err]C  leaving a residue which,   and then kept at ca
20[err]C. for 16 hours. About              upon crystallisation  from
benzene/hexane     4 ml of acetic acid were added to decompose
yielded 5 - chloro - 2 - glycylamido - benzo-    excess N,N[err] -
dicyclohexyl - carbodiimide.         65  phenone melting at 101-103[err]C
After stirring for 0.5 hours, dicyclohexyl-    130              4
985,683      urea was removed by filtration and the filtrate
EXAMPLE 4.      was then washed with dilute sodium bicarbon-         1) The
preparation of 2 - (N[err] - benzyloxy-      ate, dried over sodium
sulphate and concen-           carbonyl - glycylamido) - 2[err] - nitro-
trated to dryness in vacuo. Recrystallization         benzophenone: 5  from
a mixture of benzene and hexane gave           4.3 g of N,N[err]  -
dicyclohexyl - carbodi-  7O      crude crystalline 2 - (N[err] -
benzyloxycarbonyl-  imide were added in four portions at intervals -
glycylamido) - 2[err],5 - dichloro - benzophenone   of 0.5 hour to a
solution of 5.0 g of 2-      which, upon recrystallization from benzene/
amino - 2[err] - nitro - benzophenone and 4.3 g      hexane formed
colourless needles melting at      of benzyloxycarbonyl-glycine in 250 ml
of 10  148[err]-148.5[err]C                             methylene chloride
cooled to 0[err]C. After stir- 75     2) The reaction:
ring for 6 hours in an ice-bath, the reaction        A solution of 2.5 g of
2 - (N[err] - benzyl-      was kept at ca 20[err]C. for 2 days. After the
oxycarbonyl - glycylamido) - 2[err],5 - dichloro-   addition of 4 ml of
acetic acid, the reaction     benzophenone in 30 ml of 20% hydrobromic
mixture was stirred for 20 minutes and di- 15  acid in acetic acid was
stirred for 0.5 hour        cyclohexyl-urea was filtered off. The filtrate
80      at ca. 20C. On slow addition of 175 ml of       was washed with
dilute hydrochloric acid,      anhydrous ether, a gummy precipitate formed.
water and dilute sodium bicarbonate. After      The supernatant liquid was
poured off and        drying over sodium  sulphate, solvent was      the
residue was stirred with water and ether.       distilled off in vacua. The
residue was- dis- 20  Dilute ammonia was added until the mixture
solved in ether and passed through a column     85 



was slightly alkaline. The ether layer was       of 150 g of WOELM alumina
(neutral, grade     then separated, dried over sodium  sulphate      I).
Elution with ether gave recovered 2-     and, after the addition of some
benzene, con-       amino  2[err] - nitro - benzophenone. Further
centrated in vacuo to a small volume. On         elution with a mixture of
ether and ethyl 25  addition of hexane to the residue, 2[err],5 - di-
acetate (3: 1) gave crude 2 - (N[err] - benzyloxy-  90     chloro - 2 -
glycylamido - benzophenone          carbonyl - glycylamido) - 2[err] -
nitro - benzo-     crystallized; melting point=121[err]-122[err]C.
phenone which, upon two crystallizations from                      EXAMPLE
3.                      a mixture of benzene and hexane, melted at      1)
The preparation of 2 - (N[err] - benzyloxy-      131-432[err]C 30
carbonyl - glycylamido) - benzophenone:        2) The reaction:
95        A solution -of 3.8 g of 2- amino - benzo-        A solution of
3.1 g of 2 - (N[err] - benzyloxy-     phenone and 4.0 g of
benzyloxycarbonyl-          carbonyl - glycylamido) - 2[err] - nitro -
benzo-     glycine in 150 ml of methylene chloride was      phenone in 30
ml of 20%  hydrobromic acid     cooled to 0[err]C. and 4.0 g of NN-
dicyclo-        in acetic acid was stirred for 0.5 hour at ca 35  hexyl -
carbodiimide were added in four por-      20[err]C. On addition of 150 ml
of anhydrous   100     tions at intervals of 0.5 hour. After stirring
ether, crude 2 - glycylamido - 2[err] - nitro-     for 6 hours in an
ice-bath, the reaction mix-       benzophenone hydrobromide crystallized
and     ture was kept for 16 hours at ca 20[err]C then      upon
recrystallization from  a mixture of     stirred for 20 minutes after the
addition of        methanol and  ether formed  filament-like 40  4 ml of
acetic acid. Dicyclohexyl-urea was        colourless needles melting at
201-203C.       105     filtered off and the filtrate washed with dilute
A solution of the hydrobromide in water     sodium bicarbonate. After
drying over sodium        was made slightly alkaline with ammonia.
