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[57] ABSTRACT

An optically active 4-(4-substituted-2,6-dihydroxy-
phenyl)-6,6-dimethyl-2-norpinanone is reacted with a
protonic acid to provide an optical isomer of a cis-1-
hydroxy-3-substituted-6,6-dimethyl-6,6a,7,8,10,10a-hex-
ahydro-9H-dibenzo[b,d]pyran-9-one. Reaction of said
norpinanone with a Lewis acid provides an optical
isomer of trans-1-hydroxy-3-substituted-6,6-dimethyl-
6,6a,7,8,10,10a-hexahydro-9H-dibenzo[b,d]pyran-9-one.
The optically active norpinanones are prepared by reac-
tion of a 5-substituted-resorcinol with an optically ac-
tive 6,6-dimethyl-2,4-diacetoxy-2-norpinene or an opti-
cally active 6,6-dimethyl-2,2-diacetoxy-3-norpinene,
which compounds are derived from optically active
B-pinenes.

3 Claims, No Drawings
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STEREOSELECTIVE PREPARATION OF
HEXAHYDRO DIBENZOPYRANONES AND
INTERMEDIATES THEREFOR

This is a division of application Ser. No. 740,502, filed
Nov. 10, 1976, now U.S. Pat. No. 4,102,902.

BACKGROUND OF THE INVENTION

Certain 1-hydroxy-3-substituted-6,6-dimethyl-
6,6a,7,8,10,10a-hexahydro-9H-dibenzo[b,d]pyran-
9-ones have been found to be useful as a result of their
effect on the central nervous system of mammals. A
mixture of such compounds wherein the hydrogen
atoms attached at the 6a- and 10a-positions are oriented
trans to one another is particularly valuable in the treat-
ment of anxiety, depression, and for providing analge-
sia. U.S. Pat. Nos. 3,953,603, 3,928,598 and 3,944,673
describe the use of such compounds, and draw particu-
lar attention to the use of the dl-racemic mixture of
trans-1-hydroxy-3-(1,1-dimethylheptyl)-6,6-dimethyl-
6,6a,7,8,10,10a-hexahydro-9H-dibenzo[b,d]pyran-9-one,
now generically referred to as Nabilone.

It recently has been discovered that separation of the
dl-racemic mixture of both cis- and trans-isomers of the
aforementioned hexahydrodibenzopyranones into the
corresponding optically active isomers provides com-
pounds with varying biological properties. In particu-
lar, one of the optical isomers of both cis and trans-hex-
ahydrodibenzopyranones appears to be more active
than the other optical isomer in its effect on the central
nervous system of mammals. An object of this invention
is thus to provide a process for preparing optically
active isomers of certain cis- and trans-1-hydroxy-3-sub-
stituted-6,6-dimethyl-6,6a,7,8,10,10a-hexahydro-9H-
dibenzo[b,d]pyran-9-ones. A further object of the in-
vention is to provide certain new compounds which are
useful as intermediates in the preparation of such opti-
cally active hexahydrodibenzopyranones.

SUMMARY OF THE INVENTION

This invention relates to a process for stereo-selec-
tively preparing optical isomers of 6a,10a-cis, and 6a,1-
0a-trans-hexahydrodibenzopyranones, and to interme-
diates useful in such process. More particularly, the
invention provides optically active 6,6-dimethyl-2,4-
diacetoxy-2-norpinene and optically active 6,6-dimeth-
yl-2,2-diacetoxy-3-norpinene, which compounds can be
represented by the general formula

i
CH3C~0 R;

R3

Ry

H

wherein R is acetoxy, or taken with R3, forms a double
bond; R; is acetoxy or, taken with R3, forms a double
bond; and R3, taken with Ry forms a double bond, or
taken with R forms a double bond. It will of course be
seen that when one of Ri or Rj is acetoxy, the other,
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N
taken with R3, forms a double bond, and that Ry and R
both are not acetoxy. :

This invention additionally encompasses optically
active isomers of a compound of the formula -

o .

HO

wherein Ry is C5-Cjg alkyl, C5-Cjp alkenyl, C5-Cg cy-
cloalkyl or Cs-Cg cycloalkenyl. Preferred compounds
are those having the above formula when Rsis Cs~Cio
alkyl, particularly 1,1-dimethylheptyl.

The invention also provides a process for preparing
an optical isomer of a compound having the formula

o

OH

wherein Ry is Cs-Cyo alkyl, Cs-Cjg alkenyl, Cs-Cg cy-
cloalkyl, or Cs-Cg cycloalkenyl; comprising reacting an
optically active compound of the formula

(¢]

HO |i Ry

wherein Rq4 has the above-defined meaning, with an acid
in an unreactive organic solvent.

