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A compound of the formula

loweralkyl substituents, and the acid addition salts
thereof.

The compounds of this invention are useful as analge-

sics, tranquilizers, sedative-hypnotics and anti-
glaucoma agents.
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(8-SUBSTITUTED-10-HYDROXY-5,5-DIMETHYL-
1,2,3,4-TETRAHYDRO-5H-(1)BENZOPYRANO(@4,3-
OPYRIDIN-2-YL)ACETYL UREAS AND
DERIVATIVES

This application is a continuation-in-part of applica-
tion Ser. No. 760,887, filed Jan. 21, 1977, now aban-
doned.

SUMMARY OF THE INVENTION

The present invention relates to ureas and their deriv-
atives, and more particularly to [8-substituted-10-
hydroxy-5,5-dimethyl-1,2,3,4-tetrahydro-5H-[1]ben-
zopyrano- [4,3-c]pyridin-2-ylJacetyl ureas which are
useful as analgesics, tranquilizers, sedative-hypnotics
and antiglaucoma agents.

The present compounds are prepared by first alkylat-
ing an 8-substituted-10-hydroxy-5,5-dimethyl-1,2,3,4-
tetrahydro-SH-[1]benzopyrano[4,3-c]pyridines with a
haloacetylurea in the presence of an acid acceptor such
as triethylamine in dimethylformamide. Then, these
ureas are reacted with amino acids in the presence of
dicyclohexylcarbodimide in methylene chloride to pro-
vide the phenolic basic esters of this invention.

DETAILED DESCRIPTION OF THE
INVENTION ‘

This invention relates to ureas and their derivatives
which are useful as analgesics, tranquilizers, sedative-
hypnotics and antiglaucoma agents. The ureas are com-
pounds falling within the following structural formula:

o O

-
RiCHCNHCNHR)

CH3
CHj3

wherein Ry is H or loWeralkyl R; is H, loweralkyl
pheny! or substituted phenyl; R is C3-Cao alkyl, pheny]
alkyl or substituted phenyl alkyl; R3is H or

o RT S

Il \
—C—X—N )
N\
Rs— 7/

where X is a straight or branched chain alkylene group
of 3 to 4 carbon atoms, and R4 and Rs are the same or
different members of the group consisting of H or low-
eralkyl; or Ryand Rstaken together form a 6- or 7-mem-
bered heterocyclic ring and containing no more than
one additional heterocyclic atom, with or without a-
loweralkyl substituents, and the acid addition salts
thereof.

The term “loweralkyl" refers to a- Cy to Ce alkyl
group including methyl, ethyl, n-propyl, iso-propyl,

n-butyl, sec-butyl, tertiary-butyl, n-pentyl, lso-pentyl
neo-pentyl, n-hexyl and the like. '

The term *“C3-Cag alkyl” as used herein, refers to
both straight and branched chain alkyl radicals includ-
ing n-propyl, iso-propyl, n-butyl, sec-butyl, tertiary-

10

25

45

50

55

65

2

butyl, n-pentyl, n-hexyl, 2-heptyl, n-heptyl, 3-methyl-2-
octyl, 2-methyl-2-octyl, n-octyl, n-nonyl, 2-tetradecyl,
2-eicosanyl, and the like.

The term “phenyl alkyl” refers to a straight or
branched alkyl group of 1 to 10 carbon atoms where
one of the hydrogen atoms of the alkyl group is substi-
tuted by phenyl or a substituted phenyl.

“Substituted phenyl” as used herein refers to phenyl
substituted by halo, such as chloro, bromo or fluoro-
phenyl, or loweralkyl phenyl, such as methyl, ethyl,
propyl or butyl phenyl.

The compounds of this invention exhibit activity as
analgesics, tranquilizers, sedative-hypnotics and anti-
glaucoma agents. The analgesic activity is obtained at
dosages of from 1 to 10 mg/kg of body weight orally
and from 0.2 to 5.0 mg/kg of body weight inter-
peritoneally (i.p.) Similarly, the tranquilizing activity is
obtained at dosages of from 1.5 to 15.0 mg/kg of body
weight orally and from 0.5 to 5.0 mg/kg of body weight
interperitoneally (i.p.).

