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4-AMINO-CYCLOHEXANOLS, THEIR
PHARMACEUTICAL COMPOSITIONS AND
METHODS OF USE

BRIEF SUMMARY OF THE INVENTION

Novel 4-aminocyclohexanols and acylates thereof are
ctive as analgetics. These compounds are formulated
nto pharmaceutical compositions for analgesia in mam-
mals in need of said treatment.

DETAILED DESCRIPTION OF THE
INVENTION

In accordance with this invention there are provided
compounds of Formula I, hereinafter referred to as
Group A

Formula I
Rs
OR
Ry
N
VAN
R3 Ry
wherein R is hydrogen or
O
7/
R|C ,

wherein R is alkyl of one to three carbon atoms, inclu-
sive; Ry is hydrogen, alkyl of one to six carbon atoms,
inclusive; alkenyl of two to six carbon atoms, inclusive;
alkynyl of two to six carbon atoms, inclusive, wherein
the triple bonded carbon is attached to the ring; al-
kylenylcycloalkyl wherein alkylene is one to six carbon
atoms, inclusive, and cycloalkyl is three to six carbon
atoms, inclusive, alkylenylcycloalkenyl wherein alkyl-
ene is one to six carbon atoms, inclusive, and cycloalke-
nyl is five to seven carbon atoms, inclusive,

—CH; CH;

and Q-E wherein Q is normal or branched alkylene of
zero to six carbon atoms, inclusive, and E is

G

wherein G is hydrogen, halogen, hydroxy, alky! of one
to three carbon atoms, inclusive, or alkoxy of one to
three carbon atoms, inclusive; R3and R4 are the same or
different and are alkyl of one to five carbon atoms,
inclusive; Rsis hydrogen, halogen, hydroxy or alkyl of
one to three carbon atoms, inclusive, each Rs at the
meta or para position with the proviso that when Rs is
meta or para hydroxy, R; is not hydrogen or alkyl of
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one to six carbon atoms, inclusive; or a physiologically
acceptable acid addition salt thereof.

Another group of compounds hereafter referred to as
Group B, are the compounds of Group A wherein Rz is
hydrogen, alkyl of one to six carbon atoms, inclusive,
alkenyl of two to six carbon atoms, inclusive, alkynyl of
two to six carbon atoms, inclusive, wherein the triple
bonded carbon is attached to the ring,

—CH» =CHj,

or Q-E wherein Q is normal or branched alkylene of
zero to six carbon atoms, inclusive, and E is

G

wherein G is hydrogen, halogen, hydroxy, alkyl of one
to three carbon atoms, inclusive, or alkoxy of one to
three carbon atoms, inclusive.

A further group of compounds, hereafter referred to
as Group C, as those compounds of Group A wherein R
is hydrogen and Rj and Ry are alkyl of one to three
carbon atoms, inclusive.

A still further group of compounds, hereafter re-
ferred to as Group D, are those compounds of Group B
wherein R is hydrogen and R3 and Rgare alkyl of one to
three carbon atoms, inclusive.
~ Another group of compounds, hereafter referred to
as Group E, are those compounds of Group B wherein
R, is alkyl of one to four carbon atoms, inclusive, alke-
nyl of two to four carbon atoms, inclusive, with the
unsaturation on the terminal carbon atom, alkynyl of
two to four carbon atoms, inclusive, wherein the triple
bonded carbon atom is attached to the ring,

—CH3 =CH;

or Q-E wherein Q is normal or branched alkylene of
one to four carbon atoms, inclusive, and E is

G

wherein G is hydrogen, halogen, hydroxy, alkyl of one
to three carbon atoms, inclusive, or alkoxy of one to
three carbon atoms, inclusive.

A further group of compounds, hereafter referred to
as Group F, are the compounds of Group E wherein R
is hydrogen, Rz and R4 are alkyl of one to three carbon
atoms, inclusive, and Rs is chloro, bromo, or hydroxy,
each R;s at the meta or para position.

A still further group of compounds, hereafter re-
ferred to as Group G are those compounds of Group E
wherein R; is normal alkyl of one to four carbon atoms,
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inclusive, normal alkeny! of two to four carbon atoms,
inclusive, with the unsaturation on the terminal carbon
atom, alkynyl of two to four carbon atoms, inclusive,
wherein the triple bonded carbon is attached to the ring,

—CH> =CH,,

or Q-E wherein Q is normal alkylene of one to four
carbon atoms, inclusive, and E is

G

wherein G is hydrogen, halogen, hydroxy, alkyl of 1 to
3 carbon atoms, inclusive, or alkoxy of 1 to 3 carbon
atoms, inclusive.

Another group of compounds are those of Group G
wherein R is hydrogen.

A further group of compounds are those of Group G
wherein R is hydrogen, R3 and R4 are methyl, Rs is
chloro, bromo or hydroxy, each Rs at the meta or para
position, and when G is halogen, halogen is restricted to
chloro or bromo.

Another aspect of the invention is pharmaceutical
compositions of each of the above groups of com-
pounds. A still further aspect of the invention is the
method of using each of the pharmaceutical composi-
tions for the utility of the invention.

As employed throughout this specification and
claims, phrase “alkyl of one to six carbon atoms, inclu-
sive” means methyl, ethyl, n-propyl, n-butyl, n-pentyl,
n-hexyl and isomers thereof. Illusirative examples of
isomers are isopropyl, t-butyl, neopentyl and 2,3-dime-
thylbutyl. Alkyl of a lower carbon atom limitation are
to be interpreted in the same manner. Alkenyl and alky-
nyl of one to six carbon atoms, inclusive, are to be inter-
preted in the same manner, the alkenyl group having a
double bond, the alkynyl group a triple bond. Examples
of alkenyl are ethylene, propylene, 1-butene, isobutene,
1-hexene, 3-pentene and the like. Examples of alkynyl
are acetylene, propyne, 1-butyne, 1-hexyne, and 3-meth-
yl-1-pentyne. Cycloalkyl of three to six carbon atoms,
inclusive, is cyclopropyl, cyclobutyl, cyclopentyl and
cyclohexyl. Examples of cycloalkeny! of five to seven
carbon atoms, inclusive, are 2-cyclopentenyl, 3-
cyclohexenyl, 4-cycloheptenyl. Halo is fluoro, chloro
and bromo.

The compounds of the invention are readily prepared
by chemical synthetic methods. A 4-oxocyclohexanone
monoketal prepared by methods known in the art, see
M. Haslanger and R. G. Lawton, Synthetic Commun., 4,
155 (1974), is reacted with an HNR3R acid addition salt
and an alkali metal cyanide to form a 4-dialkylamino-4-
cyano-cyclohexanone ketal. The reaction between the
ketal, amine acid addition salt and cyano proceeds
readily and does not usually require heating. Room
temperature and stirring are suitable. Standard recovery
and purification methods are employed. Either potas-
sium or sodium cyanide can be employed. With respect
to the ketal, any alkylene ketal is suitable; however, an
ethylene ketal prepared with an ethylene glycol in the
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presence of an acid catalyst such as p-toluenesulfonic
acid and an organic solvent is preferred. The ketaliza-
tion reaction is promoted by heating, preferably at the
reflux temperature, and azeotropic removal of the
water by-product.

The 4-dialkylamino-4-cyanocyclohexanone ketal is
then reacted with a Grignard reagent of the type

MgBr,

Rs

Rs defined as above, in a Grignard reaction to form a
4-dialkylamino-4-phenylcyclohexanone ketal. When Rs
in the final product is to be hydroxy, the hydroxy func-
tion of the Grignard reagent is protected by a group
which can be removed under mild conditions at a con-
venient place further along the synthetic pathway. An
example of such a group is tetrahydropyranyl or benzyl.
Such a group can be removed under mild hydrolytic
conditions using aqueous acid, e.g., hydrochloric,
acetic, and the like, or by hydrogenolysis over a Pd/C
catalyst system.

This Grignard reaction occurs when the Grignard
reagent and the ketal are heated; preferably to the reflux
temperature in an organic solvent medium. A suitable
organic solvent medium is tetrahydrofuran, preferably
anhydrous. Heating periods are relatively lengthy.
Eighteen to seventy-two hours may be required, al-
though fifteen to twenty-four hours is generally an ade-
quate reaction time. The 4-dialkylamino-4-phenylcy-
clohexanone ketals are recovered in the usual manner
by work-up of the reaction mixture with a neutral aque-
ous medium, e.g.,, ammonium chloride. The organic
layer is purified by standard techniques.