A preferred process of this invention comprises react-
ing an optically active 4-(4-substituted-2,6-dihydroxy-
phenyl)-6,6-dimethyl-2-norpinanone with a protonic
acid in an unreactive organic solvent to provide an
optical isomer of a 6a,10a-cis-1-hydroxy-3-substituted-
6,6-dimethyl-6,6a,7,8,10,10a-hexahydro-9H-diben-
zo[b,d]pyran-9-one.

A further preferred process as contemplated by this
invention comprises reacting an optically active 4-(4-
substituted-2,6-dihydroxyphenyl1)-6,6-dimethyl-2-nor-
pinanone with a Lewis acid in an unreactive organic
solvent to provide an optical isomer of a 6a,10a-trans-1-
hydroxy-3-substituted-6,6-dimethyl-6,6a,7,8,10,10a-hex-
ahydro-9H-dibenzo[b,d]pyran-9-one. A particularly
preferred group of Lewis acids include stannic chloride,
boron trifluoride and aluminum chloride. An especially
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3
preferred process comprises reacting a (+)-4-[4-
(Cs-Cio  alkyl)-2,6-dihydroxyphenyl]-6,6-dimethyl-2-
norpinanone with stannic chloride to provide the corre-
sponding (—)-trans-1-hydroxy-3-(Cs-Cio alkyl)-6,6-
dimethyl-6,6a,7,8,10,10a-hexahydro-9H-dibenzo[b,d]-
pyran-9-one.

DETAILED DESCRIPTION OF THE
INVENTION

As used throughout this specification and in the ap-
pended claims, R4 is defined as Cs-Cjg alkyl, Cs-Cjo
alkenyl, Cs-Cg cycloalkyl; and Cs-Cg cycloalkenyl.
The term “Cs-Cjo alkyl” refers to both straight and
branched carbon chains, examples of which include
n-pentyl, n-hexyl, n-octyl, n-heptyl, n-decyl, 1-methyl-
pentyl, 1-methylhexyl, 1,2-dimethylhexyl, 1,1-dimethyl-
heptyl, 1,1-diethylpentyl, 1,2,3-trimethylheptyl, 2-
ethylhexyl, 3-propylpentyl, 1,3-dimethyloctyl, 2,2-
dimethyloctyl, 2,3-dimethylpentyl, and related groups.

Examples of “Cs-Cjp alkenyl” groups include 2-
pentenyl, 3-hexenyl, 4-octenyl, 5-decenyl, 1,2-dimethyl-
1-heptenyl, 1,1-dimethyl-2-heptenyl, 1-ethyl-3-hexenyl,
3,4-dimethyl-3-hexenyl, 3-ethyl-4-heptenyl, and related
groups. i -

Typical examples of groups designated by the term
“Cs—Cs cycloalkyl” include cyclopentyl, cyclohexyl,
cycloheptyl, -and cyclooctyl. Similarly, typical “Cs-Cg
cycloalkenyl” groups include 1-cyclopentenyl, 2-
cyclohexenyl, 2-cycloheptenyl, and 3-cyclooctenyl.

In accordance with this invention, the optically ac-
tive norpinene starting materials of the formula .

]
CH3C—0 R1

R3

R3

H

in which Rj, Rz and R3 have the above-defined mean-
ings, are produced by reacting an optically active nopi-
none enol acetate of the formula

i
CH3C—0

H

with lead tetraacetate. The optically active nopinone
enol acetates of the above formula are readily available
by the method of Coxon et al. Aust. J. Chem., 23, 1069
(1970). Such compounds are derived from the respec-
tive optically active d and 1 isomers of B-pinene. The
norpinene derivatives of this invention are prepared by
reacting the above-noted nopinone enol acetate with an
excess of lead tetraacetate in an organic solvent such as
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benzene. The lead tetraacetate generally is utilized in
about 2 to 10 molar excess, although larger excesses can
be used if desired. The reaction normally is carried out
at about 50° to 100° C., and the length of reaction deter-
mines which product is obtained. When the reaction is
terminated after about 1 to 3 hours, the product isolated
is an optically active isomer of 6,6-dimethyl-2,2-
diacetoxy-3-norpinene, wherein R; is acetoxy and R»
and R3 together form a double bond. When the reaction
is allowed to continue for about 16 to 20 hours, the
product formed is an optical isomer of 6,6-dimethyl-2,4-
diacetoxy-2-norpinene, wherein R together with R3is a
double bond, and R3 is acetoxy. In either case, the prod-
uct of the reaction is isolated by filtering the reaction
mixture and distilling the filtrate. It should of course be
realized that esters or ethers other than the aforemen-
tioned enol acetates can be utilized as a starting mate-
rial, for instance nopinone enol formates or benzoates;
however, the norpinene derivatives which are then
formed are mixed esters, such as a 2-benzoyloxy-2-
acetoxy-norpinene derivative for instance. It is there-
fore more convenient to utilize the aforementioned
nopinone enol acetates as the starting materials.