The present compounds may be prepared by means of
a variety of techniques. For example, the compounds
may be prepared by the alkylation of an 8-substituted-
10-hydroxy-5,5-dimethyl-1,2,3,4-tetrahydro-5H-[1]ben-
zopyrano[4,3-c]pyridine with a haloacetylurea and an
acid acceptor such as triethylamine in dimethylformam-
ide (DMF), as illustrated in Scheme I, below. The reac-
tion of these ureas with amine-acids in the presence of
dicyclohexylcarbodiimide (DCC) in methylene chlo-
ride provide the phenolic basic esters.

R; O 0
R + Cl—CH—C—NH—C—NHR;

an  J(CHsiN
Ri O DMF
| I )
(IZH—C-NH—C—NHRZ
am
DCC/CH,Cl;
N
CH—C—NH—C—NHR;
| i
N s N\
OCO—X—N\ )
V Rs-—/

(1v)

wherein Ry, Rz, R4 and Rs are as defined above and R
is
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o em
—CH(CH2)3 Q F,  —CH—CH:n-CsHjy,- .
éH; ' ’:(':H3 C o
: ) * CHj3
‘ —éHmH»z&ﬁ)‘é?mcahy

CHj3 -

The starting compounds (I) may be selected from the
following:
8-[5-(4-chlorophenyl)-2-pentyl]- 10-hydroxy 5 5-

dimethyl-1,2,3 4-tetrahydro-5H- [l]benzopyrano [4,3-

c]pyridine (R =5-(4-fluorophenyl)-2-pentyl);

8-[5-(4-bromophenyl)-2-pentyl}-10-hydroxy-5,5- !
dimethyl-1,2,3,4-tetrahydro- SH-[I]benzopyrano {4 3-

~ c]pyridine (R=5- (4-ﬂuorophenyl)-2-pentyl),

8-[5-(4-fluorophenyl)-2-pentyl}-10-hydroxy-5,5-dimeth-

yl-1,2,3,4-tetrahydro-5H-[1]benzopyrano-[4,3-c]pyri-
dine (R =5-(4-fluorophenyl)-2-pentyl);

8-[5-(phenyl)-2-pentyl]-10-hydroxy-5, 5-dimethyl-
1,2,3,4-tetrahydro-SH- [l]benzopyrano -[4,3- c]pyrl-
dine (R=>5-(4-fluorophenyl)- 2-pentyl) .

8-[5-(4-methylphenyl)-2-pentyl]- lO-hydroxy-S 5-
dimethyl-1,2,3,4-tetrahydro-5H-[1]benzopyrano- [4,3-
clpyridine (R=>5-(4-fluorophenyl)-2-pentyl);

10-Hydroxy-5,5-dimethyl-8-(1,2-dimethylheptyl)-
1,2,3,4-tetrahydro-5H- [l]benzopyrano[4 3-c]pyr1dme
(R=1,2-dimethylheptyl);

10-Hydroxy-8-isopropyl-5,5-dimethyl-1,2,3,4-tetrahy-
dro-5H-[1]benzopyrano[4,3-c]pyridine (R=isopro-
pyl); and
10-Hydroxy-5,5-dimethyl-8-(1,1-dimethylheptyl)-
1,2,3,4-tetrahydro-5H-[1]benzopyrano[4,3-c]pyridine
(R=1,1-dimethylheptyl).
The compounds that may be produced accordmg to
the above illustrated method include: :

V. {{8-[5-(4-chlorophenyl)-2-pentyl]-10-hydroxy-5,5-
dimethyl-1,2,3,4-tetrahydro-5H-[1]benzopyrano-[4,3-
c]pyridin-2-yl}acetyl}urea

