
[err]    2                                                  1,353,357
2                   3 [err]                         Cl
(I)    [err]    [err]    



[err] 5 [err] has a value from 0 to 3;    [err]    [err]    [err] Br by
brominination of a compound of Formula I wherein 



[err] and when required forming a compound  of the Formula I wherein    9
[err]                                                        9 A A    [err]
[err]  



12                                               1,353,357
12 supernatant is then concentrated to half volume   to   crystalize 0.45
gram of product, m.p. [err] Anal. Calc'd for [err]   (MW 338.2): 5
EXAMPLE  5 2-Chloro-5-chlorosulfonyl benzoic acid, 3.5g (00.14  mole) is
added  to a solution of 2-(p-chlorophenylmethylamine 6.5g (0.012 mole) in
25 ml methylene chloride,The resulting slurry is stirred overnight and
filtered   to recover  9.7g of residue.  This is 10    recrystallized three
times from aqueous isepropanol, then disolved in 1N  aqueous
10 sodium  hydroxide washed three times  with  other, and  then modified
with  cone, hydro- 15                                             Found:
C, 48.19;  II, 3.31;  N, 3.42                               15
2-Chloro-5-chlorosulfonylbenzede acid is reacted by the method of   Example
1 each of the  indicated amines to yield the  corresponding
sulfuanylbenzoic  acid. Amine
Product, m.p. ([err]) 20               2,5-dimethylpiperidine
128.5--1 31               20 



3,5 -dimethylmorpholine                                        201-208
13                                                        1,353,357
13 [err] [err]    14                                     1,353,357
14 1-acetyl-3-hydroxypiperidine 3-Hydroxypiperidinne  (0.4 mole) is
dissolved  in  150  ml. of methylene    chloride. The solution is cooled to
[err]    and acetic anhydride (0.46 mole) is  added dropwise, maintaining
thet temperature under [err]. The reaction mixture is  allowed to come
15 15        to  room temperature    and  is then refluxed for 2 hours. The
methylene chloride  is evaporated off,  and the   remaining [err] os
distilled  inder high vacuum.A  thick yellow 



oil is collected at [err] (0.3 mm Hg). 1-acctyl-3-benzyloxpiperidine
20 1-Acctyl-3-hydroxypiperidine(0.10 mole)is disolved in 50 ml of
dimethylform- 20         amide. 0.12  mole of sodium hydride (56%) is added
over a 10 minute period , and             20 the reaction mixture is
stirred for  30 minutes. Benzyl chloride (0.12 mole)is added dropwise over
a 30  minute  period, and the reaction mixture is then heated  on a stream
bath for 30 minutes .Water (3 vehicle) is added , the solution  extracted
with   other, the other  extract washed with water and the other removed by
evaporation. A yellow 25.        oil is obtained on   distillation  at
[err](0.01 mm Hg.).                                           25
1-Acetyl-3-benzyloxypiperidine (0.043  mole)  sodium hydroxide (0.086
mole) 30         and water (30 ml.) are combined and refluxed for 24
hours.The reaction mixture is           30 saturated  with  potassium
caracnate and    extracted  three  times with   other. The  other is
removed by evaporation and the yellow oil is distilled  and the yellow  oil
is distilled  at [err]   ((0.3 mm Hg.).
2-brono-5-(3-benzyloxypiperidinosulfenyl)benzoic acid
2-bromo-5-chlorosulfonylbenzoic   acid is reacted with  3-benzyloxy
piperidine   by 35         the method of Example 1. Recrystallization from
ether-hexane yields the product, m.p. [err]. 



Anal  Calc'd. for [err]    (MW 454):   C:, 50.22;  II, 4.44;  N, 3.08
Found:   C, 50.51;  H, 4.52;   N, 3.41 2-Chloro-5-chlorosulfonylbenzoic
acid   is  reacted   with   3-benzyloxyoiperidine by the method of Example
1. Recrystallization from ether-hexane yields  the producer , m.p. [err]
Anal. Calcci for [err]   C, 55.67;   II 402;   N. 3.42; Found :   C, 55.93;
11, 5.09;   N, 3.-1 45
EXAMPLE   14                                                     45
a-Fluorobenzoic acid is  reacted with chlorosenifier  acid by the method of
Example 1 to  form 2-fluoro-5-chlorosulfonylbenzoic acid. This is reacted
with 3.5-dimethyl- piperidine by the method of  Example 1 to form
2-fluoro-5-(3,5-dimethylpiperdine-    14                 15
1,353,357                                                      15 off,
dissolved  in 1N  NaOH, washed  twice with ether, and the product
precipitated by the  addition of concentrated    HCl. Recrystailization
from diethyl  ether following 



isopropyl ether yields the porduct, m.p.[err] Anal. Calc'd for C, [err] :
C,58.67;  H, 7.66:  N, 7.60 5
Found :   C, 58.67;  H, 7.70;   N, 7.53                               5 30
35 40 50 50    16                                              1,353,357
16                   1 [err] [err]    



