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MONOHYDRATE (71) " We, ASTRA PHARMACEUTI CALS AB, a Swedi sh Body Cor por ate

ohi chwe pray hat o RALENE Pl CATHOR®, |l 561,286

it is to be pgr@gglApgm:a{;&, Rardisqph ar |y daeene bag 1977 and by the fol | owing

statenent: (31) ConventldiCAPHIBARANJ. Ms08THol on relates to a thsr EFGA
active. conpoudN. (jlj%wgpmegtay r6tiie i nvention is to obtain a o,, g

has i nproved sorRYewEiaRSE)L i €s and whi ch may be produced in /8

advant ageous ﬁ] %23 c%ﬁxpfe&rsbeclﬁ@ahsﬂpms&m [Feb. Afogo Pr evi ously
conmpounds. GNRICIPALE 2\NBs A%k 3149 and British patent
No. 1, 366, 2411-10(52) In&quggégmgmgf the general formula.

10 R 10 O3 are 120856300 213 22018y Buas 2695 CARY oK. 20¢ 31888 B
the pyridyl gr oup | S bound323rs2v 388 818 620 650 1179;80380\1 aA.NISpeci fi cal sy

mentioned is, anong ot her conpounds, the anh %érlde of t he
compound Clerr] CHO2N. 4 1;&%5?3@3 BRQUG AL S RIS i g o

t herapeutical value in the reat men epressive conditions. According to
the reference nentionéd) t ive, Mﬂ'ﬁdrmm 'UﬁldLSs‘\Hath!Mh@qudv

correspondi ng base ¢ Fagt friil @&WSW m‘g’@'ﬁ’ i V P¥ehas
turned out that, irbeiohg) hbIh.Ran ¥ b9 AR ﬁmam tdLy| ng, a
consi der abl e ajmunt 2(rhe presefitfinveinion oelukey €bra pammugamebdompdmd;t unsw table for
preparati on of phar nad’égtqutl of @@ quos# 1t @brain a-egmps I"RSl :
crystal lisation of ﬁ‘h’é‘rﬂ‘il adYagta‘Ee&‘t?g"ﬁ"t“n%?s
reference. By this n@‘ bafspics #d Bt a@htfeificibn Nas1,3862aV €T
turned out thae, orhomﬁduhdsmgd:ugenmllfdnmhrrpound by separation and drying, ajg

consi derabl e anount of solvent is ra&tajned. To renove said solvent, drying
for 25 about 1 to 2 days at a .te of around 90 to.1000C is
required. Thesé con- 25 ditions, béf onven/em per se, may further
cause discol ouration and deconposi - t|on gjchﬁ‘é“ep.r.gduct The anhildrous

tO a

conmpound i s not suitabl-e for preparati of pharmacdutical. prepar ations -
such as tablets, dué to its hygroscopi roperties. On storage the

anhydr ous corrpound arg oWl svhevein R*Uand R:Caré eicmmaml&naaﬂi-ﬁ&d Wilitke@ th8p§idyBO

be broken up befor §'°FEJ W{ﬁ f. position. Specifically mentioned is, among other

30 The drawbacks of Ll fplorids 7B REPRAE over come by the
present invention mhich provi des, as® conpound, - t he di hydrochl ori de
nono- hydrate @f the conpound of - fornul abover, i e. NN di met hyl -3

(4- bronophenyl ) - 3-(3-pyridyl)-allylamg '.‘vai(gchl oride nonohygr ate. 353
The conpound of the invention exists i st er eol soneri ¢ forms, ie. in an

