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Filed 31 March 1973 (61)Patent of Addition to No. 128616i dated 19 April
1971 (44) Conplete Specification published 18 Sept 1974 (51) Internati onal
Classification CO7D 31/30 (52) Index at acceptance C2V 5 (72) Inventor
ANDRE ESANU { 54) PYRI DOXI NE MONO- ESTERS ( 71) We, SOCI ETE D ETUDES DE
PRCDU TS CH M QJES a com pany organi sed and existing under the |aws of
France, .of 16 rue Kl eber 92130 |Issy- Les-Moulineaux, France, do hereby

decl ar.e the in a patept . d ro
us, and the IrreY%@&Wch@M!@Mr rreg be };3@735?2/

parti' r Y APR&GENIGH 19618 /8570 Ity W& 3h Mak@WoB9+ staterrent" -
> The | e(@i)le&&n{&ha&@omﬁe Mammﬁmﬁpﬁ% of ‘sal {5 GF) fElgmmepd

nmono- er<§4 Gl yRen in or: modi rocess
descri Bed @3 qngng&ogg@hgsmcﬁl&ﬁh ent No. 1,286, 161.[Hlk RGPt  No.
1, 286, aml 5I &&gtatcgmgﬂcgabgvog a pyr| doxi:ne:nono--est:e , Nl ch A
and [e rr%c vehoP Wtﬁs Afyal kyl ene radical with a ch¥e e 16

car bon _or.a. al ent, am no- stibsti t ut ed. al’i’phat. radi cal ;

for exarrpl e an am no-al, kyl. ene.resi.due such-as. Terr].or . N
represents a: hydrogeniatiom or-'a [err] group, and.:p. |s o ;
[err] each represents an al {lﬁ radi cal containing fip:tio’5- car bon atons, or

20 [err] form together WOFYROXINE HRNOESTERS aAMet erocyclic ring; Ac
represents a 3, and to a
process for ﬂaﬁygﬁgma gﬁﬁwﬂhﬁiﬁﬁﬁ%ﬂﬁéﬁﬁﬁma&w to the

pr esent |nve[re§-mmmmpwmé;sdo e2bik ratveion,) Yod Fehicl lwe p2dy dgt@ups in the 3-

and 4- posMW@‘ﬁ%ﬁ ’egégaﬁn Sy maﬂdnth G’F@Otbbshulhl%h ibissto. bFé‘aéqrmﬁgtﬂt‘ne acid com

pouund % hus PG HARRE I 2% %?mé;}’mda&a%ﬂ& g a [drr] 2
in

1,367,592  provides an improvement in or modification of the process descri er r] are as
above defi nwpshllht wt28gi6l.n di chl or oet hane, reacting the resul ting

corrpouQ{;jI e Lg{?’g@g 't:]é!‘atlp@@l@l rletescigtacBlr ef REYTioRns TpI5p-85te% bedngphar F%Ckl -

ceutic %tCL d addi ti on: sal t and rermw ng the gr0up b
the two'
CH2=0=Cud~Cn0~A" -]
2 “\R'_: e

| Aent -

in which A and A’ each: represents an alkylene radical thh a cham of up to 16 carbon
atoms or a divalent amino-substituted aliphatic hydrocarbon radical, for example an
amino-alkylene residue such as .

15 . * ' —CH-—(CHz)y— s

or

R1 and R* each représents” aré alkyl radxcal containing up 1

20 .
RI and R’ f ﬁogether with the mtrogen atom, a he ,c__ _1;1,n_g_,q
25 thc ptesent mventmn compnses “blockin the. two hydroxyl 25

groups in the 3~ and 4-positions of pyndoxme in acid conditions,” reactmg the: ac1d com;-
pound thus obtained with a compound having the genéral formula

c1co—A—coo~—A:_NR1R=

qd -ofet (EPEP




hydr oxyl groups at the 3- and 4 positions by heating the salt preferably to
about [err] 5 An aqueous solution of the salt nmay for exanple be heated

to renove the bl ocking 5 group. The reaction sequence is illustrated
bel ow. a Bl ocking of two hydroxyl groups of pyridoxine: The blocking of the
hydroxyl groups in positions 3 and 4 of pyridoxine is car- 10:. - ried

out under the sane conditions as described in the main Patent The only dlf-
ference is that the conmpound obtained in the formof hydrochloride is not’
neutral i zed but is used as such. The &P of .acetone.is not—critical; and

