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: for example,. by the separation (e.g., fractional crystallization) of the _
30 disastereomeric salts formed by reaction of, e.g. facemic compounds of formula 30
(I) wherein Z is hydroxymethylene with an optlcally active acid, or by separation
of the diastereomeric esters.formed by reaction of such a racemic alcohol wherein
Z.is hydroxymethylene ‘with"an optlcally active acid. Exemplary of such optically
o active -acids are the optically active:forms of camphor-lO—sulfomc acid, a-
35 bromocamphor—n-sulfomc acid,. camphoric acid,, menthoxyacetic acid, tartaric 35
acid, malic acid, dlacetyltartarlc acid, pyrrolldone-S-carboxyhc acid, and the like.
The separate pure diasteromeric salts or esters may be then be cleaved by
standard means to afford the respective optical isomers of the desired compound
o Compounds of formula (1) exhibit g broad spectrum:of CNS related activity
40 such as anticonvulsant activity (as demonstrated by the maximal electroshock 40
seizure test), anorexigenic, antldepressant and muscle relaxing activity; as well as
activity of other types such as mhlbmon of gagtric secretlon and antihypertensive
activities.
' The compounds of the present mventlon can be used for treatmg and/or
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Exam ple 4 y
40 To 7.0 g. of the above 1- -(1- naphtholymethyl)lmldazole in 50 ml. methanol at 40
0—5°C is added with stirring excess sodium tetrahydroborate. After stirring for
thirty minutes the solvent was removed and the residue treated with water. The
product-was filtered off, washed with water and recrystallized from ethyl acetate
) as snow-white mlcrocrystals of 1- [2-hydroxy-2 (l-naphthyl)ethyl]lmtdazole (5.60 ,
45 g.) m.p. 112 5—ll§°C (shght decomp) . .45

: Example 5

Ethereal hydrogen chlonde is added.dropwise.to a solutlon of 1.0 g l-(2-

: naphthoylmethyl)lmldazole in 100 ml. anhydrous benzene until precipitation is
complete. The product is filtered, washed with ether, air dried and recrystallized .

50 from methanol/acétone to yield 1 (2-naphthoylmethyl)1m1dazole hydrochloride, 50
m.p. 226—228.5°C. (decomp.).

In a similar manner, all compounds of formula (I) in free base form may be
converted to the acid addition salts by treatment with the appropriate acid, for
example, hydrochloric acid, hydrobromic acid, sulfuric acid, nitric aCld

55 phosphoric acid, acetic acid, propionic acid, glycohc acid, -pyruvic acid, oxalic _ 55
acid, malonic acnd succinic ac1d malic a01d maleic acid, fumaric acid, tartaric -
acid, citric acid, benzoic acid, cinnamic acnd mandelic ac1d methanesulfomc
acid, ethanesulfomc acid, p-toluenesulfomc acnd and the like.-
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reduceepressifte yiel ds crude br Mmmt Elgttrashork¥esthip|Micet one. 35 - THe
above nenti oned brom)ﬁlé!tsn was prdl htlIl@eattmdadlmnnd;recsséntmleaisaebcnbed by 35
according to~the prg ﬁlk\rh 1 Eﬁ&eme . wel‘m; 0(15% }afford 1-(1-
napht hoyl met hyl ) i md@@@ﬁe‘; tﬁaséua&,carxe'é’lf R et mhaigene

gave col or| es$5 f | akeior tama pranstdrde -m'hii?nu degéct@stock (S0anifib@py} 02QGeconds). The TO 15

st S

After stirring for gléarbghysclm nutes the so was renove resi due
treated with @ter. THDspvahbs¢indBEX q‘onﬁdeeceehtnnsbiage asdellves: WI th water and 20
recrystal lized fromethyl acetate as snowwhite-m crgB I s of

1-12- hydroxy 2- (1- napht hyl) et htl)‘lnb(mngazol e (5. 60(9§§ conﬁdeniig}mlmp 112.5-115

degree C. (slight deconp.) 45 Exanpl e
5 Et hereal hydrogen: chl OI’:L{ nap%&w@f&a’lﬁmwﬂese to a %30 2Sﬂzo)n of 1.0 g. :
1- (2- -napht hog# met hyl )i ni dazthlv&mxdazdlé)o m . anhydr ou¥ GEnkéhe "unti | 25
precipitation is conpl et h m Auisiei )1“?' ple| tered EMed” W th ether, air
dried and recrystalli zed y l]: 2901k p noI/aceton@ 39_3 el d '

