
0022 529 Process for the resolution of d,12-(6-methoxy-2-naphthyl)proplonic
acid; a mixture of the salts of these d and l acids; a pharmaceutical
composition containing a salt of the d acid; a salt of the d acid Field of
the invention This invention relates to a process for resolving mixtures of
d 2-(6-methoxy-2-naphthyl)propionic acid and 1
2-(6-methoxy-2-naphthyl)propionic acid to yield a product substantially
enriched in d 2-(6- methoxy-2-naphthyl)propionic acid. 5      d
2-(6-Methoxy-2-naphthyl)propionic acid is a well-known anti-inflammatory,
analgesic and anti- pyretic agent which is described and claimed In U.S.
Patent No. 3,904,682. Processes for the preparation of d
2-(6-methoxy-2-naphthyl)propionic acid are described in US. Nos. 3,651,106;
3,652,683, 3,658,858; 3,658,863; 3,663,584; 3,904,682; 3,904,683; and
3,975,432. to Brief summary of the invention In summary, the process of
this invention comprises resolving mixtures of d 2-(6-methoxy-2-
naphthyl)propionic acid and I 2-(6-methoxy-2-naphthyl)propionic acid or
soluble salts thereof with N-R- D-glucamine or a salt thereof, where R is
alkyl having 2 to 36 carbon atoms, preferably 2 to 18 carbon atoms, or
cycloalkyl having 3 to 8 carbon atoms, to yield a product substantially
enriched in d 2-(6- 15 methoxy-2-naphthyl)propionic acid, the
pharmaceutically active agent. Racemic mixtures of d and 1 2-(6-
methoxy-2-naphthyl)propionic acid as they occur after known chemical
synthesis are the presently preferred starting material for the resolution
method of this invention. The term "alkyl" as used herein refers to and
includes straight and branched chain hydrocarbon groups having 2 to 36
carbon atoms. Typical alkyl groups include ethyl, n-propyl, i-propyl,
n-butyl, i- 20 butyl, n-hexyl, n-octyl, n-dodecyl, n-octadecyl,
n-docosanyl, n-hexatricontanyl, and the like. The term "cycloalkyl" as used
herein refers to and includes cycloaliphatic hydrocarbon groups having 3 to
8 carbon atoms. Typical cycloalkyl groups include cyclopropyl, cyclobutyl,
cyclopentyl, cyclohexyl, methylcyclohexyl, cycloheptyl and cyclooctyl. Of
the cycloalkyl groups, cyclohexyl is presently preferred. 25      Presently
preferred resolving agents within the scope of this invention are
N-n-propyl-D- glucamine, N-n-butyl-D-glucamine, and N-n-octyt-p-glucamine.
The resolution contemplated by this invention is conducted in an inett
organic solvent having a pronounced difference between the solubilities of
the salt-of d 2-(6-methoxy-2-naphthyl)propionic acid with the resolving
agent and the salt of  2-(6-ethoxy-2-naphthyl)propionic acid with the
resolving 30 agent, generally at temperatures between room or ambient
temperatures and an elevated temperature generally up to- the re-flux
temperature of the solvent utilized. The salt of d
2-(6-methoxy-2-naphthyl)- propionic acid with the resolving agent (for
example, N-n-propyl-D-glucamine, N-n-butyl-D-glucamine or
N-n-octyl-D-glucamine) should be significantly less soluble in the solvent
than is the salt oft 2-(6- methoxy-2-naphthyl)propionic acid with the-
resolving agent, and- accordingly, upon the cooling of a 35 heated solution
thereof, generally to or about ambient or room temperature, such salt of d
2-(6- methoxy-2-naphthyl)propionic acid with the resolving agent will be
preferentially crystallized therefrom. Suitable solvents include water,
[err] to [err] monohydric alcohols, such as, for example, methanol,
ethanol, n-propanol, isopropanol, butanol, pentanol, hexanol, cyclohexanol,
2-ethylhexanol, benyl alcohol, furfuryl -alcohol, and the like, [err] to
[err] dihydric alcohols, such as, for example, ethylene glycol, 40
1.2-propylene glycol, 1,3-propylene glycol, and the like, [err] to [err]
trhydric alcohols, such as for example, glycerol, and the like, [err] to
[err] ketones, such as, for example, acetone, acetylacetone ethyl methyl
ketone, diethyl ketone, di-n-propyt ketone, diisopropyl ketone, diisobutyl
ketone, and the like. Other solvents include mono- and di(lowertalkyl ether
of ethylene glycol and diethylene glycol, dimethyl- sulfoxide, sulfolanes,
formamide, dimethylformamide, N-methyl pyrrolidone, pyridine, dioxane, 45
dimethylacetamide, and the like. The [err] to [err] alcohols, e.g. methanol
and isopropanol, particularly methanol, are the presently preferred
solvents. Sufficient water can be added to the solvent if needed to
solubilize all of the. materials which have been added thereto. The
starting material i.e., the mixture of d 2-(6-methoxy-2-naphthyl)propionic
acid and 1 2-(6- methoxy-2-naphthyl)propionic acid or soluble salts
thereof] is heated to an elevated temperature, 50 generally to a
temperature in the range from about 60C to about [err] or the reflux
temperature of the solvent, in the presence of the resolving agent to
solubilize all of the materials which have been added to the solvent. If
desired, the solvent can be held at the elevated temperature until all of
the materials have gone into solution. After the solution has been held at
the elevated temperature for the desired length of time, it is slowly
cooled to ambient temperature. During the cooling process, the 55 solution
is preferably seeded with a salt of d 2-(6-methoxy-2-naphthyl)propionic
acid and the resolving agent [e.g., the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n-propyl-D-glucaminel. The
crystalline precipitate which results is enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with the ,resolving agent. The final
temperature to which the solution is taken is chosen by practical
considerations but generally is selected so that the temperature difference
will be sufficient to provide a 60 high yield of crystals. The
crystallizing mixture can be maintained at the lower temperature until
crystallization is complete, or nearly so, usually for about 30 minutes to
about several hours or so. The crystalline precipitate which results is
removed by filtration and washed. 2  



0022 529 The crystalline material which is obtained at this stage in the
process [i.e., a material which is enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with the resolving agent], after
separation by filtration and washing, can be charged to water and heated,
If necessary, to redissolve the crystalline material. For those
N-R-D-glucamines which are soluble In water, the resulting solution is
acidified for example with a mineral acid, such as sulphuric acid or
hydrochloric acid, or an organic acid such as ecetic acid, and the
crystalline precipitate so obtained is separated by filtration, washed and
dried. There results a white crystalline product substantially enriched in
d 2-(6-methoxy-2-naphthyl)- propionic acid. Alternatively, for those'
N-R-D-glucamines which are insoluble in water, the material enriched in the
salt of d 2-(6-methoxy-2-naphthyl)propionic acid with such a resolving
agent can be treated with a strong base, such as, for example, potassium
hydroxide or other strong base having a [err] value greater than 10. to
cleave the salt, followed by filtration to remove the resolving agent and
acidification of the filtrate with, for example, a mineral acid such as
hydrochloric acid or sulfuric acid, or an organic acid such as acetic acid,
to give, after filtration, washing and drying, a white crystalline product
substantially enriched in d 2-(6-methoxy-2-naphthyl)propionic acid. Prior
to the cleavage of the material enriched in the salt of d
(2-6-methoxy-2-naphthyl)propionic acid with the resolving agent to obtain d
2-(6-methoxy-2-naphthyl)propionic acid, it is generally desirable to
redissolve the enriched salt material in further solvent material, heat the
solvent to the desired (normally elevated) temperature, seed the resultant
solution with the salt of d 2-(6-methoxy-2- naphthyl)propionic acid with
the resolving agent, and cool the resultant solution to effect one or more
further recrystallizations. Each such recrystallization further increases
the proportion of the salt of d 2- (6-methoxy-2-naphthyl)propionic acid
with the resolving agent in the recrystallized material. N-n-
propyl-D-glucamine, N-n-butyl-D-glucamine, and N-n-hexyl-D-glucamine are
particularly suitable resolving agents within the scope of this invention
because, with merely one recrystallization step prior to the redissolution
of the resultant crystalline product and subsequent acidification, a
product having a purity on the order of about 97-99% d
2-(6-methoxy-2-naphthyl)proplonic acid can- be obtained.
N-n-octyl-D-glucamine, however, is the presently preferred resolving agent
because, with use of N-n-octyl-D-glucamine, the salt of d
2(6-methoxy-2-naphthyl)propionic acid with N-n-octyl-D-glucamine is readily
recoverable by filtration, d 2-(6-methoxy-2-naphthyl)propionic acid of
acceptably high optical purity can be obtained without need for one or more
recrystallizations prior to the cleaving step, and the resolving agent can
be recovered directly and in high yield (on the order of about 97-98%) by
filtration. Additionally, the cleavage can be conducted under either
alkaline or acidic conditions. Alkaline cleavage results in a precipitate
of N-n-octyl-D-glucamine while the d 2-(6-methoxy-2- naphthylpropionic acid
remains in solution In the alkaline medium. Acidic cleavage results in a
precipitate of d 2-(6-methoxy-2-naphthyl)propionic acid while the
N-n-octyl-D-glucamine remains In solution in the acidic medium. The
N-n-octyl-D-glucamine is substantially insoluble In water, thus permitting
recovery thereof in high yields from aqueous systems. Thisis also true for
other resolving agents-f this invention where R is alkyl having at least 6
carbon atoms, e.g., those resolving agents where R isalkyl having from 6 to
18 carbon atoms. 40   The material enriched in I
2-(6-methoxy-2-naphthyl)propionic acid or the N-R-D-glucamine salt thereof
(where R is as defined above) can be processed to recover I
2-(6-methoxy-2-naphthyl)- propionic acid which can then be racemized
according to known techniques to give a material having a higher content.
of d 2-(6-methoxy-2-naphthyl)propionic acid. See, for example, Dyson U.S.
Patent No. 3,686,183. This material can be recycled, either alone or in
combination with other d,12-(6-methoxy-2- 45 naphthyl)propionic acid, to
provide additional starting material for the resolution process of this
invention. The amount of resolving agent employed [on a molar basis
relative to the dl 2-(6-methoxy-2- naphthyl)propionic acid being resolved]
in accordance with the present Invention ranges from between about 50% and
100%. However,-as only about 50% [on a molar basis relative to the- d,l
2-(6-methoxy- 50 2-naphthyl)propionic acid being resolved] of the resolving
agent is needed to form the more insoluble salt thereof with the d
2-(6-methoxy-2-naphthyl)propionic acid, the remainder of the resolving
agent (generally on the order of up to about 40-50 molar %) can be
replaced, if desired, with' a more in- expensive base, including, for
example, an inorganic base such as an alkali metal hydroxide, such as
sodium hydroxide or potassium hydroxide, -or an organic tertiary amine such
as triethylamine, tri- 55 ethanolamine, tributylamine, etc. The aqueous
mother liquors resulting from the isolation of d
2-(6-methoxy-2-naphthyl)propionic acid and I
2-(6-methoxy-2-naphthyl)propionic acid contain, for example, safts of the
resolving agent with the acid utilized in the acidification step. Such
mother liquors can be treated with an inorganic -base to form the
corresponding insoluble salt with the N-R-D-glucamine, such as, for
example, treat- 60 ment with a suspension of calcium hydroxide to
precipitate the corresponding calcium salt, which is -removed by
filtration. The filtrate is concentrated under vacuum at elevated
temperatures to dryness, first removing any further salt, e.g. the calcium
salt, which Is formed during-the early stages of the con- centration
process, The residue is dissolved in a suitable solvent at in elevated
temperature up to the 