any ot her- BT"6cKin Iutiod & ithibloltBhng QeRRgNd | 'S
obt ai ned and us ‘g,ll.;%hf fﬂa%d%@,ﬁﬁge yﬁ&e&%soﬁg&emdmobtam,na’phama} b \J
Reaction of t he g ueesprable om sl pndyrerdvil 5P vclﬂa%%

ho ﬁsﬁh@r oet pane

chloride to. for E@E by hgatin L"’" T:
a%?ih“ht 5 dmjgg;{’sgxggp]%%%i? the - ~pyridine used
in the Exa U "pt?@&ﬁﬂsné&aenc&,sa&ﬁmieatelowt ‘has -been found .that . pyridi ne

as sol vent 3 or: 1% & :
20 is a litt: »00 -basi ¢ and cannot be used in-the fol | owi ng steps:

wher eas t hi s ng pHive ridd<l€ is car- v
i sopropyl i ené*caatd %gﬂﬁ g? !‘g g’lgn:hesmﬁﬁ) Nﬁi'ene ouly dif- %

di chl or oet hane thcs fg&ﬁhﬁ mpdand m:muema&rmha&dmm@deaswt reytriligedy o-
chloride is sol wotieusdastsrb. aqueous phase and insol ubl ein di chl oroet hane.
Thi s causes, 25 during neutralization, separation of the initially
obt ai ned pr oduct into di fferent phases 25 Ti%e product in the formof its
hydrochl oride is found.in the #ter p haseand}obﬁ\2 resul ting neutralized
product is found in. the. djzchl.e -egﬁg@ne”“ﬂphe{’@e‘ whi ch provi-des an automatic
separation of the corrpounds i Tha aci e hFor i degi.t fier above- mentioned .
reacti on schene may be obt’arne® . as de‘§3c:r| b ‘he n®i n. Patent but
preferably by 30" repIaC|ng the ‘acet one by 47 Chi or.oet hane. .

30 c¢. Formation of the Acid Addition Salt. At the end of-the previ ous step
there i s obtained.an isopropylidene derivative which-is di rec'z} éhr eact.ed
with the setect bi6k, of e saldt btitioal, and iamygothen dlockirig)agént| may)be us e
1,367,592 15 erchﬁg comp%undlls obta?rfec?q;nd usegnlbg the form of & hydroghlpgide. ¢ g, t &3 gi ve
the salt of the r.opyl i d Y emm@g&(dgﬁne
mono-ester deri vf’a, ﬁf*ﬁ%‘gﬁﬁ&%ﬂ%@f@&@% rggta%ﬂg of the reaction
m xture at about [err] I'n this process of preparation one stage of the
previ ous syn- thesis di sappegr s and noreover the p055| bility that the sane
sol vent may be used to 5 ain the acid chloride and to condense the
acid chloride with the |soprl ylidene 5 pyridoxine renders the process
easier, wth a correspondlchq i nfrease of the yield which

0!!20
: S om GIGQ-A-GDD-A m'ntz d—icMQ’“"—“’x
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The choice of dichloroethane as solwuent for this reaction has advantages over the

20 pyridine used in the Examples of Patent No. 1,286, 161. It has been found that pyridine 20
is a little bit too basic and cannot be used in the following steps whereas this. is .pos-.
sible with dichloroethane. .Moreover, the isopropylidene compound obtained: in. this
step is soluble. in dxchlbroethan, Ut msoluble in. the aqueous phiase. wheress its hydro-

"+ chloride i solisble in’the ague soluble in dichloroethane. This cduses,

25 during’ neutrahzauon, separatlon of the initially ‘obtained product into differént phases. 25
The product in the form of its hydrochloude is fotind' in the water phase and the
resulting neutralized product is found in the dichloroethane phase, which provides-an

automatic separation .of. the .compounds. The acid’ chlonde 'in the above-mentioned’

- feaction scheme may be obtained as described in the main. Patent but preferably by '

30 replacing the acetone By, d1chlbroethane oL . , _ 30

c. Formation of the Acid Addition Salr. ...
At the end of the previous siep there is obtamed an isopropylidene derivative
which is directly reacted with the selected acid, preferably by using the anhydride of - =:



according to the present invention may reach from70%to 90% The invention
Is illustrated by the foll owi ng Exanples. Exanple 1 10 Salts of the
Di met hyl am no Et hanol Monoester of [erri—Pyriebxi-nre—Sueetnate———16—(a)
Bl ocki ng of the hydroxyl groups in positions 3 and -4 of pyridoxine This
was obtai ned as described in Exanple 1 of the main Patent except that there
was “no treatnent-.by sodi um carbonate and the hydrochlride obtained is

sepay ated, washed with acetone ﬂfp(;s i ed under reduced pressure,at’' room
t enpera-__15 ture before bei 11€ed in the fnllnwingqte]n 'I‘?u;\ y|e|d of