1- (2- napht hoyl tnet hyl )i m dazo e hydrochl or| de, 50 m p 226 228.5 degree

C. (deconp.). _In a S|mlar manner , pln@s of - forrrula I |n free
base faorm may3?Je cony v eh t#fe

)

el il

e Tort e Copatti RL A S HTE R it
sul furic acid, nitr LD,,aIelu& ar55s follows:phosphoric acid, acetic acid, propionic

aci d, glycollc aci d, pyruvic acid, oxalijc . 55 acid,: nalonlc acid, succinic
acid, malic acid, mal ei ¢ aci d, fmm@m&md tartarlltpsa@?gd‘g)mtrlc aci d,

benzoi ¢ aci d, 3&i nnam ¢ aci di thoylmethyliphi 2LH*E‘%Ganesdp?‘cﬁﬁoc acid," -35
et hanesul foni ¢ aci d; p-tol udi j"gﬂlﬁ'@“ Bl -t he job_e(m 5 .

1, 540, 023. 1-[2-hydroxy-3-(1-naphthyl)etBylExanpl e

| - (2- Napht hoyl et hyl ) i m dazol emh olechl ori de -( 1. 0g.) ded in 50 m.
ether is stirfd with excesd-(hna '@Y'H’ﬁ@é’d‘a%d“ﬁéf assi uni®ta (E?onat e sol ution

until the salt is conpletely d| ssol ved. The or ganl c | ayer is then
separ at ed, washed tvm ce : ' Example 9
: “ The~ foIIOng illustrates -a pharmaceutical composmon “for. oral

admlmstratlon whlch may_ be prepared for the compounds of the. present
invention, e.g.

45 . -(2-naphthoylmethyl)lmxdazole or __ . 45
' - B parts by weight -
Active compound ST T 200
Magnesium stearate 3
e e Starch o - -_ 30 e :
50 ~ . - Lactose . - : 116 e 50

.Polyvmylpolypyrrohdone ST TITEAETINNES

. "The above mgredlents are combmed and granulated usmg methanol as the
solvent, The formulation is then dried and formed into tablets (containing 200 mg.
ot active compound each) with an appropriate tabletting machine.



5 with water, dried over magnesium sulfate and evaporated to yield
1-(2- 5 napht hoyl net hyl )i m dazole. In a simlar manner the acid
addi-ti-on—sal-ts—eof—at w..puuuus of formuta (1) may be converted to the
corresponal ng conpounds—+n—free base form Exanple 7 10

_ mal El n Mce : 10 This test was
or med m,m E & ”"tanner essentlally as descri bed by Swi nyard. et

e Pharm ¢ 1},@%3 pp- 319- 330 (1952) G oupg of 10 male
H| I—t—e-p—l—GR—eIeHved m ce vve| e Sogr-ams— e doset—T eri toneal l'y
Wi th a sol ut WA OWEOGssMdS:on of drug in sal ine 15 ni nutes 15 prior to
a transcornehlA ﬁﬂ?%ﬁ’rﬁ’%ﬂ‘éé‘f’f“&g’hock (50 millianps, 0.2 seconds). Tgg 15

m ce were observed for the o_ccur &npe’ﬁ’fu t oni ¢’ extension, tonic flexion,
clonic seizures and death. §ti ve \eghpound. was capabl € of antagoni zi-ng

t he occurrence of the ton| .)

2gnsi on whi ch occurred: |nned|ately after the

el ectroshock. 20 -~ ED50 val ues (and 95% confidence limts) are as
fol | ows: h Z is hydroxymeth R0 Lﬂafﬂonﬂﬂﬁé(ﬂlegﬂﬁﬁﬁwﬂdcally acceptable ' X(95%
conf isdenc e minie) sl (arebpnt hoyl met hyl )i m dazol e 23 (20-25)N