At this point in the synthetic pathway, the ketal is
cleaved, thereby forming the substituted cyclohexa-
none, by contacting the ketal in an aqueous mineral acid
such as hydrochloric acid in the presence of an organic
solvent such as methanol. This contacting time is rela-
tively lengthy; time periods of up to forty-eight hours
may be necessary. During this reaction, the hydroxy
protecting group, if present, will be cleaved if suscepti-
ble to hydrolysis leaving Rsas hydroxy. Such cleavage
can occur prior to the ketal conversion if desired.

The 4-dialkylamino-4-phenylcyclohexanone is then
converted to compounds of this invention by appropri-
ate means. The compounds, wherein Rj is hydrogen,
are readily prepared by reacting the ketone with a stan-
dard reducing agent such as a metal hydride, for exam-
ple lithium aluminum hydride, sodium borohydride or
sodium in ethanol. The compounds wherein Ry is alky-
nyl are prepared by reacting the ketone with a lithium
salt complex such as Li C®©=CH.H,NCH,CH,;NH,.
This particular compound. is commercially available
from Foote Mineral. Where other alkynyl chain lengths
are desired, the appropriate alkali metal salt or Grignard
agent is employed. The reaction is generally carried out
at room temperature in a dry environment including a
dry solvent such as a cyclic ether, e.g., tetrahydrofuran.
Higher temperatures up to about 100° C. may be used as
needed.

For all other R substituents, the ketone is reacted
with an appropriately substituted Grignard reagent in



4,366,172

5

excess for an extended period of time, for example from
about two to about four days. Typical Grignard reac-
tion conditions and environment are employed. When
G is intended to be hydroxy in the final product, it
should be protected in the same manner as Rs being OH.
Tetrahydropyranyl is the preferred protecting group.
Elevated temperatures up to about 100° C. are used
although most reactions proceed at a reasonable rate at
room temperature. A cyclic ether solvent such as tetra-
hydrofuran is employed with facility. The reaction
environment is preferably maintained in.a dry inert
state.

It should also be noted that the compounds of the
invention can be prepared by reacting the ketone with a
LiR; reagent under known reaction conditions.

The above reaction schemes prepare compounds of
the invention wherein R is hydrogen. To prepare com-
pounds of the invention wherein R is

RiC .

an acylation is undertaken. A standard acylating agent
such as an anhydride, for example acetic anhydride, is
reacted with the alcohol of Formula I at a low tempera-
ture, for example 0° to 35° C., for a period of time, e.g.,
2-30 hours, followed by basic work-up. to form com-
pounds of Formula I wherein R is

RiC

The compounds of Formula I can occur in their cis
and trans forms.

On occasion the compounds or their addition salts in
their crystalline state are isolated as solvates, i.e., with a
discreet quantity of solvent, e.g., water, ethanol, and the
like, associated physically, and thus removable without
effective alteration of the chemical entity per se.

Examples of compounds within the scope of this
invention are represented in Table I below:

TABLE I

Rs

OR

N Rz
7 N\
R3 R4

wherein R is hydrogen

—

0
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Rz

R3

R4

Rs

H

CH3(CH2)3;C=C—

CH;3
CH,CH=CH,
(CH2)2CsHo

(CH2)3—C>

—CHZ—O— CH;

CH3
Ca2Hs
C3Hy
i-C3H7
C4Hg

i-C4Hg

t-C4Ho

i-CsHjy
t-C4Hog
i-C3H7

CHj3
CoH;s

C3H7

CHj3

p-CH3
m-OH
m-F
m-CHj3
p-C2Hs

m-Cl

p-C3Hy

60
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TABLE I-continued
Rs
OR
N Ry
VRN
R3 R4
wherein R is hydrogen
R; R3 R4 Rs
@ CsHiy CyHs p-Br
i-dsH]] i-CsHjp m-Cl
S,
CsHn C3Hy  pF
Qo
OH CHj5 CHs H
: i-C3Hy CHj3 H
CH3
CH3 CH3 p-OH
—O—ocn;
. C3Hy C3H7 pF
-(CHZ)G_O
i-C4Hog CyHs  p-Cl
—(CH2)3—Q
' F
iil CoHs CsHyp  p-CH3
—C
tn
3 Br
CH3 i-C3H7 m-CzHs
(CHy)3
CyHs
CH;CH=CH; C3Hy i-Cq4Hg p-CaHs
i-Ce¢H13 CH3 CyHs m-Br
—CH;—C3Hs CHj3 t-C4Hg p-i-C3H7
CH3;C=C— t-C4Ho CHj3 m-Cl
CaH; CyHs; m-F
—CHZ—O_CHZ
i-CsHj1 C3H7 p-OH

O
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TABLE I-continued
Rs
OR
N Ra
7\
R3 Rq
wherein R is hydrogen
R3 R3 R4 Rs
(IZH;; CyHs C;Hs pCl
CH;
(IT—CHZ
H K
O—i-C3H7y
CsHy C;Hs CH3 m-Cl
i-C3H7 C3Hy CsHy m-F
—(CH2);C4Hs i-C3Hy i*C3H7 p-F
—~CHy—Cg¢H1) CH;3 CH;3 m-Br
CHj3 C;Hs p-Br
"'(CH2)2—O
CH3(CH2),C=C— CaH5 t-C4Hy9 m-OH
—(CH;3)2CH==CH3 C3Hy C;Hs p-OH
i-C3H7 CHj3 m-CyHs
~en)
Br
i-C4Ho CsH7 p-C3H7
—CHZ—O—CHZ
—(CH3)4C4H7 t-C4Ho C;Hs m-i-C3Hy
CH3C=C~— CsHi; CsH7  p-CHj
t-C4Hg i-CsHpy CHj p-CaHs
TABLE II

Compounds of Table I are converted to compounds
of Formula I wherein R is

[¢]
V4
RiC

by reaction with an acylating agent at a low tempera-

ture for a period of time followed by an aqueous neutral

or basic workup. In this manner the acetyl, propionyl,

butyryl, pentanoyl and hexanoyl esters of the com-
. pounds of Table I are prepared.

TABLE I

Various acid addition salts of the free base com-
pounds of Tables I and II are prepared by adding the
free base to the appropriate acid in a suitable solvent,
e.g., alcohol or diethylether. For example, the hydro-
chloric, sulfuric, nitric, hydrobromic, acetic, propionic,
maleic, pamoic, lauric, cyclohexanesulfamic and like
acid addition salts of the compounds of Tables I and II
are prepared in this manner.

Following are specific examples of the compounds of
this invention. These examples are not intended to limit
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8

but are presented to exemplify the scope of the inven-
tion.

The compounds can be separated into their cis and
trans forms by standard techniques. The cis and trans
mixture is placed on a column of silica gel and eluted
with solvent ‘systems of increasing polarity. Typical
solvent systems employed are CH30H/CH,Cl; (differ-
ent % CH3;0H); CH30H/CHCI;3 (different % CH30H)
and/or CH3;OH/CH,Cl;/NH4OH  (different %
NH4OH). The less polar isomer is initially eluted. The
increasing polarity of the solvent system elutes the more
polar isomer. Usually the less polar isomer is the trans;
the more polar isomer is the cis form.

All temperatures are in °C.

EXAMPLE 1
4-Dimethylamino-4-p-chlorophenylcyclohexanol
Part A

Preparation of precursor cyclohexane-1,4-dione,
ethylene monoketal

A reaction mixture consisting of 10 g. (0.085 mole)
4-hydroxycyclohexanone, 4.75 ml. ethylene glycol, 0.20
g. p-toluenesulfonic acid, and 100 ml. benzene is heated
at the reflux temperature in a reaction vessel fitted with
a Dean and Stark trap for two hours. After the reaction
mixture has cooled, it is washed first with water and
then with brine. The benzene is then removed by evapo-
ration under reduced pressure giving the intermediate
4-hydroxycyclohexanone ethylene monoketal as a vis-
cous oil weighing 14.12 g. The 4-hydroxycyclohexa-
none ethylene monocketal is dissolved in 100 ml. methy-
lene chloride and added with stirring to a suspension
consisting of 55.0 g. chromium trioxide (pre-dried for
twenty-four hours under reduced pressure over phos-
phorous pentoxide), one liter dry methylene chloride,
and 52.8 g. 3,5-dimethylpyrazole. After continued stir-
ring for ten (10) minutes, this dark reaction mixture is
poured onto a two-liter column of silica gel. When the
reaction mixture has been completely adsorbed, the
chromatogram is developed with a 1:1 mixture of ethy!
acetate and technical hexane (Skellysolve B— a mixture
of isomeric hexanes having a boiling range between 60°
and 70° C.). The appropriate fractions as determined by
TLC are collected and combined, after which the sol-
vents are removed by evaporation under reduced pres-
sure. The crystals thus obtained are recrystallized from
technical hexane, and there is thus obtained 10.82 g.
(91% yield) of the desired cyclohexane-1,4-dione, ethyl-
ene monoketal having a melting point at 68° to 69° C.
[The literature value is 71.5° to 72.5° C.]