reflux temperature of the solvent, and then cooled to room temperature, to
therebyafford the resolving 5 agent as a crystalline precipitate which can
be reused, either alone or in combination with new 3    0022 529 material,
in the resolution process of this invention. Alternatively, the resolving
agent can be recovered through use of anion exchange resin and recycled for
reuse. The terms "mixture of d 2-(6-methoxy-2-naphthyl)propionic acid and 1
2-(6-methoxy-2-naphthyl)- propionic acid" is also intended to include those
salts thereof which are soluble in the solvent utilized in 5  the
resolution process of this invention. Such salts include, for example, the
corresponding sodium salts, potassium salts, lithium salts, and the like.
Such salts can be prepared by the addition of base, such as an alkali metal
hydroxide, for example, sodium or potassium hydroxide, to a solution of the
mixture of the d and I 2-(6-methoxy-2-naphthyl)propionic acid. The
resulting mixture of d 2-(6-methoxy-2- naphthyl)propionic acid and
12-(6-methoxy-2-naphthyl)propionic acid salts can be resolved according 10
to the present invention by use of a salt of the resolving agent which will
react to form a salt of d 2-(6- methoxy-2-naphthyl)propionic acid with the
N-R-D-glucamine. Suitable glucamine salts include, for example, the
hydrochloride salt and the acetate salt. Other salts include the propionate
salt, butyrate salt, isobutyrate salt, sulfate salt, nitrate salt, and the
like. Accordingly, the term "N-R-D-glucamine" (where R is as defined above)
is intended to include those salts thereof which, when used with an 15
appropriate salt of the mixture of d and I
2-(6-methoxy-2-naphthyl)propionic acid, will afford the resolution
contemplated hereby. The N-R-D-glucamine salts of d.
2-(6-methoxy-2-naphthyl)propionic acid are useful as anti- inflammatory,
analgesic, and/or antipyretic agents, platelet aggregation inhibitors,
fibrinolytic agents and as smooth muscle relaxants. The aforesaid.salts are
also useful In the treatment of dysmenorrhoea 20 and are agents for
alleviating post-menopausal symptoms. Accordingly, such salts would be
useful in the treatment and elimination of inflammation such as
inflammatory conditions of the muscular skeletal system, skeletal-joints
and other tissues, for example, in the treatment of inflammatory conditions
such as rheumatism, concussion, laceration, arthritis, bone fractures,
post-traumatic conditions, and gout In those cases in which the above
conditions include 25 pain and pyrexia coupled with inflammation, such
salts would be useful for the relief of these conditions as well as the
inflammation. Administration of the aforesaid salts in an appropriate
pharmaceutical composition can be via any of the accepted modes of
administration of agents for the treatment of inflammation, pain, or
pyrexia. Thus, administration can be, for example,. orally, parenterally
(as by, e.g. injection), or topically, in the 30 form of solid, semi-solid
or liquid dosage forms, such as, for example, tablets, suppositories,
pills, capsules, powders, liquid solutions, suspensions, creams, lotions,
ointments or the like, preferably in unit dosage .forms suitable .for
simple adminstration of precise. dosages. Such pharmaceutical compositions.
will include a conventional pharmaceutical carrier or excipient and a salt
of N-R-D- glucamine with d 2-(6-methoxy-2-naphthyl)propionic acid, and, in
addition, may include other 35 medicinal agents, pharmaceutical agents,
carriers, adjuvants, etc. The preferred manner of administration is orat
using a convenient daily dosage regimen which can be adjusted according to
the degree of affliction. Generally, a daily dose of from 2 mg. to 20 mg.
of the aforesaid salt per kilogram  of body weight is used. For such oral
administration, a pharmaceutically acceptable non-toxic composition is
formed by an incorporation of any of the 40  normall employed excipients,
such as, forexample, pharmaceutical grades of mannitol, lactose,starch,
magnesium stearate, sodium saccharin, talcum, cellulose, glucose,sucrose,
magnesium-carbonate, and the like. Such compositions take the form of
solutions, suspensions, tablets, pills, capsules, powders, sustained
release formulations and the like. A suppository using, for example,
polyalkylene glycols, such as polypropylene glycol, as the carrier 45 can
be formulated. Liquid pharmaceutically administerable compositions can, for
example, be prepared by dissolving, dispersing etc. the aforesaid salt and
optional pharmaceutical adjuvants in a carrier, such as, -for example,
water, saline, aqueous dextrose, glycerol, ethanol, and the like, to
thereby form a solution or suspension. If desired, the pharmaceutical
composition to be administered-may also contain minor amounts of non-toxic
auxiliary substances such as wetting- or emulsifying agents, pH buffering
50 agents and the like, such as for example, sodium acetate, sorbitan
monolaurate, triethanolamine oleate, etc. Actual methods of preparing such
dosage forms are known, or will be apparent, to those skilled in this art;
for. example, see Remington's Pharmaceutical Sciences, Mack Publishing
Company, Easton, Pennsylvania, 14th Edition, 1970. The composition to be
administered will, in any event, contain a 55  quantity of the aforesaid
salt(s) in a' pharmaceutically effective amount for relief of the
particular condition being treated in accordance with the teachings hereof.
The aforesaid salts are also uterine smooth muscle relaxants and thus are
useful as agents for maintaining the pregnancy of pregnant mammals, for the
benefit of the mother and/or the fetus, until termination of the pregnancy
is considered, from a medical point of view, to be favorable or more 



60  favorable, for the mother and/or the fetus. It should be. understood,
however, that in certain instances, for example where parturition has
already begun (i.e., the mother is experiencing uterine contractions
.especially  ear full term), that .administration of the aforesaid salts
may not maintain the pregnant state for an indefinite period of time.
Rather, in such instances, the pregnancy will, most probably, be slightly
"prolonged", a factor which may be advantageous to either the mother and/or
the fetus. 65    The aforesaid salts are also used as agents for delaying
the onset of, or for postponing, parturition. 4    0 022 529 As used in
this application, the phrase "to delay the onset of parturition" is
intended to cover that delay in parturition caused by the administration of
one of the aforesaid salts at any time before uterine muscle contractions
have begun. Thus, it is intended that the aforementioned phrase cover
abortion prevention early in pregnancy (i.e., before the fetus Is "viable")
as well as delaying premature 5 parturition, a term which sometimes is used
with reference to that premature labor experienced later in the pregnancy
which the fetus is considered to be "viable". In either case, the agents
are administered as prophylatic agents in that such administration tends to
prevent the onset 6f parturition. This administration is particularly
useful in the treatment of women having a history of spontaneous abortion,
miscarriage or premature delivery (i.e., delivery prior to full term). Such
administration is also to useful where there are clinical Indications that
the pregnancy might be terminated prior to that time considered favorable
to the mother and/or fetus. As used in this application, the phrase
"postponing parturition" is intended to cover that delay in parturition
caused by the administration of one of the aforesaid salts after uterine
muscle contraction have begun. The condition of the patient, including the
time within the gestation period when the 15 contractions have begun, the
severity of the contractions and how long the contractions have taken place
will affect the results achieved. For example, the effect can be to reduce
the intensity and/or the duration of the contractions (the actual act of
parturition being "prolonged"), or to stop the contrac- tions altogether.
In either case, the effect will be to prolong the gestation period
although, depending upon the condition of the patient as described above,
the effect may either be slight or, under 2o appropriate circumstances,
somewhat greater. Such administration may be to prevent spontaneous
abortion, to cause the delivery to be more easily accomplished and/or less
painful to the mother, or to occur at a more appropriate time and/or place.
With respect to animals, this treatment can also be utilized to synchronize
the deliveries from a group of pregnant animals to happen at or about the
same time, or to happen at or about a desired time .25 and/or place, when
the births can be handled with greater facility. In all cases,
administration should be consistent with best and/or accepted medical (or
veterinary) practices so as to maximize the benefits to the mother and the
fetus. For example, administration should not be continued so long past
full term that the fetus dies in utero. In the practice of this aspect of
the present invention, a therapeutically effective amount of one of 30 the
aforesaid salts or a pharmaceutical composition containing an aforesaid
salt is administered to the pregnant mammal via any of the usual and
acceptable methods known in the art. The salt can be administered either
singly or In combination with another compound or compounds, as defined
above, or other pharmaceutical agents, carriers, adjuvants, etc. Such
salt(s) or compositions can be administered orally or parenterally in the
doses and in the forms (including oral, vaginal' or uterine 35 tablets, or
suppositories, etc.) as set forth above regarding antiinflammatory, etc.
activities. Administration can be a singie daily dose or up to 3 or 4
smaller doses regularly given throughout the day. The actual amount of the
salt administered will, of course, depend on Its relative activity for this
particular utility. 40 Deseription of specific embodiments The following
specific description is given to enable those skilled In this art to more
clearly -understand and practice the present invention. It should not be
considered as a limitation upon the scope of the invention but merely as
being illustrative and representative thereof. 45 Preparation 1 18 G. of
D-glucose, 20 ml. of 70% ethylamine in water and 1 g. of Raney Nickel In
140 ml. of methanol and 30 ml. of water are treated with hydrogen at 160
psi for 2 hours at [err]. The solution is filtered to remove the catalyst,
the solvent concentrated at low pressure, the precipitate dissolved In 50
ml. of methanol, and the resultant solution filtered and cooled to give
15.5 g. of N-ethyl-D-glucamine so  [m.p. [err] (water)] as a precipitate.
Preparation 2 18 G. of D-glucose, 20 ml. of n-propylamine and 1 g. of Raney
Nickel in 140 ml. of methanol and 40 ml. of water are treated with hydrogen
at 160 psi for 2 hours at 600C. 40 MI. of water is added to 55  dissolve
the precipitate, the solution is filtered to remove the catalyst, the
solvent concentrated at low pressure, the residue dissolved'in 100 ml. of
methanol and the resultant solution cooled to give 14.6 g. of
N-n-propyl-D-glucamine [m.p. [err] (water)] as a precipitate. Preparation 3



60      9 G. of D-glucose is mixed with 9 g. of iso-propylamine for 2
hours, 5 ml. of ethanol is added and the mixture stirred overnight. The
excess isopropylamine and the ethanol are removed at low pressure the
residue is dissolved in 180 ml. of methanol and treated overnight at [err]
with 1 g. of 5% Palladium on charcoal and hydrogen (176 psi). The methanol
solution Is filtered to remove the catalyst, concentrated at low pressure,
and the resultant residue recrystallized from ethanol to give 5.7 g. of N-
65 isopropyl-D-glucamine [m.p [err] (water)]. 5    0 022 529 Preparation 4
18 G. of D-glucose is mixed with 21.9 g. of n-butylamine and 180 ml. of
methanol at reflux for one hour, the excess n-butylamine and the methanol
are removed at low pressure, and the residue is dissolved In 180 ml. of
methanol and treated overnight at [err] with 1.5 g. of 5% Palladium on
char- 5 coal and hydrogen (180 psi). The solution is filtered to remove the
catalyst, concentrated at low pressure, and the resultant residue
recrystallized from ethanol to give 13.3 g. of N-n-butyl-D-glucamine [m.p.
[err] (water)]. Preparation 5 10     18 G. of D-glucose, 22 g. of
iso-butylamine and 1 g. of Raney Nickel in 140 ml. of methanol and 40 ml.
of water are treated with hydrogen at 160 psi for 2 hours at [err]. The
solution is filtered to remove the catalyst, and stored overnight at [err]
to give a precipitate which is recovered by filtration. 6.6 G. of
N-iso-butyl-D-glucamine [m.p. [err] (dimethyl-sulfoxide) is obtained.
Preparation 6 18 G. of D-glucose, 9.9 g. of cyclohexylamine and 1 g. of
Raney Nickel in 140 ml. of methanol and 40 ml. of water are treated with
hydrogen at 160 psi for 2 hours at [err]. The solution is filtered to
remove the catalyst, and stored overnight at [err] to give a precipitate
which is recovered by 20 filtration. 2.35 G. of N-cyclohexyl-D-glucamine
[m.p. [err] (dimethyl- sulfoxide)] is obtained. Preparation 7 18 G. of
D-glucose, 25 ml. of n-octylamine and 1 g. of Raney Nickel in 140 ml of
methanol and 40 25 ml of water are treated with hydrogen at 160 psi for 3
hours at [err]. The reaction mixture is slurried with 300 ml. of
dichloromethane to dissolve most of the resultant' precipitate, filtered to
remove the catalyst, and concentrated at low pressure to give 9.2 g. of
N-n-octyl-D-glucamine [m.p. [err]; [err] (dimethylsulfoxide)]. 30
Preparation 8 18 G. of D-glucose, 18.5 g of n-dodecylamine and 1 g. of
Raney nickel in 140 ml. of methanol and 40 ml. of water are treated with
hydrogen at 160 psi for 2 hours at [err]. The solution is filtered to
remove the catalyst, and stored overnight at -100C. The precipitate (20:35
9.) which results is recovered by filtration. 10 G. of the latter and 1 g.
of Raney Nickel in 200 ml. of methanol are treated 35 overnight with
hydrogen at 180 psi at [err]. The reduction with hydrogen is then continued
for an additional 3.5 hours at 180 psi and [err]. The reaction mixture is
heated to dissolve a precipitate which results, and filtered to remove the
catalyst. The reaction mixture is cooled to room temperature, held at that
temperature for 2 hours, then filtered to give 4.59 g. of
N-n-dodecyl-D-glucamine [m.p. [err] (dimethylsulfoxide)]. 40 Preparation 9
18.0 G. of glucose and 27.0 g. of n-octadecylamine are stirred in 500 ml.
of methanol for approximately 60 hours. The precipitate which forms is
collected, washed with about 250 ml. of methanol and then dried under
vacuum (with a- slight nitrogen bleed) at about 530C to thereby afford 45
39.5 g. of collected material 2.0 G. of the latter is mixed with 0.5 g. of
5% pallacium on charcoal In 200 ml. of isopropanol and treated with
hydrogen (300 psi) overnight at 500C. The precipitate which results is
dissolved by heating the solvent The reaction mixturels filtered through
celite to remove the catalyst and cooled to give 1.5 g. of
N-n-octadecyl-D-glucamine (m.p. 124-1 126C). 0.4 G. of the latter is
dissolved In 20 ml. of heated isopropanol, filtered and cooled to give 0.36
g. of purified N-n- so octadecyl-D-glucamine [m.p. 123-126C., [err]
(pyridine)]. Preparation 10 18.0 G. of glucose and 10.1 g. of n-hexylamine
are stirred at room temperature in 145 ml. of methanol for approximately 60
hours. The reaction mixture is mixed with 1.0 g. of 5% palladium on 55
charcoal' and treated with hydrogen (100 psi) overnight at 45-50C. The
precipitate which forms is collected and redissolved- in 200 ml. of
methanol, filtered through celite to remove the catalyst, and cooled to
give 15.03 g. of N-n-hexyl-D-glucamine [m.p. [err]; [err]-18.6 (dimethyl-
sulfoxide)] as a precipitate. 60 Example 1 4.60 G. of
d,12-(6-methoxy-2-naphthyl)propionic acid Is heated with 1.01 g. of
triethylamine (0.5 