The optically pure isomers of 6,6-dimethyl-2,4-
diacetoxy-2-norpinene and 6,6-dimethyl-2,2-diacetoxy-
3-norpinene are next reacted with a 5-substituted resor-
cinol to provide, either directly, an optically pure hex-
ahydrodibenzopyranone, or preferably to provide an
optically pure 4-(4-substituted-b 2,6-dihydroxyphenyl)-
6,6-dimethyl-2-norpinanone, which is subsequently con-
verted to a hexahydrodibenzopyranone. More particu-
larly, reaction of either of the aforementioned 2,2-
diacetoxynorpinene derivative or the 2,4-diacetoxynor-
pinene derivative, as the optically pure d or 1 isomers,
with a 5-substituted resorcinol, in the presence of a
protonic acid and at a temperature of about 0° to 30° C.
affords, after about 2 to 4 hours, an optically pure 4-(4-
substituted-2,6-dihydroxyphenyl)-6,6-dimethyl-2-nor-
pinanone of the general formula
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OH

L.
HO

in which R4 has the above-defined meaning. When ref-
erence is made herein to optical purity, regarding com-
pounds of the above formula, it is only intended to refer
to the stereochemistry of the norpinanone portion of the
molecule, and no designation of stereochemistry of the
group defined by R4 is intended. Accordingly, when Ry
is a group possessing asymmetric centers, no resolution
of the possible stereoisomers attributable thereto is com-
prehended herein.

The condensation reaction between a 2,2-diacetox-
ynorpinene derivative or a 2,4-diacetoxynorpinene de-
rivative and a resorcinol is accomplished by cominin-
gling approximately equimolar quantities of such reac-
tants in the presence of approximately an equimolar

quantity of a protonic acid such as hydrochloric acid,
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sulfuric acid, phosphoric acid, para-toluenesulfonic
acid, para-bromotoluene-sulfonic acid, and the like. The
reaction is best carried out in an unreactive organic
solvent. Any of a number of such solvents can be uti-
lized, inchluding halogenated hydrocarbons such as
chioroform, dichloromethane, chloroethane, 1,2-
dichloroethane, 1,1-dibromomethane; aromatics such as
benzene, toluene, chlorobenzene, m-xylene, p-xylene,
and the like. The reaction preferably is carried out at a
temperature of about 20° to 30° C., and usually is sub-
stantially complete within about 2 to about 4 hours. As
a typical example, about equimolar quantities of an
optically pure norpinene derivative such as d-6,6-
dimethyl-2,2-diacetoxy-3-norpinene, and a S-substituted
resorcinol such as 5-n-pentylresorcinol are commingled
in a.common unreactive organic solvent such as ben-
zene, and the solution is stirred at 25° C. for 4 hours in
the presence of an equimolar quantity of a protonic acid
such as sulfuric acid. The product of such reaction is an
optically pure isomer of 4-(4-n-pentyl-2,6-dihydroxy-
phenyl)-6,6-dimethyl-2-norpinanone. Such compounds
are readily isolated by simply washing the reaction
mixture with a mild base, such as sodium bicarbonate,
and removing the reaction solvent. The 4-(4-substitut-
ed-2,6-dihydroxyphenyl)-6,6-dimethyl-2-norpinanones
so produced typically exist as highly crystalline solids
which are. readily purified further if needed by routine
procedures, such as recrystallization from solvents such
as benzene, hexane, cyclohexane, octane, and related
solvents.

Examples of typically prepared optically active 4-(4-
substituted-2,6-dihydroxyphenyl)-6,6-dimethyl-2-nor-
pinanones include:

(+)-4-(4-n-octyl-2,6-dihydroxyphenyl)-6,6-dimethyl-2-
norpinancne;

(—)-4-(4-(1-methylhexyl)-2,6-dihydroxyphenyl)-6,6-
dimethyi-2-norpinanone;

(= )-4-(4-(1,2-dimethylbutyl)-2,6-dihydroxyphenyl)-6,6-

dimethyl-2-norpinanone;

{(+)-4-(4-(3-hexenyl)-2,6-dihydroxyphenyl)-6,6-dimeth-
yl-2-norpinanone;

(+)-4-(4-(4-nonenyl)-2,6-dihydroxyphenyl)-6,6-dimeth-
yl-2-norpinanone;

(— )}-4-(4-cyclohexyl-2,6-dihydroxyphenyl)-6,6-dimeth-
yi-2-norpinanone;

{—)-4-(4-cyclooctyl-2,6-dihydroxyphenyl)-6,6-dimeth-
yl-2-norpinanone;

{+)-4-{4-(3-cyclohexenyl)-2,6-dihydroxyphenyl}-6,6-
.dimethyl-2-norpinanone;

(+)-4-[4-(1-cycloheptenyl)-2,6-dihydroxyphenyl]-6,6-
dimethyl-2-norpinanone; and related compounds.