VI {{8-[5-(4-bromophenyl)-2-pentyl}-10-hydroxy-5,5-
dimethyl-1,2,3,4-tetrahydro- 5H—[1]benzopyrano [4,3-
c]pyridin- 2-yl}acetyl}urea

VIL. {{8-[5-(4-fluorophenyl)-2-pentyl}-10-hydroxy-5,5-
dimethyl-1,2,3,4-tetrahydro- SH-[l]benzopyrano [4,3-
c]pyridin-2-yl}acetyl}urea

VIIIL. {{8-[5-(phenyl)-2-pentyl]-10-hydroxy-5,5-dimeth-
yl-1,2,3,4-tetrahydro-5H-[1]benzopyrano-{4,3-c]pyri-
din-2-yl}acetyllurea -

IX. {{8-[5-(4-methylphenyl)-2-pentyl]-10-hydroxy-5,5-
dimethyl-1,2,3 4-tetrahydro-5H-[l]benzopyrano-[4 3-
c]pyridin-2-yl}acetyl}urea

X. {[10-Hydroxy-5,5-dimethyl-8-(1,2-dimethylheptyl)-
1,2,3,4-tetrahydro-5H-[1]benzopyrano[4,3-c]-pyridin-
2-yllacetyl}urea

XI. [(10-Hydroxy-8-isopropyl-5,5-dimethyl-1,2,3,4-tet-
rahydro-5H-[1]benzopyrano[4,3-c]pyridin-2-~ -
ylacetyl]urea

XII.  {[10-Hydroxy-5,5-dimethy}-8-(1, l-dlmethylhep-
tyl)-1,2,3,4-tetrahydro-5H-{1]benzopyranof{4,3-c}-
pyridin-2-y]]acetyl}urea

XIII.  N-{[10-Hydroxy-5,5-dimethyl-8-(1,2-dimethyl-
heptyl)-1,2,3,4-tetrahydro-5H-[ 1]bénzopyrano[4,3-c]-
pyridin-2-yl]acetyl}-N'-methylurea

10
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XV

‘ _XIV.; N- {[lO-Hydroxy-S 5-dimethyl-8-(1, 2-d1methyl-
hepty,"_l‘z 3,4-tetrahydro- SH-[1]benzopyrano[4,3-

c]pyrldm-Z-,y]]acetyl} N'?phenylurea
- {[10-Hydroxy-5,5-dimethyl-8-(1,2-dimethylhep-

tyl) 1,2,3 4-tetrahydr0-5H [l]benzopyrano[4 3- c]

pyndm-2-yl] a—methylacetyl}urea

{{5,5-Dimethyl-8-(1,2-dimethylheptyl)-10-(4-

plperldonobutyryloxy) 1,2,3,4-tetrahydro-5H-[1]ben-

zopyrano[4 3-c]pyrldm-Z-yl}acetyl}urca hydrochlo-

ride <

bu g {{5,5-Dimethyl- 10-[4-(dimethylamino)-
butyryloxy)]-8-(1,2-dimethylheptyl)-1,2,3,4-tetrahy-
dro-5H-[1]benzopyrano[4, 3-c]pyr1dm-2 yl}acetyl}-
urea hydrochloride

XVIIL {{8-[5-(4-Fluorophenyl)-2-pentyl]-5 5-d1methyl-
*10-(4-morpholinobutyryloxy)-1,2,3,4-tetrahydro-5H-
[1]benzopyrano[4 3-c]pyrldm—2—yl}acety1}urea hy-
drochloride

IX. {[10-(4-Homop1p1dmobutyry]oxy) 5,5-dimethyl-8-
(1,1-dimethylheptyl)-1,2,3,4-tetrahydro-5H-{1]ben-
zopyrano[4,3-c]pyridin-2-yljacetyl}urea hydroxhlo-
ride ‘ ‘

XX.  {{5,5-Dimethyl-8-(1,2-dimethylheptyl)-10-[4-(2-
methylpiperidino)-2-methylbutyryloxy}-1,2,3,4-tet-
'rahydro-SH-[ 1]benzopyrano[4, 3-c]pyr1dm-2-
ylYacetyl}urea hydrochloride :
The following examples are presented to further lllus-

trate the invention.

