4 1, 169, 077
EXAMPLE 4 the systemwas brought to the boil and then
Heni - hydr ate_of .6:(1- Aninocycl.ohexanem—~iittered—The insol ubl e conponent
“was the car boxam do) penicillanic acid desired
penicillin anhydrate having an infra- 65 A charge of the
nmonohydrate of 6-(1-amno- red spectrograph as shown in Fig. 9. _
5 eycl ohtexanecar boxam do) penl cillanic acid . C. Two grans of the |
- nonohydrate were - weighing 8.6 g. was mxed with 7 nml. of
mixed with 0.6 n{. of [er d 6 m. of
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wat er and heated at 60-65[err]C

heated to

m nut es.

80 nl

for five nitronethane. The system was

of isopropanol were then boiling

—afg—f+tered——Ftre~rnsotubteTonT

was filtered. After ponent wei ghed 600 ng and possessed a 10
pent oxi de
vacuum
pattern (Fig. 5) distinguished fromthat of D.

drying over phosphorus
Karl, Fisgher
assay.

Thirty-nine.grans of the.nobnohydrate
~6) as descriped above. plus:30'm of

70"

under

t he

added and the m xture

wat er content of 1 percent by
product possessed an infrared

t he nonohydr at e (F|g

|sdpropanol plus 7.5 nl of 75

JBfter being heated for 73 hours at 100[ eH63027 WaCOMPLETE SPEA# ﬂnoﬁ

;}40[err]C there was total
cof its [err] sol uti on.
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flactanr according to the hydroxanate assays. Vviscous,shatl 22 solid

' precipitated between 50[

- C.and 60[err] C. I|sopropanol-
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MONOHYDRATE OF 6-(1-AMINOCYCLOPENTANECARBOXAM IDO) PENICILLANIC ACID
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car boxam do) penicillanic acid filtered. The insol uble conponent

possessed 20 Seven g. of the nono-hydrate of 6- a water
cont ent —ofid—poksent—{Katduti-seirery ~ tr—

am nocycl ohept anecar boxam do) peni - and has the infrared spectrograph,
shown in cillanic acid obtained by the method of Ex- Fig 9, of the
anhydr at e. 85 anple 1 A) wth the use of the
sui t'abl e ) - NCA - plus 5 m. of water, were heated at 60[err] -
VHAT WE CLAIM | S: o725 Cfor 5 mnutes.: After addition of 70
L of 1. A conpound of the general fornula:

A_,sopropanol “the. systemwas. filtered, gi\ileap?7 COMPLETE SPECIFICATION -
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Hem - hydrate of 6-(1-Am nocycl ohept ane-

car boxam do) penicillanic acid El even g. of the

(1 - am nocycl oheptanecar boxam do)peni - has a value of from[err] to O,
with the proviso 90 35. cillanic acid plus 7 ml. of water
were heated than when nis 1, mis less than [err]. . at
55- 58[err]C for ~4 mi nut esx The viscosity of = 2. The anhydrate of

6- (1- am nocycl open- : o t he system appeared to increase
~suddenly, t anecar boxanmi do) pem cillanic acid having an and
dan precipitate formed The dr| ed product 1jqdob¥ recté,qﬂ_ E §,|¢Q§.@@t lally .
‘as shown in - »gave the altered in ra, r ern 7) of’
Fo. 1 0f " the accompanyi ng draw ngs. 95 SHEETS L emntld iy T

- hem - hydrate. In a stabi Ilty test com 3. ~anhy
'6- (1- am nocycl o- prising heatl ng for ours at

1@0[ err]C. the but anecar boxam do)penicillanic acid having
~starting material |ost. 90 percent of its [err]- an infrared spectrum
substantially as shown® - 4 - Ioac acpgh ncontrast to the | oss of
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percent for the altered product. 4. The hem hydrate of

6- (1-am nocycl o- 100

EXAMPLE 7 an infrared spectrum substantially as shown
in Fig 5 of the acconpanyi ng

- Anhydrate of 6-(1-Am nocycl ohexane-
car boxam do) penicillanic acid 5.

drawi ngs..

The- henlhydrate of 6-(1-ani nocycl o- A. One gram of the

ronohydrate was hept anencar boxam do) pencil | ani ¢ aci d havi ng 105 :
and 0.5 m of an infrared spectrum

—mxed with 0,5 nt of wat er- ;
dsubstantlally as shown R 50 i13eurPpan heated in a

boiling in Fig 7 of the accorrpanyl ng drﬁvvl n& Ebrﬁ['flrs E&%&'CAT'% er bath

for 3 minutes. A further 8- m of Eﬁh Q%“ !ﬂ%mvmocyclo-
added, t-he.system was hexanecarb ﬁ18FFIan|c-,

-iSOpropanoI were.
~+ .brought to the .boil, and n filtered. The

~acid havi.ng
ap i nfrared spectrun1substant|ally as shown 110 i nsol ubl e
conponent was.the anhydrate hav- in Fig 9 of the acconpanylng dr awi ngs.
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fromthat of the hem hydrate (Fig 5 and of pound as defined in Caiml,
whi ch com t he nonohydrate (Fig. 6)

pri ses heating a m-xture—oef—water—and—a .

t he nonohydrate was hydrated conpound of the general forrmula 115

mxed wth 0.2 m of water and 0.8 m of givenin Caim2l (in which nis

an integer 60 isopropanol and then heated.in a 100[err]C of,
from 2to 5 and mis ‘an integer which is oo wat er bathfor 4
m nut es. greater than or equal ‘tolor nis 1 and ,
A further 8 m’ of isopropanol were added, mis greater than or equal to
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1,169, 077 5 per at ure of
from 40 to 100[err]C wuntil the daim1l2, wherein heating is carried out
of 60-70[err]C and at a pH 25 t hen drying the product.

.of from5.0 to 5.5. 8. A process as clainmed in claim?7,
where- . 14. A process as clainmed in dQaim 7, -5 in the mxture
has a pH of from3 to 7. wherein crystals of the hydrated conpound

9. A process as clainmed in either Claim are directly steaned.

=7-0or 8, whergin water forns at |east 50%____15. A process as clained in
% aim7, sub- 30 by wei ght dF%0TRe h<INRLETE SBEPBEATON) the
"stantially as described with referencegt [ThiscUndwiBg is a reproduction of
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10 10. A process as clainmed in any one of 16. A conmpound as defi ned

in Claim 1, claims 7 to 9, mhereln the m xture al so con- when
_ Ly - - -1 kel tai ns an-organic. solvent_
which is substantially one of clalns 7 to 15. 35

fully mscible with water. 17. A pharnaceuti cal
conp05|t|on com : 11. A process as clained in any one of -
prising a.conpound as clainmed.in any of 15 clainms 7 to 9 wherein

‘an organic solvent Cains 1 to 6 and 16, and an inert phar-
which is substantiallyfully m scible with pmaceutic table
EELY SAIAEAR

;Qarrler wat er 1s:added to t“ﬁgq??xtuf:@ ' tr '

40 to 40-to 100G, and the nXISHEETS H‘ﬂz s a reproduction of]
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13. A process as clainmed in Claim1l or Mai denhead, Berkshire
Prlnted for Her Ivaj esty's Statlonery O‘flce by the Courier Press,

463 S 4=~ -GFfice, 25, Seuthanpton
;;B_w | di ngs, London WC 2, from whi ch COpI es rray be obt ai ned.
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