
4                                       937,214               The
hydrochloride formed white prisms m.p.                 EXAMPLE 21.
290[err] C.  Found:  C,  69.9;  H,  7.1;
6,14-endoEtheno-7-(hydroxymethyl)-               C[err]H[err]O[err]N.HCl
requires C, 70.2; H, 6.9.           tetrahydro-oripavine.
This was prepared from  6,14-endoetheno-  65
EXAMPLE 17.                  7 - (hydroxymethyl)tetrahydrothebaine as in
5    6,14-endoEtheno-7-[err](3-hydroxyl-phenyl-3-    Example 2, and was
obtained, after purifica-
butyl)tetrahydro-oripavine.        tion through the hydrochloride (made in
This base was prepared from  6,14-endo-  ethanol), as white prisms m.p.
218-219[err] C.                etheno - 7 - a(3 - hydroxy - 1 - phenyl - 3-
the hydrochloride had m.p. 298[err] C.     70
butyl)tetrahydrothebaine as in Example 1 and    WHAT WE CLAIM IS:-
10  on recrystallisation from  aqueous 2-ethoxy-    1. Compounds of the
general formula                ethanol was obtained as white prisms m.p.
226[err] C. Found: C, 75.7; H, 7.6 C[err]H[err]O[err]N               [err]
requires C, 76.1; H, 7.5%. The hydrochloride                formed white
prisms m.p. 255[err] C. Found: C,            15  70.6; H, 7.1;
C[err]H[err]O[err]N.HCl. requires C,                70.5; H, 7.1%.
EXAMPLE 18.                   6,14-endoEtheao-7-a(1-hydroxy-1-cyclo-
pentyl-1-ethyl)tetrahydro-oripavine.            20    This base was
prepared from  6,14-endo-                etheno - 7 - [err](1 - hydroxy -
1. - cyclopentyl-                1-ethyl)tetrahydrothebaine as in Example 1
and on recrystallisation from aqueous 2- 



ethoxyethanol was obtained as white prisms            25  m.p. 300
302[err] C. Found: C, 74.0; H, 7.9;  and  salts  thereof with
pharmaceutically                 C[err]H[err]O[err]N requires C, 74.1; H,
8.1%. The  acceptable acids in which formula R[err] repre- 75
hydrochloride  formed  white  prisms  m.p.  sents a hydrogen atom, an alkyl
group con-                 294-296[err] C. Found: C, 64.6; H, 7.9;  taining
from 1 to 3 carbon atoms or an aryl
C[err]H[err]O[err]N.HCl.1[err]H[err]O requires C, 64.7; H,  group, and
R[err] represents a hydrogen atom, an            30  7.9%.
alkyl, or alkenyl group containing up to 8
carbon atoms, which group may be substituted  80  EXAMPLE 19.
on carbon atoms 1 to 5 by an alicyclic or aryl
6,14-endoEtheno-7-[err](1-hydroxy-1-cyclo-           group, or an alicyclic
group containing 5,6 or hexyl-1-ethyl)tetrahydro-oripavine.  7 carbon atoms
which may be unsubstituted                   This base was prepared from
6,14-endo-  or substituted by an alkyl group containing 1             35
etheno - 7 - [err](1 - hydroxy - 1 - cyclohexyl-  to 3 carbon atoms,
provided R[err] does not con- 85                 1-ethyl)tetrahydrothebaine
by  the  general  tain the system  -CH-aryl or -CH-C=C
method of Example 1 and was obtained as  attached to the carbon atom
bearing the alco-                 white prisms m.p. 232[err] C. on
recrystallisation  holic hydroxyl group.                 from  methanol.
Found: C, 69.2; H, 8.4;    2. 3-Acyl esters of the bases claimed in
40  C[err]H[err]O[err]N.2H[err]O requires C, 69.0; H, 8.4%.  claim 1
wherein the phenolic hydroxyl group  90                 The hydrochloride
formed white prisms m.p.  is esterified with a fatty acid of the formula
248[err] C Found: C, 66.1; H, 7.8;          C[err]H[err]COOH in which
formula n is 1, 2 or
C[err]H[err]O[err]N.HCl.H[err]O               3 or with benzoic or
nicotinic acid.                  requires C, 66.4; H, 7.9%.
3. 6,14 - endoEtheno - 7 - [err](l - hydroxy-             45   The 3-acetyl
ester, prepared from the base  1-ethyl)tetrahydro-oripavine.           95
and acetic anhydride was obtained as white    4. 6,14 - endoEtheno - 7 -
a(2 - hydroxy-                  prisms m.p. 193[err] C. Found: C, 70.8; H,
8.2;  2-pentyl)tetrahydro-oripavine.
C[err]H[err]O[err]N.H[err]O requires C, 70.5; H, 8.1%.    5. 6,14 -
endoEtheno - 7 - a(2 - hydroxy-                  Hydrochloride m.p.
262[err] C. Found:  C,  2-hexyl)tetrahydro-oripavine.              50
67.6; H, 7.6; C[err]H[err]O[err]N.HCl requires C,    6. 6,14 - endoEtheno -
7 - [err](2 - hydroxy- 100                  67.9; H, 7.6%.
2-heptyl)tetrahydro-oripavine.
7. 6,14 - endoEtheno - 7 - [err](2 - hydroxy-
EXAMPLE 20.                  5-mehyl-2-hexyl)tetrahydro-oripavine.
6,14-endoEtheno-7-[err](l-hydroxy-l-cydo-     8. 6,14 - endoEtheno - 7 -
a(3 - hydroxy-                        hexyl-1-ethyl)tetrahydro-oripavine.
1-phenyl-3-butyl)tetrahydro-oripavine.    105 