sulphate, solvent was distilled off in vacuo.       The free base, 2 -
glycylamido - 2[err] - nitro-     The residue was crystallized from a
mixture      benzophenone, crystallized. Recrystallization 45  of benzene
and hexane to give 2- (N[err] - benzyl-  from a mixture of benzene and
hexane gave     110      oxycarbonyl - glycylamido) - benzophenone
colourless prisms melting at 160-162[err]C.      which, upon being twice
crystallized from                EXAMPLE 5.      benzene/hexane, melted at
116-117[err]C.        1) The preparation of 2 -(N[err]  - benzyloxy-
2)  The reaction:                                     carbonyl -
glycylamido - 5 - trifluoro- 50    A solution of 4.5 g of 2 - (N[err] -
benzyloxy-     methyl  - benzophenone:     carbonyl - glycylamido) -
benzophenone in          80 g of sodium nitrite were added slowly     45 ml
of 20% hydrobromic acid in acetic acid        with stirring to 460 ml of
concentrated sul     was stirred for 0.5 hour at ca 20[err]C. 175 ml
phuric acid. After heating to 70[err]C. a clear     of anhydrous ether were
then added. After        solution was obtained. This solution was 55
pouring off the supernatant liquid, the residue     cooled and 200 g of 2 -
chloro - 5 - tri-     120     was stirred with water and ether, cooled in
fluoromethyl - aniline were slowly added at     an ice-bath and made
slightly alkaline with      a temperature between 10[err] and 20[err]C. The
ammonia. The ether layer was dried over          reaction mixture was
stirred for 1 hour at     sodium sulphate, filtered, some benzene added
20[err]C. and then poured into a mixture of 60  and the resulting solution
concentrated in        200 g of sodium chloride and 1,6 kg of ice     125
vacuo to a small volume. On addition of          Excess sodium  chloride
was filtered off. A     hexane to the residue, 2 - glycylamido - benzo-
solution of 280 g of zinc chloride in 300 ml     phenone crystillized  and,
upon  recrystal-      of water was added to the filtrate, where-
lization from benzene and hexane, melted 'at        upon a zinc chloride
double salt of the 65  76[err]-77[err]C.
corresponding diazonium  compound preci-        130      



985,683                                           5       pitated. After
standing for 16 hours at 0C.,     benzyloxycarbonyl - glycine in 300 ml of
the double salt was filtered off and washed     methylene chloride was
stirred and cooled to      with a cold saturated salt solution.
0[err]C. in an ice-bath. 7.8 g. of N,N[err] - di-        291 g of the wet
zinc chloride double         cyclohexyl - carbodiimide were then added in 5
salt were added with stirring and cooling with    four portions at
intervals of 0.5 hours. Stirring     70     ice to a solution of 120 g of
sodium cyanide    was continued for 6 hours in an ice-bath and and 72 g of
cuprous cyanide in 300 ml of         the reaction mixture was then kept for
16   water. After the addition of 24 g of sodium     hours at ca 20[err]C.
8 ml of acetic acid were     carbonate, the mixture was first stirred for
then added and, after stirring for 0.5 hour, 10  1 hour at 20[err]C. and
then at 70[err]C. for an  dicylohexyl-urea was filtered off. The filtrate
75     addition 0.5 hour. The reaction mixture was     was washed with
dilute bicarbonate solution,     cooled and extracted with ether to obtain
dried over sodium sulphate and concentrated     crude 2 - chloro - 5 -
trifluoromethyl - benzo-   to dryness in vacuo. The residue which crystal-
nitrile. The product was purified by steam      lized on standing, was
recrystallized from a 15  distillation and crystallization of the organic
mixture of benzene and hexane to give 2-              80     part of the
distillate from hexane to give the    (N[err] - benzyloxycarbonyl -
glycylamido) - 5-     pure compound of melting point 39[err]-40[err]C.