EXAMPLE 1

{{8-[5-(4—Fluorophenyl)—Z-pentyl]- 10-hydroxy-5,5-
dimethyl-1,2,3,4-tetrahydro-5H-[1]benzopyranof4,3-
clpyridin-2-yl}acetyl}urea (V) 5

(|IH2C0NHCONH2

A solution of 1.50 g. (0.011 mole) of chloroacetyl urea
in 20 ml. of dimethylformamide was added dropwise to
a stirred solution of 3.95 g. (0.01 mole) of 8-[5-(4-fluoro-
phenyl)-2-pentyl]-10-hydroxy-5,5-dimethyl-1,2,3,4-tet-
rahydro-5H-[1]benzopyrano[4,3-c]pyridine in 25 ml. of
dimethylformamide and 1.11 g. (0.011 mole) of triethyl-
amine. After stirring at room temperature for 22 hours,
the mixture was diluted with 45 ml. of water and ex-
tracted with ether. The combined ether extracts were
washed with" water, dried over anhydrous sodium sul-
fate, and evaporated in vacuo. The residue was recrys-
tallized from acetonitrile, m.p. 133°-134°,

Analysis Calcd. for Co3H34FN304: C, 67.86; H, 6.92;
N, 8.48. Found: C, 67.52; H, 7.12; N, 8.38.
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~EXAMPLE: 2

{[10-Hydroxy-5,5-dimethyl-8-(1, 2—dlmethy1heptyl)-
1,2,3,4-tetrahydro-5H-[1]benzopyrano[4,3-c]pyridin-2-
ylJacetyl}urea (VI)

w

GH:CONHCONH;
10
CH;3
(I:HCH-n-CsH 1
CHy" 15

A solution of 1.50 g. (0.011 mole) of chloroacetylurea
in 25 ml. of dimethylformamide was added dropwise to
a stirred solution of 3.57 g. (0.01 mole).of 10-hydroxy-
5,5- dlmethyl 8-(1, 2-d1methylheptyl) 1,2,3,4-tetrahydro- 5g
5H-[1]benzopyrano[4,3-c]pyridine in 20 ml. of dimeth-
ylformamide and 1.11 g. (0:011 mole) of triethylamine.
After stirring for 24 hours, 65 ml. of water was added
dropwise to the stirred mixture. The solid was filtered

and recrystallized from acetonitrile, m.p. 131°-133°, 25
Analysis Calcd. for C26H39N304: C, 68.24; H, 8.59;
N918 FoundC6794H866N917 '
" EXAMPLE3
[(10-Hydroxy-8 isopropyl-5, S-dlmethyl 1,2,3,4-tetrahy- 30
dro-5H-[1]benzopyrano[4,3-c]pyridin-2-yl)acetyl]urea
(VII) .
CH,CONHCONH; : :
| 35
CH(CHa3); -~ 40

. The above-titled compound was prepared by reacting
10-hydroxy-8-isopropyl-5,5-dimethyl-1,2,3,4-tetrahy-
dro-SH-[1]Jbenzopyrano[4,3-c]pyridine ~ with  chlo-
toacetylurea according to the method of Example 2;
m.p. 164°-166°.

_ Analysis Calcd. for CoH27N304: C, 64.32; H, 7.29;
‘N, 11.25. Found: C, 64.60; H, 7.26; N, 11.27.