35 E-formand a Z-fgm E@pck%{v%gﬂttﬂxe. mBItQPu%ErEJsﬁeSmQ---mtﬁ e corrpound reside

mai nl'y 2 According to the reference mentioned, the anhydrods cafpousd R obtained from
2 in one of said i stbmnm:p bage inhsghe? sahgiomehy . intiodwectippy off dry HEY Iepdscamedent  of

the present i r-%e nt i B}ﬂ lgngz.lq\q}\; mpend, t?y separation and drying, a considerable amount
iﬁé 25&;}1% reparation of pharmaceutical 20
- 3- (4br Om)phenyl ) - 34 {%()ifo mﬁm&ﬁ I:)f the dx'hydror::hlonde from
ethanol is taught by the reference By this procedure the ethanolate is obtained. It
has however turned out that, on working up said compound by separation and drying,
a considerable amount of solvent is retained. To remove said solvent, drying for
25 about 1 to 2 days at a ‘temperature of around 90 to 100°C is required. These con- 25
ditions, being inconvenient per se, may further cause discolouration and decomposi- )
tion of the product. The anhydrous compound. is not suitable for preparation of
pharmaceutical preparations such as tablets, due to its hygroscopic properties. On
storage the anhydrous compound absorbs moisture to form hard cakes, which must
30 be broken up before further processing. . 30
The drawbacks of the previously known compound are overcome by the
present invention which provides, as a new compound, the dihydrochloride mono-
_ hydrate of the compound of formula II above, ie. "\IN-dlmethyl-3~(4-bromophenyl)—
-(3-pyndyl)—allylamme dihydrochloride monohydrate. :
35 . The compound of the invention exists in two stereoisomeric forms, ie. in an 35
E-form and a Z-form. The therapeutical properties of the compound reside mainly




chl ori de nonohydrate having the fornmula * [err]HO H20 CH2[err] 3 2.
Phar maceuti cal preparations of the new conpound constitute a further advan-
5 ta eous aspect of the _invention. The conmpound nay thu | orat ed
together with a solid, phar maceutical ly acceptable carrier, in different
ns of solid pharma- ceutical preparations such .as tablets or granul es.
iyt ably the conpound is included in pharmaceutical .preparations for ‘oral
l'ication. Usually the active substance will 10 ‘constitute fromO0.1
to 95% by weight of the preparatl,(:)'ﬂib nore specifically from2 100 50%

by VM2LC1hT for preparations. sui 1 Anb or oral administration Tnz,pr oduce.

phar maceuti Gitlof mcﬁmmnamagtmmmrhg expegl embedirabodf teipeesénhven-_si on i n t he
f orm of ddevengion isrthus Z-.Nrdimathyl-3 Vlb?r(?"RYFféVns’élYI%{’"e‘théUeroun may be

mi xed wi t fbigride SrOpORyISEP BA¥Io e e ‘ier, e.g. lactose, saccharose, sorbitol,
manni tol 15 - . starches™ h as pot at o starch, corn starch or

anyl opectin, cellul ose der [vest or 15 gel atine, a a |l ubricant such
as magnesi um stearate or | °P‘iy&L SN8. gt $&ol weaxes, then conpressed to
formtablets. |f coated tm ar e* réq‘m red, the cores pre- pared as -

descnsi-bed"ab@mmoma p&mh@df %&&%&@&ﬁ%&{@@ﬁﬁﬁm&aﬁ@ol uti'gn which may
contain, d o&lﬂlai’gcnmu uniladagutmscbe idcbrberited | topelied X | de(3

Al ternati? s° th"elttml} lidgphareaouer di ssol ved in
a readilys; F@E r% %ﬁmﬁ‘z %c sol-vents.
Dyesibuf f s cofsiirute &y b gmé IffoaQUI Sy readily

bet-ween tawmbymm ﬁlﬁ!@hleﬁntord@dmwms@bst ances or different anmounts

of the actJ v °gt5‘fgﬁﬁﬁji;l’g et PO e v can be pcepared
in the forngleé'?m&uﬁ'ﬁ&f@ EEE? applica 5 i ?%mzensubstance in
admi b5t ur e starchds sachn@Ugotatl stireli, toyin haa® orQﬁlleﬁ&ﬁI telllulose denv%vef,eﬁt al @apsul es.