' SODF opyld ¢@Rse RYG, 'x@ogﬂe”lﬁe sal@oﬂ“%dﬂé&%@{ay‘ﬁ&énﬁ%emg%e/%aw dhmd espect to the
initial myfxdtﬂmnﬂﬂr- Draiifdctipaent! esting afnile feedtiad | on of the acyl

chl oride mtumwbqu /P ﬁ%i'Imtbls mﬂma@onsm@f%‘tféhew grochl ori de was

obt aj ned ;%ﬁﬁi’g e _ P‘ﬁ%ﬂ"ﬁgg’ag "' eimel Qé%g%g@ 0.3 kg of

succinic (e IreS o Wcresic 6F e Vidd whiaS. There was

then 20 ﬁddﬁ!ttoﬂnhpﬂeg(t,mv@mﬁninn m&bmdom %0 4 am no et hanol whilst stirri ng.

The t enper athe évengendis igstpied by thinfollesvingExpmplesni nut es of stirring the

di ssoluti on was conpl et:e.and the reaction mixture-was heated to 600C and

0.415 Titre of thi onyl chl orldq;,xg.wp';e pdded- thereto (i.e. an excess of 100%.

Af t eli0 t he enghlobf mhnmdﬂkmhmﬁmmhemm«peswmdahhma% t d0st and for

t Wo hours(ﬂhm“&lbb%ftﬂ‘%w& ,','%%@déf’fggﬂ‘l?ﬁ‘? chI oride and the di- 25
oride ek

Chl or oet % e%ﬁéﬁy -’j 2.:';:‘ ,.‘f.’ ub ﬁg | cat | On t he
product td3mfatdd tv@hd‘:l | dridd GrderS 8 fo&n-

di chi5or oetechaforeviiving husedcis tla:gali!qmngeup.\/ﬂd wnldjdrxsqpeldxltdsd ppn@snsur e. 1¥he
resul t i nghyprogorideimes 95 hupitbarsresiop the épitiahpygidorine hydreshlpsidedi chl or oet hane and

reacted v Plep rafl anﬁgeaén%nﬁnﬁ%%l:ﬁhﬁﬁde@f(hmcth 1286 ool dOXi n€ i sopropyl i dene

chl orlde 0 e reaction mxture 30.was refl uxed,

whi I st st | rr’ll“hngwdrb«hloudkowm dhtrined bﬁndgea au aa ltt@s bl di peous, It was
st t I I
al | e 63%‘%{I)W!‘F %ﬂgﬁﬁﬁ’%’ﬁﬁ %fﬂ i stm'm - 'B‘Fe’ftam;%a& dr o@ﬂ! loric acid

was el | mi gy ¥ Lo d&[,ﬁ i on nmixture then

recei ved mactionXinlttuee @ds K2at@d tol 60°€ a6d OMER Htfe ofNedli gvaﬂﬁddbd:e at pH 10 (soda
wash)_ Af tté#r etg (ije anj epegss Db 100%). Afiern) ﬂwenfhﬁttmaldﬁnomwemhym awed de gt the

cor r8sponf)j %Wﬂri cjﬂf‘ ?‘f 6rss; o eyl chigridesand tb"yﬁi‘l doxi“he and

di met hy! ani°rig o Adleh ) disRiEd GGG HEe Phase where it

il
was neut rcﬁldtcmenletmdw &v@astam_ﬁmmdﬁlﬂieﬁredﬂc dsukes Whe' Rflting gene- 5- a pyr| doxi ne

and gi met 1?6’(_.198{4‘(}#"7 phdichtorog tfé ﬁlﬁ/ht(:é?malﬁdf pas into the
di ch oro-?v' Jui4 g“m%%’m e ANERTS ,:g ce with 0.6
litre of ésg vl Qg to mom’ @fsteréa.mjt ydaghl ag)et hane sol utions
were ri ns@dunmd hmdelr |agdhglit1y redukedd| presmrre. zmae\mttbn xtadlthumreeisr hate),
deco, our|12 Tecof vaier and JyyQ0-kg oficerat @H 19 {torlin wash .Aft‘ﬁqgﬂ%t aingd a
sol Wi on ‘ gridef o i f’f-‘ AoP1O

gadesy & L TCNoRatidh it Jhe hocs %%g opyl’i dene -
5-[err] -wlméht Wﬁeﬂﬁab@éﬂ 4| giR L they $uddifal Qof 8 ﬁvﬁ'ﬁyli'd‘ &F-oPPridoxm®r Mat i on 45