EXAMPLE 4

{[10-Hydroxy-5,5-dimethyl-8-(1,1-dimethylheptyl)-
1,2,3,4-tetrahydro-5H-{1]benzopyrano[4,3-c]pyridin-2-
ylJacetyl}irea (VIII)
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N
CH3
CHz C-n-CeHiz
CH3 - CH3 !
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Thé above- ﬁtled compound was prepared by reacting
10- hydroxy-S 5-dimethyl-8-(1,1-dimethylheptyl)-
1.2,3.4-tetrahydro-5H-[1]benzopyrano[4,3- c]pyndme

. W

w1th chloroacetyl-urea accordmg to the method of
Example 2 X

" EXAMPLEs

N {[IO' ‘ydroxy -5, ,5-dimethyl-8-(1,2-dimethylheptyl)-
1,2,3 4-tetrahydro 5H-[1]benzopyrano[4,3-c]pyridin-2-
yllacetyl}- N’-methylurea Ix)

?HZCONHCONHCHg :

" CHj
(|:HCH-n-C5H 1
CH3

The above-titled tompound was prepared by reacting
10-hydroxy-5,5-dimethyl-8-(1,2-dimethylheptyl)-
1,2,3,4-tetrahydro-5H-[1]benzopyrano[4,3-c]pyridine
with N-chloroacetyl-N'-methylurea according to the
method of Example 2; m.p. 145°-147°.

Analysis Calcd. for C7H41N304: C, 68.76; H, 8.76;
N, 8.91. Found: C, 69.20; H, 9.01; N, 8.93.

... EXAMPLE 6

N-{[lO-Hydroiy-S,S-dimethyl-8-( 1,2-dimethylheptyl)-
1,2,3,4-tetrahydro-5H-[1]benzopyrano[4,3-c]pyridin-2-
yllacetyl}-N'-phenylurea (X)

(I:HﬁCdNHCONHC(,Hs

CH3
(I:HCH-n-Csﬂl 1
CH3

The above-titled compound was prepared by reacting
10-hydroxy-5,5-dimethyl-8-(1,2-dimethylheptyl)-
1,2,3,4-tetrahydro-5H-[1]benzopyrano[4,3-c]pyridine
with N-chloroadcetyl-N'-phenylurea according to the
method of Example 1; m.p. 159°-161°,

Analysis Calcd. for C32H43N304: C, 72.01; H, 8.12;
N, 7.87. Found: C, 71.62; H, 8.15; N, 7.88.

"EXAMPLE 7

{[10—Hydroxy 5,5-dimethyl-8-(1,2-dimethylheptyl)-
1,2,3,4-tetrahydro-SH-[1]benzopyrano[4,3-c]pyridin-2-
yl}-a-methylacetyl}urea (XI)

CH3
C{HCONHCONHZ

A solution of 1.66 g. (0.011 mole) of 2-chloropro-

' _pionylurea in 20 ml. of dimethylformamide was added
" dropwise to a stirred solution of 3.57 g. (0.01 mole) of
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10-hydroxy-5,5-dimethyl-8-(1,2-dimethylheptyl)- :

1,2,3,4-tetrahydro-5H-[1]benzopyrano[4,3-c]pyridine in
20 ml. of dimethylformamide and 1.11 g. (0.011 mole) of
triethylamine. The reaction mixture was stirred at room
temperature for 72 hours, diluted with 60 ml. of water, 5
and extracted with ether. The ‘ether extracts were
washed with water, dried over anhydrous sodium sul-
fate, and evaporated in vacuo. The residue was purified
by chromatography on a 100-200 mesh Florisil acti-
vated magnesium silicate column and chloroform; m.p.
95°-100°. _

Analysis Calcd. for C27H41N304: C, 68.76; H, 8.76;
N, 8.91. Found: C, 68.78; H, 8.93; N, 8.54.