Part B

Preparation of first intermediate
4-cyano-4-dimethylaminocyclohexanone, ethylene
ketal

A reaction mixture consisting of 3.0 g. (0.019 mole) of
the cyclohexane-1,4-dione, ethylene monoketal pre-
pared in Part A, above, 3.0 g. potassium cyanide, 4.5 g.
dimethylamine hydrochloride, 3.0 ml. methanol, and 25
ml. saturated aqueous dimethylamine is stirred at 25° C.
for forty-eight hours. The reaction mixture is then ex-
tracted successively with five 40 ml. portions of diethy!
ether. The ether extracts are combined and the ether is
removed by evaporation under reduced pressure. The
residue thus obtained is dissolved in methylene chlo-
ride. Some small amount of water present is separated,
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and the organic solvent portion is conserved for re-
moval of the methylene chloride by evaporation under
reduced pressure. The residual solid thus obtained is
recrystallized from technical hexane to give 3.6 g. (78%

yield) of the desired intermediate 4-cyano-4-dime- 5

thylaminocyclohexanone ethylene ketal having a melt-
ing point at 79° to 81° C.

Anal. Calcd. for C1jH7N203: C, 62.83; H, 8.63; N,
13.33; Found: C, 62.92; H, 8.66; N, 13.58.

Part C

Preparation of
4-(p-chlorophenyl)-4-dimethylaminocyclohexanone,
ethylene ketal hydrochloride

To a Grignard reagent prepared from 2.73 g. of p-
chlorobromobenzene, 0.35 g. magnesium and 30 ml.
tetrahydrofuran (THF), is added 1.50 g. (0.071 mole) of
4-cyano-4-dimethylaminocyclohexanone ethylene ketal
(prepared in Part B) in 40 ml. of THF. The reaction
mixture is heated for three (3) days at the reflux temper-
ature. It is then cooled, chilled in an ice bath and 20 ml.
saturated ammonium chloride in benzene added. The
organic phase is separated. It is washed initially with
water and then with brine. Finally, the solvents are
removed by evaporation under reduced pressure. The
residue thus obtained is dissolved in diethy! ether and 4
N ethereal hydrogen chloride is added until precipita-
tion is complete. The salt thus obtained is collected on a
filter as a gummy material. It is suspended in methylene
chloride and one N aqueous sodium hydroxide is added.
The organic layer is separated and the methylene chlo-
ride is removed by evaporation under reduced pressure.
The residue thus obtained is added onto a 200 ml. col-
umn of silica gel, the chromatogram is developed with
methylene chloride containing 4% methanol and 20-ml.
fractions are collected. The solvent is removed by evap-
oration under reduced pressure and the residue is dis-
solved in diethyl ether. The ether solution is treated
with 4 N ethereal hydrogen chloride until precipitation
of the desired 4-(p-chlorophenyl)-4-dimethylaminocy-
clohexanone ethylene ketal hydrochloride is complete.
The precipitate is collected on a filter and crystallized
from a mixture of methylene chloride and ethyl acetate
to give 0.80 g. (34% yield) of pure 4-(p-chlorophenyl)-
4-dimethylaminocyclohexanone ethylene ketal hydro-
chloride having a melting point at 252° to 254° C.

Part D

Prepération of
4-(p-chlorophenyl)-4-dimethylaminocyclohexanone

A reaction solution consisting of 4.52 g. (0.0136 mole)
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of 4-(p-chlorophenyl)-4-dimethylaminocyclohexanone, .

ethylene ketal hydrochloride (prepared in Part C
above), 22.5 ml. 2.5 N hydrochloric acid, and 45 ml.
methanol is set aside at 25° C. for forty-eight hours. The
methanol medium is substantially removed by evapora-
tion under reduced pressure to give a concentrate that is
made strongly basic by additions of 50% aqueous so-
dium hydroxide. A precipitate forms which is collected
on a filter and dissolved in diethyl ether. The ether
solution is washed with brine to remove the residual
water and the ether is then removed by evaporation
under reduced pressure. The residue thus obtained is
recrystallized from diethyl ether to give 2.30 g. (70%
yield) of 4-(p-chlorophenyl)-4-dimethylaminocyclohex-
anone having a melting point at 108° to 111° C.
Anal. Found: C, 67.10; H, 7.36; N, 5.42.
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Part E )
- 4-Dimethylamino-4-(p-chlorophenyi)cyclohexanol

A suspension of 4.0 g. (0.016 mole) of 4-dime-
thylamino-4-(p-chlorophenyl)cyclohexanone in 60 ml.
95% isopropanol is warmed to dissolve the solid. So-
dium borohydride (0.61 g.) is then added and the mix-
ture stirred at room temperature for six hours. The bulk
of the solvent is then removed in vacuum. The residue
is taken up in water and methylene chloride. The or-
ganic layer is washed with water and brine and taken to
dryness. The residual solid is recrystallized twice from
acetone to afford 1.21 g. (30%) of product, melting
point 148°-150.5° C.

Anal. Found: C, 66.52; H, 7.98; N, 5.52.

EXAMPLE 2

4-Dimethylamino-4-(p-chlorophenyl)cyclohexanol
acetate hydrochloride

To an ice cooled solution of 0.71 g. (2.8 mmole) of
4-dimethylamio-4-(p-chlorophenyl)cyclchexanol in 20
ml. tetrahydrofuran, there is added under nitrogen 1.66
ml. 1.62 N butyl lithium in pentane. At the end of thirty
minutes stirring, 0.27 ml. of acetic anhydride is added.
At the end of six hours at room temperature the solvent
is removed in vacuum. The residue is treated first with
a small amount of ice and then made basic with NaH-
CO3. This mixture is then extracted thoroughly with
methylene chloride and the extracts taken to dryness.
The residue is dissolved in ether and treated with 3 N
hydrogen chloride in ether. The precipitated solid is
recrystallized from methylene chloride:ethyl acetate to
afford 0.81 g. (87%) of product, melting point
226°-228.5°.

Anal. Found: C, 57.25; H, 7.06; N, 4.35.

EXAMPLE 3

4-(Dimethylamino)-1-ethynyl-4-p-tolyl-cyclohexanol,
isomer A, and
4-(dimethylamino)- 1-ethynyl-4-p-tolyl-cyclohexanol,
, isomer B

Lithium acetylide ethylene diamine complex (1.30 g.,
13 mmole) is added to a solution of 1.50 g. (6.5 mmole)
of 4-(dimethylamino)-4-p-tolyl-cyclohexanone in 20 ml.
of tetrahydrofuran. The mixture is stirred under N at
room temperature for six days and then cooled in ice
water. Water (10 ml.) is added and the organic layer
washed three times with 10 ml. water and one time with
5 ml. brine. The residue which remains when the or-
ganic fraction is taken to dryness is again subjected to
the above reaction conditions using 2.60 g. of the acety-
lide complex in 40 ml. of tetrahydrofuran. Following
nine days of stirring at room temperature, the reaction is
worked up as above. The residue is chromatographed
on a 1”xX48" high pressure liquid chromatography sil-
ica gel column (elution with 7.5% MeOH:CHCl3). A
first series of fractions containing similar material by
thin layer chromatography (TLC) is combined, the
solvent evaporated and the residue recrystallized from
aqueous methanol to yield 0.13 g. of isomer A, m.p.
148°-151°,

Anal. Calcd. for: C17H23NO.3H,0: Found: C, 77.66;
H, 9.04; N, 5.46.

Another series of fractions follows. Those which are
similar by TLC are combined, concentrated, and re-
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crystallized from acetone: Skellysolve to yield 0.48 g. of
material, m.p. 175°-176°,
Anal. Calcd. for: C17H23NO: Found: C, 79.58; H,
9.04; N, 5.69. ‘

EXAMPLE 4

4-(p-Chlorophenyl)-4-(dimethylamino)- 1-methylcy-
clohexan-1-ol

To an ice-cooled solution of 10 ml. of 3 M methyl

12

material. Those fractions containing the second material
are combined, concentrated to dryness and crystallized
from CH3CN:H,O to yield 0.20 g. of the tertiary alco-
hol, melting point 119°-120°.

Anal. Calcd. for: C15H2;CINO: Found: C, 67.38; H,
8.52; N, 5.40.

