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| ess t K.gﬁwam th SroviYde zugfaes ef&h,map am nobenzoy- 15 |larylamnes are

described in Corrpt Rend 259 (23), 4295 (1964). This invention provides

p am nobenzam des of thecforrrula | [err] 2% mwherein [err] are each
dependently is hydrogén\g t hyl ;, and ph&r:ﬁaceut ically acceptable acid

a dition salts thereof. cording to er aspect of the present

|rL9nt|on there arB pjr—o i ded M for oa- tions which conprise

as active ingredient a b\zam of for rrul Associdtion with a

phar maceutical |y accept quJ/e carrier or diluelt. This invention al so _

pr"’Bw des conpounds of the formula 11 35 CH3 [err] 3 40

wher ejn, dierr] is the sane as previously defined. These nitro derivatives
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be®ic aniline group. ese I nclude salts c[ehi ved frominorgani c acids such
as hydrochloric acid, pic—aci d, hosphor bc_acl d, sulfuric acid,

hydr obrom ¢ acid, r| |c acl *—dﬂj bus achd and the like. as well as
salts derived from |c acid e\ phatl,e‘ nmon and di -carboxylic
acieds, phenyl -substi- tut anoi ¢ aci ds, roxy- al I<Ian0| c and

-al kanedi oi c acids, aropdtic acids, ali pha(}’%c and aromatic sul- 55 fonic
acids. etc. Such pharnmacéutically acceptable3salts thus include sulfate,
metaphosghat e, pyrophos- at e, chI oride, bromde, iodide, fluoride,

oxal afels they fa@m%s prg itro FB’I"@@‘(?&@[FI upsgwgp%mtegpﬂd@tes for preparing
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t oyt hé&nk acilde et Sushcr@meaceutically ‘acceptable salts thus include sulfate, metaphosphate, pyrophos-
phate, chioride, bromide, iodide, fluoride, oxalate, maleate, benzenesulfonate, toluenesulfonate, chio-
robenzenesulionale, methanesulfonate, propanesulfonate, naphthalene-1-sulfonate, naphthalene-2-
suifonate and the iike. The preferred salts are those derived from inorganic acids, especially hydrocn.c-
ric acid.

The compounds of formula | may be prepared by any of several methods well known in the art. A pre-
ferred method comprises reacting a p-nitrobenzoyl hatide |l with an amine IV according to the general
method as taught in U.S. Patent No. 4 378 165, and according to the following scheme:
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65 2 . EP 0 211 568 B1 [err] 10-wherein X is a |leaving group such as [err]
al koxy“ar hal o, especially chl gpy2ffgsggfction follows the general 15
procedwe of reaction A in the above nentioned patent. It is preferred that
a benzoyl halide and the ami ne be reacted in a non-reactive solvent, such
as tetrahydrofuran preferably in the prese gs of an acid scavenger such as
a carbonate, espem;@kly pot aSSI um car bonat ex .. n organi c base, such as

- tri- ethyl am ne. AIt u—g—hn S preferredt reactants be added in
nol'ar ratios of \}05 111 rati oSqareyconpl etely
operative. The i”eac on i s carried ou from\about/oomtEIrperature up to
the:20 - reflux t enpematen e of the reaction Bre. Under the preferred
conditions of reflw, the reaction is gen- €wally conplete in 1-12 hours.
The p-nitrobenzam des of the invention may be -“converted into the

c@r respondi ng p-am nobenzam des by any of a nunber of reductive nethods.
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elixirs,: suspensn en)sheeawcers
T - ... of sunabie carriers and diluents include lactose, dextrose. sucrose. sorbitol. mannite!

a. caicium phosphate, alginates, tragacanth, gelatin, calcium silicate. microcrystai-
s yipyrrolidone, cellulose. water, syrup, methyl cellulose. meihyl- and propyl-hy-
oroxybenzoalss. ¢, magnesium stearate and mineral oil. The formulations can additionally inciude Ic.
cating agenis. weting agents, emulsifying and suspending agents, preserving agents. sweetening
agents or flavering agents. The compositions of the invention may be formulated so as 1o provide Quick.
sustained or delayed release of the active ingredient after administration to the patent. :