1. ©Mhl eat ad dimethylamino ethanol whlch was msolublc in water and passed into the d1chloro-

45 The Soqﬂml? me 1%?;: ting d1 omethane utmns were rmse?rv&&\@ffgh @d W t4H mel ei ¢

anhydr i dewater {sodium’ sulphate); - decolurized with' charcoal and_filtered. There was thus-
obtained -a sohition: in - dichlordethane of the succmate of 3,4 - 1sopropyhdene -a-
pyridogine dnd dimethylamiiio-ethianol! - : L
(¢) Salt formation:': SRS T E e .
45 1. Maleate - o 45
The soliition obtained: from ‘the previous step was reacted” with malelc anhydnde o
dissolved in water whilst stirring. The maleate was soluble in water, and the resulting
aqueous solution was decolourized- with' ‘charcoal; filtered, then heated at 90°C (for
the transformation of the isopropylidene pyndoxme form to the pyridoxine form) for

50 about 30 minutes. The solution was allowed-tb cool to 60°C under reduced pressure 50

to remove the water. ’
There was thus obtained an oily compound which was twice dissolved in 1.25°

litres of ethanol to remove impurities and dissolved in 7.5 litres of boiling ethanol.

After separation and washing with- ethianol. the resulting product was dried at 50°C.

55 There was finally obtamed 1.200 kg of the maleate of the dimethylamino ethanol 55
ester of S-a-pyridoxine succinate with’a: yxeld over 80% compared to the pyridoxine
hydrochloride whlch was. the most ex ive stamng matenal Meltmg pomt 134°C

" 7
2. N—aoetyl aspartate osaniy s s e ey Sl F
o g Thxs salt was. obtamed exactly as the maleate but by using the N-aeetyl aqparuc
6 acil : 60




di ssolved in water whilst stirring. The nmal eate was soluble in water, and
the resulting aqueous sol ution was decol ourized with charcoal, filtered,

t hen heated—at—fer+—(Foer—thet+ranstormation—ofthe isopropylidene

pyri doxine formto the pyridoxine form for 50 about 30 m nutes. The

solution was allowed to cool to 600C under reduced pressure _50.ta renove
the water. There was thus obtained an oily conpound which was twi ce ’
di ssolved in ;[ 25' I|tres of et hanol to renove |rrpur|t|es and dI‘SSO| ved |4
7.5 litres af-ho [ , _ . ala
the resulting product -Was. dr.i ed..at.- 500C. 1.;,55,1e2 There was frnal | y .
obtai ned 1.200 kg of. Mﬂ&%%Me@ﬂmﬁMtﬁhnmm&wd&-mtmmuﬁiﬁe est endf
5-[err]-pyridoxine §@P @W@WWESK%@PHE%WE‘F 1o see Goplieeantpiridg gas.

n-

pyri doxi ne hydy ochI t"m‘“ RS Nttt blae hRESLT al -
Mel ting point:” [ er i indste g ptas&argivs Q uEt Mﬂtﬁthbtl aE]'@rosxact ly
as the nal eate but by usi ng the N-acet'yl- aspart i C 60 ~aci-d. :

60 Exanpl e 2 Mal eate of the D netthyla noggohanot l\/bnoester ‘of

5-a- Pyri doxine @ utarate ssqnattaxhevwm%‘t b€ MohithecQl Exanpl el
In step (b) glutaric anhydride was use®yi te SUCCI NI e anhydri de
There was t hud0obt ai né‘d:saomppmi' _._.mbtdlusﬂtasumﬁsdmpe Aigrgepr: dac Newthyl Nhiethaablei ¢ 10
anhydride 5 as in P8 M A ! -"'sg“-Jr ne groguct
melting at [err] LG et kel g ' g@?‘h’érazme
Monoest er of 5-a- Pyr[gladMI—FlQ2°GSUC v~ - Tl ST corrpound was.
obt ai ned as i nExanpl e excep_ hat =N mel s et hanol - 10pi pera2| ne

repl aced the ¢ \ngmat hyI Wik I.“'- n st'eb(.b-)- YOTHEF e Wals thus obtai ried a
oi |y product i ch V\h@nAl‘ﬁ&Yﬁé QE tyg\,,\#]_