Preferred compounds are compounds of Formula I
wherein R is hydrogen and R3 and R4 are methyl:

R is methyl, Rs is p-methyl;

magnesium bromide in Et,0 is added a solution of 1.25 '© ﬁz 18 phe}?lethylil Rs lil p-blr{o mo; !
g (0005 mole) of 4-(p-chiorophenyl)-4-(dime- Rz s pchlorophenet ly" 3 p-ch oro;
thylamino)cyclohexanone in 25 ml. of tetrahydrofuran. Th les cycloper}tyhet yiene, Rs 1S p-chloro.
The mixture is stirred under nitrogen in the cold for € less polar of the two isomers is more preferred.
ope-half hour and tl}en at room temperature for forty- s EXAMPLE 5
eight hours. Following ice bath cooling there is added . . . N
20 ml. of saturated aqueous ammonium chloride, 10 mi. Following the synthetic procedures disclosed in this
of water, 10 ml. diethyl ether and 25 ml. benzene. The application, particularly Examples 1-4, the compounds
organic layer is washed with 10 ml. water and 10 ml. of Tables IV and V are prepared. The isomer labeled
brine and taken to dryness. The residue is chromato- trans (t) is the less polar of the. two as determxped by
graphed on a 148" high pressure liquid chromatog- 20 :ﬁlca gel chr]oma;oiraphy. The isomer labeled cis (c) is
raphy column (elution with 3% MeOH in chloroform). ¢ more polar of the two.
Starting ketone is first eluted followed by a second :
TABLE 1V
OH
Rs
N Rz .
VAN
CHj3 CHj3
Analysis Found
Rs Ry Isomer Salt m.p.” C. C H N
pCl  CH; t — 119-120 6738 852 5.40
P-Cl  CH,CH=CH, t HCI 227-229 6147 7.85 417
p-Cl  CHyCH=CH; ¢ HCl 231.5-232  58.81 8.09 4.14
p-Cl  CH,CH,;CH3 t HCl 226-227 6021 B8.04 407
p-Cl  CH,CH,;CH3 c HCl 221-223 56.86 7.85 4.06
p-Cl  CH;C¢Hs t HCl 232-233 65.63 7.3 3.68
p-Cl  CHCgHs c HCl 247-248 6420 7.2 3.48
p-Cl  (CH2):CeHs t HCl 224-229 6630 7.85 3.37
p-Cl (CH2)3Ce¢Hs c — 150-151 — —_ —
p-Cl  (CH2)2CeHs t HCl 240-241 66.03 7.43 3.8
p-Cl  (CH2)2C¢Hs c HCI2H,0  224-2245 6322 755 347
p-Cl  (CHz2)2(m-HOCgHs) t 1H,0 195-198 6423 753 351
p-Cl  (CH2)2p-CIC¢Hy t HCl 249-250  61.59 6.50 3.16
p-Cl  (CH2)zp-CICeHy ¢ HCL1H,0 * 188-192 57.86 674 3.41
p-Cl  (CH),CH=CH; t HCLH,O  220-221.5  59.75 7.67 4.06
p-Cl  (CH2)2CH=CH; c HCLI}H;0  205-207 58.11 7.87 433
p-Cl  (CHz);CH=CH, t HC 236-237 6388 8.10 3.94
p-Cl  (CH2);CH=CH, c HCl 185-188 59.73 777 3.69
p-Br  CH;CH=CH; t HCl 229-230 5406 6.61 3.39
p-Br  CH;CH=CH, c HCl 235-2365  53.12 6.66 3.55
p-Br  CH; t — 119.5-120 5800 7.34 4.58
p-Br  CH; c — 1245-126  57.66 742 411
p-Br  (CHp);CeHs t HCLH20  242-243 6025 6.67 3.16
- p-Br  (CH2:CeHs c HCI2H,0  208-210 56.18 6.59 3.05
p-CH; CHjs t HCLIH20  226-227 66.69 9.39 502
p-CH; CHj c HCL{H,O 211213 64.56 942 440
p-CH; C=CH t - 148-151 77.66 9.04 - 5.61
p-CH; C=CH c AH0 175176 79.58 9.04 5.69
p-CH; CH,CH=CH, t HC 220-222 69.84 874 4.58
p-CH; CH,CH=CH; c HCI 212-212.5  66.16 8.86 4.10
m-OH (CHy),C¢Hs t - 197-1985  76.88 8.63 3.95
m-OH (CH3)C¢Hs c — 221.5-223 7148 876 4.02
m-OH CHCgHs t - 206-207 7729 833 433
m-OH CHzCgHs c HCLH,O  158-160  66.60 7.78 3.65
m-OH (CHy)x(p-ClCeHs) t — 209-210 7024 173 3.71
m-OH  (CH)(p-CICsHg) c 2H,0 127-130 64.89 728 3.48
p-Cl t HCl 243-2445  64.87 8.44 3.53
—CH2CH2—Q
p-Cl c — 134.5-1355 7125 896 3.75

—CHZCHZ—Q—
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TABLE IV-continued
OH
Rs
N Rz
7\
CH3 CHj3;

Analysis Found
Rs Ry Isomer Salt m.p.° C. C H N
~pCl t HCl 243-244 6590 8.69 3.47
p-Cl c HCL§H;0  245-246 63.93 8.65 347

—CH2CH2—<:>

p-Cl

t HCI 240-241 66.31 858 3.63
—CH;CHz—O
p-Cl c HCLiH;O  235-236 65.11 8.46 3.66
—CH2CH2—<:>
p-Cl t HCl 236-236.5 6550 833 334
—CH2CH2—<:>
p-Cl c HCl.1} H,O 210-214 61.89 8.19 3.69
—CHzCHz—O'
p-Ci t HCLi H, O 213-215 64.50 822 3.35
—CH2-—O=CH2
p-Cl c HCI 206-208 — — —
—CH2—<:>=CH2
H H c HCl1 211-213 65.75 8.3 5.39
H H t HCI 227-229 65.25 8.47 570
p-Cl (CH2)2(p-FCgHs) t HCI 241-243 63.84 6.89 3.62
p-Cl  (CH2)2(p-FCgHs) c HCLH,O 215-2165 6179 7.8 3.32
m-OH  (CH2)2(p-FCgHs) t HCLHO  227-228 63.95 722 349
TABLE V
Rs OR
N Rz
VAN
H3C CH3

Analysis Found
Rs R Ry Isomer Salt m.p.° C. C H N

H COCHs H t HCLH;O 207-210 6143 8.34 4.38
H COCHs H c HCLICH,Cl;  149-152  60.01 7.59 4.25
p-Cl COCH3; H t HCI 226-228.5 5725 7.06 4.35
p-CH3 COCH3; CHj3 t HCLH0 211-213  62.58 8.36 3.93
p-CH3 COCH3 CHj; c HCl 231-232  66.05 8.53 4.17

The compounds are administered orally, parenterally
and rectally for systemic action.

The compositions of the present invention are pres-
ented for administration to humans and animals in unit 65 containing suitable quantities of a compound of For-
dosage forms, such as tablets, capsules, pills, powders, mula I or its pharmacologically acceptable salts.
granules, sterile parenteral solutions or suspensions, and Pharmaceutical dosage unit forms are prepared in
oral solutions or suspensions, and oil-water emulsions accordance with the subsequent general specific de-
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scriptions to provide analgetically effective amounts of
the essential active ingredient per dosage unit form.

Oral pharmaceutical dosage forms are either solid or
liquid. The solid dosage forms are tablets, capsules,
granules, and bulk powders. Types of oral tablets are,
for example, compressed (including chewable and loz-
enge), tablet triturates, enteric-coated, sugar-coated,
film-coated, and multiple compressed. Capsules are
either hard or soft elastic gelatin. Granules and powders
are either effervescent or non-effervescent.

Pharmaceutically acceptable substances utilized in
compressed tablets are binders, lubricants, diluents,
disintegrating agents, coloring agents, flavoring agents,
flow inducing agents, and wetting agents. Tablet tritu-
rates (either molded or compressed) utilize diluents and
binders. Enteric-coated tablets, due to their enteric-
coating, resist the action of stomach acid and dissolve or
disintegrate in the alkaline intestine. Sugar-coated tab-
lets are compressed tablets to which usually four differ-
ent layers of pharmaceutically acceptable substances
have been applied. Film-coated tablets are compressed
tablets which have been coated with a water soluble
cellulose polymer. Multiple compressed tablets are
compressed tablets made by more than one compression
cycle utilizing the pharmaceutically acceptable sub-
stances previously mentioned. Coloring agents are uti-
lized in the above dosage forms. Flavoring and sweeten-
ing agents are utilized in compressed tablets, tablet tritu-
rates, sugar coated, multiple compressed and chewable
tablets. Flavoring and sweetening agents are especially
useful in the formation of chewable tablets and loz-
enges.