The compositions are pre{erably formulated 1n a unit dosage form. each dosag containing from about
5 to 500 mg. more usualy 25 to 300 mg. of the active ingredient. The ferm "unit dosage form” refers ic
physicaily discrete uniis sunable as um.ary dosages for human subjects and other mammals, each uns
containing a pradetermined quantity of active material calculated to produce the cemrec therapeutic el
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[err] aer osol s (as a solid or in-a qu'uid medi um), ointnents containing for

exanpl €.up - active conpound, sQf n I’% d gel atin capsul es.
supposHori es. sterile inject aﬁ’e&fﬁr%ﬁs {)Wders. 55 [err] of suitable

carriers and diluents include | actose, dextrose, sucrose. sorbitol. [err]
starches [err] cal cium phosphate. al ginates, tragacanth, gelatin, calcium
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5 tdakulatleni0)68.04; H, bes;¢hapaund actual |y adm nistered will be determ ned by
a phyoingd: §r68.28nH.60: Ni%A% of the rel - evant circunstances including the
C’éndigioq tgsbe treated, the choice of conmpound to be adm nistered, the
chos et ==of admi nistration, the age, weight, and response of the
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f ol | awinegceodimyib ¢® pfagedulmeat Exkdriplest.r at e t he preparati on of the internediates,
c¥npouAdS(2 eirmethyinhamyl)-3eethy-4pitrehegzagtide; 4% yieidwemt 711 77Pr epar at i ve Exanple 1
3, 5- "@Eﬁg}g‘%‘%‘gﬁ?% 1Ry ghenyl ) met hyl ] - 4- ni trobenzani de. 15 A sol ution
of 3, D@:@gm.hﬁg}?ﬁr%@z’oyl chloride in tetrahydrofuran, generated from
7.0 g 9fa3Dimethliarmidy. (2 eldifbthylgheaNBenzemias; ise% ypidsinanzim-sb2pc.ocedur es, was
add e dhnbigsisltoBCaHeN202- net hgl benzyl - amne and 5.0 ml of triethylamne in _
t et r@?ﬁ’ﬂf&ﬁ%éﬁ“@éo?é‘g #Pon was stirred at anbient tenperature overnight,
chi | "84 &neP4% M3:¥%ely.%he filtrate was evaporated in vacuo and the residue
t her &, Wasxafhoesol ved in chloroform washed sequentially with 1 N
haodr ochl oric acid, 1 N sodi um hydroxi de, water, and a saturated 20 sodi um
chl or i (fESkbarind-methdrN-d cbhenyiethyhediamidedwdrpehiasde.f i | t er ed, and evzﬁor ated in

vacuo. Acy%i 3) 4! 23¢9 PP Ehulo-Mat-ehen ?Wﬁ@f‘i 5’7‘" 2% A S(}E i red
i el ygrﬂo”r::ﬁﬂ:@f b bebre wAL RleVs) ca 1 fitals dvhpordet. T oo i H o
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and dp?g"?fs Bg%r_laﬂ . --Iﬁ‘éo-a‘&‘i%r ding to the procedure of Exanple 1. 30 2.
N- (2, 807 AV ERCEN) IR é ni trobenzami de. 49%yield, m.p. [err].
'Calculated: C766.32-H, i N, 8.67,Cl712.2 ) ) -
ADAl VRS (ks BB 4 3o, (Eb FeILANESS C. 67.59; H 5.67; N 9.85;
Examples 5-6 .
The following compound were prepared by the method of Example 4 from the corresponding nitro inter- "
55  mediates previously described. o
5. 4-Amino-N-(2,6-dimethylphenyl)-3-methylbenzamide, 70% yield. m.p. 269-270°C. E
Analysis for CigHigN20: - '

Calculated: C, 75.56; H, 7.13; N, 11.01; 3

Found: C, 75.31; H, 6.95: N, 10.73.
60 6. 4-Amino-N-(2,6-dimethylphenyl)-3,5-dimethylbenzamide, 80% yield, m.p. 167-169°C.

