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. is a lower alkyl radicals contw than ten carbon 105
(including, o'h here and above, straight and atoms. . )
branched chain saturated aliphatic groups con- The present invention also includes a process
45 taining from one to ten carbon atoms in- for the preparation of the compounds of the
clusive), phenyl or phenylalkyl (including present invention wherein 6-aminopenicillanic 65
benzyl and o- and B-phencthy! and -, 8~ and  acid, preferably in the form of a neutral salt,
-phcnylpropy]) group and non-toxic salts such as the sodium salt or the tricthylamine
thereof including non-toxic metallic salts such  salt, is reacted with an acid chloride of the .
50 as sodium, potassium, calcium and aluminium, general formula:
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rapidly than it does \uth water, as determined
by simple test. In this procedure the acid
chloride may be replaced by an cquimolecular
amount of the corresponding acid bromide or
acid anhydride.

The reaction conditions used in carrying
out the process of the present invention will
depend upon the reactivity of the reagent
being used. It will be understood that a
compromise usually has to be made between
the use of very mild conditions for a long
period and the use of more vigorous condi-
tions for a shorter time with the attendant

corresponding acid according to the tech-
niques set forth in the lxteraturc for acids
such as phenylacetic acid and phenoxyacetic
acid. In any instances where the substituted
x-phenoxyalkanmc acid has not been described,
it is prepared from the appropriately substi-
tated phenol and the appropriate a-chloro- or
e-bromo-acid by the methods described in
the art for phenoxyacetic acid or substituted
phenoxyacetic acids. -

The compounds of the present invention
may be viewed, broadly speaking, as the
result of combining the single, natwrally
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/- (C..H.,KN.O,S: Calculated C, 49.9; H proccdure of Example 16 and found to weigh 115

a, 4.90. Found: ;49 66; H, 5.10.). 37 g., to melt at 230—231°C. with decom-
EXAMPI.E 23 position, to contain the fS-lactam structure as

@ - (m - Trifluoromethylphenoxy)propionic shown by infra-red analysis and to inhibit
acid (0.1 m., 23.4 g) was used in the pro- Staph. aureus Smith at a concentration of

55 cedure of Example 2 on a 0.1 mole scale 0.4 mcg./ml. 120

to produce 6 - [« - (3 - triflucromethylphen- EXAMPLE 28

{ o  oxy)propifnamido] - penicillanic acid which Potassium 6 - [» - (3,5 -~ dimethylphenoxy)-
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N ‘... infra-red analysxs, inhibited Staph. aurcus material, 21.5 g. m.p. 220-—222°C,, which
‘r "‘Smith at a concentration of 0.1 mcg./ml. and contained the A-lactam structure as shown by
M exhibited versus Staph. aureus Smith upon infra-red analysis and inhibited Staph. aureus

" intramuscular injection in mice a preliminary Smith at a concentration of 0.1 mcg./ml. 130
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125 g. ([err] = +°218-221, 1% in  WHAT WE CLAIM IS:- water,

deconposition péi ‘nt 245 245[ err] C 1. Acids;@f the general formula:-
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1% in water. mined (CD;,). The results were as follows: —
The beta isomer could also be isolated in

50 pure form from solids prepared by broth Penicillin CD, (mg. /kg.)
acylation in which it was present in a ratio
of 70:30 by repeated recrystallisations from Alpha isomer 0.85
n-butanol-water. Thus, 500 g. was recrystal- Beta isomer 0.35
lised from 3.1 litres of »-butanol and 900 ml. “Mixrure” 0.18

55 of water to give 200 g. ([2]p°°c= + 2189, Penicillin V 0.64
19, in water, decomposition point 242-—~ Penicillin G 0.60

243°C). A second  recrystallisation  gave
128 g ([z]o= +218—221°, 1% in WHAT WE CLAIM 1S:—
water, decomposition point 245—-24.5°C. 1. Acids of the general formula:—
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salts thereof.

18. The conpounds clained in
claim 1 70 11.

t he proce almed in any pen|C|IIan|c acid and non-toxic salts thereof.
one of the preceding claims .13 to 17. 12. 6 - [[err] - (p - tertiary -
butyl phenoxy) - 40 propi onarE‘n do] - pem @Hllzgml c acid and non- 9
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for the Appl icants, 13. A progess for the preparation of the
Chartered:Patent Agent. Leani_ngton Spay Printed for k#y esty's
Stationery Ofice, by t he C@sbﬂzr&ss-m#mb |§eu%vﬁby The Pat ent
Ofice, 25' Sout hanpt on Bw,T dEngs, ’\éondon C2}]fro Hyh copi es nmay be
obt ai ned. ERRATA SPECI FI CAFI ON N& 877,120 Page 2, 1ine 42, for

"eat her eal " read "ethereal"” Page 3; |ine 88, f'f"6r— "p‘ﬁ'e‘rﬁ/I C8%%t mi do" read

" phenyl acet ami do". Page 4, line 9, for "dessPcator" read "desiccator" Page
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15 10 carbon atoms, and non-toxic salts thereof. given in claim 1 or with a functional eqmva-
3. 6 - (z - Phenoxypropionamido} - penicil-- Tent thereof as an acy ylating agent for a primary 0
lanic acid and non-toxic salts thereof. amino group.
4. 6 - (a - Phenoxybutyramido) - penicil- 14. A process as claimed in claim 13 wherein
lanic acid and non-toxic salts thereof. the functional equivalent of the acid chloride
20 5. 6 - (= - Phenoxyvaleramido) - penicil- is obtained by mmng the correspondmg acid
lanic acid and non-toxic salts thereof. with jsobutyl chlorcfonmate and a teriiary 55
6.6~ [« - (2,4 - Dichlorophenoxy)prcpion- amine in an inert anhydrous water-miscible
amido] - penicillanic acid and non-toxic salts  solvent.
thereof. 15. A process as claimed in claim 13
25 7. 6 - [« - (2,4 - Diisoamylphenoxy) - » - wherein the acid chloride or its functional
butyramido] - penicillanic acid and non-toxic  equivalent is reacted directly in an aqueous 60
salts thereof. solution with the 6-aminopenicillanic acid.
8. 6 - [« - (4 - Trifluoromethylphenoxy) - 16. A process for the preparation of the
n - butyramido] - penicillanic acid and non- compounds claimed in claim 1 substantially
30 toxic salts thereof. as described with reference to any ome of
9. 6 - [« - Phenoxy - y - phenyibutyr- Examples 1 1o 10. 65
amido] - penicillanic acid and non-toxic salts 17. A process for the preparation of the
thereof. compounds clzimed in claim 1 substantially
. 10. 6 - [a - (24 - Dichlorophenoxy) - z# - as described with reference to any one of
. 35 butyramido] - penicillanic acid and non-toxic Examples 11 to 31.
% salts thereof. 18. The compounds claimed in claim 1 70
! 1. 6 - (=« - phenoxyphenylacetamxdo) - when produced by the process claimed in any
} penicillanic acid and non-toxic salts thereof. onc of the preceding claims 13 to 17.
i 12. 6 - [« - {p - tertiary - butylphenoxy)- .
40 propionamido] - penicillanic acid and non- RONALD SMITHER,

toxic salts thereof.
13. A process for the preparation of the
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