equivalent) in 35 ml. of isopropanol to about the reflux temperature of the
solvent to dissolve the d,12- (6-methoxy-2-naphthyl)propionic acid. 2.09 G
of N-ethyl-D-glucamine (0.5 equivalent) are added and the solution is
cooled to room temperature (i.e. about [err]) to give 4.42 g. of.a material
enriched 65 in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with
N-ethyl-D-glucamine (m.p. [err]).    0022 529 A sample of the latter is
dissolved in about 25 ml. of water heated to about [err], treated with
hydro- chloric acid until acidic at which time a material enriched in d
2-(6-methoxy-2-naphthyl)propionic acid precipitates out of solution and is
recovered by filtration [err](chloroform)). 1.00 G. of the material
enriched in the salt of d 2-(6-methoxy-2-naphthyl)-propionic acid with N- 5
ethyl-D-glucamine is dissolved in 19.5 ml. of isopropanol and 1.5 ml. of
water at about the reflux temperature of the solvent. The solution is
cooled to room temperature to give 0.65 g. of a recrystallized salt (m.p.
[err]). This material Is treated with hydrochloric acid as set forth above
in the preceding paragraph to give a material further enriched in d
2-(6-methoxy-2-naphthyl)propionic acid [err] (chloroform)). 10 Example 2
4.60 G. of d,12-(6-methoxy-2-naphthyl)propionic acid is heated with 1.01 g.
of triethylamine (0.5 equivalent) in 30 ml. of isopropanol and 1.5 ml of
water to about the reflux temperature of the solvent to dissolve the
d,12-(6-methoxy-2-naphthyl)propionic acid. 2.09 G. of N-ethyl-D-glucamine
are added 15 and the solution is cooled to room temperature to give 4.32 g.
of a material enriched in the salt of d 2- (6-methoxy-2-naphthyl)propionic
acid with N-ethyl-D-glucamine (m.p. [err]). A sample of the latter is
dissolved in about 25 ml. of water heated to about [err], treated with
hydrochloric acid until acidic at which time a material enriched in d
2-(6-methoxy-2-naphthyl)propionic acid precipitates out of solution and is
recovered by filtration [err]. 20      1.00 G. of the material enriched In
the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with N-
ethyl-D-glucamine is dissolved in 20 ml. of 5% aqueous isopropanol and 1.0
ml of water at about the reflux temperature of the solvent. The solution is
cooled to room temperature to give 0.70 g. of a first recrystallized
material (m.p. [err]). A sample of the latter is treated with hydrochloric
acid as set forth in the preceding paragraph to give a material further
enriched in d 2-(6-methoxy-2-naphthyl)- 25 propionic acid [err]. 0.50 G. of
the first recrystallized material from the preceding paragraph [i.e. the
material enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid
with N-ethyl-D-glucamine] is dissolved in 10 ml. of 5% aqueous isopropanol
and 0.5 ml. of water at about the reflux temperature of the solvent. The
solution is cooled to room temperature to give 0.43 g. of a second
recrystallized material (m.p. 169- 30  [err]). A sample of the latter is
treated with hydrochloric acid as set forth In the first paragraph of this
Example to give a material even further enriched in d
2-(6-methoxy-2-naphthyl)propionic acid [err] 0.33 G. of the second
recrystallized material from the preceding paragraph [i.e., the material
further enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid
with N-ethyl-D-glucamine] is 35 dissolved in 12 ml. of 5% aqueous
isopropanol and 1.0 ml. of water at about the reflux temperature of the
solvent. The solution is cooled to room temperature to give 0.27 g. of a
third recrystallized material. The latter is treated with hydrochloric acid
as set forth in the first paragraph of this Example to give sub- stantially
pure d 2-(6-methoxy-2-naphthyl)propionic acid [err]. 40 Example 3 2.30 G.
of d,12-(methoxy-2-naphthyl)propionic acid is heated with 0.5 g. of
triethylamine In 23 mL of denatured ethanol to about the -reflux
temperature of the solvent to dissolve the d,12-(6-
methoxy-2-naphthyl)propionic acid. 1.05 G. of N-ethyl-D-glucamine are
added,. and the solution is seeded with -a small amount of the salt of d 2-
6-methoxy-2-naphthyl)propionic acid with N-ethyl-D- 45 glucamine and then
cooled -to room temperature to give 1.95 g. of a material enriched in-the
salt of d 2- (6-methoxy-2-naphthyl)propionic acid with N-ethyl-D-glucamine
(m.p. [err]). A sample of the latter is dissolved in about 25 ml. of water
heated to about [err] treated with hydrochloric acid until acidic at which
time a material enriched in d 2-(6-methoxy-2-naphthyl)propionic acid
precipitates out of solution and is recovered by filtration [err]. so
1.0 G. of the material enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N- ethyl-D-glucamine is
dissolved in 15 ml. of the denatured ethanol at about the reflux
temperature of the solvent. The solution is slowly cooled, seeded with a
small amount of the salt of d 2-(6-methoxy-2- naphthyl)propionic -acid with
N-ethyl-D-glucamine, and then further cooled to room temperature to give,
after recovery by filtration, 0.65 g. of a material enriched in the salt of
d 2-(6-methoxy-2- 55  naphthyl)propionic acid with N-ethyl-D-glucamine
(m.p. [err]). A sample of the latter is dissolved in about 25 ml. of water
heated to about [err], treated with hydrochloric acid until acidic at which
time a material enriched in d 2-(6-methoxy-2-naphthyl)propionic acid
precipitates out of solution and is recovered by filtration [err]. 60
Example 4 



4.60 G. of dl 2-(6-methoxy-2-naphthyl)propionic acid is heated with 1.01 g.
of triethylamine (0.5 equivalent) in 35 ml. of isopropanol to about the
reflux temperature of the solvent to dissolve the d,l 2-
(6-methoxy-2-naphthyl)propionic acid. 2.23 G. of N-n-propyl-D-glucamine
(0.5 equivalent) are added A                and the solution is cooled to
room temperature to give 4.68 g. of a material enriched in the salt of d 2-
65 (6-methoxy-2-naphthyl)propionic -acid- with N-n-propyl-D-glucamine (m.p.
[err]). A sample of 7    0022529 the latter Is dissolved in about 25 ml. of
water heated to about [err], treated with hydrochloric acid until acidic at
which time a material enriched in d 2-(6-methoxy-2-naphthyl)propionic acid
precipitates out of solution and is recovered by filtration [err]. 1.00 G.
of the material enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic
acid with N-n- 5 propyl-D-glucamine is dissolved in. 19.5 ml. of
isopropanol and 2.5 ml. of water at about the reflux temperature of the
solvent. The solution is cooled to room  temperature to give 0.82 g. of a
recrystallized salt (m.p. [err]). This material is treated with
hydrochloric acid as set forth in the preceding paragraph to give
substantially pure d 2-(6-methoxy-2-naphthyl)propionic acid [err]. io
Example 5 4.60 G. of dl 2-(6-methoxy-2-naphthyl)propionic acid is heated
with 1.01 g. of triethylamine (0.5 equivalent) in 35 ml. of isopropanol to
about the reflux temperature of the solvent to dissolve the d.12-
(6-methoxy-2-naphthyl)propionic acid. 2.23 G. of N-iso-propyl-D-glucamine
(0.5 equivalent) are added and the solution is cooled to room temperature
give 4.43 g. of a material enriched in the salt of d 2-(6- 15
methoxy-2-naphthyl)propionic acid with N-iso-propyl-0-glucamine. A sample
of the latter is dissolved in about 25 ml. of water heated to about [err],
treated with hydrochloric acid until acidic at which time a material
enriched in d 2-(6-methoxy-2-naphthyl)propionic acid precipitates out of
solution and is recovered by filtration [err]. 1.00 G. of the material
enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with N- 20
isopropyl-D-glucamine is dissolved in 21 ml. of 5% aqueous isopropanol at
about the. reflux tempera- ture of the solvent. The solution is cooled to
room temperature to give 0.85 g. of a recrystallized salt. The latter is
treated with hydrochloric acid as set forth in the preceding paragraph to
give a material further enriched in d 2-(6-methoxy-2-naphthyl)propionic
acid [err]. 25'Example 6 4.60 G. of d,12-(6-methoxy-2-naphthyl)propionic
acid is heated with 1.01 g. of triethylamine (0.5 equivalent) in 30 ml. of
isopropanol and 1.5 ml of water to about the reflux temperature of the
solvent to dissolve the d,12-(6-methoxy-2-naphthyl)propionic acid. 2.23 G.
of N-iso-propyl-D-glucamine are added and the solution is cooled to room
temperature to give 4.38 g. of a material enriched in the salt 30 of d
2-(6-methoxy-2-naphthyl)propionic acid with N-iso-propyl-D-glucamine (m.p.
[err]). A sample of the latter is dissolved In about 25 ml. of water heated
to about [err], treated with hydro- chloric acid until acidic at which time
a material enriched in d 2-(6-methoxy-2-naphthyl)propionic acid
precipitates out of solution and is recovered by filtration [err]. 1.00 G.
of the material enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic
acid with N- 35  isopropyl-D-glucamine is dissolved in 20 ml. of 5% aqueous
isopropanol at about the reflux temperature of the solvent. The solution is
cooled to room temperature to give 0.76 g. of a first re- crystallized
material (m.p. [err]). A sample of the latter is treated with hydrochloric
acid as set forth in the preceding paragraph to give a material further
enriched in d 2-(6-methoxy-2-naphthylyl)- propionic acid ([err] + 43.0). 40
0.50 G. of the first recrystallized material from the preceding paragraph
[i.e. the material-enriched in the salt of d 2-
6-methoxy-2-naphthyl)propionic acid with N-isopropyl-D-glucamine] is
dissolved in 10 ml. of 5% aqueous isopropanol at about the reflux
temperature of the solvent. The solution is cooled to room temperature to
give 0.43g. of a second recrystallized material (m.p. [err]). A sample of
the latter is treated with hydrochloric acid as set forth in the first
paragraph of this Example to give a 45  material even further enriched in d
2-(6-methoxy-2-naphthyl)propionic acid [err]. 0.32 G. of the second
recrystallized material from the preceding paragraph [i.e. the material
further enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid
with N-isopropyl-D-glucamine] is dissolved in 10 ml. of 5% aqueous
isopropanol at about the reflux temperature of the solvent. The solution is
cooled to room temperature to give 0.29 g. of a third recrystallized
material (m.p. 153- 50 1 540C). The latter is treated with hydrochloric
acid-as set forth in the first paragraph of this Example to give a material
yet further enriched in d 2-(methoxy-2-naphthyl)propionic acid [err].
Example 7 55      4.60 G. of dl 2-(6-methoxy-2-naphthyl)propionic acid is
heated with 1.01 g. of triethylamine (0.5 equivalent) in 18 ml. of ethanol
to about the reflux temperature of the solvent to dissolve the d, 12-(6-
methoxy-2-naphthyl)propionic acid. 2.37 G. of N-n-butyl-D-glucamine and an
additional 18 ml. of ethanol are added and the solution is cooled to room
temperature to give 4.28 g. of a material enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n-butyl-D-glucamine (m.p.
155- 60  [err]). 1.0 G. of the latter Is dissolved in about 25 ml. of water
heated to about [err], treated with 



hydrochloric acid until acidic at which time a material enriched in d
2-(6-methoxy-2-naphthyl)- propionic acid precipitates out of solution and
is recovered by filtration [err] 3.0 G. of the material enriched in the
salt of d 2-(6-methoxy-2-naphthyl)propionic acid with N-n-
butyl-D-glucamine is dissolved in 48 ml. of ethanol and 1 ml. of water at
about the reflux temperature 65 of the solvent. The solution is cooled to
room temperature to give 2.64 g. of a recrystallized salt (m.p. 8    0 022
529 157.5- [err]). 1.0 G. of the latter is treated with hydrochloric acid
as set forth in the preceding para- graph to give substantially pure d
2-(6-methoxy-2-naphthyl)propionic acid [err]. Example 8 5     0.28 G. of
potassium hydroxide is dissolved in 18 ml of methanol, then 2.30 g. of d,l
2-(6- methoxy-2-naphthyl)propionic acid and 1.18 g. of
N-n-butyl-D-glucamine are added and the methanlic solution heated to about
the reflux temperature of the solvent to dissolve the dl 2-(6-
methoxy-2-naphthyl)propionic acid. The solution is slowly cooled, seeded
with a small amount of the salt of d 2-(6-methoxy-2-naphthyl)propionic acid
with N-n-butyl-D-glucamine, and then further cooled to 10 room temperature
to give, after recovery by filtration and washing, 1.18 g of a material
enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with
N-n-butyl-D-glucamine. The latter is dissolved in 15 ml of water heated to
about [err], treated with hydrochloric acid until acidic at which time 0.56
g of a material enriched in d 2-(6-methoxy-2-naphthyl)propionic acid
precipitates out of solution and is recovered by filtration [err]. 15
Example 9 2.30 G. of dl 2-(6-methoxy-2-naphthyl)propionic acid and 0.50 g.
of triethylamine (0.5 equivalent) are dissolved in 25 ml. of acetone. 1.19
G. of N-n-butyl-D-glucamine is heated in an additional 25 ml. of acetone to
[err] 3.5 Ml. of water in 0.5 ml. increments is added to solubilize the 20
N-n-butyl-D-glucamine. The N-n-butyl-D-glucamine solution is added to the
solution of d,l 2-(6- methoxy-2-naphthyl)propionic acid at [err] with
stirring, then cooled to room temperature to give 1.83 g. of a material
enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with
N-n-butyl-D- glucamine (m.p. [err]. A sample of the latter is dissolved in
about 25 ml. of water heated to about 800C. treated with hydrochloric acid
until acidic at which time a material enriched in d 2-(6- 25
methoxy-2-naphthyl)propionic acid precipitates out of solution and is
recovered by filtration [err]. Example 10 4.60 G. of
d,12-(6-methoxy-2-naphthyl)propionic acid is heated with 1.01 g. of
triethylamine (0.5 30 equivalent) in 40 ml. of isopropanol and 2.0 ml. of
water to about the reflux temperature of the solvent to dissolve the
d,12-(6-methoxy-2-naphthyl)propionic acid. 2.37 G. of
N-iso-butyl-D-glucamine are added and the solution Is cooled to room
temperature to give 4.53 g. of a material enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-iso-butyl-D-glucamine (m.p.
[err]). A sample of the latter is dissolved In about 25 ml. of water heated
to about [err], treated with hydro- 35 chloric acid until acidic at which
time a material enriched in d 2-(6-methoxy-2-naphthyl)propionic acid
precipitates out of solution and. Is recovered by filtration [err]. 1.00 G.
of the material enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic
acid with N- iso-butyl-D-glucamine Is dissolved In 20 ml. of 5% aqueous
isopropanol at about the reflux tempera- ture of the solvent. The solution
is cooled to room temperature to give 0.85 g. of a first recrystallized 40
material (m.p. [err]). A sample of the latter is treatedwith hydrochloric
acid-as set forth in the preceding paragraph to give a material further
enriched in d 2-(6-methoxy-2-naphthyl)propionic acid [err]. 0.80 G. of the
first recrystallized material from the preceding paragraph [i.e., the
material enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid
with N-iso-butyl-D-glucamine] is dissolved in 45 15 ml. of 5% aqueous
isopropanol at about the reflux temperature of the solvent. The solution is
cooled to room temperature to give 0.77 g. of a second recrystallized
material (m.p. [err]). A sample of the latter is treated with hydrochloric
acid as set forth in the first paragraph of this Example to give a material
even further enriched in d 2-(6-methoxy-2-naphthyl)propionic acid [err].
0.67 G. of the second recrystallized material from the preceding paragraph
[i.e., the material 50 further enriched in the salt of d
2-(6-methoxy-naphthyl)propionic acid with N-iso-butyl-D-glucamine] is
dissolved in 16 ml. of 5% aqueous isopropanol and 1.0 ml. of water at about
the reflux temperature of the solvent. The solution Is cooled to room
temperature to give 0.39 g. of a third recrystallized material (m p.
[err]). The latter is treated with hydrochloric acid as set forth in the
first paragraph of this Example to give a material yet further enriched in
d 2-(6-methoxy-2-naphthyl)propionic acid 55 ([err] + 54.3 ). Example 11
2.60 G. of d,12-(6-methoxy-2-naphthyl)propionic acid is heated with 0.50 g.
of triethylamine (0.5 equivalent) in 15 ml. of isopropanol and 0.5 ml of
water to about the reflux temperature of the solvent 