The 4-(4-substituted-2,6-dihydroxyphenyl)-6,6-
dimethyl-2-norpinanones so produced are next con-
verted to optically active isomers of either 6a,10a-cis-1-
hydroxy-3-substituted-6,6-dimethyl-6,62,7,8,10,10a-hex-
ahydro-9H-dibenzolb,d]pyran-9-ones or 6a,10a-trans-1-
hydroxy-3-substituted-6,6-dimethyl-6,6a,7,8,10,10a-hex-
ahydro-9H-dibenzo[b,d]pyran-9-ones. - More specifi-
cally, either the d or the 1 optical isomer of a 4-(4-sub-
stituted-2,6-dihydroxyphenyl)-6,6-dimethyl-2-norpina-
none can be reacted with about an equimolar quantity
of a protic acid such as hydrochloric acid, sulfuric acid,
para-toluenesulforic acid, or the like, in an unreactive
organic solvent, at a temperature from about 30° to
about.80° C. for a period of time from about 12 to about
36 hours, to provide an optically active d or 1 isomer of
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6

the corresponding 6a,10a-cis-1-hydroxy-3-substituted-
6,6-dimethyl-6,6a,7,8,10,10a-hexahydro-9H-diben-
zo[b,d]pyran-9-one. Solvents commonly utilized in-
clude halogenated hydrocarbons such as chioroform,
dichloromethane, 1,2-dibromoethane, and chloropre-
pane, as well as aromatic solvents such as benzene,
toluene, chlorobenzene, xylene, and the like. The reac-
tion generally is conducted at a temperature within the
range of from about 30° to about 80° C., and preferably
is simply carried out at the reflux temperature of the
reaction mixture. The product of such reaction is sub-
stantially a 6a,10a -cis-hexahydrodibenzopyranone, as
an optically active isomer; however, minor quantities of
the corresponding 6a,10a-trans-hexahydrodibenzopyra-
none usually can be detected. The reaction product is
readily isolated by simply washing the reaction free of
any remaining acid, for example by washing the organic
solution with a base such as aqueous sodium bicarbon-
ate, and then removing the reaction solvent. Purifica-
tion of the product so formed can be accomplished by
standard chromatographic techniques, which generally
effects separation of any 6a,10a-cis-hexahydrodiben-
zopyranone from any of the 6a,10a-trans derivative.

Reaction of either the d or 1 optical isomer of a 4-(4-
substituted-2,6-dihydroxyphenyl)-6,6-dimethyl-2-nor-
pinanone with a Lewis acid in an unreactive organic
solvent provides the corresponding d or 1 optical isomer
of a 6a,10a-trans-1-hydroxy-3-substituted-6,6-dimethyl-
6,6a,7,8,10,10a-hexahydro-9H-dibenzo[b,d]pyran-9-one.
Commonly used Lewis acids include stannic chloride,
boron trifluoride, generally as the commercially avail-
able diethyl etherate complex, aluminum chloride, and
the like. Stannic chloride is an especially preferred

. Lewis acid for the reaction. The conversion of the nor-

pinanone derivative to the corresponding 6a,10a-trans-
hexahydro-dibenzopyranone generally is accomplished
by reacting the norpinanone with from about 1 to 10
molar excess of a Lewis acid, preferably from about 1 to
3 molar excess. The reaction is carried out in any of a
number of commonly used unreactive organic solvents,
examples of which include halogenated hydrocarbons
such as chloroform, dichloromethane, bromoethane,
and 1,2-dibromoethane, and aromatic solvents such as
benzene, toluene, xylene, and the like. The reaction
normally is carried out at a temperature of from about
0° to about 30° C., and usually is substantially complete
within about 8 to about 24 hours. The product is readily
isolated by simply washing the reaction mixture with an
aqueous acid such as dilute hydrochloric acid, and with
a dilute aqueous base, and then removing the solvent,
for instance by evaporation. The product so formed is
predominantly an optically active d or 1 isomer of a
6a,10a-trans-1-hydroxy-3-substituted-6,6-dimethyi-

