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. ' %63 N,
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crystals: btamﬁ@dolmwfelmﬁ atercareistissaivide unden heating 318 gartsof powdS® seeds -and t he
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Example 3
In 25 volume parts of methanol are dlssolved, under heating, 1.9 parts: of crude
TRH (including approximately 10% of impurity) and 0.75 part of L-tartaric acid, _
45 and the solution is allowed to stand at foom -temperature for 7 days. The: resultmg 45
crystals are collected by filtration and dried under reduced pressure at 50°C for 5
hours. The procedure described yields 1.8 parts of crystals of a molecular compound
of TRH L-tartrate including ohe molecule of methanol as crystals melting at 137°C—

140°C. .
50 ) [a],,“: ~46.97° (c=1.01 in ter) 8 : e _ _ 50
Elemental analysis, for Cl.ngO P C,H Qs . CH,OH -
Calcd. C, 4632; H, 5.92; N, 1544

Found —1G, 46,1957 H591 - N, 15,29

S .
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solution is allowed to stand at roomtenperature for 7 days. The resulting
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1, 466, 390 lz‘i*Atotalof40volumrep%rt%slyofdacetomtnlc 5 a ; 5
parts of mininol R S ST %@;‘Eﬂm‘% Pova
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e recovered by f||tra--

rubbed with.a glass fqd ﬁn_--_gg sota
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procedure yi e¥ds 24. 5 Eraeats) apglysip F@H@uﬁve@g tals rreltl ng a2o
[err]. [err]. (c=1.0 in wat er G, 4 % §§ for [err]

20 Cal cd= C, 45.29; K 5. 70 N 15 821 Found C, 45.04;
H 5.56; N, 15.88 Exarrple6 In 25 vvater are dlssolved 19.0
parts of +TRH , [err] 3R Y° eso &“mﬁfdtogr 'ﬁ%?ﬁf“d %HJ’PEFE
solution are added idﬂné/ ngﬁ,m ‘d’“tmﬁé’a resul trig ol i s
crystallized by rubbi rlg;ewyhhs mn'ﬁh,awaﬂfe&ﬁtﬂhaeﬂﬁﬁlmmﬁxﬁé by
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procedure yiel ds 220984 {26°6GH-128363 | -tartrate-water as crystals nelting at

[err]. 30 30 [ qefk= (—moé@qmnwaegr) 30
30 El enent al ar‘ralysrs for [err] Ca 45.28; H, 5.70; N,

15. 84 Found iﬂFCsHa;QaNer}@ 7 35
In 6 volume parts of 1. 7 N hy ghloric |4§10@ir '8 %péézs 99 parts of

TRH 35 hydrochloride and 2.62 parts of ca cium L tartrate tetrahydrate

[err], foll OV\%d by the addi ti on of 20 volﬂzrmkparts of ethanoL This_sol utrcgs
is seeded Wi t Lz d gres gIss %‘Qggrﬂf

% 4
et hanol i's added gr ﬂ{eq. 2ot pédts of Bthatol THS oﬁ saddec et d
et hanol . The .resul tTle ennsiteatagr aryerls @ad a further amount of ethanol is added gradually .
' make a"total of 40 volume parts of added ethanol. The resulting tals are re-
- 40 - coveredbyﬁltranonandtreatedm same manner as in Example 1. procedure 40
' yields 3.81 parts of TRH L-tartrate- jater as crystals melung at 127°C—130°C.

. - [a]n”—"49 900 (c—l 05 i, wates)

Examp le 8
_ © In 80 volume parts of acetic acid are dzssolved 19 parts of TRH monohydrate and
, 45 7.5 parts of L-tartaric acid, and while the solution is warmed to 50°C, 240 volume 45
parts of acetonitrile are added in portions. The temperature is gradually brought down
to room temperature, at which temperature the solution is allowed to stand overnight.
The resulting crystals are collected by filtration, washed with acetonitrile and dried
under reduced pressure. The procedure yields 25.7 parts of TRH L-tartrate-acetonitrile
50  ascrystals meltmg at 145°C—148°C. 50

[a]n”--—47 10 (c—l 0 in waner)
Elemerital analyszs, for C,,H,,,O,N., C.H,0, . CH,CN

C, 47.74; H, 5.65; N, 17.72 -
. Found - C,47.79; H, 5.77; N, 17.58




40 covered by filtration and treated in the same manner as in Exanple
1. The procedure 40 yields 3.81 parts of TRH L-tartrate-water as crystals