60 to dissolve the d,l 2-(6-methoxy-2-naphthyl)propionic acid. There Is an
immediate precipitate when 1.32 g. of N-cyclohexyl-D-glucamine
(0.5equivalent) is added to the heated solution. An additional 15 ml. of
isopropanol and 1.5 ml. of water are added and the mixture is heated to
about the reflux temperature of the solvent to dissolve the precipitate.
The solution is cooled to room temperature to give 2.24 g. of a material
enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with
N-cyclo- 65 hexyl-D-glucamine (m.p. [err]). A sample of the latter is
dissolved in about 25 ml. of water 9    0022529 heated to about [err],
treated with hydrochloric acid until acidic at which time a material
enriched in d 2-(6-methoxy-2-naphthyl)propionic acid precipitates out of
solution and is recovered by filtration [err]. 1.00 G. of the material
enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with N- 5
cyclohexyl-D-glucamine is dissolved in 20 ml. of 5% aqueous isopropanol at
about the reflux tempera- ture of the solvent. The solution is cooled
to.room temperature to give 0.79 g. of a first recrystallized material
(m.p: [err]). A sample of the latter is treated with hydrochloric acid as
set forth in the preceding paragraph to give a material further enriched in
d 2-(6-rnethoxy-2-naphthyl)propionic acid [err]. to     0.20 G. of the
first recrystallized material from the preceding paragraph [i.e. the
material enriched in the salt of d 2-(6-methoxy-2-naphthyl)proplonic acid
with N-cyclohexyl-D-glucamine] is dissolved in 4 ml. of 5% aqueous
isopropanol at about the reflux temperature of the solvent. The solution is
cooled to room temperature to give 0.18 g. of a second recrystallized
material (m.p. [err]). A sample of the latter is treated with hydrochloric
acid as set forth in the first paragraph of this Example to give a 15
material even further enriched in d 2-(6-methoxy-2-naphthyl)propionic acid
[err]. 0.15 G. of the second recrystallized material from the preceding
paragraph [i.e. the material further enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-cyclohexyl-D- glucaminel is
dissolved in 5 ml. of 5% aqueous isopropanol at about the reflux
temperature of the solvent. The solution is cooled to room temperature to
give 0.13 g. of a third recrystallized material 20 (m.p. [err]). The latter
is treated with hydrochloric acid as set forth in the first paragraph of
this Example to give substantially pured d
2-(6-methoxy-2-naphthyl)propionic acid [err]. Example 12 4.60 G. of
d,12-(6-methoxy-2-naphthyl)propionic acid is heated with 1.01 g of
triethylamine (0.5 25 equivalent) in 30 ml. of isopropanol and 1.5 ml. of
water to about the reflux temperature of the solvent to dissolve the d,l
2-(6-methoxy-2-naphthyl)propionic acid. 2.93 G. of N-n-octyl-D-glucamine
(0.5 equivalent) are added and the solution is cooled to room temperature
to give 4.42 g. of a material enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n-octyl-D-glucamine (m.p.
[err]). A sample of the latter is dissolved in about 25 ml. of water heated
to about [err], 30 treated with hydrochloric acid until acidic at which
time a material enriched in d 2-(6-methoxy-2- naphthyl)propionic acid
precipitates out of solution and is recovered by filtration [err]. 1.00 G.
of the material enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic
acid with N-n- octyl-D-glucamine is dissolved in 9.5 ml. of isopropanol and
0.5 -ml. of water at about the reflux temperature of the solvent. The
solution Is cooled to room temperature to give 0.85 g. of a 35
recrystallized salt (m.p. 140-141 C). This material is treated with
hydrochloric acid as set forth in the preceding paragraph to give
substantially pure d 2-(6-methoxy-2-naphthyl)propionic acid [err]. Example
13 0.10 G. of the material enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n- 40 octyi-D-glucamine from
the first paragraph of Example 12 and 0.3 g. of potassium hydroxide in 25
ml. of water are stirred for one hour at room temperature. The precipitate
is removed by filtration. The filtrate is treated with hydrochloric acid
until acidic at which time a material enriched in d 2-(6-
methoxy-2-naphthyl)propionic acid precipitates out of solution and is
recovered by filtration [err]. 45 Example 14 2.30 G. of
d,12-(6-methoxy-2-naphthyl)propionic acid is heated with 0.50 g. of
triethylamine (0.5 equivalent) in 30 ml. of ethylene glycol to 900C to
dissolve the d,12-(6-methoxy-2-naphthyl)propionic acid. 1.47 G. of
N-n-octyl-D-glucamine are added and the solution is cooled to [err] and
seeded with 50 crystals of the salt of d 2-(6-methoxy-2-naphthyl)propionic
acid with N-n-octyl-D-glucamine. The reaction mixture is stirred overnight
at room temperature to give 1.47 g. of a material enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n-octyl-D-glucamine (m.p.
115-1220-C). A sample of the latter is dissolved in about 25 ml. of water
heated to about [err], treated with hydro- chloric acid until acidic at
which time a material enriched In d 2-(6-methoxy-2-naphthyl)propionic acid
precipitates out of solution and is recovered by filtration [err]. Example
15 2.30 G. of dl 2-(6-methoxy-2-naphthyl)propionic acid is heated with 0.50
g. of triethylamine (0.5 



equivalent) in 15 ml. of isopropanol and 0.75 ml. of water to about the
reflux temperature of the solvent 60 to dissolve the
d,12-(6-methoxy-2-naphthyl)propionic acid. 1.75 G. N-n-dodecyl-D-glucamine
(0.5 equivalent) are added and the solution is cooled to room temperature
to give 2.50 g. of a material enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n-dodecyl-D-glucamine (m.p.
[err]. A sample of the latter Is suspended in about 25 ml. of water at room
temperature in the presence of 300 mg. of potassium hydroxide and held at-
that temperature for 60 minutes. The 65 precipitate is removed by
filtration. The filtrate is treated with hydrochloric acid until acidic at
which 10    0022 529 time a material enriched in d
2-(6-methoxy-2-naphthyl)propionic acid precipitates out of solution and is
recovered by filtration [err]. 1.00 G. of the material enriched in the salt
of d 2-(6-methoxy-2-naphthyl)propionic acid with N-n- dodecyl-D-glucamine
is dissolved in 20 ml. of 5% aqueous isopropanol at about the reflux
temperature 5 of the solvent. The solution is cooled to room temperature to
give 0.88 g. of a first recrystallized material (m.p. [err]. A sample of
the latter is treated with potassium hydroxide then hydro- chloric acid as
set forth in the preceding paragraph to give a material also enriched In d
2-(6-methoxy- 2-naphthyl)propionic acid [err]. 0.62 G. of the first
recrystallized material from the preceding paragraph [i.e. the material
also 10 enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid
with N-n-dodecyl-D-glucaminel is dissolved in 15 ml. of 5% aqueous
isopropanol at about the reflux temperature of the solvent. The solution is
cooled to room temperature to give 0.59 g. of a second recrystallized
material (m.p. 135- [err]. 0.51 G. of the second recrystallized material
from the preceding paragraph [i.e., the material 15 further enriched in the
salt of d 2-(6-methoxy-2-naphthyl)propionic acid with N-n-dodecyl-D-
glucamine] is dissolved in 10 ml. of 5% aqueous isopropanol at about the
reflux temperature of the solvent. The solution is cooled to room
temperature to give 0.43 g. of a third recrystallized material (m.p.
[err]). The latter is treated with potassium hydroxide then hydrochloric
acid as set forth in the first paragraph of this Example to give a material
yet further enriched in d 2-(6-methoxy-2- 20 naphthyl)propionic acid [err].
Example 16 1.15 G. of d,12-(6-methoxy-2-naphthyl)propionic acid is heated
with 0.25 g. of triethylamine (0.5 equivalent) in 10 ml. of isopropanol to
about the reflux temperature of the solvent to dissolve the d,l 2- 25
(6-methoxy-2-naphthyl)propionic acid. 1.09 G. of N-n-octadecyl-D-glucamine
(0.5 equivalent) are added, and the solution filtered while hot to remove
some turbidity, cooled slightly, then seeded with a small amount of the
salt of d 2-(6-methoxy-2-naphthyl)propionic acid with
N-n-octadecyl-D-glucamine, and then cooled to room temperature to give 1.55
g. of a material enriched in the salt of d 2-(6-
methoxy-2-naphthyl)propionic acid with N-n-octadecyl-D-glucamine. (m.p.
[err]). A sample of 30 the latter is suspended in about 25 ml. of water at
room temperature in the presence of 300 mg. of potassium hydroxide and held
at that temperature for 60 minutes. The precipitate is removed by filtra-
tion. The filtrate is treated with hydrochloric acid until acidic at which
time a material enriched in d 2- (6-methoxy-2-naphthyl)propionic acid
precipitates out of solution and is recovered by filtration [err]. 35
1.0 G. of the material enriched, In the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n- octadecyl-D-glucamine is
stirred in 10 ml. of isopropanol at about the reflux temperature of the
solvent. The solution is cooled to room temperature over two hours to give
0.95 g. of a first recrystallized material (m p. [err]). A sample of the
latter is treated with potassium hydroxide then hydro- chloric acid as set
forth in the preceding paragraph to give a material further enriched in d
2-(6- 40  methoxy-2-naphthyl)propionic acid [err]. Example 17 100 Mg. of
the sodium salt of d,12-(6-methoxy-2-naphthyl)propionic acid is heated with
100 mg. of the hydrochloric salt of N-n-butyl-D-glucamine in 2 ml. of 5%
aqueous isopropanol to about the 45 reflux temperature of the solvent. The
reaction mixture is slowly cooled, seeded with a small amount of the salt
of d 2-(6-methoxy-Z-naphthyl)propionic acid with N-n-butyl-glucamine, and
then further cooled to room temperature to give, after recovery by
filtration and washing, 1.10 g. of a material enriched in the salt of d
246-methoxy-2-naphthyl)propionic acid with N-n-butyl-D-glucamine (m.p.
[err]. A sample of the latter is dissolved in water, and treated with
hydrochloric acid until 50 acidic at which time a material enriched in d
2-(6-methoxy-2-naphthyl)propionic acid precipitates out of solution and is
recovered by filtration [err]. Example 18 The solubilities of the
diastereoisomeric salt pairs of d 2-(methoxy-2-naphthyl)propionic acid and
I 55 2-(6-methoxy-2-naphthyl)propionic acid with various N-R-D-glucamines
In methanol at room temperature and at reflux are given in the following
Table: 60 