6,6a,7,8,10,10a-hexahydro-9H-dibenzo[b,d]pyran-9-one,
with minor quantities of the corresponding optically
active 6a,10a-cis-derivative present. Chromatography
generally effects purification so as to cleanly afford the
optically active 6a,10a-trans-hexahydrodibenzopyra-
none. However, if desired, any 6a,10a-cis-hexahy-
drodibenzopyranone can be converted to the corre-
sponding 6a,10a-trans isomer simply by reaction with
aluminum chloride. The 6a,10a-cis-hexahydrodiben-
zopyranones, in addition to being pharmacologically
active in themselves, additionally serve as intermediates
leading to the somewhat more active 6a,10a-trans iso-
mers. The l-isomers of such 6a,10a-trans isomers are of
particular importance in the treatment of depression
and anxiety. The d-isomers of such 6a,10a-trans isomers
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are especially valuable as intermediates. For example,

the d isomer of trans-1-hydroxy-3-(1,1-dimethylheptyl)-

6,6-dimethyl-6,6a,7,8,10,10a-héxahydro-9H-diben-
zo[b,d]pyran-9-one can be reduced at the 9-ketone moi-
ety to provide the corresponding d-trans-1,9R-dihy-
droxy-3-(1,1-dimethylheptyl)-6,6-dimethyl-6,6a,7,8,10,-
10a-hexahydro-9H-dibenzo[b,d]pyran, which com-
pound is valuable due to its effect on the central nervous
system of mammmals, as demonstrated by standard mouse
activity assays.

As has already been pointed out, isolation of the 4-(4-
substituted-2,6-dihydroxyphenyl)-6,6-dimethyl-2-nor-
pinanones is not absolutely required since the optically
active 6,6-dimethyl-2,4-diacetoxy-3-norpinenes and 6,6-
dimethyl-2,2-diacetoxy-2-norpinenes can be converted
in one step to either an optically active cis-1-hydroxy-3-
substituted-6,6-dimethyl-6,6a,7,8,10,10a-hexahydro-9H-
dibenzo[b,d]pyran-9-one or an optically active 6a,10a-
trans-hexahydrodibenzopyranone. In particular, reac-
tion of a 2,4-diacetoxy-3-norpinene derivative or a 2,2-
diacetoxy-2-norpinene derivative with a 5-substituted
resorcinol in the presence of a protonic acid such as
para-toluenesulfonic acid, and in an unreactive organic
solvent such as chloroform, for a period of time of about
12 to 36 hours and at an elevated temperature of about
30° to about 80° C., provides directly an optically active
cis-1-hydroxy-3-substituted-6,6-dimethyl-6,6a,7,8,10,-
102-hexahydro-9H-dibenzo[b,d]pyran-9-one. Similarly,
reaction of an optically active 2,4-diacetoxy-3-norpina-
none or 2,2-diacetoxy-2-norpinanone with a 5-sub-
stituted resorcinol in the presence of a Lewis acid such
as boron trifluoride, and in an unreactive organic sol-
vent such as chloroform, at a temperature of about 0° to
about 30° C. for 8 to 16 hours, provides an optically
active trans-1-hydroxy-3-substituted-6,6-dimethyl-
6,6a,7,8,10,10a-hexahydro-9H-dibenzo[b,d]pyran-9-one.

While the aforementioned norpinanone derivatives
can, by proper selection of reaction conditions, be con-
verted directly to optically active 6a,10a-cis- and-6a,1-
Oa-trans-hexahydrodibenzopyranones, it is believed that
such reactions proceed in each instance through the
optically active 4-(4-substituted-2,6-dihydroxyphenyl)-
6,6-dimethyl-2-norpinanones which were described
hereinabove. According to this invention, it is preferred
to carry out the reaction between the diacetoxynorpi-
nene derivatives and a 5-substituted resorcinol in such a
way that the norpinanone intermediate is formed, thus
permitting its isolation and purification, and subsequent
conversion to a hexahydrodibenzopyranone. Such pre-
ferred process obviates the need for more extensive
purification of the hexahydrodibenzopyranones which
are produced directly from the diacetoxynorpinenes,
since in such direct conversion minor quantities of ter-
pene impurities generally are present and are somewhat
difficult to remove from the desired product.

As was hereinbefore pointed out, certain hexahy-
drodibenzopyranones which have been found to be
useful in causing analgesia in mammals, and in the treat-
ment of anxiety, depression, and similar conditions con-
nected with the central nervous system. While cis-1-
hydroxy-3-substituted-6,6-dimethyl-6,6a,7,8,10,10a-hex-
ahydro-9H-dibenzo[b,d]pyran-9-one, as the dl racemic
mixture, is useful pharmacologically in and of itself, the
corresponding dl-trans isomers normally are somewhat
more potent biologically. The separate d and 1 optical
isomers of such 6a,10a-cis and 6a,10a-trans-hexahy-
drodibenzopyranones, as prepared according to the
process of this invention, are useful either in the treat-
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8
ment of anxiety and depression, or as intermediates. The
separate pharmacologically active optical isomers of
such cis and trans-hexahydrodibenzopyranones which

_ are prepared according to the process of this invention

accordingly are used in the same manner as are the
corresponding racemic mixtures which are described in
the aforementioned references.