conpri si ngeltine ﬁétﬂvbﬂ@u E‘Ih gileppmad wmolmmnq/ u!#% oil or paraffin
oi | The cqlf ﬁ! QW ared in the .
follow n de d ormula H,

rhw-a, _
NN- ROnet hyh&ﬂbl(tébadobeompimwt)aeqi d;ssolved:azo ﬁleaﬂgin;dmme i20 sol ution

with hydr ) éﬁer‘@ | ection of the
preci pi ta%’n&tﬁﬂ%ﬁm%%ﬁ% ragﬁﬁtsf‘% %Cuit- ably -
carried out, Dosagelur@s G iécal Spplicdon! canvbé Wlmagfmw&fswpahbﬁes at about OCC
Sui t&bl e thedctivs rpulsstange cin pdshizureswithy @ pruglsfch bess cagestome.  Dhe hydr ous
hydr ogen ¢& F?Pg@‘“ﬁmpmmg thesactiyg i“ﬁﬁ"?’ Boﬁﬁ'ﬂ’é‘ﬁi‘?a’ft%deﬂﬁ?ﬂ? S8 oric acid.

Al ter nat i Vef nfwﬂgqn@gﬂ@qm;q {,gé% ase wher eaf t er
anhydr OUS nidfideri S added. b) I—%dr at1on of. tﬁe anhydr ous d| hydr ochl ori de of

t he rrpounda KﬁmprﬂiltbF . "-:‘vA fopkenylzeE(Gr eact3Don a) above
may be obtf A P c‘m”‘n“’. Pula [err] 40
ably camed out i --TT. ‘e’wu vt with cooﬁ preferably at about 0°C. Smmble V [er r] The
dehydr at i omganig, :olbetsefefplat@dv surb @ scewhe. (The &ydremn thydwdeh ciloddehuri c acid and
heat "ng ofis syj@bl jed ; ely HaOr mast b gddeds if acid8l catal ysis

- or by cat SAhida b G dgrfor&ﬂ;ﬁrrperature of 300
to 500 C ab) ys@{iﬂg;ﬁla&ﬁmmﬂﬁfmdiom&&haﬁymb a compound of the fornula

45 o aa) by dehydration of a compound of the formula

45 C [err] wherein Y is a P N1g group, to forma conpound of theforrrula

I I%)Iustrative exanpl es of L edal ogen- atons such as [err] Br and I or
or gahi ¢ sul phonyl oxy groups s} %h"lesul phonyl oxy.y

t ol uenesul phonyl oxy and benz sur’gﬁo\wj oxy. 3

1,561, 286 -3
The dehydration may be eﬁected by means of treatment with sulphuric acid and
heaungofthemcuonmxxmre,bymeansofothertypesofacndcatalysxsorby
catalysis with a solid dehydration catalyst at a temperature of 300 to 500°C.
~ ab) by alkylation of dxmethylamme witha compound of the formmula '

f" oo

ey

OO

wheremesaleavmggroup,toformaoompoundoftheformula 1L,

IHustrative examples of Y are halogen atoms such as CI, Br and I or orgamc
s:{pphonyloxy groups such as metbancsulphonyloxy, noluenesulphonyloxy and benzene-
sulphonyloxy. .



ac) by nmono- or di-nethylation of a conpound of the formula H[err] wherein

Ris Cerr] or H The starting material for the reaction b) above nay be

obtained by treating 5 a cormound obt ai ned by any of the reactions a

), ab) or ac) wth dry Herr]: : 5 A pure isoner product, e.g. the

preferred Z i somer of fornula Ill, may be obtained by isoner separatlon@
u

conversion of an isoner, mxture of either the end product a starting
material -or an i nt ermedi ate of any reaction step, provided that the do
bond ofi_tHe end: product is present in said starting material or