Examples of binders include glucose solution
(25-50%), acacia mucilage (10-20%), gelatin solution
(10-20%), sucrose and starch paste. Lubricants include,
for example, talc, starch, magnesium or calcium stea-
rate, lycopodium and stearic acid. Diluents include, for
example, lactose, sucrose, starch, kaolin, salt, mannitol,
and dicalcium phosphate. Disintegrating agents include,
for example, corn starch, potato starch, bentonite,
methylcellulose, agar and carboxymethylcellulose. Col-
oring agents include, for example, any of the approved
certified water-soluble FD and C dyes, mixtures
thereof, and water insoluble FD and C dyes suspended
on alumia hydrate. Sweetening agents include, for ex-
ample, sucrose, lactose, mannitol, and artificial sweeten-
ing agents such as sodium cyclamate and saccharin, and
any number of spray dried flavors. Flavoring agents
include natural flavors extracted from plants such as
fruits and synthetic blends of compounds which pro-
duce a pleasant sensation. Flow inducing agents in-
clude, for example, silicon dioxide and talc. Wetting
agents include, for example, propylene glycol monoste-
arate, sorbitan monooleate, diethylene glycol monolau-
rate and polyoxyethylene lauryl ether. Enteric-coatings
include, for example, fatty acids, fats, waxes, shellac,
ammoniated shellac and cellulose acetate phthalates.
Pharmaceutically acceptable substances for the first
layer, an undercoating of sugar-coated tablets, include,
for example, dextrin and gelatin. The second layer, an
opaque zone, includes, for example, starch, talc, cal-
cium carbonate, magnesium oxide and magnesium car-
bonate. The third layer, a translucent zone, includes, for
example, sucrose. The fourth layer, a glaze, includes,
for example, beeswax, carnauba wax, or a mixture of
these waxes. Film coatings include, for example, hy-
droxyethylcellulose, sodium carboxymethylcellulose,
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polyethylene glycol 4000 and cellulose acetate phthal-
ate.

Hard gelatin capsules, sizes 5 through 1000, are made
largely from gelatin and may be either clear or colored.
These capsules may be filled with either a powder or
coated pellets (sustained release).

The diluents utilized in powder filled capsules are the
same as those illustrated above for tablets. Pharmaceuti-
cally acceptable substances utilized for coating pellets
include, for example, stearic acid, palmitic acid, glyc-
eryl myristate,. cetyl alcohol; fats, waxes, polymeric
substances sensitive to small changes in pH of the gas-
trointestinal tract, polyvinyl alcohol, ethyl celtulose and
mixtures of beeswax, carnauba wax or bayberry wax
with glyceryl monostearate.

Soft elastic gelatin capsules contain sufficient glyc-
erin so that they are permanently flexible. Pharmaceuti-
cally acceptable liquid diluents used in soft elastic gela-
tin capsules are those which do not dissolve or harm the
capsule and which are non-toxic, including, for exam-
ple, corn oil, cottonseed oil, polysorbate 80, DMA and
triacetin.

Pharmaceutically acceptable substances utilized in
non-effervescent granules, for solution and/or suspen-
sion, include diluents, wetting agents, flavoring agents
and coloring agents. Examples of diluents, wetting
agents, flavoring agents and coloring agents include
those previously exemplified.

Pharmaceutically acceptable substances utilized in
effervescent granules and powders include organic
acids, a source of carbon dioxide, diluents, wetting
agents, flavoring agents and coloring agents.

Examples of organic acids include, for example, citric
acid and tartaric acid. Sources of carbon dioxide in-
clude, for example, sodium bicarbonate and sodium
carbonate. Examples of sweetening agents include, for
example, sucrose, calcium cyclamate and saccharin.
Examples of diluents, wetting agents and coloring
agents include those previously exemplified.

Bulk powders have the compound of the Formula I
uniformly dispersed throughout a pharmaceutically

“acceptable powdered carrier diluent. Examples of the

diluents include those previously exemplified.

The individual oral  solid pharmaceutical dosage
forms, tablets and capsules, are packed individually,
unit-dose, or in quantity, multiple-dose containers, for
examples, bottles of 50, 100 or 500.

The amount of compound of the Formula I analog
per dose unit is adjusted so that it provides the patient
with an effective amount. The exact dose depends on
the age, weight and condition of the patient or animal as
is known in the art. For example, tablets and capsules
are given in sufficient number and frequency to obtain
the desired pharmacological effect.

The sustained release tablets and capsules provide an
effective amount upon ingestion and continue to release
a sufficient amount of the active material to keep the
concentration at an effective level for increased periods
of time, for example, twelve hours.

Non-effervescent granules and powders are packaged
in predetermined amounts, such that when reconsti-
tuted with a specified quantity of an appropriate liquid
vehicle, usually distilled water, a solution and/or sus-
pension results providing a uniform concentration of
the compound of the Formula I after shaking, if neces-
sary. The concentration of the solution is such that a
teaspoonful (5 ml.), a tablespoonful (one-half ounce or
15 ml.) or a fraction or a multiple thereof will provide
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an effective amount to produce the desired pharmaco-
logical effect. The exact dose depends on the agg,
weight and condition of the patient or animal as is
known in the art. ‘

Effervescent granules and powders are packaged
either in unit-dose, for example, tin foil packets, or in
bulk, for example, in 4 oz. and 8 oz. amounts, such that
a specific amount, either a unit-dose or, for example, a
teaspoonful, tablespoonful or a fraction or a multiple
thereof of bulk granules, when added to a specific
amount of liquid vehicle, for example, water, yields a
container of liquid dosage form to be ingested. The
concentration of the active material in the granules is
adjusted so that a specified amount when mixed with a
specific amount of water yields an effective amount of
the active material and produces the desired pharmaco-
logical effect. The exact amount of granules to be used
depends on age, weight and condition of the patient as
is known in the art.

Liquid oral dosage forms include, for example, aque-
ous solutions, emulsions, suspensions, solutions and/or
suspensions reconstituted from non-effervescent gran-
ules and effervescent preparations reconstituted from
effervescent granules. Aqueous solutions include, for
example, elixirs and syrups. Emulsions are either oil-in-
water (0/w) or water-in-oil (w/0). '

Elixirs are clear, sweetened, hydroalcoholic prepara-
tions. Pharmaceutically acceptable substances utilized
in elixirs include, for example, solvents. Syrups are
concentrated aqueous solutions of a sugar, for example,
sucrose, and may contain a preservative. An emulsion is
a two-phase system in which one liquid is dispersed in
the form of small globules throughout another liquid.
O/w emulsions are much preferred for oral administra-
tion over w/o emulsions. Pharmaceutically acceptable
substances utilized in emulsions are non-aqueous liquids,
emulsifying agents and preservatives. Suspensions uti-
lize pharmaceutically acceptable suspending agents and
preservatives. Pharmaceutically acceptable substances
utilized in non-effervescent granules, to be reconstituted
into a liquid oral dosage form, include, for example,
diluents, sweeteners, and wetting agents. Pharmaceuti-
cally acceptable substances utilized in effervescent
granules, to be reconstituted into a liquid oral dosage
form, include, for example, organic acids and a source
of carbon dioxide. Coloring and flavoring agents are
utilized in all of the above dosage forms.

Solvents include, for example, glycerin, ethyl alcohol
and syrup. Examples of preservatives include glycerin,
methyl and propylparaben, benzoic acid, sodium benzo-
ate and alcohol. Examples of non-aqueous liquids uti-
lized in emulsions include, for example, mineral oil and
cottonseed oil. Examples of emulsifying agents include,
for example, gelatin, acacia, tragacanth, bentonite, and
surfactants such as polyoxyethylene sorbitan monoole-
ate. Suspending agents include, for example, sodium
carboxymethylcellulose, pectin, tragacanth, Veegum
and acacia. Diluents include, for example, lactose and
sucrose. Sweetening agents include, for ‘example, su-
crose, syrups, glycerin and artificial sweetening agents
such as sodium cyclamate and saccharin. Wetting
agents include, for example, propylene glycol monoste-
arate, sorbitan monooleate, diethylene glycol monolau-
rate and polyoxyethylene lauryl ether. Organic acids
include, for example, citric and tartaric acid. Sources of
carbon dioxide include, for example, sodium bicarbon-
ate and sodium carbonate. Coloring agents include, for
example, any of the approved, certified water soluble
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FD and C dyes, and mixtures thereof. Flavoring agents
include, for example, natural flavors extracted from
plants, such as fruits, and synthetic blends of com-
pounds which produce a pleasant taste sensation.

The concentration of the compound of the Formula I
throughout the solutions must be uniform. Upon shak-
ing, the concentration of the compound of the Formula
I throughout the emulsions and suspensions must be
uniform.

The concentration of the compound of the Formula I
is adjusted so that a teaspoonful (5 ml.), a tablespoonful
(one-half ounce or 15 ml.) or a fraction or multiple
thereof, will provide an effective amount to produce the
desired pharmacological effect. The exact dose depends
on the age, weight and condition of the patient or ani-
mal as is known in the art.