In an effort to more fully illustrate certain aspects of
this invention, the following detailed examples are pro-
vided. Such examples are not intended to be limiting in
any way and should not be so construed.

EXAMPLE 1
(—)-6,6-Dimethyl-2,4-diacetoxy-2-norpinene

To a stirred solution under a nitrogen gas atmosphere
of 18.0 g. of (—)-nopinone enol acetate dissolved in 250
ml. of dry benzene was added in one portion 48.8 g. of
lead tetraacetate which had been dried over phospho-
rous pentoxide and potassium hydroxide. The reaction
mixture was heated to reflux and stirred for eighteen
hours. The reaction mixture then was cooled to room
temperature, filtered, and the filtrate was washed with
ten percent aqueous sodium bicarbonate solution and
with water, dried, and the solvent was removed there-
from by evaporation under reduced pressure to provide
23.5 g. of the crude product as a clear liquid. The prod-
uct so formed was distilled to provide 9.3 g. of (—)-6,6-
dimethyl-2,4-diacetoxy-2-norpinene. B.P. 115°-118° C.
at 5 torr. [a]20D—89.7° (c=1.0, CHCl3).

H! nmr (CDCl3)

8 5.25 (m, 2H)

8 2.4 (m, 4H)

621 (s, 3H)

2.0 (s, 3H)

5 1.35 (s, 3H)

6 1.0 (s, 3H)

IR (CHCl3): 1370, 1763 cm—1, carbonyl. mass spec-
trum m/e: 196 (M+ —CH,—=C=0).

EXAMPLE 2
(+)-6,6-Dimethyl-2,2-diacetoxy-3-norpinene

To a stirred solution under a nitrogen gas atmosphere
of 18.0 g. of (—)-nopinone enol acetate dissolved in 250
ml. of dry benzene was added in one portion 48.8 g. of
lead tetraacetate which had been dried over phosphorus
pentoxide and potassium hydroxide. The reaction mix-
ture was heated to reflux and stirred for two hours. The
mixture then was cooled to room temperature, washed
with aqueous sodium bicarbonate solution and with
water, dried, and the solvent was removed by evapora-
tion under reduced pressure to provide the product as
an oil. The oil was then distilled to provide 9.8 g. of
(+)-6,6-dimethyl-2,2-diacetoxy-3-norpinene. B.P.
102°-103° C. at 5 torr. [a]?°D+33.2° (¢c=1.0, CHCl3).

Analysis Calc. for Cj3H;304: Theory: C, 65.53; H,
7.61; COCH3, 36.12. Found: C, 65.77; H, 7.32; COCH3,
36.56.

H! nmr (CDCIl3)

6 6.4 (m, 2H)

8 3.15 (m, 1H)

6 2.3 (m, 3H)

5 2.1 (s, 6H)

8 1.4 (s, 3H)

& 1.1 (s, 3H)

" mass spectrum m/e: 196 (M+ —42). IR (CHCl3) 1750
cm~—!, carbonyl.
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EXAMPLE 3.

(+)-4-[4-(1,1-Dimethylheptyl)-2,6-dihydroxyphenyl]-
6,6- dlmethyl-2-norpmanone

A solution of 1.18 g of (—)-6,6-dimethyl-2, 4-
diacetoxy-2-norpinene in 50 ml. of chloroform contain-
ing 0.95 g. of para-toluenesulfonic acid mono-hydrate
stood at about 25° C. for four hours. The reaction mix-
ture was then diluted with 100 ml. of diethyl ether, and
the resulting solution was washed with ten percent
aqueous sodium bicarbonate solution, with water, dried,
and the solvent was removed therefrom by evaporation
under reduced pressure to provide the product as a
semi-crystalline solid: The product so formed was tritu-
rated with 25 ml. of n-hexane and filtered, thus afford-
ing 1.30 g. of (+)-4-[4-(1, l-dlmethylheptyl)‘Z 6-dihy-
droxyphenyl]-6,6-dimethyl-2-norpinanone. - ‘M.P.
171°-174° C. [¢]2D +55.8° (C=1.0 CHCl3)

Analysis Calc for Cz4H3603 Theory C, 77.38; H,
9.74. Found: C, 77:59; H,9.83. : - .

H! nmr (CDC13+DMSO¢16)

&8 8.05 (s, 2H, phenolic OH)

8635 (s, 2H) .

8 4.05 (t, 1H).

8 3.65 (m, 1H)

& 2.45 (m, 5H)

8 1.35 (s, 3H)

8 1.15 (m, 19H)

8 0.95 (s, 3H)

IR (KBr) 1668 cm—!, carbonyl. mass spectrum m/e:
372 (M ).