Analysis for CizH20N20:

Calculated: C, 76.09; H, 7.51; N, 10.44;

Found: C, 75.87; H, 7.28; N, 10.28.

The following formulation examples may employ as active compounds any of the pharmaceutical com-

65 pounds of the invention or their pharmaceutically acceptable salts.




Found: G, 67.48; H 5.54; N,- 9.69. 3.

3,5-D pet hyl -4-ni tro-N- (2, 6-di megpy piesed sbenzanmi de, 65%yield, mp. [err]
35 Amal ysis for [err]: Calculated: C, 68.44; H 6.08; N 9.39; Found: C,
68.44; H 5.92; N, 9.1 1. Preparative Exanple 4 40 _

(R'S) -é-a ' no- 3-net hyl - N- (1- phenyl et hyl ) benzam de hydrochl ori de. A solution
of 7. 5—"9&'33%? (R S)-3-net hyl -4-ni tro- N (1-phenyl et hyl ) benzanide in 200 m of
et ha- nol fabigtitermbi i padpdred Dsigte hy@aiogepased over 5% pal | adi um on car bon.
After the theoretical amount of hy- drogen was consuned, the m xture was
filkered and the filtrate evaporated. The residuguaiag di ssolved in 5 a
smal | volune of ethanol, approximately 1.5 nol ar (epsblatpl ent s of

concentrat ed hydrochlgr, " dpsf hyl et her was added
2 Aino%s-diméthi-N (?&ggﬁﬁbth{%&»
U

until cloudy. After sy £ld oo g of the title product were
recovered by filtratigpy, _gﬂﬂ%s{a]“m Anal ysis foggd err]: Calculated: C,
66.32; H, 6.26; N, 98@6)51 - g.%inga% so Found: ¢y 66.52: H 6.36; N, 9.76;
d, 11.97. Exanples 5-s he. fjdl Owi ng conpound were prepared by the nethod
of Exanple 4 fromth i -0 —5; i at es previously
deser i Faeicontponehts/and plench gl comprepses i ipmhiabiets PacB WeighiRg $45<Pz ani de, 70% yi el d.
mp. [ rr’J‘ alysis for [err]: Calculated: C 75.56; H 7.13; N, 11.01;
Found: =& -31; H 6.95 N, 10.73. 60 6. -

4- A no- Pple deiliciRiniY bP hg BYAdivedndrediint®e Msbbemastaiods, 80% yi el d, m p.
16%p169 C. Analysis for [err]: Calculated: C, 76.09; H 7.51; N 10.44:

Found: C, 75.87, HW = Y e D COE T i deOT Mpodlgl 0N exanpl es may
er(pljoy as active c‘%’ﬁﬁ;{)‘ﬁngs'amn gf '?ﬁ'é‘“gl’{?‘r% i?:Bémcuticélal 0%11{265 pounds of
the invention or t té pharmaceutically acceptable salts. 4 EP 0 211 568
Bl gxanple 7 A t abMerowgplingcaliuose prepared using the ingrédi ents bel ow