The liquid oral dosage forms may be packaged, for
example, in unit-dose sizes of 5 ml. (teaspoonful), 10 ml.,
15 ml. (tablespoonful) and 30 ml. (one ounce), and mul-
tiple dose containers, including for example, 2 oz, 3 oz.,
4 oz., 6 oz., 8 oz., pint, quart, and gallon sizes.

Non-effervescent granules are packaged in predeter-
mined amounts such that when reconstituted with a
specified quantity of an appropriate liquid vehicle, usu-
ally distilled water, a solution and/or suspension results
providing a uniform concentration of the compound of
the Formula I after shaking, if necessary. The concen-
tration of the solution is such that a teaspoonful (5 ml.),
a tablespoonful (one-half ounce or 15 ml.) or a fraction
or multiple thereof will provide an effective amount to
produce the desired pharmacological effect. The exact
dose depends on the age, weight, and condition of the
patient or animal as is known in the art.

Effervescent granules are packaged either in unit
dose, for example, tin foil packets, or in bulk, for exam-
ple, in 4 oz. and 8 oz. amounts such that a specific
amount, either a unit-dose or for example, a teaspoonful,
a tablespoonful or a fraction or multiple thereof of bulk
granules when added to a specific amount of liquid
vehicle, for example, water, yields a container of liquid
dosage form to be ingested. The concentration of the
compound of the Formula I in the granules is adjusted
so that a specified amount when mixed with a specific
amount of water yields an effective amount of the active
material to produce the desired pharmacological effect.
The exact amount of granules to be used depends on
age, weight and condition of the patient as is known in
the art.

Parenteral administration includes intravenous, sub-
cutaneous, intramuscular, and the like.

Preparations for parenteral administration include
sterile solutions ready for injection, sterile dry soluble
products ready to be combined with a solvent just prior
to use, including hypodermic tablets, sterile suspensions
ready for injection, sterile dry insoluble products ready
to be combined with a vehicle just prior to use and
sterile emulsions. The solutions may be either aqueous
Or nOnagueous.

Pharmaceutically acceptable substances utilized in
parenteral preparations include aqueous vehicles, non-
aqueous vehicles, antimicrobial agents, isotonic agents,
buffers, antioxidants, local anesthetics, suspending and
dispersing agents, emulsifying agents, sequestering or
chelating agents and other pharmaceutical necessities.

Examples of aqueous vehicles include Sodium Chlo-
ride Injection, Ringers Injection, Isotonic (5 percent)
Dextrose Injection, Sterile Water for Injection, Dex-
trose and Sodium Chloride Injection and Lactated
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Ringers Injection. Nonaqueous parenteral vehicles in-
clude fixed oils of vegetable origin, for example, cotton-
seed oil, corn oil, sesame oil and peanut oil. Antimicro-
bial agents in bacteriostatic and fungistatic concentra-
tions must be added to parenteral preparations pack-
aged in multiple-dose containers (vials) which include
phenol or cresols, mercurials, benzyl alcohol, chlorobu-
tanol, methyl and propyl p-hydroxybenzoic acid esters,
thimerosal, benzalkonium chloride and benzethonium
chloride. Isotonic agents include, for example, sodium
chloride and dextroxe. Buffers include, for example,
phosphate and citrate. Antioxidants include, for exam-
ple, sodium bisulfite. Local anesthetics include, for ex-
ample, procaine hydrochloride. Suspending and dis-
persing agents include, for example, sodium carboxy-
methylcellulose, hydroxypropyl methylcellulose and
polyvinylpyrrolidone. Emulsifying agents includes, for
example, Polysorbate 80 (Tween 80). A sequestering or
chelating agent of metal ions include, for example,
EDTA (ethylenediaminetetraacetic acid). Pharmaceuti-
cal necessities include, for example, ethyl alcohol, poly-
ethylene glycol and propylene glycol for water miscible
vehicles and sodium hydroxide, hydrochloric acid, cit-
ric acid or lactic acid for pH adjustment.

The concentration of the pharmaceutically active
ingredient is adjusted so that an injection, for example,
0.5 ml., 1.0 ml,, 2.0 ml., and 5.0 ml. or an intraarterial or
intravenous infusion, for example, 0.5 ml./min., 1.0
ml./min., 1.5 ml./min., and 2.0 mil./min. provides an
effective amount to produce the desired pharmacologi-
cal effect. The exact dose depends on the age, weight
and condition of the patient or animal as is known in the
art.

The unit-dose parenteral preparations are packaged,
for example, in an ampul or a syringe with a needle. The
multiple-dose package, for example, is a vial.

All preparations for parenteral administration must
be sterile, as is known and practiced in the art.

Hustratively, intravenous or intraarterial infusion of
a sterile aqueous solution containing an active material
is an effective mode of administration. Another embodi-
ment is a sterile aqueous or oily solution or suspension
containing an active material injected as necessary to
produce the desired pharmacological effect.

Pharmaceutical dosage forms for rectal administra-
tion are rectal suppositories, capsules, tablets for sys-
temic effect.

Rectal suppositories are used herein mean solid bod-
ies for insertion into the rectum which melt or soften at
body temperature releasing one or more pharmacologi-
cally or therapeutically active ingredients.

Pharmaceutically acceptable substances utilized in
rectal suppositories are bases or vehicles and agents to
raise the melting point.

Examples of bases or vehicles include, for example,
cocoa butter (theobroma oil), glycerin-gelatin, carbo-
wax, (polyoxyethylene glycol) and appropriate mix-
tures of mono-, di- and triglycerides of fatty acids. Com-
binations of the various bases may be used. Agents to
raise the melting point of suppositories include, for
example, spermaceti and wax. Rectal suppositories may
be prepared either by the compressed method or by
molding. The usual weight of a rectal suppository is
about 2.0 g.

Tablets and capsules for rectal administration are
manufactured utilizing the same pharmaceutically ac-
ceptable substance and by the same methods as for
formulations for oral administration.
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Rectal suppositories, tablets or capsules are packaged
either individually, in unit-dose, or in quantity, multiple
dose, for example, 2, 6, or 12.

The pharmaceutically therapeutically active com-
pounds of the Formula I are administered orally, paren-
terally or rectally in unit-dosage forms or multiple-dos-
age forms. Unit-dose forms as used in the specification
and claims refers to physically discrete units suitable for
human and animal subjects and packaged individually
as is known in the art. Each unit-dose contains a prede-
termined quantity of the therapeutically active com-
pound sufficient to produce the desired therapeutic
effect, in association with the required pharmaceutical
carrier, vehicle or diluent. Examples of unit-dose forms
include ampuls and syringes (parenteral), individually
packaged tablet or capsule (oral-solid) or individually
packaged teaspoonful or tablespoonful (oral-liquid).
Unit-dose forms may be administered in fractions or
multiples thereof. A multiple-dose form is a plurality of
identical unit-dosage forms packaged in a single con-
tainer to be administered in segregated unit-dose form.
Examples of multiple-dose forms include vials (paren-
teral), bottles of tablets or capsules (oral-solid) or bottles
of pints or gallons (oral-liquid). Hence, multiple dose
form is a multiple of unit-doses which are not segre-
gated in packaging. The specifications for the unit-dos-
age form and the multiple dosage form are dictated by
and directly dependent on (a) the unique characteristic
of the therapeutically active compound and the particu-
lar therapeutic effect to be achieved and (b) the limita-
tions inherent in the art of compounding such a thera-
peutically active compound for therapeutic or prophy-
lactic.

In addition to the administration of a compound of
Formula I as the principal active ingredient of composi-
tion for the treatment of the conditions described
herein, the said compound can be included with other
types of compounds to obtain advantageous combina-
tions of properties. Such combinations include a com-
pound of Formula I with other analgesics such-as aspi-
rin, phenacetin, acetaminophen, propoxyphene, pentaz-
ocine, codeine, meperidine, oxycodone, mefenamic
acid, and ibuprofen; muscle relaxants such as methocar-
bamol, orphenadrine, carisoprodol, meprobamate,
chlorphenesin carbamate, diazepam, chlordiazepoxide,
and chlorzoxazone; analeptics such as caffeine, methyl-
phenidate and pentylenetetrazol; corticosteroids such as
methylprednisolone, prednisone, prednisolone and dex-
amethansone; antihistamines such as chiorpheniramine,
cyprohetadine, promethazine and pyrilamine.

The compounds of the Formula I have analgetic
activity and can be used for the relief of pain without
loss of consciousness. The compounds can be used to
treat the pain of headache, muscle spasm, arthritis and
other musculoskeletal conditions, e.g., bursitis, relieve
mild to moderate postoperative and postpartum pain;
dysmenorrhea and pain of traumatic origin. Addition-
ally, the compounds of Formula I can be administrated
for the treatment of severe pain, e.g., pain associated
with adenocarcinoma, amputation of a limb, and third
degree burns over a major portion of the body in ani-
mals and humans.