Following the same procedure, 1.18 g. of (4)-6,6-
dimethyl-2,2-diacetoxy-3-norpinene was converted to
(+)-4-[4-(1,1-dimethylheptyl)-2,6-dihydroxyphenyl]-
6,6-dimethyl-2-norpinanone having the identical physi-
cal properties as that obtained as described in Example
3

EXAMPLE 4

(—)-cis-1-Hydroxy-3-(1,1-dimethylheptyl)-6,6-dimeth-
yl-6,6a,7,8,10,10a-hexahydro-9H-dibenzo[b,d]pyran-
9-one

A solution of 372 mg. of (4 )-4-[4-(1,1-dimethylhep-
tyl)-2,6-dihydroxyphenyl]-6,6-dimethyl-2-norpinanone,
from Example 3, dissolved in 25 ml. of chloroform
containing 190 ml. of para-toluenesulfonic acid mono-
hydrate was heated to reflux and stirred for twenty four
hours. The reaction mixture then was cooled to room
temperature, diluted with 25 ml. of water, and extracted
several times with 25 ml. portions of diethyl ether. The
ethereal extracts were combined, washed with ten per-
cent aqueous sodium bicarbonate solution and with
water, dried, and the solvent was removed therefrom
by evaporation under reduced pressure to provide 380
mg. of the product as a white foam. The crude product
so formed was chromatographed over a column packed
with commercial Woelm activity II silica gel, eluting
with five percent diethyl ether in benzene. Evaporation
of the solvent from the appropriate fractions afforded
228 mg. of (—)-cis-1-hydroxy-3-(1,1-dimethylheptyl)-
6,6-dimethyl-6,6a,7,8,10,10a-hexahydro-9H-diben-
zo[b,d]pyran-9-one. M.P. 139.5°-141° C. [«]2°D—50.0°
(c=1.0, CHCl3), mass spectrum m/e: calc. for
C24H3603, 372.2664; found 372.2665.

10

20

25

30

45

4,176,233

10
EXAMPLE 5

( —)-trans-1-Hydroxy-3-(1,1-dimethylheptyl)-6,6-
dimethyl-6,6a,7,8,10,10a-hexahydro-9H-dibenzofb,d]-
pyran-9-one

To a. solutxon of 372 mg. of (+)-4-[4-(1 1-dimethyl-
heptyl)-2,6-dihydroxyphenyl]-6,6-dimethyl-2-norpina-
none in 25 ml. of chloroform was added in one portion
1.0 ml. of stannic chloride. The reaction mixture was
stirred at 25° C. for sixteen hours, and then added to 50
g. of ice. The aqueous reaction mixture was extracted
several times with 25 ml. portions of diethyl ether, and
the ethereal extracts were then combined, washed with
2 N hydrochloric acid solution and then with five per-
cent aqueous sodium bicarbonate solution. The organic
layer next was washed with water, dried, and the sol-
vent was removed by evaporation under reduced pres-
sure to provide 378 mg. of the product as a crude foam.
The foam was next chromatographed over a Woelm
activity II silica gel column, eluting with benzene.
Evaporation of the solvent from the fractions shown by
thin layer chromatography to contain one component

afforded 305 mg. of (—)-trans-1-hydroxy-3-(1,1-dime-

thylheptyl)-6,6-dimethyl-6,6a,7,8,10,10a-hexahydro-
9H-dibenzo[b,d]pyran-9-one.

[a]?°D —52.3° (c=1.0, CHCl3), mass spectrum cale.
for C24H3603 372.2664, m/e found 372.2667.

Evaporation of the solvent from eluates shown by
thin layer chromatography to contain a different com-
ponent afforded 55 mg. of (—)-cis-1-hydroxy-3-(1,1-
dimethylheptyl)-6,6-dimethyl-6,6a,7,8,10,10a-hexahy-
dro-9H-dibenzo[b,d]pyran-9-one. [a]?°D—50° (c=1.0,

.CHCl3).

EXAMPLE 6

(—)-trans-1-Hydroxy-3-(1,1-dimethylheptyl)-6,6-
dimethyl-6,6a,7,8,10,10a-hexahydro-9H-dibenzo[b,d}-
pyran-9-one

A solution of 77 mg. of (—)-cis-1-hydroxy-3-(1,1-
dimethylheptyl)-6,6-dimethyl-6,6a,7,8,10,10a-hexahy-
dro-9H-dibenzo[b,d]pyran-9-one in 5 ml. of dichloro-
methane containing 77 mg. of aluminum chloride was
stirred at 25° C. for four hours. The reaction mixture
was then diluted with 20 g. of ice, and the resulting
aqueous mixture was extracted with diethyl ether. The
ethereal extracts were combined, washed with 2 N
hydrochloric acid and with ten percent aqueous sodium
bicarbonate solution, and then washed with water,
dried, and the solvent was removed by evaporation
under reduced pressure to provide 75 mg. of the prod-
uct as an oil. The oil so formed was chromatographed
over a thick layer silica gel coated plate. Elution of the
principle band with a twenty percent solution of ethyl
acetate in benzene, and evaporation of the solvent
therefrom, afforded 54 mg. of (—)-trans-1-hydroxy-3-
(1,1-dimethylheptyl)-6,6-dimethyl-6,6a,7,8,10,10a-hex-
ahydro-9H-dibenzo[b,d]pyran-9-one. [a]®0D —53.8°
{(c=1.0, CHCl3).