oI e

. - 2-hydr oxy- 22( Pheneopive gim 1, wherein Z is carbonyl
74 (55 J“Jl-o hlem%}i e E lﬂ)g?ﬁ ? Js - - Ei 0‘3;01;_1t=:r1‘:'1¥yl)lmlgqazola and 60
1-[2- hydroxyit}?T MP lalme elnnzgﬁﬂ oRymethyléne. 37 (32- 53)
Exanmpl e 8 305. The- comlﬁ safoClﬁBnmall eHidR idel i[@d dmpre-2vidr ghi nd0 18- 24
?r ams wer g tbléhtha”lm'dasﬂe §'Fdn‘§F Ehatﬂ'é?%‘é“‘éﬁa“%%ﬁ‘?ﬁ&%Hﬂa‘i‘%qdﬁ‘ﬁB M%oneal ly. The
ol I'ow ng | ventin I0nvulsiiBs iBQA0nsuhulnaR00 Mo/ kg. After
five days rﬁzﬁ‘%ﬁ&h i\f& E@émgﬁg %’g&mﬁﬁ i %had [sebjedt avtaémwtxearlle as foI | ows:
Conpusund' effective amount of a compglmd]of (thngt]on'gl)la 35

1- (2- napht hoyl met hyl )i mi.dazol e = , ., 1068300, = = : 35
1- [ 2- hydr oxy- 2- (2- napht hy| }etpod™ zdeg{zoIe . 300
1000 | -[2-hydroxy-3-(1 -ng ﬁ“(" Yethyl |- imdazole

300- 1000 40 : (1 -napht hoyl net hyl )i mi dazol e 100- 300°
40 Exanpl gulrelhe if Wdr&bﬂn@ﬁylbﬁd oiSdaitiingls ofla phermaeantcdlly aedepableposi ti on f or
oral. adm mcialterdaitmmsaluhechf may be, prepared fo§} the’ c ﬁqppds of the, present

i nvent i on e pharmaceutical osii h‘fW{/‘F‘ﬁ%f‘h F’)aPerH“ s
45 p&ts b‘;}“ tﬁ“&f’f’"'\'/de"tggglrg%ﬂﬁg _ . -.200 Magnesi um st earate
_C,QON'S%N _ Lact ose

3 Starch : !
ra)'r"a yvi-edbol ypyrrolidone - "3 The
REA

16
-above I ngredl ents are corrbl d. granul at ed u3| ng rret hanol as' t he
wherem Z is hydroxymethylene or carbonyl ora pharmaceutlcally acceptable
acid addition salt thereof; in admixture with a pharmaceutlcally acceptable, non-.
toxic carrier. - .
25 8. A method. for mhlbltmg gastric secretion in. a non-human mammalian 25
subject comprising administering to. said subject a therapeuucally effective
amount of a compound. of the formula .

'CHz’ N

ogf -

wherein Z is. hydroxymethylene or carbonyl or a pharmaceutncally acceptable

30 acid addition salt thereof. .
“9A process for the preparatlon of a free base compound of the formula

'CHz" N

wherein Z is hydroxymethylene or carbonyl orda pharmaceutlcally acceptable
- acid addition salt thereof, which process comprises. 35
35 (a) the preparation of a compound of formula (I) wherein Z is carbonyl by 3
reaction of a halomethyl naphthyl ketone with imidazole, or .
" (b) the preparation of a compound of formula (I) wherein -Z is -
hydroxymethylene by reductlon of a compound of formula @ wherem Zis

carbonyl, or -

30



solvent. The formulation is then dried and forned into tablets (containing
200 ngy. of active conpound each) with an appropriate tabletting nmachine.

6 - 5
VWHAT WE CLAIM1S:- 1. A conpound of the fornula -CH2-N N wherein Z is

hydr oxynet hyl ene or carbonyl and the pharmaceutically acceptable 5 ac@
addi tion salts thereof. 2. The conpound of Caim1, wherein Z is carbonyl

3. The conpound of O aim2 which is 1-(2, r}{aqht hoyl met hyl ) i m dazol e and the
phar maceut i call y.acceptable,acid addif] Aad00ed: ¢ tharenf 4 TWf
Claim1, wherein' Zi s(chyldar @xepaeitioyl ena. cdflipound of formuld (B edsRmUA ioOf
Claim 4 whi ch is 1hypmxppethysae-by-redcetion of a compound of he formula

napht hyl )ethyl ]i mi dazol e and t he pgar rraceutl cally acceptable acid addition
salts thereof. 6. A nethod for trg }_,lllng and} £He\6§nt| ng %'onv | sions in a
non- hurkan mammal i an subj ect I si ng-aga iR 8 subject a