?Eﬁ

o FRBbb s - ﬁﬁtayxmeqﬁdndetesam thé SderftC) O

Exanpl e 1. gave a. fdimulanl eat e, ite crystal | | ne product t— |ng at
[err] 15 VAT VEFCLAI MT S - © - e ; :

15 1. A process for’the” prepa'r_" ti. on of a- pyrl d ;_h"e:' ""-"f_'_"no;-.-est er haV| ngt he
general formula: in.whj.chi207%] . S N [e 1§:.ea "_Jép esents ‘an ,al-kyl ene
radlal with chaln -of: upt '

acceptabl e aci d; and

20 A and A? each: represents an. alkylen -radical; r_th a cham of up 10 16 carbon: 20
atoms or a_divalent amino-substituted aliphatic: hydrocarbon, radical; :
. ;R and R each represents an -alkyl: radical containing. up to 5 carbon atoms, or.-
Rt and R form together with the nitrogen atom, a heterocyclic ring;. . . .-
. Ac  represenfs 4. pharmaceut:tcally acceptableracid; and - - .. s .
25 n is 1, 2 or 3, comprising blocking: the two. hydroxyl groups in the 3- and 4 25
positions of pyridoxine; in. acid conditions; teactmg the acid’ compound thus obtamed
with a compound havrng the general formula . _ ) _

CICO—A—COO—Ai—-NF&R* L

in. whtch A, A’« R1 and R2 are as. above deﬁned m solutxon in dtchloroethane, reactmg.-

30 the resulting. eompound with a pharmaceutically :acceptable-acid to obtain an acid addi- 30
tion salt and removing the group blocking the two hydroxyl groups at the 3-.and 4-:
positions by heating the salt. '

2. A process according to claim 1, wherein A and/or At represents an ammo-‘
s alkylene radical. '
35 - 3. A process accordmg to clatm 2 wherem A and/or At represents a group 35

in whtch R represents a hydrogen atom or a CH,,CO group and p is 1 or 2
40 4. A process accordmg to any precedmg clatm wherem the blockmg agcnt is 40
acetone R ";
5. A process accordmg to ‘any precedmg clalm, wherem the group blockmg the



25 [err] is 1, 2 or 3 conprising blocking the two hydroxyl
groups in the 3- and 4- posrtrons of pyridoxine in acid conditions,
reacting the,acid conpound thus obtained with a conpound having: t he genera-l
formul a [err"l in which [err] are as _above defined in ‘solution in e

di chl or oet-hane, reacti ng. 30 the regpldleng conpound with a - -
phar maceuti cal | y acoegdagbk the Dirhdhylanmdat Fahafol Mondeterhof SckelPyridoi Gluaaesal t ‘and
removi ng the group bfter@) wey lﬂmcai‘mmhw Pbﬁ!yitnr”griohpyp (gluanic adhydrie dras) -

posi tions by sheat Pt ﬁzfi@wé%f e ned/% %{ef%g&st@h gﬁtﬁm%ﬁé' Iudpagibierein A
-and/or [err] repressarhres (aﬁofamxaﬂe 1ab uct Mdlting at 1oo_1olod<3
process according to claim 2, wherein [err] represents a group 35 I n

which [err] represents a hydrogen atomg err] group and p is"1 or 2. 40
~4. A process according tISlinEhYe@ 01 55:%"1\4&1 telb(l,fockr ng Wg
is 40 acetone . 5. process a ¥y preceding claim rein

t he group bl #ki ng. Thige compouhd was obtained as in Examplc 1 except that N-methyl N’-ethanel 10

4 Exanple 2 Mal eaP@erginesplac onoest er.
L Sl 2 ol by S B e <

In step (b) glutamgatanhy cde was used I nst ead of succCi ni ¢ anhydride. 5
There was thus obtained an oily product which was reacted with naleic