Quantity (mg/tabl ePyyvinyiryrofidans (a5 19%eselutippin W@ttt "6- di et hiThen- 250

yl ) -benzamni de hydr Sétivontache~Iroethyl starch Cel4Mdse.
m crocrystalline Magnesiumsteard®0 Silicon di oxi de, funed 0.5mg 10
St ese?jri c acid Talc 5 15 The conpondmg are bl ended and

conpressed to formMgabl ets each weighing 665 ny. Exanphssdy Tabl ets each

cont ai ni ng 60 of —active it hgredi ent _are de up_as folLlows: .
The %ctive inggdient. starch and cellulose are passed throm%% a No QS mesh 85 sieve and mixed thor-

oughly. The solution of polyvinylpyrrolidone is mixed with the resulgant powders which are then passed
35  through a No. 14 mesh U.S. sieve. The granules so produced are dried at 50-60°C and passed thropgh a
No. 18 mesh U.S. sieve. The sodium carboxymethyl starch, magnesium stearate and talc, previously
passed through a No. 60 mesh U.S. sieve, are then added to the granules which, after mixing, are com-
pressed on a tablet machine to yield tablets each weighing 150 mg. i ) )
The compounds of Formula | are anticonvulsant agents with a high therapeutic ratio and long hall-lite
40 and are therefore useful in the treatment and prevention of convulsions in mammals. Moreover, the anti-
convulsant compounds of this invention, in contrast to anticonvulsant benzanpdes tau_gl)t in the art, do
not cause hemolysis. The compounds are effective against tonic extensor seizures elicited b! maximal
i, electroshock and should therefore be useful for treating generalized tonic-clonic ("grand ma_l ). cpnlcal
U focal, complex partial (temporal lobe epilepsy), simple partial {focal motor), a'r_md ppst:t(a}umatnc seizures
35 in humans. This activity is demonstrated in the electroshock induced convulsion inhibition assay w_hlch
follows.
In the electroshock induced convuision inhibition assay (E.S.). the compound to be tested was sus-
pended in acacia and administered by gavage to each of ten Cox standard strain albino male mice (1824
g} at the dose level being investigated. Thirty to 180 minutes after compound administration, the ‘mice
a- were subjected to a 0.1 second, 50 milliampere electroshock through corneal electrodes. _The animals
o were examined and evaluated immediately after the electroshock for the occurrence of clonic, fiexor ton-
1c. or extensor tonic convulsions, or death and the EDsp was determined for each compound as the dose
which inhibited the occurrerce of extensor tonic convulsions in one half of the animals immediately after
the electroshock. For comparison, 18 milliamperes was usually sufficient to produce extensor tonic con-
55 vulsions in about half of the control animals; at 50 milliamperes, almost all control animals (receiving vehi-
cle only) died. The test results summarized in Table | are reported as the EDso values at the time interval
found 1o provide an optimal response after dosing.
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20 4- Ami.no- 3, 5-di net hyl - N- (2. 6- di-net hyl phenyl ) bonzam de 60 ng Starch

45 nmg M.crocrystalline cellulos . 35 ng 25

Pol yvi W1 pyrrol i done (as 10%s R.P 241,568, Bl a1 er) 4 nmg Sodi um

car boxynet hyl starch 4.5 ng Magnesi um stearate
0.5 nmg 30 Tal c

1 ng Total Table | 150 ng The active

ingredient. starch andagebhvilsti ActviyFotRemsoRAdddiFaemaal a No. 45 mesh U.S.

si eve and mixed thor- Q»BILVE he@! Ut i Bie RfterB&dingVi Nyl pyrrolidone is mxed
wist h the resultant povggrs Wepghy yt heghim@ssped 35 through a No. 14 nesh

U S sieve. The granu r ar rired at [err] and passed through
a No. 18 mesh U. S sieé/e. Th%ssodi um careggxymat hyl starch, magnesi um
stearate and tal c. preyousty—pa Ot 60 mesh U.S. sieve, are
then added to the gran3leS ‘ admidistiabon Ah§ com pressed on a

tabl et machine to yi el Bo8h Srobigind NejaY a0 Mg. The conpounds of
Formula | are anti convﬂu sant &E’Sﬁw?&y\?’.‘{ ar%h therapeutic ratio and | ong
hal f-1ife 40 and are therefore useful in the treatnent and preventi.on of
convulsjons .iLn l s 1§ It i 08Ul sant conpounds of this
iﬁ?/en%'f"{(ﬂ‘??"'i the %n'ﬁ%?gﬁS?Jgg'a%;égbﬂ%uﬁg%ﬁb%’n@émgdes taught in the art, do
not caysgcdmsbidesihs ForfdR conpounds are effective ‘agai nst tonic extensor