EXAMPLE 7

(—)-trans-1-Hydroxy-3-(1,1-dimethylheptyl)-6,6-
dimethyl-6,6a,7,8,10,10a-hexahydro-9H-dibenzo[b,d]-
pyran-9-one

A mixture of 2.38 g. of (—)-6,6-dimethyl-2,4-
diacetoxy-2-norpinene and 2.76 g. of 5-(1,1-dimethyl-
heptyl)-resorcinol dissolved in 50 ml. of dichlorometh-
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ane containing 10.2 g. of boron trifluoride diethyl ether-
ate was cooled to 0° C. in an‘ice bath and stirred for one
hour. The reaction mixture then was warmed to 25° C.
and stirred for an additional twelve hours. The reaction
mixture next was poured into 25 g. of ice, and the result-
ing aqueous mixture was extracted with diethyl ether.
The organic layer was separated, washed with ten per-
cent aqueous sodium bicarbonate solution, dried, and
the solvent was removed therefrom by evaporation
under reduced pressure to provide 4.1 g. of a brown oil.
The oil so formed was purified by chromatography
over a column packed with- Woelm Activity II silica
gel, eluting with benzene. The appropriate fractions,
shown by thin layer chromatography to contain the
desired product, were combined and the solvent was
evaporated therefrom to afford 1.06 g. of (—)-trans-1-
hydroxy-3-(1,1-dimethylheptyl)-6,6-dimethyl-
6,6a,7,8,10,10a-hexahydro-9H-dibenzo[b,d]pyran-9-one
as a colorless oil. [a]20D—47.5° (c=1.0, CHCl3).

Following the same procedure as set forth above,
(+)-6,6-dimethyl-2;2-diacetoxy-3-norpinene ‘'was = re-
acted with 5-(1,1-dimethylheptyl)resorcinol in the pres-
ence of boron trifluoride diethyl etherate to afford (—)-
trans-1-hydroxy-3-(1,1-dimethylheptyl)-6,6-dimethy!-

10

15

6,6a,7,8,10, 10a-hexahydro-9H-d1benzo[b,d]pyran-9-one 25

We claim:-
1. A compound of the formula
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wherein: :
R, is acetoxy or, taken together with R, forms a
double bond;
Rz is acetoxy or, taken together with R3, forms a
double bond; and ‘
R3, taken together with R or with Ry, forms adouble
bond, provided that when one of Rj or R is ace-
toxy, the other, taken with R3, forms a double
bond, and that R; and R both are not acetoxy.
2. The compound of claim 1 wherein R) is acetoxy
and R; and R3 together form a double bond.
3. The compound of claim 1 wherein R i$ acetoxy
and Rj and Rj together form a double bond.
* %X x ¥ % 4 -t



ACTUAL PATENT URL LINK:
https://patentimages.storage.googleapis.com/
e2/45/db/77ba620616358b/US4176233.pdf

PATENT CURRENT ASSIGNEE URL
LINK:
https://patents.google.com/patent/US4176233
Al/en?0q=us+4176233



*| R&B, Hip Hop Love Songs | 3 X G US4176233A - Stereoselective r X R

« c ‘Q‘ © & https;//patents.google.com/patent/US41762334/entoq=us+4176233

@ Getting Started

Abstract

An optically active 4-(4-substituted-2,6-dihydroxyphenyl)-6,6-dimethyl-2-norpinanone is reacted with
a protonic acid to provide an optical isomer of a cis-1-hydroxy-3-substituted-6,6-dimethyl-
6,6a,7,8,10,10a-hexahydro-9H-dibenzo[b,d]pyran-9-one. Reaction of said norpinanone with a Lewis
acid provides an optical isomer of trans-1-hydroxy-3-substituted-6,6-dimethyl-6,6a,7,8,10,10a-
hexahydro-9H-dibenzo[b,d]pyran-9-one. The optically active norpinanones are prepared by reaction
of a 5-substituted-resorcinol with an optically active 6,6-dimethyl-2,4-diacetoxy-2-norpinene or an
optically active 6,6-dimethyl-2,2-diacetoxy-3-norpinene, which compounds are derived from optically
active (B-pinenes.

Classifications

®» CO7C69/013 Esters of alcohols having the esterified hydroxy group bound to a carbon atom of
a ring other than a six-membered aromatic ring
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