ride 5;as in Swﬁ%ﬁéziggaﬁ% )l el to give a crystalline product 15
ng at [5rr] Exafaler it s et o b 1 gBici' 221 e
ster of 5-[ efaruul®yri doxi ne ccrnate 15 Thi's conpound was
ned as in Exanple 1 except that N-methyl N -ethanol 10 piperazine
ced the dinmethyl am no et hanol |n step (b). Ther ‘was thus obtained an
'y product which when react ¢d mnt ni%ﬁLj anhy-¥rilde as in step (c) of
ipl e 1 gave a di-mal eate, \ Lola} pro uct nelt- ing at [err]
_ VHAT VE CLAIM | S: {ase
15 1. A process for the prepa ation of a pyr|dOX|ne 8Ho- ester- having the
general formula: [err] in whié&h: 20 ... [err] eagh represents an
al kyl ene radi cal mnth a chain of up to 16 carbon 20 atoms or a dival ent

am no- substi byit ed “af Aﬁﬂgt& ea&yxgﬁrgs&ﬁ{ Qr? Qlk}tle%glrgda cal with a chain of up to 16 carbon 20

atoms or a divalent amino-substituted aliphatic hydrocarbon radical;
R' and R* each represents an alkyl radical containing up to 5 carbon atoms, or
R! and R form together with the nitrogen atom, a heterocyclic ring;
Ac represents a pharmaceutlcally acceptable acid; and
25 n is 1, 2 or 3, comprising blocking the two hydroxyl groups in the 3- and 4- 25
positions of pyridoxine in acid conditions, reacting the acid compound thus obtained
with a compound having the genera] formula

CICO—A—COO—A'—NR!'R*

in which A, A}, R* and R? are as above defined in solution in dichloroethane, reacting
30 the resulung compound with a pharmaceutically acceptable acid to obtain an acid addi- 30
tion salt and removing the group blocking the two hydroxyl groups at the 3- and 4-
positions by heating the salt.
2. A process according to claim 1, wherein A and/or A* represents an amino-
alkylene radical.

35 . A pracess according to claim 2, wherein A and/or A’ represents a group 35
-—(‘JH—(CHZ),,—
NHR
or
—(CH,),~—CH—
o
in which R represents a hydrogen atom or a CH,CO group and p is 1 or 2.
40 aoeto‘xtc A process accordmg to any preceding claim, wherein the blocking agent is 40

5. A process according to any preceding claim, wherein the group blocking the

L —



[err] each represents an al kyl radical containing up to 5 carbon atons, or
[err] formtogether with the nitrogen atom a heterocyclic ring; Ac
represents_a pharnaceutical |y accept able—aeiei—ane—25 RSl —2-.0r
3, conprising blocking the two hydroxyl groups in the 3- and 4- 25

posi tions of .pyri doxine in acid conditions, reacting the acid conpound thus
obt ai.ned with a conpound havi ng the general formula [err] in which [err]

are,as above defined in solution in dichloroethane, reacting 30 t he
resul t$ ng corrpound wi th a pharnmacesszisenl |y acceptable acid to obt&in an
acid n salt_an mmmdroxyl
groupS\at tgg g @“’&PS qulijaéﬁé'mvﬂ%ﬁft‘?‘ﬁgmdﬁ@es‘&%tlsfeE‘°"°¢\h{z‘)rocess .
according t Eﬂﬂ’ ot arty Sedcddin %& 7 R 0P <#llsy! ene radical .
35 ae@ﬁas,ﬁt@%&qﬁ g\gh(ﬁ wherein [err| represents a

group 5 35 [e? " pmswmmﬁxgepiltsﬁamdmnhydmmmummsms d&s-[err}y group
and p is 1 €psedinanypf the Examples hegein.A pr ocess according to any preceding claim

wherein the bl ocking agentppe poHPrid€ &t €NERKSON,A Process according to any
preceding claim wherein the Qaeina PkeacKgeg, t he 5

-1, 367,5 25, The Crescent, 5 two hydroxyl groups in
the 3- and 4- p03| t| ons _Qf__l_h.e__p;LLmn.e_l’_Lng_l_S_ierTDved by heating the
salt in aquelgte tﬂg%%l 1 Lea. Spari8tedi ng claim
wherein the rg’gb?;%h\el ot TH .Eggxem%%b‘ﬁuﬁyiéz%’a’r‘?l eg o f%mby heating the
salt to about [err] 5 7. A process for preparing a salt of a

pyri doxi ne nonoester substantially as dis- 5 closed in any of the Exanples
herein. ERI C POTTER & CLARKSON, Chartered Patent Agents, 25, The Crescent,
"Leicester. Printed for Her Majesty's Stationery Ofice, by the Courier
Press Leam ngton Spa, 1974. Published by The Patent O fice 25 Sout hanpt on
Bui | di ngs, London, WC2A | AY, from which copies may be obtained. 11111111
111111 11211112112111112
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