
6                                      1,006,790          the residual oil,
obtained and the solution was allowed to stand overnight while cooling
to give 3 grams of octamethylene-1,8-bis-(formylthiamine disulphide) as
colourless         crystals. Recrystalisation from a mixture of ethyl
acetate and ether yieded crystals         melting at 92-95[err]C 5
EXAMPLE 17                                         5              10.2
grams of acetic anhydride was added dropwise to a solution of 36.9 grams of
octamethylene-1,8-bis-(thiamine disulphide) in 500 grams of pyridine while
cooling.         After the resulting reaction mixture had stood overnight,
pyridine was evaporated under         reduced pressure. The obtained
residual oily substance was extracted with ethyl acetate. 10     After the
ethyl acetate layer had been washed with 10% aqueous sodium hydrogen car-
10         bonate solution and then water and dried, the solvent was
evaporated and then ether         was added to the residue to give 35 grams
of octamethylene-1,8-bis-(acetylthiamine         disulphide) melting at
101-103[err]C                                           EXAMPLE 18 



15          9 grams of benzoyl chloride were added dropwise while cooling
to a solution of  15         11.1 grams of octamethylene-1,8-(thiamine
disulphide) in 200 grams of pyridine. After         the resulting reaction
mixture had stood  overnight, pyridine was evaporated under         reduced
pressure. Thereafter the oily substance obtained was treated in the same
way as         in Example 17 to give 10 grams of
octamethylene-1,8-bis(benzoylthiamine disulphide) 20     melting at
105-107[err]C.
20               WHAT WE CLAIM IS:-              1. Compounds of the
general formula:                       [err]               wherein R is a
hydrogen atom, a carboxylic acid acyl group containing up to seven 25
carbon atoms, an alkoxycarbonyl group having up to seven carbon atoms or a
phos-  25         phono group, and A is a saturated or unsaturated alkylene
group containing from 4 to         20 carbon atoms.              2.
Compounds as claimed in claim 1, wherein the alkylene group A contains
from 6 to 10 carbon atoms. 



3. Compounds as claimed in claim 1, wherein A is pentamethylene group.
30              4. Compounds as claimed in claim 1, wherein A is
hexamethylene group.              5. Compounds as claimed in claim 1,
wherein A is octamethylene group.              6. Compounds as claimed in
claim 1, wherein A is decamethylene group.              7. Compounds as
claimed in claim 1, wherein A is hept-2-enylene group. 35           8.
Compounds as claimed in claim 1, wherein A is oct-2-enylene group.      35
9. Compounds as claimed in claim 1, wherein R is a formyl, acetyl,
propionoyl,         benzoyl or ethoxycarbonyl group.             10.
Pentamethylene-1,5-bis-(thiamine disulphide)             11.
Hexamethylene-1,6-bis-(thiamine disulphide) 40          12.
Hexamethylene-1,6-bis-(acetylthiamine disulphide)
40             13. Hexamethylene-1,6-bis-(ethoxycarbonylthiamine
disulphide)             14. Hexamethylene-l,6-bis-(propionoylthiamine
disulphide)             15. Hexamethylene-1,6-bis-(benzoylthiamine
disulphide)             16. Hept-2-enylene-1,7-bis-(thiamine disulphide) 45
17. Octamethylene-1,8-bis-(thiamine disulphide)
45             18. Octamethylene-1,8-bis-(formylthiamine disulphide)
19. Octamethylene-1,8-bis-(acetylthiamine disulphide)             20.
Oct-2-enylene bis-(thiamine disulphide)             21.
Octamethylene-1,8-bis-(ethoxycarbonylthiamine disulphide) 50          22.
Octamethylene-1,8-bis-(propionoylthiamine disulphide)
50             23. Octamethylene-1,8-bis-(benzoylthiamine disulphide)
24. Decamethylene-l,10-bis-(thiamine disulphide) 



25. Decamethylene-1,10-bis-(acetylthiamine disulphide)             26. A
process for the preparation of a compound of the general formula given
6                                       1,006,790        the residual oil,
obtained and the solution was allowed to stand overnight while cooling
to give 3 grams of octamethylene-1,8-bis-(formylthiamine disulphide) as
colourless        crystals. Recrystalisation from a mixture of ethyl
acetate and ether yielded crystals        melting at 92-95[err]C. 5
EXAMPLE 17                                           5             10.2
grams of acetic anhydride was added dropwise to a solution of 36.9 grams of
octamethylene-1,8-bis-(thiamine disulphide) in 500 grams of pyridine while
cooling.         After the resulting reaction mixture had stood overnight,
pyridine was evaporated under         reduced pressure. The obtained
residual oily substance was extracted with ethyl acetate. 10     After the
ethyl acetate layer had been washed with 10% aqueous sodium hydrogen car-
10         bonate solution and then water and dried, the solvent was
evaporated and then ether 