sei zures elicited by maxi mal el ectroshock and should therefore be useful
for treating generalizaegctonic-clonic ("gr@nqd mal "). cortical focal,

cénpl ex partial (tenpor INJ_0bg epilgpsy), Sijple partial (focal notor), and
post-traumatic seizures jM hu S. Eihis_ac Vity}i denonstrated in the

(

el ectroshock i nducdt,®eeivul si on o)) assay \ich follows. In the

el ectroshock i nduced con _s_i_ql/i nhi bi ti on\gssa E.S.)I the conpound to be
t @5t ed was sus- pended RY acaci a and adm niStered by gavage to each of ten
Cox standard strain albiho nale mice (18- ngﬁg) at the dose | evel being
invesgigated. Thirty to 180 minutes after conpound adninistration, the mce
wer e gUbhwrdgeslotnietig; 0. 1 second, 50 millianpere el ectroshock through corneal
elsect padmharmatutically acredtableeidaddiiesat thdreahd eval uat ed i mredi %tel after the
el ect ro%ﬁ@lmwnwwndwhea'g ?c"dn‘gh“ é’ré";tﬁ‘f"3t!‘\‘9(9?¥f'@',(2"f'F'gB‘c’ﬁ'Y'p'ieBH)—be'l‘zé'.m 8P gﬁ?aé'ﬁ@or |
toni ¢ R &1&%&%5& b <y 3% 688 MRshob R @8Ghs pRDOUNA
as t hg des&n ble' i RbdigoH shiBereiCUr rence of extensor tonic convulsions in
one hald. Agharnaceutical IEUEatioiwkic aimphises af dompount of ddimatin esshaatien witoa peagMprar i son,

18 m kéuticatpasceabirecarigseraiivept- suf fi ci ent to prod tensoyr.toni c._con- 55
vul si orfs  loradion e cefs camiargs sntar Ses B RAYPIELAERY oo
al | CBFE?rlirmfﬁmg ng a%ﬁ thnglal\‘r?h - erpibyirgn | Admifl- 86l dimEthR-N-@BldiréBapht-S

S WETB | 1¥b8Rkaklide Harrhacadtically @fRphié addadditien §ntierectal ues at the tine interval

found in Appapdudéofaiie faptulanal response after dosing. 60 65 5 EP 0 211 568
Bl. Table I Anti-convul sant Activity of compounds of Fornula | Exanple

Elect r oshock Time Atter dosing 5 CH3 No. EDs
0 Mg/ kg)* (minutes)**35%, __, 3. Ne—60 6 5.6
60 N\ 7/ '\
OZN—O / —NH———-n\ /O I
\.:——_-. — 1
s / /
50 Rl CH3
wherein

R is hydrogen or mett.yl. ‘ ' ' . B
8. A process for preparing a compound of formula |, as claimed in claim 1, or an acid addition salt there-

s _of, which comprises hydrogenating a p-nitro-benzamide of formula 1i

60

65
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*oral dose (gavage)-See text for nethodol ogy. 10

**Time (between dosing and administration of the el ectroshock) providing an
opti mal . response. 15 Clainms for the Contracting States: BE, CH DE, FR
GB, IT, Li, NIL, SE 1. A corrpoun%IPGfmt‘t’P'&sFﬂ)‘rrrul a [err] 25 wherein RL is
hydr_ogen or net hyI 30 or ‘a pharmaceutically acceptable acid addition
salt thereof. 2. Tne conpound of claim1l which is