EXAMPLE 8

{[5,5-Dimethyl-8-(1,2-dimethylheptyl)-10-(4-
piperidinobutyryloxy)-1,2,3,4-tetrahydro-5H-[1]ben-
zopyrano[4,3-c]pyridin-2-yl]acetyl}urea hydrochloride

X1n) o

10

15

CH;CONHCONH;
N OCO(CH2)3N
P .HCI 25
CH3
CH3 o CHCH-n-CsHj
CH;3 CH3
30

A mixture of 1.14 g. (0.0025 mole) of {[10-hydroxy-
5,5-dimethyl-8-(1,2-dimethylheptyl)-1,2,3,4-tetrahydro-
SH-[1]benzopyrano[4,3-c]pyridin-2-yl]acetyl}urea, 0.52
g. (0.0025 mole) of 4-piperidinobutyric acid hydrochlo-
ride, 0.54 g. (0.0026 mole) of dicyclohexylcarbodiimide,
and 170 ml. of dried methylene chloride was stirred at
room temperature for 26 hours. The reaction mixture
was cooled at approximately 6° C. overnight and was
filtered to remove dicyclohexylurea. The filtrate was
evaporated in vacuo and the residue was dissolved in 3
ml. of methylene chloride and 12.5 ml. of cyclohexane.
After standing overnight in the cold room (approxi-
mately 6° C.), the solid was filtered and recrystallized
from methylene chiloride-ether, giving 1.1 g. ‘of the

35

40

product, m.p. 167°-170°. o 4s
Analysis Calcd. for C3sHssN4Os.HCL: C, 64.94; H,
8.57: N, 8.66. Found: C, 64.84; H, 8.60; N, 8.59.
EXAMPLE 9 B
{[5,5-Dimethyl-10-[4-(dimethylamino)butyryloxyl-8- 5,

(1,2-dimethylheptyl)-1,2,3,4-tetrahydro-5H-[1]ben-
zopyrano[4,3-c]pyridin-2-ylJacetyl}urea hydrochloride
(XIII)

55

(':H2CONHCONH2
N
OCO(CH;3)3N(CH3);
CH; . HCl
60
CH; CHCH-n-CsHy;
CHj3 CHj3

The above-titled compound was prepared according
to the method of Example 8 by reacting equimolar
quantities of {[10-hydroxy-5,5-dimethyl-8-(1,2-dime-
thylheptyl)-1,2,3,4-tetrahydro-5H-[1]benzopyrano([4,3-
c]pyridin-2-yl]acetyl}urea - and  4-(dimethylamino)-

65

20

8
butyric acid hydrochloride in the presence of dicyclo-
hexylcarbodiimide.

EXAMPLE 10
{{8-[5-(4-Fluorophenyl)-2-pentyl]-5,S-dimethyl-10-(4-
morpholinobutyryloxy)-1,2,3,4-tetrahydro-5H-[ 1]ben-

zopyrano[4,3-c]pyridin—2-yl}acefyi}urea hydrochloride

X1Vv)
THZCONHCONHZ
N OCO(CHz)N o
\_/ .Ha
CH3 CH(CH3y)3 F

CH3

The abbve-tit]ed,compdund was prepared according
to the method of Example 8 by reacting equimolar
quantities of  {{8-[5-(4-fluorophenyl)-2-pentyl]-10-
hydroxy-5,5-dimethyl-1,2,3,4-tetrahydro-5H-[1]ben- .
zopyrano[4,3-c]pyridin-2-yl}acetyl}urea and 4-mor-
pholinobutyric acid hydrochloride in the presence of

dicyclohexylcarbodiimide. |
EXAMPLE 11

{[10-(4-Homopiperidinobutyryloxy)-5,5-dimethyl-8-
(1,1-dimethylheptyl)-1,2,3,4-tetrahydro-5H-[1]ben-
zopyranof4,3-c]pyridin-2-yl]acetyl }urea hydrochloride

XV)
TH;CONHCONHZ :
N

OCO(CH)3N

. HCl
CHj3

C-n-CgH13
CH3

The above-titled compound was prepared according
to the method of Example 8 by reacting equimolar
quantities of [10 -hydroxy-5,5-dimethyl-8-(1,1-dimethyl-
heptyl)-1,2,3,4-tetrahydro-5H-[1]benzopyrano[4,3-
c]pyridin-2-yl)acetyljurea and 4-homopiperidinobutyric

acid hydrochloride in the presence of dicyclohexylcar-

. bodiimide.
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EXAMPLE 12

{{5,5-Dimethyl-8-(1,2-dimethylheptyl)-10-[4-(2-
methylpiperidino)-2-methylbutyryloxy]-1,2,3,4-tetrahy-
dro-SH-[1]benzopyrano[4,3-c]pyridin-2-yl}-acetyl }urea

hydrochloride (XVI)