i nternedi at@_ 10 “and_that_sai d 161286e bond i s not broken up in a3

subsequent reaction @t@mo,dl.mmmm&gﬁmfmfﬁﬁml es serve to

i1 lustrat e\fhe present invention. e 9Q. g .of

NNdi et hyl - 3- (4- br omophenyl-) - 3- ( 3- @}d I IyI am ne was dissolved in
acetone (900 m) and 2 equival ents ncentrated hydrochloric acid was
added 15 with cooling. After coolif z"at .about OOC for 1 hour the
precipitate was fwhleﬁamdcniérn 15 and vvashed Wit h acetone Recrystal |l i sation
was effecte fromlé‘g’e ate{'ﬂ by tieating
- (2) - NN-di met hy | -SOEReuRe QoD C}gemdrmaybe 5
hydrochl ori de norypkiaed ﬁfm&hkmgmmd dithed picOg@@nol and
dryi ng at about @i, 3 fegrtidn stipprovided shag theanal ysi s

showed a 20 d tenal or intermediate,
20 An IR spectru%sgﬁmmﬁmﬂiéﬁtﬁ StePque (1 myin 240

my KBr). Region: 4000 650 cm. ‘Instrunment: Perk "I R Spectroneter.

Mar ked absor ption (| n general | e s 1 hai 1t rans nce recor ded at "
t he wave nunbers lgl Mﬂi i Tyis bﬁ’ﬂiuctur aI :

el ements. 295 with coolin ut 0°C for 1 hour the precipitate was filtered off

25 cm St rand t "with ecmmt 3P @allisation was effected - ibopropable(80® 60)0- 2400

Ammoni um [err] 30md water (15 mi). (Z)-E%Qmethyl-3-(4-br0m°l>henzﬁr3 y{@m 8 ¢

(transm ttance ~c¥pconds ml_wméﬁrm T
bands 820 20 water con; &u’ﬁg, enzehe An NMR spectrum was obt ai ned
froma sol uti on of JA0IRspeayim obtained ovithcthe KBﬂpﬂleWﬂechdﬂm@maJmliﬁrntte

Tet r amet hyl si | aneRBrk 400 |
I nstrument: -"VarigRe n ggﬁ%% %&%ﬁm@%m%m The

chem cal shifts are g| ven as foll 35

Cheni cal' shi®t Proton Wave nmi!ﬂibe(pp - 3.12 B ' 4.12 40 2
C 4.88 n%‘“‘_‘“‘m'm 40D 6.73 E -
7.23-7.84 F 8%%&8@0&5 OH i wa=190.9. 30 45 .

45 2HC1 a [%rr] 4 Carbon double band (transmistance ~60%)

1,561, 286 Exdnpl e 2 30.1390amif 1420 UdArdniakicldoubke lbgids 3- ( 4- brorrophenyl) 3 30
(3-pyridyl)allylanine 8@ dissol ve®isubstinnd bgzenst et her  and 95 m of 2. 6N Ha

in ether was added SRS b hlG D § ipas
filtered off and wﬁﬂ%ﬂﬁ%&&%ﬁa&mﬁﬁ%&y a;'tg) @‘i?ﬁfﬁﬁme was -
di ssol ved in_150 mmmumr‘ﬂpmbmeaﬂdeﬁfmewk)TQ?(MHs (5 equr val ent s
under heati ﬁa and th'Ehe mgﬁﬂ’tho crystallize. 3)

a Chemical -shift
Proton (ppm)
A 3%% , _ _
. B . 4, - '
40 C 4,88 40
D - - 6.73 e
E - 7.23—7.84
F 8.24—8.87 -
G 8.90—9.30
®