65 11    0022529 TABLE 1 Solubility in MeOH (g11 00 ml. of solvent d
2-(6-methoxy-            I 2-(6-methoxy- 5
2-naphthyl)propionic       2-naphthylpropionic acid with
acid with N-R-D-glucamine            N-R-D-glucamine R             [err]
reflux        [err]          reflux to         ethyl              0.83
5.1 n-propyl          0.31          1.7           6.8 iso-propyl        2.3
6.4            6.7          95 n-butyl           1.3           9.2
5.0          90. iso-butyl         1.2                        10.8 15
cyclohexyl         2.1                        23.1 n-octyl           1.8
21.1          21.7 n-dodecyl         0.32                         8.7
Example 19 20     2.30 G. of d,12-(6-methoxy-2-naphthyl)propionic acid is
heated with 0.45 g. of triethylamine (0.45 equivalent) in 40 ml. of
isopropanol and 1-.0 ml. of water to about [err] to dissolve the d,l 2-16-
methoxy-2-naphthyl)propionic acid. 1.46 G. of N-n-hexyl-D-glucamine (0.55
equivalent) is added and the solution is cooled to room temperature to give
2.48 g. of a material enriched in the salt of d 2-(6-
methoxy-2-naphthyl)propionic acid with N-n-hexyl-D-glucamine (m.p. [err]).
A sample of the 25 latter is suspended in about 25 ml. of water at room
temperature, acidified with hydrochloric acid and stirred at that
temperature for about 60 minutes. The resultant precipitate, a material
enriched in d 2- (6-methoxy-2-naphthyl)propionic acid, is recovered by
filtration [err]. 1.00 G. of the material enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n- hexyl-D-glucamine is
dissolved in 10 ml. of 5% aqueous isopropanol at about the reflux
temperature of 30 the solvent The solution is cooled to room temperature to
give 0.75 g. of a first recrystallized salt (m.p. 130-131C). The material
is treated with hydrochloric acid as set forth in the preceding paragraph
to give substantially pure d 2-(6-methoxy-2-naphthyl)propionic acid [err].
Example 20 35      1.00 G. of the material enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n- hexyl-D-glucamine from the
first paragraph of Example 19 is suspended in 10 ml. of water. 0.15 G. of
potassium hydroxide ire added and the mixture stirred at room temperature
for 1.5 hours. The resultant precipitate is collected, washed with 5 ml. of
water, and dried to give 0.38 g. of N-n-hexyl-D-glucamine (m.p. [err]). D
2-(6-methoxy-2-naphthyl)propionic acid is recovered from the filtrate by 40
treatment with hydrochloric acid as set forth in the first paragraph of
Example 19. Example 21 1.00 G. of the material enriched in the- salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n- hexyl-D-glucamine from the
first paragraph of Example' 19 is suspended in 8 ml. of water. 0.15 G. of
45 potassium hydroxide are added and the mixture stirred at room
temperature for 45 minutes. The resultant precipitate is collected, washed
with 2 ml. of water, and dried under vacuum (with a slight nitrogen bleed)
at 45C to give 0.47 g. of N-n-hexyl-D-glucamine (m.p. 122-124C). D 2-(6-
methoxy-2-naphthyl)propionic acid is recovered from the filtrate by
treatment with hydrochloric acid as set in the first paragraph of Example
19. 50 Example 22 2.30 G. of d,l 2-(6-methoxy-2-naphthyl)propionic acid is
heated with 1.46 g. of N-n-hexyl-D- glucamine (0.55 equivalent) in 15 ml.
of water to about 80C. 0.17 G. of potassium hydroxide (0.45 equivalent) are
added and the pH of the solution adjusted to 8 with potassium carbonate.
The solution 65 is seeded with a small amount of the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n-hexyl- D-glucamine and
cooled to give 1.25 g. of a material enriched in the salt of d
2-(6-methoxy-2- naphthyl)propionic acid with N-n-hexyl-D-glucamine (m.p.
125-127C). Example 23 60     4.60 G. of d,l
2-(6-methoxy-2-naphthyl)propionic acid is heated with 0.91 g. of
triethylamine (0.45 equivalent) in 60 ml. of isopropanol to about the
reflux temperature of the solvent to dissolve the
d,12-(6-methoxy-2-naphthyl)propionic acid. 3.22 G. of N-n-octyl-D-glucamine
(0.55 equivalent) are added, the solution is cooled slightly and then
seeded with a small amount of the salt of d 2-(6-
methoxy-2-naphthyl)propionic acid with N-n-octyl-D-glucamine to give a
precipitate. The reaction 65 mixture is aged at 60C for. 1.5 hours, then
cooled overnight to room temperature to give. after 



12    0022 529 washing with 20 ml. of isopropanol. 4.9 g. of a material
enriched in the salt of d 2-(6-methoxy-2- naphthyl)propionic acid with
N-n-octyl-D-glucamine (m.p. [err]). A sample of the latter is suspended in
about 25 ml. of water at room temperature in the presence of 300 mg. of
potassium hydroxide and held at that temperature for about 60 minutes. The
resultant precipitate is removed by 5 filtration. The filtrate is treated
with hydrochloric acid until acidic at which time a material enriched in d
2-(6-methoxy-2-naphthyl)propionic acid precipitates out of solution and is
recovered by filtration [err] Example 24 10     4.60 G. of d,l
2-(6-methoxy-2-naphthyl)propionic acid is slurried with 25 ml. of water and
0.60 g. of potassium hydroxide (0.45 equivalent) at [err] for 10 minutes.
3.22 G. of N-n-octyl-D-glucamine (0.55 equivalent) are added and the
solution is cooled slowly to [err]. A small amount of the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n-octyl-D-glucamine is added
and the solution cooled overnight, with stirring, to room temperature to
give, after recovery by filtration, 4.0 g. of a material 15 enriched in the
salt of d 2-(6-methoxy-2-naphthyl)propionic acid with N-n-octyl-D-glucamine
(m.p. [err]). A sample of the latter is suspended in about 25 ml. of water
at room temperature in the presence of 300 mg. of potassium hydroxide and
held at that temperature for about 60 minutes. The resultant precipitate is
removed by filtration. The filtrate is treated with hydrochloric acid until
acidic at which time a material enriched in d
2-(6-methoxy-2-naphthyl)propionic acid precipitates out of solution 20 and
is recovered by filtration [err]. Example 25 The procedure of Example 24 is
repeated using 20 ml. of water to yield 4.05 g. of a material enriched in
the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with
N-n-octyl-D-glucamine (m.p. 25 [err]). The latter is treated with potassium
hydroxide then hydrochloric acid as set forth in Example 24 to give a
material enriched in d 2-(6-methoxy-2-naphthyl)propionic acid [err].
Example 26 The procedure of Example 24 is repeated using. 15 ml. of water
to yield 4.45 g. of a material 30 enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n-octyl-D-glucamine (m.p.
[err]. The latter is treated with potassium hydroxide then hydrochloric
acid as set forth in Example 24 to give a material enriched in d
2-(6-methoxy-2-naphthyl)propionic acid [err]. Example 27 35      44.5 G. of
a material enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid
with N-n- octyl-D-glucamine is treated with 6.2 g. of potassium hydroxide
in 445 ml. of water. The reaction mixture is stirred at [err] for 2 hours,
then cooled slowly to 36C, with stirring, over one additional hour. The
reaction mixture is held at room temperature for about 60 hours. The
resultant precipitate is collected by filtration and washed with 150 ml. of
water to give 24.6 40 g. (99%. of theory) of N-n-octyl-D-glucamine (m.p.
[err]). The filtrate is treated with 12 ml. of concentrated hydrochloric
acid to give a fine, thick precipitate. This precipitate is aged, with
stirring, with an additional 350 ml. of water, then filtered, washed with
water and dried at [err] to give 19.4 g. (99% of theory) of d
2-(6-methoxy-2-naphthyl)propionic acid (m.p. [err]). Example 28 2.30 G. of
d,l 2-(6-methoxy-2-naphthyl)propionic acid is heated in 27.3 ml. of
isopropanol and 2.7 ml. of water to about the reflux temperature of the
solvent to dissolve the d,12-(6-methoxy-2- naphthyl)propionic acid. 2.93 G.
of N-n-octyl-D-glucamine (1.0 equivalent) are added and the solution 50 is
cooled to room temperature to give, after washing with 2 ml. of aqueous
isopropanol, 2.57 g. of a material enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-n-octyl-D-glucamine (m.p.
[err]). A sample of the latter is suspended in about 25 ml. of water at
room temperature in the presence of 300 mg. of potassium hydroxide and held
at that temperature for about 60 minutes. The resultant precipitate is
removed by filtration. The filtrate is treated with hydrochloric 55  acid
until acidic at which time a material enriched in d
2-(6-methoxy-2-naphthyl)propionic acid precipitates out of solution and is
recovered by filtration [err]. Example 29 2.0 Kg of
d,12-(6-methoxy-2-naphthyl)propionic acid is added to a mixture of 9.08 1.
of methanol 60 and 0.92 . of toluene. This mixture is heated to [err] and
2.54 kg of N-n-octyl-D-glucamine is added. The slurry is heated to refluxat
which temperature all solids are in solution. The mixture is cooled to
[err] and 2.5 g. of the salt of d 2-(6-methoxy-2-naphthyl)propionic acid
with N-n-octyl-D-glucamine is added. After aging at [err]. for one hour,
the slurry is cooled to [err] at a rate of [err]. 3.0 Kg. of a wet cake of
the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with
N-n-octyl-D-glucamine 65 is recovered by filtration and washed with 6.0 I.
of methanol. 13  



0022529 The wet cake from the preceding step is charged to a mixture of
11.0 I. of water and 0.25 I. of hexane and heated to [err] 300 G. of
potassium hydroxide is added and the mixture is held for one hour at [err].
The slurry is cooled to 25C at a rate of [err]. The precipitated
N-n-octyl-D- glucamine is filtered, washed with 3 1. of water and dried
(yield: .1.11 kg.) 5     The combined filtrate and washes from the
preceding step are added to 100 ml. of toluene and 420 ml. of concentrated
hydrochloric acid (to a pH of less than 1.0). The slurry is heated to
[err], aged for one hour and cooled to [err] at a rate of [err]. The
precipitated 2-(6-methoxy-2-naphthyl)- propionic acid is recovered by
filtration and washed with 2.0 1. of water. This material is of sufficient
purity that further recrystallizations to Increase the optical purity
thereof are not necessary. to     The d 2-(6-methoxy-2-naphthyl)propionic
acid is dissolved in 4.40 1. of acetone and 22.5 g of carbon are added. The
solution is stirred for one hour, then filtered. The filter is washed with
2.0 1. ot acetone. The combined filtrate and washes are concentrated under
vacuum to a volume of about 1.0 1. and a solution of 60 ml. of concentrated
hydrochloric acid in 400 ml. of water is added, followed by a further
addition of 5.3 I. of water. The slurry is aged for one hour at [err] and
the precipitated d 2-(6- 15 methoxy-2-naphthyl)propionic acid recovered by
filtration, washed with 5.0 I. of water and dried (yield 838.0 grams; 41.9%
w/w based on d,l 2-(6-methoxy-2-naphthyl)propionic acid charged; m.p.
153.5- [err]). This recrystallization is solely for the purposes of
removing extraneous in- soluble material, if any, and improving the color
of the precipitated product. The filtrates and washes from the preceding
step are combined and distilled to a volume of 5.5 1. 20 Distillation is
continued, with water being added to maintain the volume at 5.5 I. When all
the methanol had distilled off, 1 l. of water is added, followed by the
addition of 334 g. of potassium hydroxide. The mixture is cooled to [err],
seeded with a small amount of N-n-octyl-D-glucamine and cooled to [err].
The precipitated N-n-octyl-D-glucamine is recovered by filtration, washed
with one 1. of water, followed by a second wash with 4 1. of water, and
then dried (yield: 1.31 kg). Overall N-n-octyl-D-glucamine 25 recovery
(i.e., in this step and from the step in the second paragraph of this
Example) is 2.42 kg. (95.2%). 431 G. of potassium hydroxide is charged to
the combined filtrates and first wash from the preceding step and the
mixture is heated to 130C. The solution is cooled to [err] under 30 psi
over three hours and 130 ml. of toluene are added, followed by the addition
of 1.4 I. of concentrated hydro- 30 chloric acid. The slurry is heated to
80C, aged for one hour at that temperature, and cooled to 25C at a rate of
[err]. The precipitated d,l 2-(6-methoxy-2-naphthyl)propionic acid is
recovered by filtra- tion, washed with 10 1. of water and dried [yield:
1122 g. (56.1%)]. Preparation 11 35    'A mixture of 9.0 g. of D-glucose
and 6.0 g. of cyclopropylamine in 200 ml. of methanol is stirred at [err]
under nitrogen for about 24 hours. An additional 6.0 g. of cyclopropylamine
is added to the mixture which Is then stirred for an additional 2 1/2 days.
The methanol is stripped out and the resultant precipitate is slurried with
50 ml. of ethylacetate. The precipitate is collected and washed with an
additional 50 ml. of ethylacetate. 40     1.0 G. of the latter is dissolved
in 25 ml. of methanol and treated for about 18 hours with 2.00 g. of
platinum on charcoal and hydrogen (30 psi) at room temperature. The
solution is filtered to remove the catalyst, concentrated to a low volume,
and stored at [err]. The methanol is replaced with iso- propanol and the
solution stored at [err] to give 0.2 g. of a material which includes
N-cyclopropyl-D- glucamine (m.p. [err]). The latter is dissolved in 5 ml.
of isopropanol, heated and filtered to remove insoluble material. The
solution is concentrated to about 1-2 ml. and seeded with a very minor
amount of the material prepared in the preceding paragraph to give 0.13 g.
of a recrystallized material containing N-cyclo- propyl-D-glucamine (m.p.
127-[err]; nmr spectrum in dimethylsulfoxide relative to tetramethyl-
silane [ppm[err]]: 0.2-0.4 (multiplet, cyclopropyl), 0.75-0.95 (triplet,
[err]), 1.25-1.6 (multiplet, 50  [err]), 2.0-2.1 (multiplet, cyclopropyl
proton a to N atom), 2.35-2.7 (multiplet, methylene protons a to N atom),
3.1-3.6 (multiplet), protons on glucose side chain) and 4.0-4.6 (broad
absorption band, 5 OH); [err] (in water). Preparation 1.2 55     1.0 G. of
the material prepared according to the first paragraph of Preparation 11 is
dissolved in 20 ml. of methanol and treated for about 24 hours with 1 g. of
5% platinum on charcoal and hydrogen (1 atm.). An additional 1.0 g. of 5%
platinum on charcoal is added and the reaction continued for about 24 hours
more, The solution is filtered to remove the catalyst, and 1.0 g. of d
2-(6-methoxy-2- naphthyl)propionic acid is added to give 0.72 g of an
insoluble salt which is recrystallized from 7 ml of 60  isopropanol and 1
ml. of water. 0.61 G. of a recrystallized material is collected and washed
with 3 ml. of isopropanol to give the N-cyclopropyl-D-glucamine salt of d
2-(6-methoxy-2-naphthyl)propionic acid (m.p. [err]). Preparation 13 65
9.0 G. of D-glucose and 6.36 g. of cyclooctylamine in 3 ml. of acetic acid
and 200 ml. of methanol 14 



