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PCT/ EP96/ 00515 Phar maceuti cal conposition for parenteral
application containing an indol e- carboxylic acid Thi s invention
relates to pharmaceutical conposition for parenteral admnistration

More particularly it relates to agudous fornul ati ons of a glycine
antagonist for 5 parent ] UK Pat ent Application
GB 2266091A descri bes (E)Sﬁgb?pgeny %grggno fg?ﬁgﬁy])

-4, 6- di chl or aBAERAET2OFalHEX PIISCLOSUREaNnd phyS|oIog|caIIy acceptable salts

or metabolically | abile esters thereof which exhibit antagoni st
activity at the stry&hei aaveptionsdssiimtandgd) diondmpinafiendmsidtee associ at ed
with the NVDA receptor conpl ex. Further the specification teaches that
the conpounddhayib¥ £8r fuPXCE@sForf image, catididal  ddhidh SRRASDMSand in
particul ar an aqueous . sqQl ution for ection istin of he actlve
i ngredi ent, §86|8HﬁBﬁ&§&H§tEonMﬁﬁﬁlQ4ndqqﬁ(ﬁﬁqti%ﬂ1 rom ¢

310, "5 O Haia, ArASKRASR ST v RS Ph A AT s r%‘ﬁr%ﬁeirif on for
parenteral e aﬂm i SR Ty B YA (] Hd Al egingeant agoni st s

formulated in i’sot oni ¢ ‘sugar so I njection
contai ni ng ay, seeh Sifale N G Athg SRl fOTsd g Gind the pH
of the SO|Utlgﬁ i s g&ﬁUstéﬁ to be mnthf% t he * range 7 to o Thus

the present hneakirqRiRhAY e bed NI IPIGRIY iBAla QAENGE Hde Rudh i 4 g
suitable for parenteral adm nistration conprising a solution of E-(3)-[2-

25 (phenyl caakeiry Fpet bennprévendinethior aoltat erspreaidmibdliictyaci d or a

physi ol ogi cal |y acceptabl e salt thereof, in an isotonic sugar solution
contai nitdg a water m scible organi ¢ solvent for the conpound, said
conposition having a pH wthin the range 7 to9. 30 The isotonic

sugar solution for use in the conposition is conveniently an agueous
dextrose solution such as 2 to 5% dextrose solution. Exanples of suitable
alternative isotonic sugar solutions include those containing mannitol or

sor bi t ol Conveniently the conposition according to the invention is
prepared fromthe 35 glycine antagonist E-3-[2-(phenylcarbanoyl)

et henyl ] - 4, 6-di chl or oi ndol e- 2- WO 96/ 24376
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carboxyljc acid in the formof the free_acid or nore particularly in the
f orm of %%e sodi um salt thereof. The amount of the glycine

ant agoni st (expressed in ternms of the free acid) in the 5 formulation is
preferably within the range 0.1 to 80 ng/nl. | f necessary the pH of
the solution may be adjusted by the addition of a suitable base such
as aqueous sodi um hydroxi de. More conveniently however the pH of t he

solution may be adjusted to and/or maintained within the range 7 to 9 e.g
8.0 10 to 9.0 by the use of a suitable buffer salt. Exanples of suitable

buffer salts include tris (hydroxynethyl) am nonethane or al kali netal
salts of ctric acid and or phosphoric add e.g. disodium phosphate. A
particul@®ly convenient buffer salt for use in the invention is
tris(hydroxynmethyl) am nomethane. 15 Suitable water m scible organic
solvents for use in the formul ation include propyl ene gl ycol,

gl ycofurol, ethanol, benzyt--aleehel;—glycerol, polyethylene glycols,

N- et hyl pyrrolidone or di th Iacetanlde The amount of water mscible
organi c solvent present is amﬂln the range of 0.1 to 40% by
wei ght of the total for ’ The formul ation according to
the invention may be adminis orn1of a bol us injection or
i ntravenous infusion. For the bolus i njection the amount of wat er

m sci bl e;grgani ¢ solvent present is conveniently within the range 5 to 40%
and the concentration of the glycine antagonist is conveniently within the
range of 25 10 to 80 ng/m e.g. 20-70 ng/mM . A particularly convenient

wat er m scible organic solvent for use in the bolus injection is

gl ycofurol. The isotonic sugar solution for use in the bolus injection
is conveniently an aqueous manni tol sol ution. For_the intravenous

i nfusi on the amount of water m scible organic spTRINEHES ovieni ent |y
within the range 1 to 4% and the concentrati on pf th@@ﬁg&@h

antagoni st is conveniently in the range of 0.1 to—~5—+g 0.5 to
2nmg/m . A particul arly conveni ent water m scible organlc sol vent for
use in intravenous infusion is propylene glycol. A particularly useful
sugar for use in the intravenous infusion fornmulation is dextrose. 35
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