Yield 20 g of (Z)-N, Ndinethyl-3-(4-bronophenyl)-3-(3-pyridyl)-allylamne
di hydro- chl ori de nonohydrate.. Karl Fisher analysis showed a water
content.-of 4.5% by weight 10 Exanpl e
3 10 Preparation of internediates.Stage
1. 1-(4- brormphenyl) 3-di et hyl am no- 1-1 propane Thi s conpound was prepared
by regcting 4-bronmpacet ophenone wi th paraform al dehyde and

di yl hydrochl oride in a conventional Mannich reaction 15 © Stage- 2
1- rormphenyl ) 1- (3 pyridyl) - 3- d| rret hyI ani no- | - pr opanol . 15/ The
|nter , ) iciv il | di yvrth
;butyllrthrumrn ether at alowta;wanure Wastreated W th v
. 1- (4- br onophenso- glof tdmderelﬁ,lfﬂydim yeli)sadlyylgraive Wms ether to yi eI d
1 - (4- br onopfiEn °3 "%ﬁ?‘ﬁ 3Ic3m &de 20
The reqcti ognh waﬁo ,;,fv Qe {aqueoys I ayer
was 20 extsvaegteid ¥ mﬁn&4;?honl§mﬁadm v coyseailizeDy ag et hﬁr i
- extraction il g of (ZFNeN OmOp! t ated with -
" petroleume éﬁ’d"@‘["h‘&r ég‘g palysiy ?Pmﬁ'ﬁﬁﬁ‘["%gf ?@ér?’gt allj zed from
I sopr ggpanol . age . 3: " Example 3 io -
- NN- di net hyl - ) qﬁ_)mtemlgdxa)esal | yI ani.ne. 25 The

3-(4- brom)pheny-l eparal :

" product f r oftgy Hgd(Sbromephesghri-dimehylaming-1- rpReRe | cacid. ﬁx%e}/ag“ de and  25..

sul phuric agj4l dde T YT N& t he aqueous °
2%

JacEmdiin nedl)
__ ngze gt raﬁge é ‘lﬁy%'éﬁ% %}a)_}ﬂ@i ?Egé |pﬁ°%£dt;\f solégnt Mgel ded the
‘Tabl et s of bhﬁhﬁnmhl 12 Vthief) a€ OGN0 Shpértks, W Ieaed @ phirle{dbromophenyg-l- x
30 A WWW Mlvc‘br%rﬂﬂpheﬂyﬁle}% L-(hpromaheyyDal-Gy ammi ne

di hydrgcel | O%W éﬁ é{ ith ice 2 ‘U&r}ﬁ&&cﬁaﬁs layer was 20
192 ny 1Lttt methylene chlor: 4, followed by an ether extraction at pH 10.
- 30 ny 50 T residue after evap@i:oﬁ’day\pmmyierpymh qjeqquymeether and ether, The _
3 ny 5 crygallipe produqr yas reqrysaliieed from iopigeagole Ayi cel " [ Avr cel" is a

' i ethyl-3-(4-b henyl)-3-(3-pyridyl)-gilgla .

b Al A ey g g o oo IR e T
Cgranulate Oﬁfmﬁﬁﬁﬁgmﬁét@%ﬁu&?ﬁg%ol%ﬁeg ﬁg § Pvade wi th

~pol yvi nyl - 40 pyrrol |done I's i n.et hanol The gr anul ate was dried

and screened and m cro-p@w%a,lflpha&mt&egﬁﬁmﬁvr cel" and magnesi um
" st earaife. were Iﬁﬂmﬁemﬂadﬁhmmpmmmmpmed in a known manner 30

~Filmoated tablets were obtained by a pI yi ng rrethlyl ceI | Bl ose and et hyI

cel | ul ose 45~ @)N.X-dintethyk-3f vent ‘
45 Conparative laming E$g“%ﬁ t. hum aqag ﬁom terrper ature

The coggpound oﬁ e invention was. conpared wt h3a cose eigpondi n@s anhydr ous
di hydrochl or i deolpwixyipghirdidehe ochl or i de cont ai ni ng 13 mgui vat @&t of et hanol. 50