16                   17
1,353,357                                                       1 7 [err]
18                                               1,353,357
19 Found:   C, 44.85;  H, 4.62;  N, 3.82 In the same way, the following
chloromethyl compounds are prepared from the products of tile previous
example: 15
2-chloro-5-(2-chlorormethylpiperidinosulfonyl)benzoic acid
[err]                 15
2-chloro-5-(3-chloromethylpiperidinesulfonyl)benzoic  acid    [err]
15 EXAMPLE 23. 2-chloro-5 -(1,2,5,6-tetrahydropyridylsulfonyl)benzoic acid
2-Chloro-5-chlorosulfonylbenzoic acid (25.5 g)  is added   in small
portions over 20        a 5 minute period with cooling to a solution  of
1,2,5,6-tetrehydropyridine (25.0)  in             20 200 ml. of water.
After stirring at room temperature  for a half  hour the reaction mixture
is acidified with concentrated  hydrochloric acid. The crystalline
preciphate is                   20 



filtered off and dissoled in 75 ml. of methylene chloride and 10 ml. of
ether. After concentration  to 50 ml.,  hexane is added to [err] affording
crystals of the title 25        compound  m.p. [err].
2-chloro-5-(3,4-dibromopiperidinozulfonyl)benzoic acid
2-Chloro-5-(1,2,5,6-tetrahydropyridylsulfonyl)benzoic acid(2.0 g.) is
dissolved  in                      25 25 ml. of hot acetic acid Bromine(3.0
ml) is added dropwise   while  heating the acetic acid solution for 2 hours
at [err]. The  solution is taken dryness in vacuo. The 30        residue is
dissolved in 20ml. of 1 N sodium hydroxide and then acidified with  con-
30 centrated hydrochloric acid. The precipitated gun is dissolved in ether,
which  is then washed with water. The product crystallizes as the ether is
replaced  with benzene on a steam   bath . Recrystallization from
acetone-benzene yields the product, m.p [err] 35
35 Anal Calc'd. for [err]       C, 31.22;  II, 2.62;  N. 3.03 Found:   C,
31.44;  II, 2.64;  N, 3.01 EXAMPLE 24.
35 2-chloro-5-(3-methoxy-4-hydroxypiperidinosulfonyl)benzoic  acid 



40             2-Chloro-5-(3,4-dihydroypiperidinosulfonyl)benzoic acid (4.0
g) is heated for 16                      40 hours at [err] with  water
(15ml), [err] (1.0g.) and dimethyl sulfate (0.5 ml) Dimethyl sulfate and
[err] are added during  the course of the reaction to maintain basicity.
After cooling to room temperature the reaction mixture  the reaction
mixture is washed  with  other and the aqueous  phase is acidified with
concentrated hydrochloric   acid and  decanted  40 45        from  the
precipitated  gum. The gum  is dissolved  in ethyl acetate and  chromoato-
45 graphed  on  a silica  gel column. The producer   fractions in  the
column effluent  are identified by paper chromatograpy, with  development
in a solvent  system  of ethyl: acetatc-acetic  acid. Concentration  of the
column  fraction yields the product, m.p. [err] 45 50             Anal.
Calc'd. for [err]      C. 44.63;  H, 4.61;  N, 4.04                      50
Found:    C, 44.14;  H, 4.66;  N, 3.74 EXAMPLE 25.
2-chloro-5-(4-methylenepiperidinsulfonyl)benzoic   acid
2-Chloro-5-(4-chloromethylpiperidinosulfonyl)benzoic acid (0.5 g.) is
dissolved in 55        10 ml. of 5 N  sodium  hydroxide  and refluxed for
one hour. 10 ml. of water   is then             55 