trifluoromethyl - benzophenone which, upon        A solution of 39 g of 2 -
chloro - 5-         two further crystallizations from  benzene/
trifluoromethyl - benzonitrile in 200 ml of     hexane, melted at
128.5-130[err]C. 20  benzene was added with stirring to a solu-       2)
The reaction and cyclization:                85     tion of
phenyl-magnesium bromide prepared         A solution of 2.25 g of 2 -
(N[err] - benzyl-     from 9.5 g of magnesium, 58.5 g of bromo-
oxycarbonyl - glycylamido) - 5 - trifluoro-     benzene and 500 ml of
anhydrous ether. 400      methyl - benzophenone in 15 ml of 20%     ml of
solvent were distilled off and the re-    hydrobromic acid in acetic acid
was stirred 25  action mixture was then heated under reflux      for 25
minutes at ca 20[err]C. The resultant 2-       90     for 16 hours. The
GRIGNARD complex was          glycylamido - 5 - trifluoromethyl - benzo-
decomposed with 40 g of ammonium chloride       phenone was not isolated,
but 200 ml of     and 200 g of ice. The mixture was then ex-      anhydrous
ether were added to the reaction     tracted with benzene. 2 - chloro - 5 -
tri-     mixture. Water was then added, the mixture 30  fluoromethyl -
benzophenone imine  hydro-        cooled in an ice-bath and made slightly
95     chloride was precipitated from the benzene      alkaline with
ammonia. The organic layer was     solution by the addition of 40 ml of
con-       separated, washed with water, dried over     centrated
hydrochloric acid. The product was    sodium sulphate and the solution
concentrated     filtered off, washed with benzene and dried     to dryness
in vacuo. The residue was heated 35  in vacuo (melting
point=248[err]-251[err]C.) and  to reflux for 3 hours in 30 ml of pyridine.
100     upon further purification melted at 250-       Following removal of
the solvent in vacuo,     262[err]C
the residue was crystallized from  hexane        60 g of 2 - chloro - 5 -
trifluoromethyl-     yielding 7 - trifluoromethyl - 5 - phenyl - 2,3-
benzophenone  imine  hydrochloride  were        dihydro - 1H - 1,4 -
benzodiazepinone - (2). 40  heated under reflux for 16 hours with a mix-
EXAMPLE 6.                  105     ture of 300 ml of toluene and 300 ml of
1) The preparation of 2 - (N[err] - benzyloxy-     25% sulphuric acid while
stirring. The toluene       carbonyl - glycylamido)  5 - methoxy-     layer
was separated, washed with water, dried,       benzophenone:
concentrated in vacuo and the residue crystal-    A GRIGNARD reagent
(prepared from 24 45  lized from hexane to yield pure 2 - chloro-      g of
bromo-benzene and 3.6 g of magnesium            110     5 - trifluoromethyl
- benzophenone of melt-     in 200 ml of ether) was added slowly during 



ing point 39[err]-40[err]C. (Corrected).        1.25 hours to a solution of
27.1 g of 2-        50 g of 2 - chloro - 5 - trifluoromethyl-       methyl
- 6 - methoxy - 3.1 - benzoxazinone-     benzophenone and 500 ml of
concentrated         (4) dissolved in 375 ml of dry benzene and 50  aqueous
ammonia were reacted in a closed         125 ml of ether at 0[err]-5[err]C.
After all the     115     vessel for 10 hours at 140[err]C. in the presence
GRIGNARD  reagent had been added, the     of 10 g of cuprous chloride
catalyst. The       reaction was stirred for 0.5 hour and O[err]-5[err]C.
reaction product was extracted with ether.      and then allowed to come to
ca 20[err]C. It     The ether extract was concentrated in vacuo,    was
then cooled in an ice-bath and decom- 55  the residue dissolved in hexane
and purified     posed with 400 ml of 2-N hydrochloric acid.          120
by chromatography using a 10 fold amount of     The organic layer was then
separated and     neutral alumina (BROCKMANN, activity
concentrated to dryness in vacuo. The residue     state III). Elution with
a hexane/ether mix-      was dissolved in 375 ml of ethanol and 125
ture (1:1) and evaporation of the solvent       ml of concentrated
hydrochloric acid and 60  gave 2 - amino - 5 - trifluoromethyl - benzo-
heated under reflux for 2 hours. After re-           125     phenone  which
was  recrystallized  from       moval of solvent by distillation in vacua,
the     hexane to give yellow crystals of melting point   residue  was
stirred  with  dilute  sodium     81  82[err]C. (Corrected).
hydroxide and extracted with benzene. The        A solution of 10.0 g of 2
- amino - 5-        organic layer was then washed with water, 65
trifluoromethyl - benzophenone and 7.8 g of      dried over sodium sulphate
and then concen-          130                     trated to dryness in
vacuo leaving 20.6 g           of a yellow-brown oil. The residue was dis-
[err]           solved in 160 ml of benzene and 370 ml           of hexane
and passed through a column of        5  250 g of WOELM alumina (grade I,
neutral).           Elution with benzene/hexane (1:2 and 2: 1)
followed by benzene and crystallization from           hexane  gave  2 -
amino - 5 - methoxy-           benzophenone of melting point 50-52C.