The compounds are also useful for inducing a state of
anesthesia and/or analgesia wherein surgical proce-
dures can be performed. The compounds can therein be
used in combination with sedatives such as promazine
or droperidol or with muscle relaxants.
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The dosage of the compound of Formula I for anal-
getic purposes varies for the particular isomer. The less
polar isomer, provisionally designated trans throughout
this application, is.far more potent in the standard anal-
getic measuring tests that its “cis” isomer. Differences
in potency between the “trans” and *“‘cis” isomer up to
100,000 times have been observed. Therefore, a separate
dosage range for each isomer is provided. For “trans”
isomers of the compounds of Formula I a range of from
about 1.0 to about 100 mg./day divided between two to
three daily doses brings about effective analgetic action.
A preferred dosage range is from about 5 to about 80
mg./day. The “cis” isomer is dosed in a range of from
about 10 to about 500 mg./day in two to three divided
doses. A preferred dosage range is from about 25 to
about 300 mg./day. A mixture of cis and trans should be
administered in a manner which is midway between the
cis and trans individual dosage ranges.

Some “trans” compounds are extremely more potent
than others when administered parenterally. For these
compounds, particular care is required in dosing. Com-
pounds of this type are *“trans” compounds wherein R3
is alkenyl of four to six carbon atoms inclusive, phenal-
kyl and p-fluorophenalkyl wherein alkyl is one to two
carbon atoms, inclusive, alkylenylcycloalkyl wherein
alkylene is one to three carbon atoms, inclusive, and
cycloalkyl is three to six carbon atoms, inclusive, and
alkylenylcycloalkenyl where alkylene is one to three
carbon atoms, inclusive, and cycloalkenyl is five to
seven carbon atoms, inclusive, and

—CH; =CHj.

A dosage range of from about 1 pg. to about 500 pg.,
preferably 5 pg. to about 150 pg. per day divided among
two to three doses can be employed for parenteral ad-
ministration.

EXAMPLE 6
Capsules

One thousand two-piece hard gelatin capsules for
oral use, each containing 10 mg. of 4-dimethylamino-4-
(p-bromophenyl)-1-phenethylcyclohexan-1-ol are pre-
pared from the following types and amounts of materi-
als:

4-Dimethylamino-4-(p-bromophenyl)-1-phenethylcy-

clohexan-1-ol: 10 g.

Lactose: 150 g.

Corn starch: 25 g.

Talc: 20 g.

Magnesium stearate: 2 g.

The materials are thoroughly mixed and then encap-
sulated in the usual manner.

The foregoing capsules are useful for the treatment of
headache in adult humans by the oral administration of
one capsule every four hours.

EXAMPLE 7
Capsules

One thousand two-piece hard gelatin capsules for
oral use, each containing 60 mg. of 4-dimethylamino-4-
(p-bromophenyl)-1-phenethylcyclohexan-1-0l and 325
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mg. of aspirin, are prepared from the following types
and amounts of ingredients:

4-Dimethylamino-4-(p-bromophenyl)-1-phenethylcy-

clohexan-1-ol: 60 g.

Aspirin: 325 g.

Talc: 35 g.

Magnesium stearate: 2 g.

The ingredients are thoroughly mixed and then en-
capsulated in the usual manner.

The foregoing capsules are useful for the treatment of
headache in adult humans by the oral administration of
one capsule every six hours.

EXAMPLE 8
Tablets

One thousand tablets for oral use, each containing 50
mg. of 4-dimethylamino-4-(p-bromophenyl)-1-phene-
thylcyclohexan-1-0l are prepared from the following
types and amounts of materials:

4-Dimethylamino-4-(p-bromophenyl)-1-phenethylcy-

clohexan-1-ol: 50 g.

Lactose: 125 g.

Corn starch: 65 g.

Magnesium stearate: 2.5 g.

Light liquid petrolatum: 3 g.

The ingredients are thoroughly mixed and slugged.
The slugs are broken down by forcing through a num-
ber sixteen screen. The resulting granules are then com-
pressed into tablets, each tablet containing 50 mg. of
4-dimethylamino-4-(p-bromophenyl)-1-phenethylcy-
clohexan-1-ol.

The foregoing tablets are useful for treatment of ar-
thritic pain in adult humans by oral administration of
one tablet every four hours.

EXAMPLE 9
Tablets

One thousand oral tablets, each containing 30 mg. of
4-dimethylamino-4-(p-bromophenyl)-1-phenethylcy-
clohexan-1-ol and a total of 400 mg. of chlorphenesin
carbamate are prepared from the following types and
amounts of materials:

4-Dimethylamino-4-(p-bromophenyl)-1-phenethylcy-

clohexan-1-ol: 30 g.

Chlorphenesin carbamate: 400 g.

Lactose: 50 g.

Corn starch: 50 g.

Calcium stearate: 2.5 g.

Light liquid petrolatum: 5 g. :

The ingredients are thoroughly mixed and slugged.
The slugs are broken down by forcing through a num-
ber sixteen screen. The resulting granules are then com-
pressed into tablets, each containing 30 mg. of 4-dime-
thylamino-4-(p-bromophenyl)-1-phenethylcyclohexan-
1-ol and 400 mg. of chlorphenesin carbamate.

The foregoing tablets are useful for treatment of low
back pain by the oral administration of one tablet every
six hours.

EXAMPLE 10
Oral Syrup

One thousand ml. of an aqueous suspension for oral
use, containing in each 5 ml. dose 30 mg. of 4-dime-
thylamino-4-(p-tolyl)-1-methylcyclohexan-1-ol is pre-
pared from the following types and amounts of ingredi-
ents:
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4-Dimethylamino-4-(p-tolyl)-1-methylcyclohexan-1-
ol: 6 g. '

Citric acid: 2 g.

Benzoic acid: 1 g.

Sucrose: 700 g.

Tragacanth: 5 g.

Lemon oil: 2 ml.

Deionized water q.s.: 1,000 ml.

The citric acid, benzoic acid, sucrose, tragacanth, and
lemon ail are dispersed in sufficient water to make 850
ml. of solution. The 4-dimethylamino-4-(p-tolyl)-1-
methylcyclohexan-1-ol is stirred into the syrup until
uniformly distributed. Sufficient water is added to make
1,000 ml.

The composition so prepared is useful in the treat-
ment of headache in adult humans at a dose of 1 tea-
spoonful-(5 ml.) four times a day.

EXAMPLE 11
Parenteral Solution

A sterile aqueous solution for intramuscular use, con-
taining in one ml. 60 pg. of 4-dimethylamino-4-(p-
chlorophenyl)-1-(2-cyclopentylethyl)cyclohexan-1-ol is
prepared from the following types and amounts of ma-
terials:

4-Dimethylamino-4-(p-chlorophenyl)-1-(2-cyclopen-

tylethyl)cyclohexan-1-0l: 60 mg.

Lidocaine hydrochloride: 4 g.

Methylparaben: 2.5 g.

Propylparaben: 0.17 g.

Water for injection g.s.: 1,000 ml.

The ingredients are dissolved in the water and the
solution sterilized by filtration. The sterile solution is
filled into vials and the vials sealed.

EXAMPLE 12
Suppository, rectal

One thousand suppositories, each weighing about 2 g.
and containing 75 mg. of 4-dimethylamino-4-(p-bromo-
phenyl)-1-phenethylcyclohexan-1-ol are prepared from
the following types and amounts of ingredients:

4-Dimethylamino-4-(p-bromophenyl)-1-phenethylcy-

clohexan-1-ol: 75 g.

Propylene glycol: 162.5 g.

Polyethylene glycol 4000 g.s.: 2000 g.

The 4-dimethylamino-4-(p-bromophenyl)-1-phene-
thylcyclohexan-1-0l is added to the propylene glycol
and the mixture milled until the powders are finely
divided and uniformly dispersed. The polyethylene
glycol 4000 is melted and the propylene glycol disper-
sion added slowly with stirring. The suspension is
poured into unchilled molds at 40° C. The composition
is allowed to cool and solidify and then removed from
the mold and each suppository foil wrapped.

The suppositories are useful in the treatment of head-
ache by the insertion rectally of one suppository every
six hours.

EXAMPLE 13

In a manner similar to Examples 6-12, the com-
pounds of Examples 1-4 and Table 1V are formulated
into pharmaceutical compositions and used for anal-
getic purposes as in Examples 6-12.

