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Ef fect of various buffers on autoclaving stability No. Conpound

Buf f er As will be sgehifromftiyer above gesiita fttesompounds tpefddvessterilized by adtoaigving without
Conpound pubstantial changait pHand iodide ion concentrgtionq 7.34 4

8 15 20 mM negl um ne 7.65 7.53 2

2
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conpouritfs XFBYTARY 288 isF PP Y™ aut ocl avi ng wi t hout substantial change o
pH and iodide lon concentration. Caikgs 1.1A process for the preparation of
a sterile, injectable, physiologically kept abl e solution of an 25 X-ray
contrast agent which conprises autoct& csmd3m5 ion of a no(rhi oni c
m car boxam do-o-iodo-N- 25 (A-hydroxy® )ani ['i ne derivative’X-ray
contrast agent in the presence of akglﬁysi of ogi cal |y acceptabl e buffer
systemthe pH of which decreases wt

't ncreasi ng tenperature sai d buffer
system conpri si ng anmonia or a water &al ubl e ami ne havi ng a pKa at [err] of
| ess t han [wiiereio) Barleplesenss dithera) the ggocess as clainmed in claim 1 wherein the
m car boxam do-o-i odo-N-([err]-hydroxyal kyl % anljvl ine 30 X-ray contrast agent
is of the fornula:- (iH | — 30 [err]
(I') [err] [wherein [err] represents eigherg{a) the group [err] [err] in
which [err] and [err], which may be the sane or different, each represents
a hydr ogeih RAiHR'GInd &N widh\thay be the same or different, each represents a hydrogen atom or an alky!

35 group with 1 to 4 carbon atoms which may, if desired, carry one or more —GQH groups, or (b) a sugar 35
residue having a OH group at least at the 2-, 3- or 4-position, the said —OH group being bonded to the
carbon atom B to the amido nitrogen atom; R, represents an acyl group; R, and R,, which may be the
same or different, each represent a hydrogen atom or an alkyl, hydroxyalky! or acyloxyalkyl group or a
sugar residue; and R; represents a hydrogen atom or the group —CONR3R}, Ac’NR® or —CH,NAc' R®

40 (in which R} and R}, which may be the same or different, each represents a hydrogen atomoranalkyl, 40
hydroxyalky! or acyloxyalkyl group or a sugar residue, R® represents a hydrogen atom or an alkyl,
hydroxyalkyl, acyloxyalkyl or acyl group and Ac’ represents an acyl group) any hydroxyalkylk group
present optionally carrying an aldehyde or acyloxy group as a further substituent and/or any alkyl,
hydroxyalky! or acyl groups present optionally carrying a further non-ionic iodinated hydrocarbon

45 grouping which grouping may carry additional amide groupsl. ' . ) 45

3. A process as claimed in claim 2 wherein an X-ray contrast agent of formula ) is used in which
R, represents a —CH,CH,OH, —CH,CHOHCH,0H or {CH,0H),CH— group.
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of less than or equal t0 9.5.

w9

-

R ma ®



am no- 2- net hyl propane- 1, 3-di ol , di et hanol am ne, triethanol am ne or ammoni a@
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m car boxani do- o-i odo-N-([err]-hydroxyal kyl )aniline derivative X-ray 55
contrast agent. and a physi ol ogi cal | y acceptabl e buffer systemthe pH of
whi ch decreases with increasing tenperature said buffer system conprising
ammoni a or a water soluble am ne having a pKa of less than or equal to 9.5.
GB 2 031 405 B 7 26. A solution as clainmed in claim25 wherein

the buffer is an amine buffer of fornula Il as defined in claim13. 27. A
solution as clainmed in claim26 in which the amne buffer is the sole
buffer present in the system 5 28. A solution as 'clainmed in any one

of claims 25 to 27 wherein the amne buffer is neglumne or- 5
tris(hydroxynet hyl ) net hyl:am ne. 29. A solution as clainmed in any one of.
clains 25 to 28 wherein the concentration of the buffer in the solution is
no greater.than 50 mnolar. 30. A solution as clainmed in claim29 wherein
the concentration -of the buffer in the solutionis in 10 the range 5 to 25
m nol.ar .

10 31. A solution as clai rred in any one of claims 25 to 30 wherein the

m car boxani do- o-i odo-N-([err]- hydroxyal kyl)aniline derivative X-ray
contrast agent is of formula | as defined in claim2. 32.. A sol ution as

~claimed in claim31 wherein the m carboxani do- o-i odo- N-(A-

“hAydroxyal kyl )ani l i ne derivative X-ray contrast agent is

? N-(2, 3-di hydroxypropyl)acetam do-2,4,6-tri- 15
odo- N', N'- bi s(2, 3-di hydr oxypropyl )i sopht hal am de.

45 33. A solution as clainmed in claim 25 substantl ally as herein described.
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