TABLE 1 Microcrystalline oellulose “Avicel” [“Avicel” is a ?80 Vi 99 o fter storage at
different rel amé%s‘ Aﬁé‘f]at i ve humi di ty 2 mg oEMoNnG rate
Anhydr s 2 0P 2 i QBrane, SRR e ) potyviny T daeed 4. 6_%

Decr eased 5% ne dissolved in sthanol. The granulate was dried and screened, and micro- (1 day)
(4 days) crystallme celiftdse BAPicel” and Mgndmmgmlra(elwareedo)xxed Tablewcwaesed 4,6 %

Decreased 4 a known manner. y .90% | nereased 1206 (1 week)

' methyl cellul N

Tt SRR o o SHEPIEIA
vetests

Stability at constant humndlty and room temperature
The compound of the invention was compared with the corresponding anhydrous
dihydrochlonde and dxhydrochlonde contammg 1 equivalent of ethanol. -

50 _ " TABLE 1 - ' 50 -
Weight after storage at different relative humidity

Relative
humidity Monohydrate _ Anhydrous Ethanolate
- 409 Unchanged (1 week) “Increased 4,69% Decreased 5% '
55. » § (1 day) (4 days) 55
60% Unchanged (1 week) Imérlea;ed) 4.6% De(c;re;:ed)4‘:;-.
ay, _ ys
909% Increased 12%, (1 week) Increased 50Y% Unchanged (8 h)
(6 days) Increased 11

60 ' Liquefied (4 days) 60



1,561, 286 The results show that the (I)

25
nono i s stable at 40 and 60%re| ative humdity and room tenperature,
under” whi G condi tions the: anhydr ous conmpound and t he et hanol ate are not

stable. Stabilgt¥y on vacuumdrying 5 1,561,286Et hanol ate: Drying at 1100C 5
for about 24 @ was requitiRdesti SHEF hAARCmbrdBydrate is stable a? 46 BHALAY, RlanfimAk@y O
the acceptabl e | evel ofl does sentpeatre) uddér which conditfoys g aibeiens cpmoudd and the

i ndi cat ed . Ry mcrease?lh@?ktbﬁl@hn?t;ﬁtabbol our (A [err] (| e. proportion of

i ght of wavel ength 405nm which is ab )m =S nd extra spots on

TLC. Monohydrates Dryi nCEtRinol#O0Brfisy ar muc f&- hud 2 cnu a Mpbred Q6] dedrQSt he 5
obtain a 10 prodmntsmqﬂamlsomacgﬂp@ arlqvvlgwfaessdian @.5fih fven deying | deeoim-
prepar ati on. Decorrposi{%’%‘}w i ind pryicanetefinedune m% ﬂﬁngf"oﬁﬁ%‘wnrfﬁ light of
turbidity, colour or dfike: D/9ing 64 ) w@@ ile&%d dbtain YOS

0. 05. WHAT WE CIRl M | @oduct] suitable for ;Lrepa;mg a soln:’ lq{rlha::rg;]%tuucal %Eeéam Decompo;t;xgé 10
NN- di net hyl - 3- (4- bron??P? 9hseipg yusbidity} epldup er i ISTG¥aBR ¥ 15
nonohydr at e. %n”mﬁ

15 2. NN di net hyl - 3- (4-WHATOWBIDAIM- 3:(3- pyri dyl )-al | yl am ne
di hydrochl ori de rmnohydrlat eNiNﬁdlmnbylﬁdf-mombphmyb-3Z3wmﬂylax@ne A ¢iydmeididt or

reparing NN-di et h |mgl HBBQ ﬁx %1 n&@

(FZ)II hSdrocﬁl oride m)ngh),gsko e%,yze grﬁﬂm&,'eng (S Nfﬂiyg'nfnﬁyl af“ %18 mo-
ByfdEae

20 phenyl)-3-(3-pyri dyla)-ﬁap piepam% NM&HylW(L&oiﬂgpﬂé@us-(wﬁidygmyﬂ-

chlori d_g T z§o| ve’?ﬂe“%%%rglg @Ugg&géem%ls @'ﬂ%}é‘iﬂggwt iS4
' oheal N

a paks
sol vent 1§ acetone. 6. 4. arpaﬁess; ordifip dh;&g;vtrlﬁrearihés&?&tﬁice
wherei n-the reaction m xG é prodess a@e@hedomnqnngfrﬂdm‘a‘@aﬁcw&m th Feaction mixture 7.