55    This base prepared from 6,14-endoetheno-    9. The 3-acetyl ester of
6,14-endoEtheno-                  7 - [err](1 - hydroxy  - 1 - cyclohexyl -
1-  7 - [err](2 - hydroxy - 2 - pentyl)tetrahydro-
ethyl)tetrahydrothebaine, as in Example 1,  oripavine.                  was
obtained as white prisms m.p. 242[err] C. on    10. A process for the
production of com-                  recrystallisation from methanol. Found:
C,  pounds as claimed ih claim 1 wich comprises 110              60  74.2;
H, 8.2; C[err]H[err]O[err]N requires C, 74.5;  demethylating a compound of
the general                  H, 8.2%.
formula                       4
937,214                    The hydrochloride formed white prisms m.p.
EXAMPLE 21.                   290[err] C.   Found:  C, 69.9;  H,  7.1;
6,14-endoEtheno-7-(hydroxymethyl)-
C[err]H[err]O[err]N.HCl requires C, 70.2; H, 6.9.
tetrahydro-oripavine.
This was prepared from 6,14-endoetheno- 65
EXAMPLE 17.                  7 - (hydroxymethyl)tetrahydrothebaine as in
5    6,14-endoEtheno-7-[err](3-hydroxyl-phenyl-3-   Example 2, and was
obtained, after purifica-
butyl)tetrahydro-oripavine.      tion through the hydrochloride (made in
This base was prepared from  6,14-endo-  ethanol), as white prisms m.p.
218-219[err] C                   etheno - 7 - [err](3 - hydroxy - 1 -
phenyl - 3- the hydrochloride had m.p. 298[err] C     70
butyl)tetrahydrothebaine as in Example 1 and   WHAT WE CLAIM IS:-
10  on recrystallisation from  aqueous 2-ethoxy-   1. Compounds of the
general formula                   ethanol was obtained as white prisms m.p.
226[err] C. Found: C, 75.7; H, 7.6 C[err]H[err]O[err]N
requires C, 76.1; H, 7.5%. The hydrochloride          [err]
formed white prisms m.p. 255[err] C. Found: C,               15 70.6; H,
7.1; C[err]H[err]O[err]N.HCl. requires C,                   70.5; H, 7.1 %.