10    5.2 g of N,N[err] - dicyclohexyl - carbodi-           imide were
added in four portions at inter-           va1s of 0.5 hour to a solution
of 5.7 g of           crude 2 - amino - 5 - methoxy -benzo-
phenone and 5,2 g of bezyloxycarbonyl             (wherein R[err] stands
for a lower-alkyl group,    60           15  glycine  in  250 ml Of
methylene chloride         R[err], R[err] and R[err] are each a lower
alkyl,           cooled to 0[err]C. After 5 hours in an ice-bath,  alkoxy,
alkanoyl-amino, alkyl-thio, alkyl-        the reaction mixture was kept at
ca 20[err]C.     sulphinyl or alkyl-sulphonyl group or a halogen        for
2 days. Following the addition of 4 ml        atom of the trifluoro-methyl,
nitro, amino,         acetic acid, the reaction mixture was
mercapto, cyano or hydroxy group and the    20  stirred for 0.5 hour and
dicyclohexyl-urea was    bonds shown as broken lines denote that the 



dilute sodium carbonate and dried over            are optional) and
cyclisation derivatives there-            sodium  sulphate. After
filtration and con-       of of the general formula            centration
to dryness in vacuo, the residue was         25  crystallized from
benzene/hexane to give 2-           (N[err]- benzyloxycarbonyl -
glycylamido) - 5-    [err]           methoxy - benzophenone.
Recrystallization           from a mixture of ethyl acetate and hexane
gave colourless needles melting at 130-
70         30  132C.            2) The reaction  and cyclization:
A solution of 3.0 g of 2 - (N[err] - benzyloxy-            carbonyl -
glycylamido) -5 - methoxy - benzo-            pbenone in 30 ml of 20%
hydrobromic acid         35  in acetic acid was stirred for 0.5 hour at ca
20[err]C. On slow addition of 175 ml of           (wherein the symbols
R[err],R[err],R[err] and R[err] and         anhydrous ether, a gummy
precipitate formed.      the broken lines have the significance already
The supernatant liquid was poured off and         given), which process
comprises reacting a            the residue was partitioned  between water
benzyloxycarbonyl compound of the general 40  and ether. The resultant 2 -
glycylamido - 5-     formula             methoxy - benzophenone was not
isolated but,        after cooling in ice, the mixture was
neturalized with ammonia. The ether layer                   [err]
was the separated, dried pver sodium sul-      45  phate and concentrated
to dryness in vacuo.            The residue  crystallized on standing.
Recry-        stallization from benzene/hexane gave 7-             methoxy
- 5- phenyl - 2,3 - dihydro - 1H-        1,4 - benzodiazepinone - (2).
50    It will be understood that the prefix             "lower" is used in
the foregoing description        and in the following claims to indicate
that        the groups qualified threwith contain from                one
to seven carbon atoms.    55    WHAT WE CLAIM IS:-        1) A process  for
tha manufacture of 2-         (wherein the symbols R[err],R[err],R[err] and
R[err] and        glycylamido - benzophenones of the general        the
broken lines havethe significance given        formula.
hereinbefore) with a hydrohalic acid in the        presence of acetic acid
and, where the cyclisa-              6
985,683    trated to dryness in vacuo leaving 20.6 g 



of a yellow-brown oil. The residue was dis-    solved in 160 ml of benzene
and 370 ml    of hexane and passed through a column of           [err] 5
250 g of WOELM alumina (grade I, neutral).     Elution with benzene/hexane
(1:2 and 2:1)     followed by benzene and crystallization from     hexane
gave  2 - amino - 5 - methoxy-     benzophenone of melting point
50[err]-52[err]C. 10   5.2 g of N,N[err]   - dicyclohexyl - carbodi-
imide were added in four portions at inter-     vals of 0.5 hour to a
solution of 5.7 g of     crude 2 - amino - 5 - methoxy - benzo-     phenone
and 5.2 g of benzyloxycarbonyl-           wherein R[err] stands for a
lower-alkyl group, 60 15  glycine in 250 ml of methylene chloride
R[err], R[err] and R[err] are each a lower alkyl,     cooled to 0[err]C.
