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formati on. According to the inv ion there is provided a process for the
produqgpi on of 7 (3

am nonet hyl i di n- cIo | -6-fl uoro-4-oxo0
o1 Adi ydro- 1, 8 %ﬂ%ﬂa@e@%ﬁmﬁiﬂ o o e e AR S nat o

sesqui hyd|daclesQM@R;SDrMbﬁpnnmﬁxytmmﬁgoxyxmmo-pymhdm- -yl)- ~cyclopropyl-6-

705( g im4nfﬂﬁ%hubxo4r$)dﬂ1yﬂﬁtﬁ81“ dfﬂyﬂ&ﬂéﬁsfcﬁ'bb@lih&xd)ﬂéel\%a%%ﬁta ﬁg{ zﬁﬁ%'esgl H)ﬁ?go 4
nord in B e °8§r‘§?$‘§$ﬂé5§ﬁ‘l i G5, Aoetlpmeru b s ERER nt ' Lo

wat er 15andV¢i)§&14a't'05ngs ases & pragess fondpe wﬂu@Opuoﬁarameﬂla(lqsulfonm 00117199 1 ! MAR
2003. PU'S&B&&&MQ& Héing reaction of the correspondm free base with methanesulfonic

7-(3-am nong Xllﬁhlaf age} Q@ané We@s&d& %ﬁsa&o‘%@}}‘%’e&}igﬂcﬁoﬁ"%ﬁer ei nafter

f1 uor o- 4- 8%
referred tahysate from cftheravanys @E)Oﬂﬁﬂ@ﬂ V/¥), erwatey: 63@5@ (bR viNeThownerdlli on may be
prepar ed ageldifss eis ebtdphrédessGS0-80%. MW aRérndtive prdeks foahoproduttion vhtheh nmay be

used i ply t r}ﬁ:“eﬂ%gmﬁaté) ges&tﬁﬁyd}ﬂé/ &Q&ribgﬁ'm WO 98/42705 comprises exposing a solvate
\ of the methanesulfonate (ethanol 0.11%) to high relative humidity (nitrogen >93%
humidity).
The present invention relates to an improved process for the production of the
methanesulfonate sesquihydrate which comprises direct salt and hydrate formation.

25 According to the invention there is provided a process for the production of 7-(3-
aminomethyl-4-syn-methoxyiminopyrrolidin-1-yl)-1-cyclopropyl-6-fluoro-4-oxo-1,4-
dihydro-1,8-naphthyridine-3-carboxylic acid methanesulfonate sesquihydrate which
comprises reacting 7-(3-aminomethyl-4-syn-methoxyiminopyrrolidin-1-yl)-1-
cyclopropyl-6-fluoro-4-oxo-1,4-dihydro-1,8-naphthyridine-3-carboxylic acid and

30 methanesulfonic acid in a solvent comprising at least one water miscible cosolvent and
water, and isolating the resulting solid product.
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met hanol-, q’?(ﬁg%g%and pr opanol; the preferred C ,, al coﬁSFmr%glofog%propanol
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7- (3am2sonet hyl - ZFuleyanedeet hoxyi m nopyr r@hi di n-1-yl)-1-cycl opropyl -6-fl uoro-4

-0x0- 1, 4 di hydr ogladabapidiivli ne- 3-cggboxylic acid : solvent is up to
1:100 wv.

Generator current {[mAl]: 30
: Wavelength Alphal [A]: 1.54060
Wavelength Alpha2 [A]: 1.54439
30 Intensity ratio (alphal/alpha2):  0.500
Divergence slit: AUTOMATIC
Irradiated length [mm]: 12
Receiving slit: 0.1
Spinner: ON
35 Monochromator used: YES
Start angle [°20]: 3.500
End angle [°26]: 35.000
Step size [°20]: 0.020



7. A process according to any one of clainms 1 to 5, wherein the ratﬂ cklgf
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to aid dissol ut mﬁ&fgﬁ% t he sol ution i‘i}f}gool ed to crystallise the

met hanesul f onat #BENERRALHP Midh:out of Otblution. -5 ~17 MAR 2003 10. A
processSaccor di Mpximunapaakaipevidth: t he pr.eedi ng cl ai 8 wherein the
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12 wherein the solution is seeded whilst at a tenperature of about 30C. -6
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CLAIMS

1. A process for the production of 7-(3-aminomethyl-4-syn-
methoxyiminopyrrolidin-1-yl)-1-cyclopropyl-6-fluoro-4-oxo-1,4-dihydro-1,8-

naphthyridine-3-carboxylic acid methanesulfonate sesquihydrate which comprises:

& ()-, YA10% W& ()--10% U& ()- ~ @G 10% U& (  210% & () - NPnas %RS@DUB

reacting 7-(3-aminomethyl-4-syn-methoxyiminopyrrolidin-1-yl)-1-cyclopropyl-
6-fluoro-4-oxo0-1,4-dihydro-1,8-naphthyridine-3-carboxylic acid and methanesulfonic

acid in a solvent comprising at least one least one water miscible cosolvent and water,

wherein the ratio of water miscible cosolvent : water is in the range 10:1 to 1:2 v/v, and

isolating the resulting solid product.

2. A process according to claim 1 wherein the water miscible cosolvent is a Cy4

alcohol.

3. A process according to claim 2 wherein the water miscible cosolvent is

isopropanol.

4. A process according to any one of the preceding claims wherein the ratio of

water miscible cosolvent : water is in the range 2:1 to 1:2 v/v.

5. A process according to claim 4 wherein the ratio of water miscible cosolvent :

water is 2:1 v/v.

6. A process according to any one of the preceding claims wherein the ratio of 7-(3-
aminomethyl-4-syn-methoxyiminopyrrolidin-1-yl)-1-cyclopropyl-6-fluoro-4-oxo-1,4-

| dihydro-1,8-naphthyridine-3-carboxylic acid : solvent is up to 1:100 w/v.

7. A process according to any one of claims 1 to 5, wherein the ratio of 7-(3-

aminomethyl-4-syn-methoxyiminopyrrolidin-1-yl)-1-cyclopropyl-6-fluoro-4-oxo-1.,4-
dihydro-1,8-naphthyridine-3-carboxylic acid : solvent is from 1:100 w/v to about 1:9 w/v.

8. A process according to any one of the preceding claims which uses from 0.7 to

1.5 mole equivalents of methanesulfonic acid.

9. A process according to any one of the preceding claims wherein the mixture of the
free base and methanesulfonic acid is warmed in the solvent to aid dissolution, and the
solution is cooled to crystallise the methanesulfonate sesquihydrate out of solution.
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