added and the mixture is acidified with concentrated hydrochloric acid. The
precipitated    19                                               1,353,357
19 solid is  chromerographed on a 10 g. silica gel column with a develop
solvent of 1:7  benzene: hexane containing 5 % acetic acid.
2-Chloro-5-(4-methylenepiperidine- sulfonyl)benzoic acid m.p. [err], is
isolated from the first fraction. 5                          Anal. Calc'd.
for [err] (MW  316):   C, 49.44;   II, 4.47;  N, 4.44 5
Found:   C, 49.71;   II, 4.44;  N, 4.28            5 In the same way, the
following compounds are prepared  from the  corresponding
5-chloroimethylpiperidinosulfonyl  benzoic acids: 10 10
2-brome-5-(3-methylonepiperidinosulfonyl)benzoic acid
10 EXAMPLE 26. 2-bromo-5-thiomorpholinosulfonyloenzene acid This product is
prepared by the reaction of 2-bromo-5-chlorosulfonyl 



with excess thiomorpholine  in methylene chloride. The producer m.p. [err]
15   is purified  by solution  in aqueous sodium  hydroxide crystallization
by acidifying the basic soluution and recrystallization from
acetone-hexane. Anal. Calc'd. for [err] (MW 36 6.2):   C, 36.07:  II,
3.30;    N, 3.82 Found    C, 36.24;   II 3.49; N, 3.96 20 20
2-bromo-5-thiomorpholinesulflbenzoic previous product. 1.8 grams (5 mmoles)
is oxidized by treatment with   0.55          20 ml. (5.5mmoles)30%
hydrogen   peroxide in 20ml acetic acid.The in 20 ml. acetic acid. The
reaction mixture is heated  on the steam  bath   40  minutes and cooled.The
resulting crystalline product, 25                      1.5  grams m.p.
[err], is recovered by [err] and washed with acetic acid and methanol. 25
Anal. Calc'd. for  [err] (MW 382.26):[err] 34.56;  H,.316   N, 3.66    25
Found:   C, 34.59;  H, 3.20;  N, 3.46 30
EXAMPLE  27. 2-chloro-5-(3,5-dimethylpiperidinosulfonyl)benzoyl chloride
2-Chloro-5-(3,5-dimethylpiperidimethyl  acid  (6.0 g)is refluxed for 30
2-1/2 hours with 50 ml. of thionyl  chloride,   and then  taken  to
dryness. The residue is                        30 



triturated with 200 ml. of her benzene-hexane(1:1)filtered and evaporated
to obtain 35                       the dry product, m.p. [err]. N- [
2-chloro-5-(cis-3,5-dimethylpiperidinosulfonyl)benzoyl]glycine
2-Chloro)-5-(cis-3.5-dimethylpiperidinosulfonylbenzoyl   chloride   (2.4
g)  and 35  glycine (525 mg.) are dissolved in 30 ml. of water 30ml.  of
acetone and 14   ml. of 1            35 N  sodium  hydroxide. After
stirring  at room  temperature   for about 25 minutes, the 40
reaction mixture  is acidified with concentrated hydrochloric  acid. The
precipitated material is recrystallized from  acetone (25 ml)-hexane (10
ml.) to yield the product, m.p. [err] 40          Anal  Calc'd. for [err]
(MW 388.9):   C, 49.41;  IT, 5.44;  N, 7.20                    40 45
Found:    C, 49.55;  H, 5.43             Found; C,NT, 7.19 EXAMPLE 28. N-
[2-chloro-5-(cis-3,5-dimethylpiperidiner acids Found:   C, 51.43;  H, 5.86;
N, 6.47    



6i  -       '.Oils After the dried comosition is thoroughly blended,
tablets are punched from the 10       mixture, each tablet being of such
size as   to contain 100 mg. of the active ingradient.            10
Tablets are also prepared containing   repectively, 5, 10, 75 an 50 mg.
the active ingrdient, by employing the appropiate  of
2-chloro-5(cis-3,5-dimethyl- piperidimesulfonyl)benzoic acid and excipient
blend in each case. A dry solid pharmaceutical composition is prepared   by
combining the following 15   materials in the indicated weight
proportions:                                                      15
2-chloro-5-(cis-3,5dimethylpiperidinosulfonyl)benzzoic acid
50 calcium  carbonate
20 polyethylene glycol average  molecular  weight  4000
30 The dry mixture is thorughly agitated  to obtain a completely uniform
blend.Soft 20        clastic  and  hard  gelatin  capsules containing this
composition are then  prepared,                   20 employing sufficient
material to provide each capsule with 190 mg of active  ingredient. Test
Groups, each comprising 4 animals. of normal Sprague-Dawley  (Charles
River) male rate weighing from 160 to 220 grams are fed rat chow
containing thetest con- 