After 5 hours in an ice-bath,  alkoxy, alkanoyl-amino, alkyl-thio,  alkyl-
the reaction mixture was kept at ca 20[err]C      sulphinyl or
alkyl-sulphonyl group or a halogen     for 2 days. Following the addition
of 4 ml        atom of the trifluoro-methyl, nitro, amino,     acetic
acid, the  reaction  mixture  was         mercapto, cyano or hydroxy group
and the 65 20  stirred for 0.5 hour and dicyclohexyl-urea was    bonds
shown as broken lines denote that the     filtered off. The filtrate was
washed with        substituents R[err], R[err] and R[err] attached thereby
dilute sodium  carbonate and  dried  over         are optional) and
cyclisation derivatives there-     sodium  sulphate. After filtration and
con-       of of the general formula     centration to dryness in vacuo,
the residue was 25  crystallized from benzene/hexane to give 2-     (N[err]
- benzyloxycarbonyl - glycylamido) - 5-     methoxy - benzophenone.
Recrystallization     from a mixture of ethyl acetate and hexane     gave
colourless needles melting at 130[err]-
70 30  132[err]C     2) The reaction and cyclization:
[err]       A solution of 3.0 g of 2 - (N[err] - benzy1oxy-     carbonyl -
glycylamido) - 5 - methoxy - benzo-     phenone in 30 ml of 20% hydrobromic
acid 35  in acetic acid was stirred for 0.5 hour at ca     20[err]C. On
slow  addition of 175 ml of          (wherein the symbols R[err], R[err],
R[err] and R[err] and     anhydrous ether, a gummy precipitate formed.
the broken lines have the significance already     The supernatant liquid
was poured off and         given), which process comprises reacting a
the residue was partitioned between water         benzyloxycarbonyl
compound of the general 40  and ether. The resultant 2 - glycylamido - 5-
formula                         75     methoxy - benzophenone was not
isolated but,     after cooling in ice, the mixture was     neutralized
with ammonia. The ether layer        [err]     was then separated, dried
over sodium sul- 45  phate and concentrated to dryness in vacuo.     The
residue crystallized on standing. Recry-     stallization from
benzene/hexane gave 7-     methoxy - 5 - phenyl - 2,3 - dihydro - 1H-
1,4 - benzodiazepinone - (2). 50   It will be understood that the prefix
"lower" is used in the foregoing description 



and in the following claims to indicate that     the groups qualified
therewith contain from     one to seven carbon atoms. 55   WHAT WE CLAIM
IS: -                     (wherein the symbols R[err], R[err], R[err] and
R[err] and       1) A process for the manufacture of 2-          the broken
lines have the significance given     glycylamido - benzophenones of the
general        hereinbefore) with a hydrohalic acid in the  80     formula
presence of acetic acid and, where the cyclisa-              tion
derivative is required, cyclising the re-  derivatives thereof of the
formula second     sulting 2 - glycylamido - benzophenone by       written
in claim  1, when manufactured by     alkalising to a pH of 7 or more.
the process claimed in any one of the pre-  30       2) A process in
accordance with claim 1,      ceding process claims. 5  wherein hydrobromic
acid is the hydrohalic        7) Benzyloxycarbonyl compounds of the
acid used.                                general formula 3) A process in
accordance with claim 1 or claim 2, wherein a 5-(chloro or trifluoro-
[err] methyl) - 2 - (benzyloxycarbonyl - glycyl- 10  amido) - benzophenone
is used as the starting     material.       4) A process in accordance with
claim 1,     claim 2 or claim 3, which includes the addi-     tional and
initial step of preparing said 15  benzyloxycarbonyl compound by acylating
an     appropriately substituted 2 - amino - benzo-     phenone with an
agent which introduces a     benzyloxycarbonyl-glycyl moiety on to the 2-
amino group. 20    5) A process for the manufacture of the
2-glycylamido-benzophenones of the formula        , wherein R[err], R[err],
R[err] and R[err] and the broken  35     first written in claim 1 and
cyclisation deriva-  lines have the significance given in claim 1.
tives thereof of the formula second written     in claim  1, substantially
as described with         W. D. WHITAKER, 25  reference to the examples.
Patent Agent,       6) 2-Glycylamido-benzophenones  of the      for F.
Hoffmann-La Roche & Co.,     formula first written in claim 1 and
cyclisation       Aktiengesellschaft.             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.    