AwWarer ). Exanpl e 8 | pA—86—veture—parts of

metting—at—ferr—fterr}—(e=1-65H
acetic acid are dissolved 19 parts and 45 7.5
. of L-tartaric acid, and whi| 1'! W []m rmed to [err], 240
45 parts of acetonltrrle ar ns. The tenperature is

ad al'ly brought down to roomtenperature at which tenperatuyre the
gl ON S a_IIOV\ed to stand ovgig |3§1j1t The resultr ng crystals are

colf B0 '\, TEstet W ed=oraer reduced
pressure T Aﬁ 4 _ ﬁL_ d@l—ﬂﬁfaﬁ:ﬁt mdel%mg&[uhﬁggg acetonl trile 50
as CI’ (ﬁ.iso o] tl ration.
'50 err] (c-Z.LAOCI'stl hegtin dhe bl t@crybtdimu rw}terCaI cd,

57 74&%11 Ggsmlr\ﬁ ‘“Ff}ﬂ’ﬂ fl wherein ‘h?g”“"e‘ g % 77, 3N, 17.58
V\HAT VE Rtystallas &Mﬁta&m- Mrmglsuw Cib" L-proline

am de L-t sewgiale |ncI udi ng an eq i mol ar_-amount . ofl a solvent of

crygtalli Jo‘hme FLchistidylL-p P@#dﬁ the Ivent of

ol hﬁ e ] aim 1

wherein t S m gy,sgy jilI mghdylsr..p" e lRide adA crystal

clained i and(alsavem:tobr; @ bolventiof aystaliizarion.al | i zatl on is acetoistrile.

5. A net hodi E%E?“ r5y§¥eaq msﬁolveat BEFBF e pnpore of Wptek i dyl - L- prol i ne
o

am de 10 e il i WG &Qm%sﬁ%i@lt&r amount of a sollvent of
crytallrzatrmmm&harhselaﬁned:njm;@m\ﬂe&nphesol tﬁsatmhgol. o

L- pyr ogl ut an§iA methpdsesi clpjme: ‘ ?”éir“t ¢
sol 4t i on ‘% yRyolvye ,,_-u':jr“ lﬁ'eﬂ‘r ?ﬂartarrc
acid and a sg bfoL- O Bkt Lipkwn&w&tlab:@&mlﬁﬁhwnt 0

crystall |mhuohnamﬁmtﬁfmmludv i hylaamethtﬁ asulamémanvhfeclamkvent consi sts of

S

als froma

one or nofEhf water et hanol. and pnitrile.
MPOS u comp
15 % A ngi %.s‘ik m.a&g%itﬁ’ea bon u&ﬁ“’%’ 'ﬁﬂmwt ehs 8. oA
met hod ascrgd mgahﬁlvathmxﬁm-m i y0deptatid catrier odilaentol . A meThod

as cl ai metheefer.ci aim 6, V\/nerel n he - soI vent is acetonitrile. 10 A net hod
as clainmed in claim 5, yl §Ehere| n descrl bed with.20. v
reference to any of the sp 8 . '
20 11. Crystals.of L-pyrogl lHl lbtb_mlﬂos&ei dyl - L- prolrne am de L-tartrate

' |nclud|ng an: equi nol ar ‘anou - when nade -by -a net hod as cl ai ned

in any of clains 5-10. 12. z&, Q ' C '.I conp05|t|on ~conpri sing
crystals of Lpr | utamp—~ ] prol-ine am'de L-tartrate
i ncl udi ng an ﬁ,ﬁm‘,ﬂg Paﬁm‘@ ot teug :&olea&'c "8 St al i zati on
together with a non-toxic pimeh e bc@tatnsd acceptabl-e carri.er or diluent

t heref or. "ELKI NGTON & FI FE, Charte_r_ed Pat ent - Agents, Hi gh Hol born House,

52/ 54 Hi gh Hol born, London, WC. 1V 6SH. ‘Agents for the Applicants. Printed

for Her Mpjesty's Stationery Ofice, by the Courier Press, Leam ngton Spa,
1977 Published- by The Patent O flice, 25 Sout harrpton ‘Bui'l di ngs London, WC2A
1AY, from Whl ch copr es may be oht ai ned .