I claim:

1. A compound of the formula
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Formula I

OR
Rs

N

VRN
R3 Ry

Ry

wherein R is hydrogen or

RiC

wherein Ry is alkyl of one to three carbon atoms, inclu-
sive;

R» is hydrogen, alkyl of one to six carbon atoms,
inclusive, alkenyl of two to six carbon atoms, inclu-
sive, alkynyl of two to six carbon atoms, inclusive,
wherein the triple bonded carbon is attached to the
ring, alkylenylcycloalkyl wherein alkylene is one
to six carbon atoms, inclusive, and cycloalkyl is
three to six carbon atoms, inclusive, alkylenylcy-
cloalkenyl wherein alkylene is one to six carbon
atoms, inclusive, and cycloalkenyl is five to seven
carbon atoms, inclusive,

—CH; =CH;

and Q-E wherein Q is alkylene of zero to six carbon
atoms, inclusive, and E is

wherein G is hydrogen, halogen, hydroxy, alkyl of
one to three carbon atoms, inclusive, or alkoxy of
one to three carbon atoms, inclusive;

Rj and Ry are the same or different and are alkyl of
one to five carbon atoms, inclusive;

Rs is hydrogen, halogen, hydroxy or alkyl of one to
three carbon atoms, each Rs at the meta or para
position with the proviso that when Rsis hydroxy,
R is not hydrogen or alkyl of one to six carbon
atoms, inclusive;

or a physiologicaily acceptable acid addition salt
thereof.

2. A compound in accordance with claim 1 wherein
R3 is hydrogen, alky! of one to six carbon atoms, inclu-
sive, alkenyl of two to six carbon atoms, inclusive, alky-
nyl of two to six carbon atoms, inclusive, wherein the
triple bonded carbon is attached to the ring,

-~CH> =CHp,
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or Q-E wherein Q is alkylene of zero to:six carbon
atoms, inclusive, and E is

wherein G is hydrogen, halogen, hydroxy, alkyl of one
to three carbon atoms, inclusive, or alkoxy of one to
three carbon atoms, inclusive.

3. A compound in accordance with claim 1 wherein
R is hydrogen and R3 and R4 are alkyl of one to three
carbon atoms, inclusive.

4. A compound in accordance with claim 2 wherein
R is hydrogen and R3 and R4 are alkyl of one to three
carbon atoms, inclusive.

5. A compound in accordance w1th claim 2 wherein
R, is alkyl of one to four carbon atoms, inclusive, alke-
nyl of two to four carbon atoms, inclusive, with the
unsaturation on the terminal carbon atom, alkynyl of
two to four carbon atoms, inclusive, wherein the triple
bonded carbon is attached to the ring, |

~CH; =CH,,

or Q-E wherein Q is alkylene of one to four carbon
atoms, inclusive, and E is

wherein G is hydrogen, halogen, hydroxy, alkyl of one
to three carbon atoms, inclusive, or alkoxy of one to
three carbon atoms, inclusive.

6. A compound in accordance with claim 5 wherem
R is hydrogen, R3 and R4 are alky] of one to three car-
bon atoms, inclusive, and Rs is chloro, bromo or hy-
droxy.

7. A compound in accordance with claim 5 wherein
R; is normal alkyl of one to four carbon atoms, inclu-
sive, normal alkenyl of two to four carbon atoms, inclu-
sive, with the unsaturation on the terminal carbon atom,
alkynyl of two carbon atoms, wherein the triple-bonded
carbon is attached to the ring,

—CH; =CH3

or Q-E wherein Q is normal alkylene of one to four
carbon atoms, inclusive, and E is
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wherein G is hydrogen, halogen, hydroxy, alkyl of one
to three carbon atoms, inclusive, or alkoxy of one to
three carbon atoms, inclusive.

8. A compound in accordance w1th claim 7 wherein
R is hydrogen.

9. A compound in accordance with claim 7 wherein
R is hydrogen, R3 and R4 are methyl;, Rs is chloro,
bromo or hydroxy and when G is halogen, halogen is
restricted to chloro or bromo.

10. A compound in accordance with claim 8 wherein
R2, R3 and R4 are methyl and Rs is p-methyl.

11. A compound in accordance with claim 9 wherein
R is phenethyl and Rsis p-bromo.

12. A compound in accordance with claim 9 wherein
Rj is p-chlorophenethyl and Rs is p-chloro.

13. A compound in accordance with claim 9 wherein
R» is cyclopentylethylene and Rs is p-chloro.

14. A pharmaceutical composition which comprises
an analgetic effective amount of a compound of the
formula

Rs OR

N

VRN
R3 R4

R:

wherein R is hydrogen or

(o]
g
R|C

wherein R is alkyl of one to three carbon atoms, inclu-
sive;

R, is hydrogen, alkyl of one to six carbon atoms,
inclusive, alkeny! of two to six carbon atoms, inclu-
sive, alkynyl of two to six carbon atoms, inclusive,
wherein the triple bonded carbon is attached to the
ring, alkylenylcycloalkyl wherein alkylene is one
to six carbon atoms, inclusive, and cycloalkyl is
three. to six carbon atoms, inclusive, alkylenylcy-
cloalkenyl wherein alkylene is one to six carbon
atoms, inclusive, and cycloalkenyl is five to seven
‘carbon atoms, inclusive,

—CH3 =CH;

and Q-E wherein Q is alkylene of zero to six carbon
atoms, inclusive, and E is

wherein G is hydrogen, hélogen, hydroxy, alkyl of
one to three carbon atoms, inclusive, or alkoxy of
one to three carbon atoms, inclusive;
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R3 and Ry are the same or different and are alkyl of
one to five carbon atoms, inclusive;

Rsis hydrogen, halogen, hydroxy or alkyl of one to
three carbon atoms, each Rs at the meta or para
position with the proviso that when Rs is hydroxy, 5
R is not hydrogen or alkyl of one to six carbon
atoms, inclusive;

or a physiologically acceptable acid addition salt
thereof, in association with a pharmaceutical car-.
rier.

15. A pharmaceutical composition in accordance
with claim 14 wherein R is hydrogen; Rj, R3and R4 are
methyl and Rs is p-methyl.

16. A pharmaceutical composition in accordance
with claim 14 wherein R is hydrogen, R3 and R4 are
methyl, Rj is phenethyl and Rsis p-bromo.

17. A pharmaceutical composition in accordance
with claim 13 wherein R is hydrogen, R3 and R4 are
methyl, Rj is p-chlorophenethyl and Rs is p-chloro.

18. A pharmaceutical composition in accordance
with claim 13 wherein R is hydrogen, R3 and R4 are

-methyl, R is cyclopentylethylene and Rs is p-chloro.

19. A method for producing analgetic effects in a
mammal which comprises administering to a mammal in
need of said treatment an analgetic effective amount of 25
a compound of the formula

10

20

30

Rs OR

N
VAR
R4

R
2 35

R3

wherein R is hydrogen or

[¢]
7
RiC

wherein R is alkyl of one to three carbon atoms, inclu-
sive;

R; is hydrogen, alkyl of one to six carbon atoms,
inclusive, alkenyl of two to six carbon atoms, inclu-
sive, alkynyl of two to six carbon atoms, inclusive,
wherein the triple bonded carbon is attached to the
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‘ring, alkynlenylcycloalkyl wherein alkylene is one
to six carbon atoms, inclusive, and cycloalkyl is
three to six carbon atoms, inclusive, alkylenylcy-
cloalkeny! wherein alkylene is one to six carbon
atoms, inclusive, and cycloalkenyl is five to seven
carbon atoms, inclusive,

—CH> =CH;

and Q-E wherein Q is alkylene of zero to six carbon
atoms, inclusive, and E is

wherein G is hydrogen, halogen, hydroxy, alkyl of
one to three carbon atoms, inclusive, or alkoxy of
one to three carbon atoms, inclusive;

R3 and R4 are the same or different and are alkyl of
one to five carbon atoms, inclusive;

Rs is hydrogen, halogen, hydroxy or alkyl of one to
three carbon atoms, éach Rs at the meta or para
position with the proviso that when Rs is hydroxy,
R is not hydrogen or alkyl of one to six carbon
atoms, inclusive;

or a physiologically acceptable acid addition salt
thereof, in association with a pharmaceutical car-
rier.

20. A method in accordance with claim 19 wherein R

is hydrogen; Rz, R3 and R4 are methyl and Rs is p-
methyl. '

21. A method in accordance with claim 19 wherein R
is hydrogen, R3 and R4 are methyl, R is phenethyl and
Rs is p-bromo.

22. A method in accordance with claim 19 wherein R
is hydrogen, R3 and R4 are methyl, Ry is p-chloro-
phenethyl and Rsis p-chloro.

23. A method in accordance with claim 19 wherein R
is hydrogen, R3 and R4 are methyl, Rz is cyclopen-

tylethylene and Rs is p-chloro.
. * * * * *