14    0 022 529 is treated for about 24 hours at [err] with 1.0 g of 5%
platinum on charcoal and hydrogen (120 psi). The temperature is raised to
[err] and the reaction continued for 8 additional hours. After standing
overnight, the solution is filtered to remove the catalyst and washed with
1 00 ml. of methanol. 300 Ml. of water and 4 g. of potassium hydroxide is
added and the solution concentrated to give a precipitate which is
collected and washed with water. The precipitate is dissolved in 50 ml. of
methanol, filtered with charcoal and washed with 50 ml. of methanol. 100
Ml. of ethylacetate is added and the solution concentrated to a low volume
and cooled t6 give, after collection and washing with 50 ml. of ethyl
acetate, 4.66 g. of N-cyclooctyl-D- glucamine [m.p. [err]
(dimethylsulfoxide)]. Example 30 0.16 G. of
d,12-(6-methoxy-2-naphthyl)propionic acid is heated with 0.08 g. of the
N-cyclo- propyl-D-glucamine from Preparation 11 in 1.6 ml. of 5% aqueous
isopropanol to about the reflux temperature of the solvent to dissolve the
d,l 2-(6-methoxy-2-naphthyl)propionic acid. The solution is cooled to room
temperature to give a material enriched in the salt of d
2-(6-methoxy-2-naphthyl)- propionic acid with N-cyclopropyl-D-glucamine
(m.p. [err]). A sample of the latter is dissolved in about 25 ml. of water
and treated with hydrochloric acid until acidic at which time a material
enriched in d 2-(6-methoxy-2-naphthyl)propionic acid precipitates out of
solution and is recovered by filtration [err]. 20 Example 31 2.30 G. of d,l
2-(6-methoxy-2-naphthyl)propionic acid is heated in 31.5 ml. of isopropanol
and 3.0 ml. of water to about the reflux temperature of the solvent to
dissolve the d,12-(6-methoxy-2- naphthyl)propionic acid. 1.46 G. of
N-cyclooctyl-D-glucamine is added and the solution is cooled to 15 room
temperature to give 1.98 g. of a material enriched in the salt of d
2-(6-methoxy-2-naphthyl)- propionic acid with N-cyclooctyl-D-glucamine
(m.p. [err]). A sample of the latter is dissolved in about 25 ml. of
aqueous potassium hydroxide and treated with hydrochloric acid until acidic
at which time a material enriched in d 2-(6-methoxy-2-naphthyl)propionic
acid precipitates out of solution and is recovered by filtration [err]. 30
1.86 G. of the material enriched in the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N- cyclooctyl-D-glucamine is
dissolved in 40 ml. of 10% aqueous isopropanol at about the reflux
temperature of the solvent. The solution is cooled to room temperature to
give 1.19 g. of a first re- crystallized material (m.p. [err]). A sample of
the latter is treated with hydrochloric acid as set forth in the preceding
paragraph to give a material further enriched in' d
2-(6-methoxy-2-naphthyl)- 35 propionic acid ([err] + 47.0). 1.11 G. of the
first recrystallized material from the preceding paragraph is dissolved in
25 ml. of 10% aqueous isopropanol at about the reflux temperature of the
solvent. The solution is cooled to room temperature to give 0.89 g. of a
second recrystallized material (m.p. [err]). A sample of the latter is
treated with hydrochloric acid as set forth in the first paragraph of this
Example to give a 40 material even further enriched in d
2-(6-methoxy-2-naphthyl)propionic acid [err]. Example 32 The
anti-inflammatory activity of each of the compounds listed below is
compared with the activity of phenylbutazone by means of the
carrageenin-induced rat paw inflammation test described 45 below. Test for
anti-inflammatory activity utilizing carrageenin-induced paw inflammation
in the rat Materials and methods-Female rats weighing 80-90 grams are used.
The test materials are given at hour 0 orally by gavage in 1 ml. aqueous
vehicle. At hour 1, 0.05 ml. of a 1% solution (in 0.9% 50  NaCl) of
carrageenin is injected into the right hand paw. This injection causes an
inflammation of the paw. The rats are sacrificed -at hour 4, at which time
both hind paws are removed and weighed separately. End point: % increase in
paw size calculated as follows: 60 65 15    The results of these tests are
summarized in the following table: Oral anti-inflammatory activity (on a
molar equivalent basis) 5                  Compound
(phenylbutazone=1) The N-ethyl-D-glucamine                    17 



salt of d 2-(6-methoxy-2- naphthyl)propionic acid 10 The
N-n-propyl-D-glucamine                 20 salt of d 2-(6-methoxy-2-
naphthyl)propionic acid 15          The N-n-butyl-D-glucamine
5 salt of d 2-(6-methoxy-2- naphthyl)propionic acid The
N-n-octyl-D-glucamine                  17 20             salt of d
2-(6-methoxy-2- naphthyl)propionic acid The N-n-octadecyl-D-glucamine
7 salt of d 2-(6-methoxy-2- 25             naphthyl)propionic acid The
N-cyclohexyl-D-glucamine                11 salt of d 2-(6-methoxy-2-
naphthyl)propionic acid 30 Example 33 The carrageenin-induced rat paw
inflammation test described In Exampel 32 above is repeated using the
N-cyclopropyl-D-glucamine salt of d 2-(6-methoxy-2-naphthyl)propionic acid
and the N- 35 cyclooctyl-D-glucamine salt of d
2-(6-methoxy-2-naphthyl)propionic acid as the test materials. The results
of this test are summarized in the following table: Oral anti-inflammatory
activity (on a molar equivalent basis) 40                 'Compound
(phenylbutazone=1) N-cyclopropyl-D-glucamine
9 salt of d 2-(6-methoxy-2- naphthyl)propionic acid 45
N-cyclooctyl-D-glucamine                                20 salt of d
2-(6-methoxy-2- naphthyl)propionic acid so Example 34 Protocol: The test
material is suspended in an aqueous carboxymethyl cellulose suspending -
vehicle. Concentrations are adjusted so that doses can be given In volumes
of 20 ml./kg. of body weight. Four groups (comprising six Swiss-Webster
male mice in each group) of mice are used. A single 55 oral dose, by
stomach tube, per kilogram of body weight, of either 750 mg., 1500 mg., or
3000 mg. of N-cyclohexyl-D-glucamine salt of d
2-(6-methoxy-2-naphthyl)propionic acid Is administered to the mice. (The
fourth group is used as a control.) After administration the mice are
observed daily for 21 days. Using the above protocol, it is determined that
the acute oral [err] of the N-cyclohexyl-D- 60 glucamine salt of d
2-(6-methoxy-2-naphthyl)propionic acid Is greater than 3000 mg/kg. Example
35 The protocol described in Example 34 is repeated using the
N-n-octyl-D-glucamine salt of d 2-(6- methoxy-2-naphthyl)propionic acid as
the test material. It is determined that the acute oral [err] of the 65
above material is greater than 3000 mg./kg. 16    0022 529 Example 36
Ingredients                            Quantity per tablet, mgs. 5
N-n-octyl-D-glucamine                               100 salt of d
2-(6-methoxy-2- naphthyl)propionic acid cornstarch (paste)
20 magnesium stearate                                 0.5 10
lactose                                             to 300 The above
ingredients are thoroughly mixed and pressed into single scored tablets.
Example 37 15 Ingredients                            Quantity per tablet,
mgs. 



N-n-octyl-D-glucamine                              125 salt of d
2-(6-methoxy-2- 20                naphthyl)propionic acid cornstarch
30 magnesium stearate                                 0.5
polyvinylpyrrolidone                               25 lactose
to 350 25 The above ingredients are thoroughly mixed and pressed into
single scored tablets. Claims 30      1. A process for separating d
2-(6-methoxy-2-naphthyl)propionic acid from a mixture of d and 1 2-
(6-methoxy-2-naphthyl)propionic acid or salts thereof comprising: preparing
a mixture of d and I 2-(6-methoxy-2-naphthyl)propionic acid or soluble
salts thereof and N-R-D-glucamine or salt thereof, where R is alkyl having
2 to 36 carbon atoms or cycloalkyl having 3 to 8 carbonatoms, In an inert
solvent to form the salts of d and I 2-(6-methoxy-2-naphthyl)propionic acid
35 with N-R-D-glucamine, the salt of d 2-(6-methoxy-2-naphthyl)propionic
acid with the N-R-D-glucamine being significantly less soluble in the inert
solvent than Is the salt of I 2-(6-methoxy-2-naphthyl)- propionic acid with
the N-R-D-glucamine at the temperature of crystallization; and
crystallizing the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with
N-R-D-glucamine from said-mixture to yield a salt product enriched in the
salt of d 2-(6-methoxy-2-naphthyl)propionic acid 40 with N-R-D-glucamine;
and optionally: (a) dissolving said crystalline salt product enriched In
the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with N-R-D-glucamine
in an Inert solvent therefor, cleaving said salt to yield d 2-(6-methoxy-
2-naphthyl)propionic acid, and crystallizing substantially pure d
2-(6-methoxy-2-naphthyl)- propionic acid from said inert solvent; and
further optionally. 45 (b) preparing a pharmaceutically acceptable salt of
said d 2-(6-methoxy-2-naphthyl)propionic acid. 2. The process of Claim 1
wherein said mixture is heated to solubilize the salts of d and 1 2-(6-
methoxy-2-naphthyl)propionic acid with N-R-D-glucarmine in said inert
solvent, and said salt of d 2-(6- methoxy-2-naphthyl)propionic acid with
N-R-D-glucamine is crystallized by cooling said heated mixture so as to
subject said mixture to fractional crystallization to thereby obtain said
salt product enriched in 50 the salt of d 2-(6-methoxy-2-naphthyl)propionic
acid with N-R-D-glucamine. 3. The process of Claim 1 or 2 wherein R Is
alkyl having 2 to 18 carbon atoms, preferably n- - propyl, n-butyl or
n-octyl. 4. The process of Claim 1 or 2 wherein R is cycloalkyl having 3 to
8 carbon atoms, preferably cyclohexyl. 55      5. The process of Claim 1
wherein said mixture includes about 50 to about 100 molar percent of said
N-R-D-glucamine based upon the d and I 2-(6-methoxy-2-naphthyl)propionic
acid in said mixture. 6. The process of Claim 1 wherein said mixture
includes about 50 to 60 molar percent of said N- R-D-glucamine and about 50
to 40 molar percent of an Inorganic base, preferably sodium hydroxide or
potassium hydroxide, or an organic base, preferably a trialkylamine wherein
the alkyl group contains 60 from 1 to 3 carbon atoms,
especially'triethylamine, said molar percentages being based upon the d and
I 2-(6-methoxy-2-naphthyl)propionic acid in said mixture. 7. The process of
Claim 1 or 2 wherein the solvent comprises an alcohol, preferably methanol
or isopropanol. 8. The process of Claim 1 or 2 further including the step
of treating the mother liquors remaining 65 after removal of said
crystalline salt product therefrom to recover N-R-D-glucamine. 17    0022
529 Example 36 Ingredients                            Quantity per tablet,
mgs. 5              N-n-octyl-D-glucamine                              100
salt of d 2-(6-methoxy-2- naphthyl)propionic acid cornstarch (paste)
20 magnesium stearate                                 0.5 10
lactose                                            to 300 The above
ingredients are thoroughly mixed and pressed into single scored tablets.
Example 37 15 Ingredients                            Quantity per tablet,
mgs. N-n-octyl-D-glucamine                             125 salt of d
2-(6-methoxy-2- 20                naphthyl)propionic acid 



cornstarch                                        30 magnesium stearate
0.5 polyvinylpyrrolidone                              25 lactose
to 350 25 The above ingredients are thoroughly mixed and pressed into
single scored tablets. Claims 30      1. A process for separating d
2-(6-methoxy-2-naphthyl)propionic acid from a mixture of d and 1 2-
(6-methoxy-2-naphthyl)propionic acid or salts thereof comprising: preparing
a mixture of d and I 2-(6-methoxy-2-naphthyl)propionic acid or soluble
salts thereof and N-R-D-glucamine or salt thereof, where R is alkyl having
2 to 36 carbon atoms or cycloalkyl having 3 to 8 carbonatoms, in an Inert
solvent to form the salts of d and I 2-(6-methoxy-2-naphthyl)propionic acid
35 with N-R-D-glucamine, the salt of d 2-(6-methoxy-2-naphthyl)propionic
acid with the N-R-D-glucamine being significantly less soluble in the inert
solvent than is the salt of I 2-(6-methoxy-2-naphthyl)- propionic acid with
the N-R-D-glucamine at the temperature of crystallization; and
crystallizing the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with
N-R-D-glucamine from said mixture to yield a salt product enriched in the
salt of d 2-(6-methoxy-2-naphthyl)propionic acid 40 with N-R-D-glucamine;
and optionally: (a) dissolving said crystalline salt product enriched in
the salt of d 2-(6-methoxy-2-naphthyl)propionic acid with N-R-D-glucamine
in an inert solvent therefor, cleaving said salt to yield d 2-(6-methoxy-
2-naphthyl)propionic acid, and crystallizing substantially pure d
2-(6-methoxy-2-naphthyl)- propionic acid from said inert solvent; and
further optionally. 45 (b) preparing a pharmaceutically acceptable salt of
said d 2-(6-methoxy-2-naphthyl)propionic acid. 2. The process of Claim 1
wherein said mixture is heated to solubilize the salts of d and 12-(6-
methoxy-2-naphthyl)propionic acid with N-R-D-glucarnine in said inert
solvent, and said salt of d 2-(6- methoxy-2-naphthyl)propionic acid with
N-R-D-glucamine is crystallized by cooling said heated mixture so as to
subject said mixture to fractional crystallization to thereby obtain said
salt product enriched in 50 the salt of d 2-(6-methoxy-2-naphthyl)propionic
acid with N-R-D-glucamine. 3. The process of Claim 1 or 2 wherein R is
alkyl having 2 to 18 carbon atoms, preferably n- propyl, n-butyl or
n-octyl. 4. The process of Claim 1 or 2 wherein R is cycloalkyl having 3 to
8 carbon atoms, preferably cyclohexyl. 55      5. The process of Claim 1
wherein said mixture includes about 50 to about 100 molar percent of said
N-R-D-glucamine based upon the d and I 2-(6-methoxy-2-naphthyl)propionic
acid in said mixture. 6. The process of Claim 1 wherein said mixture
includes about 50 to 60 molar percent of said N- R-D-glucamine and about 50
to 40 molar percent of an inorganic base, preferably sodium hydroxide or
potassium hydroxide, or an organic base, preferably a trialkylamine wherein
the alkyl group contains 60 from 1 to 3 carbon atoms, especially
triethylamine, said molar percentages being based upon the d and I
2-(6-methoxy-2-naphthyl)propionic acid in said mixture. 7. The process of
Claim 1 or 2 wherein the solvent comprises an alcohol, preferably methanol
or isopropanol. 8. The process of Claim 1 or 2 further including the step
of treating the mother liquors remaining 65 after removal of said
crystalline salt product therefrom to recover N-R-D-glucamine. 17    0022
529 9. The process of Claim 1 or 2 further including the steps of
recovering a non-racemic mixture of d and I
2-(6-methoxy-2-naphthyl)propionic acid enriched in I
2-(6-methoxy-2-naphthyl)propionic acid which remains after removal of said
crystalline salt product from said mixture, racemizing said non- racemic
mixture, and recycling said racemized mixture. 5      10. The process of
Claim 1 further Including the step of subjecting said crystalline salt
product enriched in the salt of d 2-(6-methoxy-2-naphthyl)propionic acid
with N-R-D-glucamine to at least one additional recrystallization to obtain
a product further enriched In the salt of d 2-(6-methoxy-2-
naphthyl)propionic acid with N-R-D-glucamine. 1 1. The process of Claims 1,
2, 5, 6 or 7 wherein an N-R-D-glucamine is used in which the radical to R
Is an alkyl radical having 6 to 8 carbon atoms, preferably
N-n-octyl-D-glucamine. 12. A mixture of the salts of d and I
2-(6-methoxy-2-naphthyl)propionic acid with N-R-D- glucamine, wherein R is
alkyl having 2 to 36 carbon atoms or cycloalkyl having 3 to 8 carbon atoms.
13. The mixture of Claim 12, where R is alkyl having 2 to 18 carbon atoms,
preferably n-octyl, or cyclohexyl. 15     14. A resolving medium comprising
a mixture of the salts of d and I 2-(6-methoxy-2-naphthyl)- propionic acid
with N-R-D-glucamine, wherein R is alkyl having 2 to 36 carbon atoms or
cycloalkyl having 3 to 8 carbon atoms, and a solvent in which the
N-R-D-glucamine salt of d 2-(6-methoxy-2- naphthyl)propionic acid is less
soluble than the N-R-D-glucamine salt of I 2-(6-methoxy-2-naphthyl)- 