25        pounds for two  overnight feeding  periods. On the morning of t
he third day the      25 animals are anaesthetized  and  bled from  the
abdominal corta. The total   plasma cholesterel is then determined by  the
method of J.J. Carr and I. J Drekter repoured in Clin. Chem., 2, 353
(1956). Most of the tests are conducted at a concentration   in the feed of
0.15 to 0.25 weight %  of the compound under test but lower  levels are 30
employed in some instances. The total quantity of test compound consumed is
com- putecl from  feed consumption over the two-clay period and is
tabulated,  in milligrams per kilogram  body weight  per  day, along with
the assciated per cent cholesterol fall measured: 2 2-    20
21                                           1,353,357 %  Cholestetol
Daily Dosage Compound
Fall 



2-chloro- 5-(trans-d1-3,5-dimethylpiperidinosulfonly)benzoic acid
35                     126 I
2-isopropoxy-5-(3-methylpiperidinosulfonyl)benzoic   acid
22                    149 20
2-hydroxy-5-(3-methylpiperidinosulfonyl)benzoic  acid.
35                    134 2-piperidino-5-(piperidinosulfonyl)benzoic acid
35                    129
2-bromo-5-(1-methyl-4-hydroxypropylsulfamyl)benzoic  acid
16                   279 25
2-bromo-5-(3-phenylpropylaminosulfonyl)benzoic acid
26                   131 2-bromo-5-(4-m-tolyl-1-piperazinylsulfonyl)benzoic
acid               20                    123 30
2-bromo-5-(2-carboxyphenylsulfamyl)benzoic  acid
37                   273 2-chloro-5-(2-oxopiperidinosulfonyl)benzoic acid
33                    136
2-pyrrolidinyl-5-(3,5.dimethylpiperidinosulfonlyl)benzoic  acid
31                    215
N-[2-chloro-5-(cis-3,5-dimethylpiperidinosulfonyl)benzoyl)          35
180 N-[2-chloro-5-(cis-3,5-dimethylpiperidinosulfonyl)benzoyl]-4-
aminobutyric acid
44                    129 2-amino
-5-(cis,3,5-dimethylpiperidinosulfonyl)benzoic acid                   26
143 2-morpholino-5-(3-benzyloxypiperidinosulfonyl)benzoic acid
29                   139
2-chloro-5-(3,5-dipropylpiperidinosulfonlyl)benzoic a cid
39                     47 2-dicthylamino-5-(diethy]aminosulfonyl)benzoic
acid                         21                    44 



2-bromo-5-[2-p-chlorophenyl)ethylaminosulfonyl]benzoic acid              21
22 2-bromo-5-(N-phenyl-N-butylsulfamyl)benzoic  acid                     17
236 2-bromo-5-(4-methoxybenzylsulfamyl)benzoic acid
20                   363 2-bromo-5- (4-phenylpiperidinosulfonyl]benzoic
acid                      28                   226
2-bromo-5-(3-azabicyclo[3,2,2]nonan 3-ylsulfonyl)benzoic acid
32                   228    22
1,353,357
2 % Cholesterol      Daily Dosage
2-chloro-5-(3-hydroxypiperidinosulfonyl)benzoic acid
23                     135 2-bromo-5-
(3-hydroxymethylpiperidinosulfonyl)benzoic  acid                     20
23 2-chloro-5-(3,4-dibromopiperidinosulfonlyl)benzoic acid
21                      46
2-chloro-5-(cis-3,4-dibenzyloxy-1-pyrrolidinylsulfonyl)acid  25
126 2-chlloro-5-(3-methoxy-4-hydroxypiperidinosulfonyl)benzoic  acid
15                     141   



4                                            1,353,357 Cholesterol
Daily Dosage mg/kg Compound
10                       247    [err]    26                  1,353,357
26 6. The compound  according to claim 2, wherein X is chloro, [err] is
4-phenyl  and 



7. The compound according to claim  2 wherein X is chloro  [err] is
3-hydroxy and [err] is hydrogen. The compound according to claim 2 wherein
X is chloro  [err] is 3-bromo and             5 [err] is 4-bromo 9. The
compound according to claim  2 wherein X is chloro [err] is 3-methoxy
and 10.  The compound according to claim 2 wherein X is chloro, [err] is
4-chloromethyl   10 10    and  [err]  is hydrogen. 11. The compound
according to clam  2 wherein X is bromo, [err] is 3-hydroxy- methylene
[err]  is hydrogen. 12.  The compound  according to claim  2 wherein X is
4-methylpiperidino [err] is 4-methyl and [err] is hydrogen 15
13.The compound of claim 2 wherein X is chloro, [err]  is 3-methoxy and
[err] is      15           15 hydrogen 14. The compound  of claim 2 wherein
X is 1-hexamethyleneimino, [err]  is 3-methyl and [err] is 5-methyl. 15. A
compound of the formula 20
20 