CH2CONHCONH:»

OCOCHCHCH;N
N éH_} HCI
@
CH;
CHa—_ o (|ZHCH-n-C5H“
CH; CH;3

The above-titled compound was prepared according

5

to the method of Example 8 by reacting equimolar 20

quantities of {[10-hydroxy-5,5:dimethyl-8-(1,2-dime-
thylheptyl)-1,2,3,4-tetrahydro-5H-[1]benzopyrano[4,3-
c)pyridin-2-ylfJacetyl Jurea and [4-(2-methyl-
piperidino)]-2-methylbutyric 4cid hydrochloride in the
presence of dicyclohexylcarbodiimide.

TESTII
Rat Tail Flick Test 3
In this test, groups of 10 male, Sprague-Dawley rats,

25

weighing 142-170 g. were orally (p.o.) gavaged with 30

compound (V) after the average normal response time
to radiated heat focused on the tail had been established
by two trials. Response times were recorded hourly for
3 hours after the administration of the compound. The

activity was determined as the percent increase in re- 35

sponse time over the average normal response for the
response for the respective group. The results of the test
are provided in the table below. An EDsp value repre-
senting the dose producing a 50% increase in average
response time was calculated by a-linear regression
program. C : :

Effect of Compound V in the Rat Tail Flick test

Activity- 45§
Increase
Compound in Response
V)
mg./kg. p.o. Normal 1Hr. 2Hrs. 3 Hrs. Time (2 Hrs.)

1.0 8.03 9.03 1044 1122 30.0%

2.0 6.80 8.92  10.61 10.99 56.0% 50

4.0 8.30 1113 16.20 16.98¢ 95.2%

8.0 797 13.63¢  15.83¢ 14.32 98.6%
“Averages include maximum values (30 seconds cut-off time). EDso (2 Hrs) = L6
mig./kg. (002, 3.19)

. 55
EXAMPLE 13

Pharmacological Tests

There were several tests carried out with compound
(V), and the results of the tests are provided below.

TEST I
Mouse Writhing '_I'est

In this test, groups of 5 female, ICR mice (Schmidt)
weighing 19-25 g. were orally.(p.o.) gavaged with com-
pound (V) one hour prior to the intraperitoneal injec-
tion of 0.4 ml. of acetic acid 0.5% (v/v). Five minutes
after the acid injection, the number of writhing re-

60

65

+ 10

sponses over a 20 minute period were counted. One
group received an oral dose of vehicle only to serve as
controls. Activity was determined as the percent differ-
ence (inhibition) betwéen the average number of
writhes for the test. groups as compared to the controls.
The results of the tests are provided in the table below.
An EDsg value representing the dose producing a 50%
inhibition of the writhing response was calculated by a
linear regression program. '

. Effect of Compound V in the Mouse Acetic'Acid Writhing Test

" Group Treatment Ave. Number of - : Activity

mg./kg., p.o. Writhes (20 min.) % Inhibition
Controls? 55.0 -
0.5 28.4 48.4
1.0 274 '50.2
20 15.2 2.4
4.0 ) 6.0 89.1
“0.5% methylcellulose:20 mb./kg.
EDsjy = 0.7 mg./kg. (0.4, 1.0)
TEST 11

" Rat Desoxyn Antagonism Test

In this test, the antagonism or potentiation of me-
thamphetamine-induced hyperactivity in rats was eval-
vated in motor activity chambers equipped with photo-
cells (Lehigh Valley, Model #1497). Groups of rats
were premedicated with Compound (V) and then ad-
ministered methamphetamine (1 mg./kg., i.p.). One rat
was placed in-each chamber and three rats were used
per test dose. Effect was recorded as percent change in

‘counts from the photocells compared to methampheta-

mine-treated controls. The test results are provided
below.