propionic acid so as to permit fractional crystallization of said salts
upon the cooling of said medium 20 from an elevated temperature. 15. The
resolving medium of Claim 14 wherein R is alkyl having 2 to 18 carbon
atoms, preferably n-octyl, or cyclohexyl. 16. A pharmaceutical composition
comprising a pharmaceutically acceptable excipient and a pharmaceutically
effective amount of a salt of d 2-(6-methoxy-2-naphthyl)propionic acid with
R-N-D- 25 glucamine where R is alkyl having 2 to 36 carbon atoms or
cycloalkyl having 3 to 8 carbon atoms. 17. A pharmaceutical composition of
Claim 16 wherein R is alkyl having 2 to 18 carbon atoms, preferably
n-octyl, or cyclohexyl. 18. A pharmaceutical composition of Claim 16
wherein said salt is the salt of d 2-(6-methoxy-2- naphthyl)proplonic acid
with N-n-octyl-D-glucamine. 30      19. A pharmaceutical composition of
Claim 16, characterized in that it is an anti-inflammatory agent, an
analgesic, an antipyretic, a smooth muscle relaxant, an agent effective in
platelet aggrega- tion inhibition and an agent having fibrinolytic
activity, respectively. 20. A salt of d 2-(6-methoxy-2-naphthyl)propionic
acid with N-R-D-gfucamine where R is alkyl having 2 to 36 carbon atoms or
cycloalkyl having 3 to 8 carbon atoms. 35     21. The salt of Claim 20
wherein R is alkyl having 2 to 18 carbon atoms, preferably n-octyl, or -
cyclohexyl. 22. A process for preparing a salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-R-D- glucamine where R is
alkyl having 2 to 36 carbon atoms or cycloalkyl having 3 to 8 carbon atoms
comprising: 40     preparing a mixture of d and I
2-(6-methoxy-2-naphthyl)propionlc acid or soluble salts thereof and
N-R-D-glucamine or salt thereof in an inert solvent to form the salts of d
and I 2-(6-methoxy-2- naphthyl)propionic acid with N-R-D-glucamine, the
salt of d 2-(6-methoxy-2-naphthyl)propionic acid with the N-R-D-glucamine
being significantly less soluble in the inert solvent than is the salt of
12-6- methoxy-2-naphthyl)propionic acid with the N-R-D-glucamine at the
temperature of crystallization; and 45     crystallizing the salt of d
2-(6-methoxy-2-naphthyl)propionic acid with N-R-D-glucamine from said
mixture. 23. The process of claim 22 wherein R is alkyl having 2 to 18
carbon atoms, preferably n-octyl, or cyclohexyl. 24. The use of
N-R-D-glucamines or salts thereof, wherein R is alkyl having 2 to 36 carbon
atoms, 50 or cycloalkyl having 3 to 8 carbon atoms, as resolving agents in
the preparation of d 2-(6-methoxy-2- naphthyl)propionic acid or salts
thereof. Revendications 55 1. Procdd4 de r6solution de l'acide d
2-(6-methoxy-2-naphtyl)propionique d'un m6lange d'acide d et I
2-(6-mdthoxy-2-naphtyl)propionique ou de ses sels, qui consiste: A pr6parer
un melange d'acide d et I 2-(6-methoxy-2-naphtyl)propionique ou de sea sels
solubles et d'une N-R-D-glucamine ou d l'un de ses sels,.oO R ddsigne un
groupe alkyle ayant 2 a 36 atomes de 60 carbone ou un groupe cycloalkyle
ayant 3 a 8 atomes do carbone, dans un solvant inerte pour former les sels
de r'acide d et I 2-(6-m6thoxy-2-naphtyl)propionique avec une
N-R-D-glucamine, Ie sel de I 'acide d 2-(6-m6thoxy-2-naphtyl)propionique
avec une N-A-D-glucamine 6tant notablement moins soluble dans le solvant
inerte que le sel de' I'acide I 2-(6-m6thoxy-2-naphtyl)propionique avec une
N-R- D-glucamine a la temp6rature de cristallisation; et 65   : A faire
cristalliser le sel de I'acide d 2-46-mdthoxy-2-naphtyllpropionique avec la
N-R-D-glucamine 18 _         -     .. ..~~~~~~~~~~~~~~~~W. ,~~ .  -.,-,:
1 111111 111111 111l11 ! Hll 11!1 0022 529 dans ledit melange pour obtenir
un produit form6 de sels enrichi en le sel de l'acide d 2-(6-m6thoxy-2-
naphtyl)propionique avec une N-R-D-glucamine; et le cas dch6ant: (a) A
dissoudre ledit produit formie de sels cristallins enrichi en le sel de
I'acide d 2-(6-methoxy-2- naphtyl)propionique avec une N-R-D-glucamine dans
un solvant inerte approprie, a  cliver ledit sel pour obtenir l'acide d
2-(6-m6thoxy-2-naphtyl)propionique et a faire cristalliser l'acide d 2-(6-
mdthoxy-2-naphtyl)propionique pratiquement pur dans ledit solvant inerte;
et on outre, le cas ech6ant (b) a pr6parer un sel pharmaceutiquement
acceptable dudit acide d 2-(6-m6thoxy-2-naphtyl)pro- pionique. 2. Procede
suivant la revendication 1, dans lequel ledit melange est chauffe pour
solubiliser les sels d'acide d et I 2-(6-methoxy-2-naphtyl)-propionique
avec une N-R-D-glucamine dans ledit solvant 15 inerte. et ledit sel d'acide
d 2-(6-mdthoxy-2-naphtyl)propionique avec une N-R-D-glucamine est
cristallise par refroidissement dudit melange chauffe de maniere a exposer
ledit melange A une 



cristallisation fractionnee pour obtenir ainsi ledit produit forme de sels
enrichi en le sel d'acide d 2-(6- m6thoxy-2-naphtyl)propionique avec une
N-R-D-glucamine. 3. Procede suivant la revendication 1 ou 2, dans lequel R
est un groups alkyle ayant 2 A 18 20 atomes de carbons, de preference le
groups n-propyle, n-butyle ou n-octyle. 4. Procede suivant la revendication
1 ou 2, dans lequel R est un groups cycloalkyle ayant 3 A 8 atomes de
carbons, de preference cyclohexyle. 5. Procede suivant la revendication 1,
dans lequel ledit melange comprend environ 50 A environ 100 moles % d'une
N-R-D-glucamine par rapport A I'acide d et I
2-(6-m6thoxy-2-naphtyl)propionique 25 dans ledit melange. 6. Procede
suivant la revendication 1, dans lequel le melange comprend environ 50 A 60
moles % d'une N-R-D-glucamine et environ 50 A 40 moles % d-une base
inorganique, de preference I'hydroxyde de sodium ou l'hydroxyde de
potassium, ou d'une base organique, de pr6ference une trialkylamine dont le
groups alkyl contient 1 a 3 atomes de carbons, notamment la triethylamine,
lesdits pourcentages 30 molaires etant bases sur Ilacide d et I
2-(6-m6thoxy-2-naphtyl)propionique dans ledit melange. 7. Procede suivant
la revendication 1 ou 2, dans lequelo e solvant comprend un alcool, de pre-
ference le methanol ou l'isopropanol. 8. Procede suivant la revendication 1
ou 2, comprenant en outre l'etape de traitement des liqueurs-ipares restant
apres t'dliminatlon du produit cristallin forme de sels pour recup6rer une
N-R-D- 35 .glucamine. 9. Procede suivant la revendication 1 ou 2,
comprenant en outre lea etapes de r6cuperation du melange non racemique
d'acde d et I 2-(6-methoxy-2-naphtyl)propionique enrichi en acide 1 2-(6-
methoxy-2-naphtyl)propionique qui reste apres l'elimination dudit produit
forme de sels cristallins dudit melange, de racemisation dudit melange non
racemique et de recyclage dudit melange racemise. 40      10. Procede
suivant la revendication 1, comprenant en outre l'etape d'exposition dudit
produit cristallin form6 de sels enrichi en le sel delacide d
2-(6-methoxy-2-naphtyl)propionique avec une N-R- D-glucamine, A au moins
une autre recristallisation pour obtenir un produit davantage enrichi en le
sel de l'acide d 2-(6-methoxy-2-naphtyl)propionique avec une
N-R-D-glucamine. 11. Procede suivant la revendication 1, 2, 5, 6 ou 7, dans
lequel on utilise une N-R-D-glucamine 45 dont le radical R est un. radical
alkyle avant 6 a 8 atomes de carbone, de preference la N-n-octyl-D-
glucamine. 12. Melange des sels d'acide d et I
2-(6-m6thoxy-2-naphtyl)propionique avec une N-R-D- glucamine, dans laquelle
R est un groups alkyle ayant 2 a 36 atomes de carbons ou un groups cyclo-
alkyle ayant 3 A 8 atomes de carbons. 50      13. Melange suivant la
revendication 12, dans lequel R est un groups alkyl ayant 2 A 18 atomes de
carbons, de pr6f6rence le groups n-octyle ou cyclohexyle. 14. Milieu do
resolution comprenant un melange des sels d'acide d et I
2-(6-m6thoxy-2-naphtyl)- propionique avec une N-R-D-glucarntne, oOiR est un
groupe alkyl ayant 2 a 36 atomes de carbons ou un groups cycloalkyle avant
3 a 8 atomes de carbons, et d'un solvant dans lequel le sel de N-R-D- 55
glucamine de l'acide d 2-(6-m6thoxy-Z-naphtyl)propionique est moins soluble
quoeto sel de N-R-D- glucamins d'acide I 2-(6-m6thoxy-2-naphtyl)propionique
de maniere A permettre la cristallisation fraction6e desdits sels lors du
refroidissement dudit milieu depuis une temperature 6lev6e. 15. Milieu de
resolutdon suivant la revendication 14, dans lequel R'est un groups alkyle
avant 2 A 18 atomes de carbone, do pref6rence le groups n-octyle ou
cyclohexyle. 60      16. Composition pharmaceutique, comprenant un
excipient pharmaceutiquement acceptable et une quantite pharmaceutiquernent
efficace d'un sel d'acide d 2-(6-m6thoxy-2-naphtyl)propionique avec une
N-R-D-glucamine dans laquelle R est un groups alkyle ayant 2 a 36 atomes
deocarbone ou un groups cycloalkyl ayant 3 A 8 atomes de carbone. 17.
Composition pharmaceutique suivant la revendication 16. dans laquelle R est
un groupe alkyle 65 ayant 2 A 18 atomes. de carbons, de prefdrence t6
groups n-octyle ou cyctbhexyl. 19    0 022 529      *  ~~C  L  M  S 0'022
529 18. Composition pharmaceutique suivant la revendication 16, dans
laquelle ledit sel est le sel de I'acide d
2-(6-methoxy-2-naphtyl)propionique avec la N-n-octyl-D-glucamine. 19.
Composition pharmaceutique suivant la revendication 16, caracteris6e en ce
qu'elle est un agent arvti-Inflarhmatoire, un analgesique, un
antipyretique, un agent de relaxation du muscle lisse, un 5 agent efficace
pour inhiber I'agregation des plaquettes et, respectivement, un agent dou6
d'activit6 fibrinolytique. 20. Sel d'acide d
2-(6-m6thoxy-2-naphtyl)proplonique avec une N-R-D-glucamine dans laquelle R
est un groupe alkyle ayant 2 A 36 atomes de carbone ou un groupe
cycloalkyle ayant 3 A 8 atomes de carbone. to     21. Sel suivant la
revendication 20, dans lequel R est un groupe alkyle ayant 2 A 18 atomes de
carbone. de pref6rence le groupe n-octyl ou cyclohexyle. 