A process according t8° d

hydrogen 25 Chi’0ri deciidl i Uovedd q%eﬁya&xﬁfmteﬁf%#\@ i e R iy o, 2
3N -

preparing NN-di et hyl - 3-8 4 Ip: medmnhqn Mmmyﬁ#—bﬁhyﬂhenyam(ﬂ-@yudyl)anyl-

di hydr ochl ori de m)noh Elié dr W
phenyl ) - 3- (3-pyry dy') m m§r1s1solaued 30
9. A process accordl ng tm Yrod3€ féif the | e fhyll :

isolated. 30 10. A ppmdﬂbélyﬁxvne tdﬂwdrpwhbpdﬂ aiombydmé substantially as hereinbefore des-

NN- di et hyl - 3- (4- bronﬂ}%%wﬂ, 0 =9E ¢ § | a i h dr c Io i de
nonohydr at e, sulggtant;ng,lo é%gm;% h&%ﬂfo 35
Exanple 1 or 2. 11. 1He¢hhgﬂaw8u {nesoN krﬁcéxﬁprﬁmg hdgthw)es%bdtdnad;n ne
di hydrochl ori de 35 a co mo@tﬂalln@dorbl} agcthenyitls 3 sl phadhaqgptically any

one of claims 3-10. “°°P “"’ é r, ] in solid
form conpri si ng 48s acthﬂ &@E}:ﬁ: 2" &’Jﬁ% ﬁ%@%‘tﬁﬁgﬁ Qﬁ%ﬂm@ or 40
11 together with a solid hephmeumb raam:ept © dlaim 112 eubstarikidlly #& herein

phar maceut i cal pr epar dfarofescabdoridtireierencnofixapmg 42 i n dosage unit form 40
14. A pharmaceutical preparation accordiyng k@m@ gi¢n 12 or 13 for oral
application. 40 15. A pharnmaceutical hepesdctatednAgasor ding to claim 12
substantially as herein- before descri bed4youth mrerence to Exanple 4. J.
A. KENP & CO. Chartered Patent Agents 14 @"C g,?e Gray's I nn London
WCIR SEUPRef erence has been directed in pursuance of section 9, subsection
(1) of the Patents Act 1Regence bas Jweredirectid in purBBare 28 bectibr D,ndubsictfon r(1)Hefr the
Maj esty's Stationery PyrqnpscAct 1949, ¢ peent Ny 136%24Pr ess.  Leami ngt.on Spa. 1980
Publ i shed by The Pat ent pdafel foCRer Mty SSthtiohtay e By (RUCkALE FHES Leakiagdsd Gph, 198C2A | AY.

atent Office, 25 Southampton Buildings. London. WC2A 1AY., from
from whi ch copi es may b&¥BHdr Med e coouhampton Buildings

15

ﬂ




| 5 1, 561, 286
5 The results show that the nonohydrate is stable at 40 and 60%rel ative
hum dity androomtenperature ||nr|pr which conditions the anhvdrous
conpound and the et hanol ate are ‘not &tabl e.  Stabilit _
Et hanol ate: Drying at 110 C for about 24 h was required to decrease the
5 amount of ethanol to the.acceptable |evel of Iess tﬂwllH mmuemwiryl n
decom sitionis i ndi cat ed by i ncreased tur bi di ty,
proportio f Ilght of wavel ength 405nm whi ch i s absor be 0.'165 ) and
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