and the  amides, [err] alkyl esters and salts thereof with
pharmacologically  acceptable              20 bases, wherein Y is
piperilino or mono- or di-[err]-alkyl  piperidino. 16. The compound  of
claim 15 wherein Y is 3,5-dimethylpiperidino. 17. A compound of the formula
25                                 [err]
25 30 wherein Z is chloro or bromo and [err] and [err] are each [err]alkyl
or benzyl 18. The compound of claim 17 wherein Z is chloro or bromo, [err]
is 3-methyl and 19. The compound of claim  17 wherein Z is chloro, [err] is
2-methyl and [err] is 30   The  compound of claim  17 wherein Z is chloro,
[err] is 3-propyl and [err] is 5-propyl. 21. The compound according to
claim  17 wherein Z is chloro or bromo, [err] is 3- benzyl and [err] is
5-benzyl. 35       22. A compound of the formula
35 [err] and the amides, [err] alkyl esters and salts thereof with
pharmacologically accept- U  is chloro, brcmo, di-lower-alkylamino,
piperidino. mono- or di-lower-alkyl- 



40      piperidinp  morpheline, or hexamethyleneimino; and    26
1,353,357                                           27 23. The compound of
claim 22 wherein U is chloro and R and R' together with the nitrogen form a
1,2,5,6-tetrahydre-1-overidyl ring. 24. The compound according  to claim 22
wherein U is bromo and R and R' together with the nitrogen form a
4-m-toyl-1-piperzinyl  ring. 5            5            25. The compound of
claim 22 wherein U is  bromo and  R and R' together with        5 the
nitrogen form a 1,2,5,6-tetrahydre-1-pyridyl ring . 26. The  compound of
claim 22 wherein U is chloro and R and R' together with the nitrogen form a
2.2-dimethylthiemorphaline  ring. 27. The compound of claim  22 wherein U
is bromo or  piperidino and R   and 10          10       R' together with
the nitrogen  form a 3-azabicycle(3,2,2)nonan-3-yl ring.
10 28. The compound of claim  22 wherein U is bromo  and R and R'  together
with the nitrogen form a 1-hexamethyleneimino ring. 



29. The compound  of claim  22 wherein  U is bronio or piperidino and  R
and R' together with the nitrogen  form a 1-heptamethyleneimino ring . 15
15             30.  The compound of claim  22 wherein  in U is chloro and R
and R' together with       15 the nitrogen  form a 1-ostamethylrnimino ring
. 31. A compound of the formula [err] 20 and the amides, [err]  alkyl
esters and salts thereof with pharmacologicaily acceptable 20  bases,
wherein
20 n has a value from 0 to 3; V is bromo, piperidino or mono- or
[err]alkylpiperidino; and [err] and [err]  are cach hydrogen, chloro, bromo
, alkyl and alkoxy of from one to four carbon atoms, carboxy,
triluoromethyl,phenyl,benzyl or benzyloxy. 25       32. The compound
according to claim 31 wherein V is bromo, n is 0, [err] is 3-           25
trifluoremethyl and [err] is 4-chloro. 25                         33. The
compound according to claim 31 wherein V is bromo, u is 0, [err] is 2
carboxy and [err] is hydrogen. 



30            34. The compound according to claim  31  wherein  V is bromo,
n is 2, [err] is p- 30  chloro and [err] is hydrogen.
30 35. A compound of the formula [err] and the amides, [err]alkyl esters
and salts thereof with pharmacologically accept- able bases, wherein n has
a value from 0 to 3; A is C,--C, alkyl, cycloalkyl of 5 to 8 carbon atoms,
benzyl or phenyl; Z is chloro or bromo; and [err] and [err] are each
hydrogen, [err] alkyl, chloro, bromo or phenyl. 36. The compound according
to claim 35 wherein Z is bromo, n is 2, A is methyl, ethyl, propyl,
isobutyl or benzyl, [err] is p-chloro and [err] is hydrogen.
40 37. A compound of the formula 40
[err] wherein W  is chloro, bromo, piperidino or minoc- and
di-lower-alkylpiperidin; [err] 45                       is hydrogen or
[err] alkyl; and  [err] is cycloalkl or 5 to 8 carbon atoms. 45
38. The compound according to claim  37 wherein W  is bromo, [err]  is
hydrogen            45 



