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Amorphous N4-methyl-D-asparaginylamoxicillin anhydrate (10 g) is dissolved at 40°C in water (50 mi).
The solution is adjusted to pH 4.0 with diluted hydrochioric acid and stirred at 30°C for one hour and then
_ cooled to §°C. The resultant precipitates are collected by filtration, washed with water and drled, whereby
50  Nt-methyl-D-asparaginylamoxicillin trihydrate (8 g) is obtained as a white crystaliine solid.
Water content (Karl Fisher Method) : 10.05% (corresponds to 3 moles) '
Content of product (HPLC) : 99.7%
. [} 0256 + 179.5° (c= 1.0, water) .
Lo Infrared spectrum : shown in Figure 1=~ =
N 35 X-ray powder dtm'actlon pattem : shown In the following (Pawar source ; Cu :NI, 40KV, Table 2 35mA, A
7 =1.8408)
Just for reference, the X-ray powder diffraction pattern of amorphous Nkmaﬂlyl-D-asparaglnylamoxlcll-
lin anhydrate is also shown inTable 2,
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4 Example 2

- Amorphous N4+methyl-D-asparaginylamoxicillin anhydrate (10 g) isdissolved in water (500 m}) [The pH
of the solution is 4.3). The solution is concentrated under reduced pressure to 250 g, and ethanol (250 g)
is added thereto. The resultant precipitates are collected by filtration and dried, whereby N+-methyl-D-
50 -aspalaglnylamoxlclllln trihydrate (5 g) Is obtained as a whits crystalline solid. .
Water content (Karl Fisher Method) : 10.74% (comresponds to 3 moles)
contant of product (HPLC) 99.3%

[u,]——--l- 179.3° (e= 1.0, water)
Exam ) e3

Water (70 ml) Is added to amorphous N‘-methyl-D-aspamgtnylamq)d;Illln anhydrate (22.2 g), and an
_ _ . .

01 - w 286 . vw.2.81 - o vw 2.65
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[3.2.0] heptane 2- carboxyllc acid or a salt thereof in water to 3 to 6 and
crystallizing the desired crystalline trihydrate. 55 2. A process
accordi ng Qleln!#aimZ wherein the pH s adjusted to 3.5 to 5.5. 3. A
processoaccordl to claim?2, wherein the crystallization is carried out by
cool i ng orClAIMS W'i)ﬁ"UFRGﬁE“?cﬁTﬁTESn 3%?“%;"’&@?'!\' YrbNL§Ewat er - mi scibl e

organi c solv
sol vent Is
20% sodi urﬁ‘

di ssol & s o =1 WL ’ c 5304 abn

sol lﬁlt |28r} & -, \ h . e e Ii%nfsﬁ@tﬁe pH Of laUsolulis 5, Ry
Wit % amoiiproplohaifidd]- 2B thydRR pheriyf) bdtintidt)-8.3-dR €
col I ected Igiéﬁﬁhep’ﬁﬂﬁ -@h‘i?oxyllcacﬂo?a saltﬂlel?el:)ﬂ?watermlﬁo-gsand

[ eM et Ms@zﬁ@@,aaw;hﬁ deaté.N trihydrate (17 g) |Is obtained as a
white cryst ab)A peces®dcddindto ciaim 2, Whereh tehiticatjuslelard.s tbssher Met hod) @ 10. 21%
( cor r esponds 41 Xproces®acesriiing to claim 2, wherein the crystallization is carried out by cooling or condensation
of the solution, or by addition of a water-miscible organic solvent. _
5. A process according to claim 4, wherein the organic solvent is methanol, ethanol, propanol, acetone
45 ormethylethylketone.

CLAIMS FOR THE CONTRACTING STATES : AT, GR, ES

1. A process for preparing crystalline trihydrate of (28, 5R, 8R)-8-{(2R)-2-[(2R)-2-amino-3-(N-methyi-
so carbamoyl)propionamido}-2-(p-hydroxyphenyl}-acetamido} ~3,3-dimethyl-7-ox0-4-thia-1-azabl
cyclo[3.2.0lheptane-2-carboxylic acid, which comprises adjusting the pH of a solution of (28, R,
6R)-6-{(2R)-2-[(2R)-2-amino-3-(N-methylcarbamoyl)proplonamido}-2-(p-hydroxyphenyl) acetamido}-3,3-
dimethyl-7-0x0-4-thia-1-azabicyclo [3.2.0]heptane-2-carboxylic acid or a salt thereof in water to 3 to 6 and
crystallizing the desired crystalline trihydrate.
55 2. A pracess according to claim 2, wherein the pH Is adjustad to3.5to 5.5
3. A process according to claim 2, wherein the crystallization is carried out by cooling or condensation
of the solution, or by addition of a water-miscible organic solvent.
4. A process according to claim 4, wherein the organic solvent is methanol, ethanol, propanol, acetone

7
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- &8 2.Aprooessaocordlngtodalmz.wherelnmepﬂlsadjustedbs.sms.s

- 3. A process according to claim 2, wherein the crystallization is carrled out by cooling or eondensatlon
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4, A process according to claim 4, wherein the organic solvent is methanol, ethanol, propenol acetone
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= 1. Trihydrate cristallin de I'acide (28, SR, 6R)-6-{(2R)-2-4(2R)-2-amino-3-(N-méthylcarbamoyl)propio-
namido}-2-(p-hydraxyphényl)-acétamida}-3,3-diméthyl-7-oxo-4-thia-1-azabicyclot]3.2.0}-heptane-2-carb
oxylique.
4 2. Procédé pour préparer du trihydrate cristallin de I'acide {28, 5R, 6R)-6-{(2R)-2-t(2R)-2-amino-3-(N-
méthylcarbamoyl)-propionamido}-2-(p-hydroxyphényl)-acétamido)-3,3-diméthyl-7-oxo-4-thia-1-azabicycl
' 0[3.2.0Jheptane-2-carboxylique, qui comprend I'ajustement du pH d’'une solution d'acide (2S, R, 6R)-6-
{(2R)-2-(2R)-2-amino-3-(N-méthyicarbamoyl)propionamido}-2-(p-hydroxyphényl)acétamido}-3,3-diméthyl
: -=7-0x0-4-thia~1-azabicyclo[3.2.0]-heptane-2-carboxylique ou d'un de ses seis dans de I'eau & une valeur
"~ & de3a 6 etla cristallisation du trihydrate cristallin voulu. '
3. Procédé selon la revendication 2, dans lequel on ajuste le pH & une valeur comprise entre 3,5 et
5'5_ . .
' 4. Procsdé selon la revendication 2, dans lequel on effectue la cristallisation par refroidissement ou
Cn condensation (concentration) de la solution, ou par addition d’un solvant organique miscible & 'eau.
88 5. Procédé selon la revendication 4, dans lequel le solvant organique est le méthanol, I'éthanol, le pro-
I panol I'acétone ou la méthylélhylcétone.
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