EXAMPLE 18.                      6,14-endoEtheno-7-a(1-hydroxy-1-cyclo-
pentyl-1-ethyl)tetrahydro-oripavine.               20    This base was
prepared from  6,14-endo-            [err]                   etheno - 7 -
[err](1 - hydroxy - 1 - cyclopentyl-
1-ethyl)tetrahhydrothebaine as in Example 1                   and on
recrystallisation from aqueous 2-                   ethoxyethanol was
obtained as white prisms               25  m.p. 300-302[err]C. Found:  C,
74.0; H, 7.9;  and  salts  thereof with  pharmaceutically
C[err]H[err]O[err]N requires C, 74.1; H, 8.1%. The  acceptable acids in
which formula R[err] repre- 75                   hydrochloride  formed
white  prisms m.p.  sents a hydrogen atom, an alkyl group con-
294-296[err] C. Found: C, 64.6; H, 7.9;  taining from 1 to 3 carbon atoms
or an aryl                   C[err]H[err]O[err]N.HCl.1[err]H[err]O requires
C, 64.7; H,  group, and R[err] represents a hydrogen atom, an
30  7.9%.                                        alkyl, or alkenyl group
containing up to 8
carbon atoms, which group may be substituted  80
EXAMPLE 19.                  on carbon atoms 1 to 5 by an alicyclic or aryl
6,14-endoEtheno-7-[err](1-hydroxy-1-cyclo-    group, or an alicyclic group
containing 5, 6 or  hexyl-1-ethyl)tetrahydro-oripavine.  7 carbon atoms
which may be unsubstituted                     This base was prepared from
6,14-endo-  or substituted by an alkyl group containing 1     35  etheno -
7 - [err](1 - hydroxy - 1 - cyclohexyl-  to 3 carbon atoms, provided R[err]
does not con- 85                   1-ethyl)tetrahydrothebaine  by  the
general tain the system -CH-aryl or -CH-C=C                   method of
Example 1 and was obtained as  attached to the carbon atom bearing the
alco-                   white prisms m.p. 232[err] C. on recrystallisation
holic hydroxyl group.                   from methanol.  Found: C, 69.2; H,
8.4;    2. 3-Acyl esters of the bases claimed in              40
C[err]H[err]O[err]N.2H[err]O requires C, 69.0; H, 8.4%.  claim 1 wherein
the phenolic hydroxyl group  90                   The hydrochloride formed
white prisms m.p.  is esterified with a fatty acid of the formula
248[err] C Found: C, 66.1; H, 7.8;           C[err]H[err]COOH in which
formula n is 1, 2 or C[err]H[err]O[err]N.HCl.H[err]O             3 or with
benzoic or nicotinic acid.                   requires C, 66.4; H, 7.9%.
3. 6,14 - endoEtheno - 7 - [err](1 - hydroxy-              45    The
3-acetyl ester, prepared from the base  1-ethyl)tetrahydro-oripavine.
95                   and acetic anhydride was obtained as white    4. 6,14
- endoEtheno - 7 - [err](2 - hydroxy-                   prisms m.p.
193[err] C Found: C, 70.8; H, 8.2;  2-pentyl)tetrahydro-oripavine.
C[err]H[err]O[err]N.H[err]O requires C, 70.5; H, 8.1%.    5. 6,14 -
endoEtheno - 7 - [err](2- hydroxy-                   Hydrochloride m.p.
262[err] C. Found: C,  2-hexyl)tetrahydro-oripavine. 



50  67.6; H, 7.6; C[err]H[err]O[err]N.HCl requires C,    6. 6,14 -
endoEtheno - 7 - [err](2 - hydroxy- 100                   67.9; H, 7.6%.
2-heptyl)tetrahydro-oripavine.
7. 6,14 - endoEtheno - 7 - a(2 - hydroxy-
EXAMPLE 20.                   5-methyl-2-hexyl)tetrahydro-oripavine.
6,14-endoEtheno-7-[err](1-hydroxy-1-cyclo-      8. 6,14 - endoEtheno - 7 -
[err](3 - hydroxy-
hexyl-1-ethyl)tetrahydro-oripavine.  -phenyl-3-butyl)tetrahydro-oripavine.
105              55    This base prepared from 6,14-endoetheno-    9. The
3-acetyl ester of 6,14-endoEtheno-                  7 - [err](1 - hydroxy .
- 1 - cyclohexyl - 1-  7 - [err](2 - hydroxy - 2 - pentyl)tetrahydro-
ethyl)tetrahydrothebaine, as in Example 1,  oripavine.                  was
obtained as white prisms m.p. 242[err] C on    10. A process for the
production of com-              recrystallisation from methanol. Found: C,
pounds as claimed in claim 1 which comprises 110              60 74.2; H,
8.2; C[err]H[err]O[err]N requires C, 74.5;  demethylating a compound of the
general                  H, 82%.
formula                                                        to a
temperature of above 200[err] C. in the
presence of an alkali metal hydroxide in solu- [err]
tion in diethylene glycol. 12. A  process for the production of the 3-acyl
esters claimed in claim 2 which com-  10 prises reacting a compound as
claimed in claim 1 with an acid anhydride or acid chloride.    13. A
process for the production of com-
pounds as claimed in claim 1 substantially as
described  with  reference  to  any  of the  15 



Examples.                             14. Oripavine derivatives when
produced                           by the process claimed in claim 13.
ELKINGTON  &  FIFE,               by heating with an alkali metal hydroxide
in         Chartered Patent Agents,               the presence of a
suitable solvent.            Bank Chambers, 329, High Holborn,
11. A process as claimed in claim 1 wherein            London, W.C.1.
5  the demethylation is carried out by heating          Agents for the
Applicants.                     Leamington Spa: Printed for Her Majesty's
Stationery Office, by the Courier Press                    (Leamington)
Ltd.-1963. Published by The Patent Office, 25 Southampton Buildings,
London, W.C.2, from which copies may be obtained.          ERRATUM
SPECIFICATION No. 937,214  Page 2, line 45, delete ")" after "hydroxy"
THE PATENT. OFFICE                          29th September 1964    