Antagonism Effect of Compound (V)

Oral Dose % Decreased Activity
mg./kg. Over Control
5 75
20 93
80 84
We claim:

1. A compound represented by the formula

[
RICHCNHCNHR;

CH3
CHj;

wherein Ry is H or loweralkyl; R, is H, loweralkyl
phenyl or phenyl substituted by halo or lower alkyl; R
is C3-Cyo alkyl, phenyl alkyl or halo or lower alkyl
substituted phenyl wherein alkyl contains from 1 to 10
carbon atoms; Rz is H or 4
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Ry’
‘—Icl—x+N/ '

Rs '

where X is a straight or branched chain alkylene group -

of 3 to 4 carbon atoms, and R4 and Rs are the same or
different members of the group consisting of H or low-
eralkyl; or R4and Rs taken together form a piperidino,
morpholino or homopiperidino. ring with or without
a-loweralkyl substituents, and the acid addition salts
thereof.

2. A compound according to claim 1 wherein R] isH,
Ryis H, Rzis Hand R is

—CH(CH2)3
CH3

3. A compound according to claim 1 wherein Ry is H,
Rz is H, R3is H and R is

CH;3;
~=CHCH-n-CsHy
CH;

4. A compound according to claim 1 wherein Ryis H,
Ris H, R3is Hand R is

—CH(CH3)2

5. A compound according to claim 1 wherein R;is H,
Ryis H,R3is Hand R is g

CH;3
—(Il-n-CoHu
CHj3

6. A compound according to claim l wherem R;is H,
Rz is CH3, R3is H and R is

o
=~C—C-n-CsHy}
CHj;

7. A compound according to claim 1 wherein R;is H,
Ry is C¢Hs, Ryis Hand R is

CH;
—CHCH-n-CsH
CHj

8. A compound according to claim 1 wherein R is
CH3, Ryis H, R3zis Hand R is

4,172,943
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B
—CHCH-n'CsHy;

o

9. A compound accordmg to claim 1 wherein Ry is H,
Rz is H, R3'is

CO(CH2)3N -
and R is
CHj3 ‘
—CHCH-n-CsHp;
CHj3
10. A comlfound accordin 15 to claim 1 wherein Rj is
H, R2 is H, R3is CO(CH2)3 (CH3)2 and R is
CHj3
—'CHCH-n-Csﬂu :
CHj

11. A comlgound accordmg to claim 1 wherein Ry is

H, Ryis H, R3is
—
, CO(CH2)3N o
and R is ) : .
—<|:H(cHz)3 F
55 ‘
12. A co ]{Jound according to claim l wherem Riis
H, R2is H, R3is
CO(CH2)3N >
and R'is
CH3
"f'“'CGHl 3
CH3

13. A com}{)ound according to claim 1 wherein R is
H, Ris H, R3is

CO(IZH(CHg)zN
. CH3
CH;

and R is :
CH;

—fHCH-n-Can
CH3
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Abstract

A compound of the formula ##STR1## wherein R4 is H or loweralkyl; Rz is H, loweralkyl, phenyl or
substituted phenyl; R is C5 -Cag alkyl, phenyl alkyl or substituted phenyl alkyl; Ry is H or ##STR2##
where X is a straight or branched chain alkylene group of 3 to 4 carbon atoms, and R4 and Rs are the
same or different members of the group consisting of H or loweralkyl; or R4 and Rs taken together

form a 6- or 6- member heterocyclic ring and containing no more than one additional heterocyclic
atom, with or without a-loweralkyl substituents, and the acid addition salts thereof.

The compounds of this invention are useful as analgesics, tranguilizers, sedative-hypnotics and anti-
glaucoma agents.
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