was added to the residue to give 35 grams of
octamethylene-1,8-bis-(acetylthiamine         disulphide) melting at
101-103[err]C.                                           EXAMPLE 18 15
9 grams of benzoyl chloride were added dropwise while cooling to a solution
of  15         11.1 grams of octamethylene-1,8-(thiamine disulphide) in 200
grams of pyridine. After         the resulting reaction mixture had stood
overnight, pyridine was evaporated under         reduced pressure.
Thereafter the oily substance obtained was treated in the same way as
in Example 17 to give 10 grams of octamethylene-1,8-bis(benzoylthiamine
disulphide) 20      melting at 105-107[err]C.
20               WHAT  WE CLAIM IS:-               1. Compounds of the
general formula:                        [err]                wherein R is a
hydrogen atom, a carboxylic acid acyl group containing up to seven
carbon atoms, an alkoxycarbonyl group having up to seven carbon atoms or a
phos-  25          phono group, and A is a saturated or unsaturated
alkylene group containing from 4 to          20 carbon atoms. 



2. Compounds as claimed in claim 1, wherein the alkylene group A contains
from 6 to 10 carbon atoms.  30            3. Compounds as claimed in claim
1, wherein A is pentamethylene group.      30                4. Compounds
as claimed in claim 1, wherein A is hexamethylene group.                5.
Compounds as claimed in claim 1, wherein A is octamethylene group.
6. Compounds as claimed in claim 1, wherein A is decamethylene group.
7. Compounds as claimed in claim 1, wherein A is hept-2-enylene group.  35
8. Compounds as claimed in claim 1, wherein A is oct-2- enylene group.
35                9. Compounds as claimed in claim 1, wherein R is a
formyl, acetyl, propionoyl,           benzoyl or ethoxycarbonyl group.
10. Pentamethylene-1,5-bis-(thiamine disulphide)               11.
Hexamethylene-1,6-bis-(thiamine disulphide)  40           12.
Hexamethylene-1,6-bis-(acetylthiamine disulphide)
40               13. Hexamethylene-1,6-bis-(ethoxycarbonylthiamine
disulphide)               14. Hexamethylene-1,6-bis-(propionoylthiamine
disulphide)               15. Hexamethylene-1,6-bis-(benzoylthiamine
disulphide)               16. Hept-2-enylene-1,7-bis-(thiamine disulphide)
45           17. Octamethylene-1,8-bis-(thiamine disulphide)
45                18. Octamethylene-1,8-bis-(formylthiamine disulphide)
19. Octamethylene-1,8-bis-(acetylthiamine disulphide)                20.
Oct-2-enylene bis-(thiamine disulphide)                21.
Octamethylene-1,8-bis-(ethoxycarbonylthiamine disulphide)   50          22.
Octamethylene-1,8-bis-(propionoylthiamine disulphide)
50 



23. Octamethylene-1,8-bis-(benzoylthiamine disulphide)                24.
Decamethylene-1,10-bis(thiamine disulphide)                25.
Decamethylene-1,10-bis-(acetylthiamine disulphide)                26. A
process for the preparation of a compound of the general formula given
1,006,790                                         7         in claim 1,
which comprises reacting thiamine or an 0-ester thereof at a non-acidic pH
with a compound of the general formula
X-S-A-S-X          in which X is -SO[err]M, -SO[err]R[err], -SOR[err], -SCN
or a halogen atom, M is an alkali 5       metal or one valency of an
alkaline earth metal and R[err] is a hydrocarbon residue hav-  5
ing up to seven carbon atoms.              27. A process as claimed in
claim 26, wherein the pH is maintained greater than         7 by adding an
inorganic base. 



28. A process as claimed in claim 26, substantially as described with
reference to 10     any of the Examples.
10              29. Compounds of the general formula given in claim 1, when
prepared by the         process claimed in any of claims 26 to 28.
30. A pharmaceutical composition comprising a compound as claimed in any of
claims 1 to 25 and a pharmaceutical diluent or carrier.
ELKINGTON AND FIFE,                                       Chartered Patent
Agents,                      52/54 High Holborn, High Holborn House,
London, W.C.1.                                      Agents for the
Applicants.            Leamington Spa: Printed for Her Majesty's Stationery
Office, by the Courier Press            (Leamington) Ltd.-1965. Published
by The Patent Office, 25 Southampton Buildings,
London, W.C.2, from which copies may be obtained.    