and [err] is cyc]ooctyl or cyclohcexylmetyl. [err]    28
1,353,357                                      -   28 39. A compond of the
formula wherein [err] and [err] are each [err]  alkyl. 40. The compound oi
claim 39 wherein [err] and [err] are each ethyl. 5     41. The method for
reducing blood lipid levels which comprises administering to       5 a
hyperlipemic mammal other than human a compound selected from  5-sulfmyl-
benzoic acids of formula I in claim  1 and the amides, [err] aikyl esters
and salts thereof with pharnmacologically  acceptable bases, said compound
being substituted in the 2-position bv  chloro,  bromo, hydroxy, [err]
alkoxy, amino, mono or [err] 10      alkyl amino, benzylamino ,
phenethylamino, piperidino, mono- or [err]        10 piperidino,
pyrroldidinyl, hexamethyleneimino or morpholino. 42. The method according
to claim 41 wherein the sulfamyl group is piperidino- 



sulfonyl or substituted piperidinosulfonyl  having up to two substituents
each being                   10 alkyl, alkyloxy or alkyloxyalkyl  of one to
four carbon atoms in each alkyl group, 15      hydroxy chloro, bromo,
trifluoromethyl, phenyl, tolyl, benzyl, benzyloxy, benzyloxy-   15 methyl,
chloromethyl  or hydroxymethvl. 43. The method of claim 41 wherein the
sulfamyl grourp is [err]  , wherein R and [err] together with the nitrogen
to which they are attached comprise a heterocyclic              15 ring
selected  from morpholino, thiomorcholino  and the S-oxide thereof,
piperazinyl, 20       hexamethy-leneirmino, heptamethyleneimino,
cetamethyleneimino,  3-azabicyclo[3,2,2]-     20 nonanyl or
tetrahydropyridyl or mono- and di-substituted derivatives of said hetero-
cyclic rings; said subsuituents being alkyl, alkyloxy or alkyloxyalkyl of
one to four carbon atoms in each alkyl group, hydroxy, chloro, bromo
trifluoronethyl, phenyl , tolyl, 25       benzyl, benzyloxy, chloromethyl
or hydroxymnthyl.                                        25 wherein n has a
value from 0 to 3; 30           A is hydrogen, [err] alkyl, cycloalkyl of 5
to 8 carbon atoms, benzyl or penyl;      30 and 



[err] and [err] are each hydrogen, chloro, bromo, alkyl or alkoxy of from
one to four carbon atoms, carboxy, trifluoromethyl, phonyl, benzyl or
benzyloxy. 45. The method of claim 41 wherein the sulfayl  group is [err]
wherein 35       [err] is hydrogen or [err] alkyl and [err] is [err] alkyl
or cycloalkyl of 5 to S carbon       35 atoms. 46. A process for preparing
a compound of the formula I as defined in claim  1, which comprises a)
reacting an amine of the formula 40
[err]                                                  40 wherein A and B
are as defined in claim 1. with a compound of the formula [err]    reacting
a compound of the  formula 1)  with an amine of the formula [err] 



5     wherein [err] and [err] are the same or different and are alkyl of up
to 6 carbon   and    5 when taken together comprise a piperidine ring to
form a compound of Formula I wherein W is [err] 2)  with a straight or
branched chain lower alkanol of up to 6 carbon atoms in the 10
presence of a base to form a compound of the Formula 1 wherein W is --O--
lower     10 15                    alkyl, or 3)  with an alkali metal
hydroxidc to form a compound of Formula I wherein W  is [err] and, if
desired, subsequently reacting a compound of Fornmula I    wherein  A  and
a compound of Formula 1 wherein 15      B when taken together with the
nitrogen to which they are attached form  a hydroxy-    15 A by cyclization
of the corresponding precursor wherein [err] Br 25      by bromination of a
compound of Formula I wherein                                        25 40 



[err] and when required forming a compound of the Formula I wherein
[err] by O-alkylation of a compound of Formula I wherein and when required
forming a compound of Formula I wherein 5
[err] by oxidation of a compound of Formula I wherein [err] and when
required converting the COOH group of the compound  of Formula   via the
acid chloride to a [err] or [err]  group by reaction 10       with the
appropriate amino acid and, if desired subsequently converting a compound
10 of Formula I wherein A is hydrogen to N-alkyl by N-alkylation. 47. A
compound of Formula I according to claim 1, prepared by a process sub--  