t her apeutical |y 15 ef f arfbu f the formul a

15 - N {mherein Z is hydroxynethyle car bo or a pharmaceutically
acceptabl e aci d addjretefxS8thdio WitR iRRbzole/andAr RR ARG Lo SSTRRS] t i ON
conpri-sing a tsher apeu1(d)@phdnwlﬁédnea-tmg/efré’d)base to thmrebpanﬂmgaﬁ(bmpmwndaqu thes
formul a

hydr oxyret hyl ene or c%’@@'@y o:ﬂw Cﬁﬁﬁ@g@gﬂﬁ?ﬁj‘ﬁﬁ[i‘}ilﬁ?fﬂ‘ﬁ‘f"éﬂ‘l"%é&%?ﬂe
addition salt thereof;1iAp fst ME ,mgagb FIONG ,gqtgussadnk.yny%gggpﬁ&m e,
non-. toxic cHxri erheredh. . A nethod for inhibiting gastric secret i1®n

in a non-human na Illﬁ{g‘ ?gp%’lﬂ J°§§!a"édr?ﬁ’tep°§’i"'h©’e%?ﬁW%P@Ffsﬁéc‘ﬁfh@a@d
subj ect' a ther ape )X pRbAae A BB on YomPriGRYTR R ﬁf:ﬁ\?ﬁ of by by &ful @
[err] wherein Z is m;ﬁdﬁoxyﬂptdmhﬂlan@ﬂmﬂﬂﬁbﬁiﬂly phdithaceu mﬁumbaaﬁly
accept abl e 3015 aevdéaxdeh tion ?:SJ t ther ﬁ

30 9. A process for - agﬁ W &) orrrul a
[err] wherein Z is ﬁggng(@&m‘? ¢ J;ergr car g%y g;r a ph§ rraceu |ca I
acceptabl e acid addition salt thereof whi ch rocess conprises: 35

(a) the preparation of a conpound' é%c %erel n Z is carbonyl by
on

35 reaction of a hal onet hyl napht hyI % dazol e, or (b) the
preparation of a conmpound of fornmul a is hydroxynet hyl ene by
reduction of a conpound of fornula (\gt)nts/\ﬁoetlvmppﬂcan& car bonyl ,

- Printed for Her Majesty's Statxon;gy Office, by the Courier Press, Leamington Spa, 1979

Published by The Patent Office, Southampton Buildings, London WCZA 1A from
I : whlch copies may be obtained.
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7 1, 540, 023

7 (c) the preparation of a conmpound of formula (1) wherein Z 1is

hydr oxynet hyl ene by reaction of a conpound of the fornmula [err] wherein X
is halo wth imdazole and/or an alkali nmetal salt thereof, and 5

(d) optionally converting a free base to the corresponding acid addition
salt, 5 or (e) optionally converting an acid addition salt to the
correspondi ng free base. 10. A conmpound of Claiml| as exenplified herein. |
1. A process for preparing a conpound of Claiml, substantially as

descri bed 10 her ei n.

10 12. A conpound of C aim| whenever prepared by a process according to
Claim 10 or daim1l1l. 13. A pharmaceutical conposition conprising a
conpound of any one of Clains 2 to 5, 10 and 12, in adm xture with a

pharmaceutically acceptabl e non- 15 toxic carrier.
15 14. A pharmaceutical conposition substantially as described herein
conprising a conmpound of Claiml in adm xture with a pharmaceutically

acceptabl e non-toxic carrier. MEWBURN ELLIS & CO, Chartered Patent Agents,
70/ 72 Chancery Lane, London, WC2A | AD, Agents for the Applicants. Printed
for Her Majesty's Stationery Ofice, by the Courier Press, Leam ngton S a,
1979 Published by The Patent O fice, 25 Southanpton Buil di ngs, London, WC2A
1AY, from which copies may be obtai ned. ERRATA SPECI FI CATI ON No.
1,540,023 Page 1, line 37, for separate read separated Page 2, line 42, for
alternative read alternate Page 3, line 16, after alkali insert netal Page
4, line 30, for (ii) read (11) Page 4, line 35, after above delete
mentioned i nsert obtained Page 5, line 15, for maxi mumread maxi ml THE
PATENT OFFI CE 11th Septenber, 1979

ERRATA
SPECIFICATION No. 1,540,023 ‘

o Page 1, line 37, for separate read separated ,
~ Page 2, line 42, for alternative read alternate

Page 3, line 16, after alkali insert metal

Page 4, line 30, for (ii) read (II) '

Page 4, line 35, after above delete mentioned

insert obtained

Sy Page 5, line 15; for maxionm read maximal
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