22. Proc~dA de preparation d'un sel d'acide d
2-(6-msthoxy-2-naphtyl)propionique avec une N-R- D-glucamine dans laquelle
R est un groupe alkyle ayant 2 A 36 atomes de carbone ou un groupe cyclo-
alkyle ayant 3 A 8 atomes de carbone, qui consiste: I5     A preparer un
melange d'acide d et I 2-(6-msthoxy-2-naphtyl)propionique ou de ses sels
solubles et d'une N-R-D-glucamine ou de l'un de ses sels dans un solvant
inerte pour former les sels d'acide d et I
2-(6-methoxy-2-naphtyl)propionique avec une N-R-D-glucamine, le sel d'acide
d 2-(6-m6thoxy-2- naphtyl)propionique avec une N-R-D-glucamine 6tant
notablement moins soluble dans le solvant inerte que ne 1'est le sel
d'acide I 2-(6-m6thoxy-2-naphtyl)propionique avec une N-R-D-glucamine A la
20 temperature de cristallisation; et a faire cristalliser le sel d'acide d
2-(6-mdthoxy-2-naphtyl)propionique avec une N-R-D-glucamine dans ledit
melange. 23. Proced6 suivant la revendication 22, dans lequel R est un
groups alkyle ayant 2 A 18 atomes de carbones de preference le groupe
n-octyle ou cyclohexyle. 25     24. Utilisation de N-R-D-glucamines ou de
leurs sels, dans lesquels R est un groupe alkyl ayant 2 A 36 atomes de
carbone ou un groups cycloalkyle ayant 3 A 8 atomes de carbone, comme
agents de r6solution dans la preparation de I'acide d
2-(6-m6thoxy-2-naphtyl)propionique ou de ses sels. Patentanspruchoe 30 1.
Verfahren zur Herstellung von d-2-(6-Methoxy-2-naphthyl)-propionsiure aus
einern Gemisch von d- und 1-2-(6-Methoxy-2-naphthyl)-propionsaure odor
deren Salzen, umfassend: die Herstellung sines Gemisches von d- und
1-2-(6-Methoxy-2-naphthyl)-propionsaure oder loslichen S~alzen davon und
N-R-D-Glucamin odor Salzen davon, wobei R Alkyl mit 2 bis 36 Kohlen- 35
stoffatomen oder Cycloalkyl mit 3 bis8 Kohlenstoffatomen ist, in einem
inerten Losungsmittel, um die Salze von d- und
1-2-(6-Methoxy-2-naphthyl)-propionsaure mit N-R-D-Glucamin zu bilden, wobei
das Satz von d-2-(6-Methoxy-2-naphthyl)-propionsiure mit dem N-R-D-Glucamin
bei der Kristallisations- temperatur in dem inerten Losungsmittel
signifikant weniger l6slich ist als das Salz von 1-2-(6-
Mothoxy-2-naphthyl)-propionsaure mit dem N-R-D-Glucamin und 40      die
Kristallisation des Salzes von d-2-(6-Methoxy-2-naphthyl)-propionsaure mit
N-R-D-Glucamin * aus dem. Gemisch, um ein mit dom Sakz von
d-2-(6-Msthoxy-2-naphthyl)-propionsaure mit N-R-D- Glucamin angereichertes
Salzprodukt zu erhalten, und gegebenenfalls: (a) das L6sen des mit dem Salz
von d-2-(6-Methoxy-2-naphthyl)-propionsaure mit N-R-D-Glucamin 45
angerelcherten kristallinen Salzprodukts in sinem inorten Losungsmittel
dafur, Spaiten des Salzes zu d-2-(6-Methoxy-2-naphthyl)-propionsiure und
Kristallisieren von im wesentlichen reiner c-2-
(6-Methoxy-2-naphthyl)-propionsiure aus dem Inerten L8sungsmittel sowie
ferner gegebenen- falls. (b) die Herstellung sines pharmazeutisch
vertriglichen Salzes der d-2-(6-Methoxy-2-naphthyl)-pro- 50     pionsaure.
2. Verfahren nach Anspruch 1, worm das Germisch erhitzt wird, urn die Salze
von d- und 1-2-{6- - Methoxy-2-naphthyl)-propionsaure mit N-R-D-Glucamin in
dem inerten Losungsmittel zu losen, und das Salz von
d-2-(6-Methoxy-2-naphthyl)-propionsaure mit N-R-D-Glucamin kristallisiert
wird, indem 66 man des erhitzte Gemisch .abkuhlt und einer fraktionierten
Kristallisation unterwirft, um das mit dem Salz von
d-2-(6-Methoxy-2-naphthyl)-propionsaure mit N-R-D-Glucamin angereicherte
Salzprodukt zu erhalten. 3. Verfahren nach Anspruch 1 oder 2, worin R Alkyl
mit 2 bis 18 Kohlenstoffatomen ist, vorzugs- weise n-Propyl, n-Butyl odor
n-Octyl. 60      4. Verfahren-nach Anspruch 1 oder 2, worin R Cycloalkyl
mit 3 bis 8 Kohlenstoffatomen ist, vor- zugsweise Cyclohexyl.; 5. Verfohren
nach Anspruch 1, worin das Gemisch otwa 50 bis etwa 100 Molprozent des
N-R-D- Glucamins, bezogen auf d- und
1-2-(6-Methoxy-2-naphthy)-poropionsiure in dem Gemisch, umfaat. 65  -  6.
Verfahren nach Anspruch 1, worin das Gemrsch etwa 50 bis 60 Molprozent des
N-R-D- 65 Glucamins und etwa 50 bis 40 Molprozent einer anorganls-hen Bass,
vorzugsweise Natriumhydroxid 20 _. ~ ~ ~ ~ ~ ~ ~  ~  ,1 PR5,x--SOWS9. 'F.'
'.X'->.    * z  -                     *  ~~~~~~~~~~~C   L  M   S '   .  0
022 529 -     t  ~~~oder Kaliumhydroxid, oder diner organischen Base,
vorzugsweise dines Trialkylamins, dessen Alkyl- gruppe 1 bis 3
Kohenstoffatome enthalt, insbesondere Triethyla min, umfallt, wobei die
Molprozent- saitze 3iuf d- und 1-2-(6-Methoxy-~2-naphthyl)-propionsaure in
dem Gemisch bezogen sind. -            ~~~~~7. Verfahren nach Anspruch 1
oder 2, worin des; iLbsufigsipittel eieAlolvrusee -       s~~ Methanol odor
Isopropanol, umfal~t.'' r           ~~~~~8. Verfahren nach Anspruch I odor
2, das 81s: zusatzliche Stufe die Behandlung'der nach *        ~~~Abtrennen
des kristallinen Salzprodukts zur~ckbleibendei 'Mutterlaugen zur Gewinhung
von N-R-D- 



g         ~~~Glucamin umrfallt. 9. Verfahren nach Anspruch 1 oder 2, das
als zujsatzliche Stufen die Gewinpung dines nicht-race- 10 mischen
Gemisches von d- und 1-2-(6-Methoxy-2-naphthyl)-propionsaure, das mit
l1-2-l6-Methoxy-2- naphthyl)-propionsaiure angereichert ist und nach dlem
Abtrennen des kristallineri Salzprodukcts aus dem Gemisch zur~ickbleibt,
die Racemisierung des nicht-racemischen Gemisches und die RuckfUhrung des
racemisierten Gemisches umfal~t. 1 0. Verfahren nach, Anspruch 1, das als
zusaitzliche Stufe zumnindlest dine weitere Umkristallisa- 16 tion des
kristallinen Salzprodukts, das mit dem Salz von
d-2-(6-Methoxy-2-naphthyl)-propionsfiure mit N-R-D-Glucamin angereichert
ist, umfa~t, um din Produkt zu erhalten, dlas mit dem Salz von d-2-(6- i
~~~Methoxy-2-naphthyl)-propionsaure mit N-R-D-Glucamrin welter angereichert
ist. 11. Verfahren nach den Ansprce 1,2, 6 odor 7, worin ein N-R-D-Glucamin
verwendeot wird, bei demn der Rest R din Alkylrsst mit 6 bis 8
Kohlenstoffatomen ist, vorzugsweise N-n-Octyl-D- ,,     ~~20 glucamin. 12.
Ein Gemisch der Salze von d- und 1-2-(6-Methoxy-2-naphthyl)-propionsxiure
mit N-R-D- Glucamin, wobei R Alkyl mit 2 bis 36 Kohlenstoffatomen oder
Cycloalkyl mit 3 bis 8 Kohlenstoff- atomen ist. ' 13. Das Gemisch von
Anspruch 12, wobei R Alkyl mit 2 bis 18 Kohlenstoffatomen ist, vorzugs- 25
weise n-Octyl oder Cyclohexyl. " 14. Ein Auftrennmedium, umnfassend din
Gemisch der Salze von d-. und 1-2-(6-Methoxy-2- naphthyl)-propionsaure mit
N-R-D-Glucamin, wobei R Alkyl mit.2 bis 36 Kohlenstoffatomen oder
Cycloalkyl mit 3 bis 8 Kohlenstoffatomen ist, und din Losungsmittel, in dem
das N-R-D-Glucaminsalz von d-2-(6-Methoxy-2-naphthyl)-propionsaure weiniger
loslich ist als das N-R-D-Glucaminsalz von I- 30
2-(6-Methoxy-2-naphthyl)-propionsau*e, um dine fraktlonierte
.Kristallisation der Salze beim Abkuhlen des Mediums von diner erhahten
Temperatur zu ermoglichen. 15. Das Auftrennmedium~ von Anspruch 14, wrin' R
Alkyl mit 2 bis 118 Kohlenstoffatomen ist, vor- u         ~~~~zugsweise
n-Octyl oder Cyclhohxyl..: - ' ''        ~~~1 6.'Eine
pharmazeuti~sche:-Zusammensetzung,- umfasseond -e'inen parzetsch
vertriglichen. .- . :-35 Excipienten und dine pharmrazeutisch: wirksame
Menge dines Salzes von d-I-(6-Methoxy-;2-n iphthyj)- propionsaure mit
R-N-D-mGlucamin, wobei R. Alkyl m'lt 2 bis 36 Kohlenstoffatoimen oder
Cycloalkyl mit 3 -bis; 8 Kohlenstoffatomren ist 17'. Eine pharmazeutische
ZusamMensetzung nach .Anspruch 16, worin.R Alkyl mit. 2 Wis *i 8
-Kohlenstoffatomen ist vrugsweise ni-Octyl odor Cyclohexyl. ..  .  - . 40
18. Eine pharmazeutische Zusammensetz~ung nach Anspuh1,wrndsSldaSlzvn-
-~~~~~~( '    -     '2{-ehx--ahh-propions ure mit N-n-  gtloDlcamin is.-l
:'" 19. Eine pharmazeutische Zusammensetzun nach Anspruch 16, dadurch
gelkennzeichnet, dall -         ~~~~sie din entzuindungshemm~endes,
.analgeitisches,.antip'yretigches, die glatte Muskulatur relaxierendes, ;,:
~~~die BlutplittCheneogregatibri Inhibierenrdes bzw. fib'rinolytisch
wirksames Mittel ist. 4S      20. Ein Salz von d-2-(6-Me
hoy-2"nalphthyl)-pr-opionsgumemit N-R-D-G~lucamini, be! demn R Alkyl mit 2
bis 36 Kohlenstoffatomen oder. Cycl'oly   i   i 8 Kolnsoftmns. N
~~~~~21. Das Salz nach Anspruch 20, worin R Alkyl mit 2 bis 18
Kohlenstoffatomen ist., YorzUgSWelse n-Octyl oder Cyclohexyl. *-
~~~~22. VerFahren zur Herstellung dines Salzes von:
d.2-(.6-Methoxy-2-nsphthyl)-propionsaure mit N- 0       6~~~0 R-D-Glucamin,
wobei R Alicyl mit 2 bis 36 Kohlenstoffatomen oder Cycloalkyl mit 3 bis- 8
KohlenstoFF- :         ~~~atomen ist, umnfassend: '~~ ~~~    . . die
Harsteliungi e~ines Gemisches von 'd- und l'-2-1(6-Methoxy-2-~naphthyl
)-:propions~ure- oder ;!'       io~:1slichen-Salzen. danud"R-D-O.ucamin
oder Salze n dao in 'eiem inre L^ugmturn die Salze von d- und IrZ2-16
Metfioky-Z-naphth fl)-proiDOn's`atrW imt WWR2)-1ucarnin'zu -blTi6n,;Wbobi
das ,  56 Salz von cl-2-46-Methoxy-2-na fith'l)-proiosgure mf r em
ddr.N'-R-D-Glucamin be  e Kristaillisations- temperatur in. dem inerten
Losungsmittel 'siginifikdn't weniger loslich: ist als dlss Salz von'lwZ--6
Methoxy-2-naphthyl)-proplonsaure mit dem N-R-D; Glucamin, und die
Kristallisation des Salzes von d~-2-(6-Miethoxy-2-naphthyl)-propinar mi
-R-Da-lucamin -       ~~aus-demn Gemisch.-                      ' :'
'-- *.      ~~~60    23. Yer-ahren nach Anspruch 22-, worin'R Alyii   i
8Khesoftoei'svrugsweise :n-Octyl oder Cyclohexyl.  '                      -
- -''   ' '~ ' '  '24.'Die Verwendung von  A-R-D-Glucamine'-ntolder. Salzen
dawon, worin R Alkyl mit.2 -bis. 36 ^ - -      ~~Kbhlenstoffatomen: od
'r'Cycdoslkyf mht3bi   ;6}ltffat e  lst, ;als;Auftrenrimitel. be! der
^.~~~~~~-U '- - Hese2ug.o    -26-th :1  iihyl -       p r       % 'odr
'a8kert'; ''d;' n                             1. pro
11 ;11, 51~~~~~~~~~~~11 sm~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ .002   2 oder
KlumyrodoeeneoraiheBaevruseieensrikyaisdeenAy- grupe   bs 3Kohnsofftoe
et~l. nabsoner TdhIaminurfll t  os  i   opoet    


