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0 "'b 0 55 methylpiperidine, N-methylpyrrolidine, N,N’-
. I—_ dimethyl-piperazine and 1,2,3,4-tetrahydro-
0 _ quinoline.

The reaction between the compounds above is
usually carried out by contacting the reagents ina
polar, organic solvent, at a temperature in the
range from about Q° to about 80°C., and
preferably from 25° to 50°C. The compounds can
‘be contacted in substantially equimolar

15 and pharmaceutically-acceptable salts thereof
wherein R! is selected from 2-phenylacetyl, 2-
phenoxyacetyl, 2-carboxy-2-{2-thienyl)acetyl, 2- 60
{4-ethyl-2,3-dioxopiperazinocarbonylamino)-2-
phenyiacetyl and a group of the formula

‘.i proportlons, but preferably the compound X—-

-O—CH-- C— ) 65 CH,—Y is used as an excess {e.g. a fourfold
“ LH ' ' excess) A wide variety of solvents can be used,
k 20 : { but it is usually advantageous to use a relatively
Q=0 polar solvent, since this has the effect of speeding
'!' up the reaction. Typical solvents which can be
70 used include N,N-dimethylformamide, N, V-
dimethylacetamide, N-methylpyrrolidone,

dimethylsulfoxide and hexamethyi-
phosphoramide. The reaction time varies

wherein R? is selected from hydrogen, 2—4C according to a number of factors, but at about

alkanoyl and 1—3C alkylsulfonyl, which 75 25°C. reaction times of several hours; e.g. 12 to
compounds are valuable antibacterial agents and 24 hours, are commonly used. '
form the subject of our published British Patent .Example 1
25 Application 2051057,
This invention relates to derivatives of ll\)llethzlsulfonyloxv methyl Pemcullanate 1.1-
enicillanic acid, which is represented by the loxide . e
?ollowing structural formulap v 80 To a stirred solution of 24 g. of penicillanic

acid, 1,1-dioxide in 125 ml. of N,N-dimethyl-
N s (CH formamide is added 9.5 ml. of diisopropylethyl-
NS 3 (]I) : amine, followed by 67.1 g. of di{methylsulfonyl-
U l “CH3 . oxy)methane. Stirring is continued overnight and
] N‘ : 85 then the reaction mixture is added to 300 ml. of
0 “cooM water. The pH is adjusted to 8.5, and then the
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penj ci | | ahal-gioxds. resent gg by OXI

ch
st r \fet ufddpenzgne Td"ét"bxymethy' penicillanate 80 ﬂ{# 'lgdﬂ"'ﬁ‘f“ 124 g. of
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then the reaction mxture is added to 300 m. of O [err]

"water. The pHis adjusted to 8.5, and then the _2 : :
GB-2 081 269 B 2 mixture is extracted with ethyl acetate. The
(3) 4-toluenesul fonyl oxynmethyl  penicillanate extract is washed with water,
fol 'owed by : 1,1 dioxide, respectively. saturated sodi um
chl ori de solution and then it is ' .

A'dried over sodiumsulfate: The dried extract is Cl ai nms
- 5 concentrated-to dryness in vacuo to give the 20 0 1. A

conpound of the-formula crude product. The procedure above is repeated,
except - that the d_|_( met hyl sul phonyl o_xy) nmet hane used therein. :
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is r(e_éyaced by an equi nol ar anmount of (1) di(i so- ) ’
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(3) d ne Thic affords 269
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sul f onyl oxy) net hane and (3) d| (4-tol uene- wherein X is
selected fromthe group consisting of sulfonyl oxy) net hane This affords:
‘al kyl sul fonyl oxy having fromone to four carbons, (1)

‘1 sobut yl sul fonyl oxynet hyl penicillanate : benzenesul f onyl oxy and
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