4-am no- 3- net hyl - N- (2, Gagl et hyl phenyl ) benzam de or a pharma- ceutically

acceptabl e acid addi t| o) ﬁh\éﬂs @ﬁs&%ﬂﬂk‘ﬂd of claiml1l which is
[
&C

4- ari no- 3, 5- di net hyl - or a phar-
- mageutically accept abI €N %’?F‘JHF. § 4. A

phar.maceutical fornula
association with a phar
formul ati on according

4- gmi no- 3- net hyl - N- (2, 62 h

&N methegeloy
accept abl e acid additi or] igad"%?"ﬁﬁfé?ﬂ on according to claim

4 enpl oying 4-am no-3.5 z - 40 nyl ) benzam de or
a pharmaceutical ly accept abI e aci d add| t| on salt ther eof. 7. A conpound of

the formul a re drogen 0 hyl. 8. A process for
_ prb’par(f"ﬂfj'sé°'[c“6"né‘}m'ﬁ8t?'l?fé'?’8¥%ﬁ%Hiae‘g'ssﬁ GBafT, 'd{‘\";gi:'tcl aim1, or an acid
addi ti o S@hdpodrld®f Bs FémuRf, Whi ch conprises hydrogenating a

p- ni tro-benzam de of fornula 11 60 65 6 EP 0211568 Bl Tabl e |

Ant L-convul sant Acti vi tw @f conpounds of Fotpiul a'| Exanpl e El ectroshock

: lIll claim1l in
gtable carrier or diluent. 5 A

loving
' phar maceutical |y

1cally acc

TigeYAfter dosing 5 EDs o (ny/kg)*
(mhutes)** 5 /’_'*f\ _ 60 ' oral
dose (gavage) - See t &N met hc> **Ti me
(bet ween dosi ng and adm trat on of the e\ectrosﬁock) provi di ng an

op? mal response. 15 *E for the Contrge¥Tng States: BE, CH DE, FR
GB, IT, LI, N, SE1. A cbrrpound of the Forﬁﬁl3a [err] 25

wherein
R is hydrogen or methyi;
30  or a pharmaceutically acceptable acid addition salt thereof.
2. The compound of claim 1 which is 4-amino-3-methyi-N-(2,6-dimethylphenyljbenzamide or a pharma-
ceutically acceptable acid addition salt thereof.
3. The compound of claim 1 which is 4-amino-3,5-dimethyl-N-(2,6-dimethylphenyl)benzamide or a phar-
maceutically acceptable acid addition salt thereof.
35 4. A pharmaceutical formulation which comprises a compound of claim 1 in association with a pharma-
ceutically acceptable carrier or diluent.
5. A formulation according to claim 4 employing 4-amino-3-methyl-N-(2,6-dimethylphenyl)benzamide
or a pharmaceutically acceptable acid addition salt thereof.
6. A formulation according to claim 4 employing 4-amino-3,5-dimethyl-N-(2,6-dimethylphe-
40  nyljbenzamide or a pharmaceuucally acceptable acid addition salt thereof.
\J 7. A compound of the formula

H,C CH3
a5 3 N, ~
Ve N ﬁ / N\
021\—0 —NH—s .
AN / AN / 11
[ ——— J
5 d /H
Ry CHy
whergin
R is hydrogen or mett.yl.
55 8. A process for preparing a compound of formula {, as claimed in claim 1, or an acid addition salt there-

of, which comprises hydrogenating a p-nitro-benzamide of formula Il

60

\
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wherein [err] is hydrogen or- nethyl; 30 or a pharmaceutically acceptable
acid addition salt thereof. 2. The conpound of claim1l which is

4- am n&¢3- net hyl - N-( 2, 6- di et hEP BIRAMPEY Bdnzani de or a pharma- ceutically
acceptabl e acid addition salt thereof. 3. The conpound of claim1 which is
4- am no- 3, 5-di met hyl - N- (2, 6- di net hyl phenyl ) benzam de or a phar-

maceutical ly accepta aci-d addition saldy thereof. 35 4. A
phar maceutical fornul on whi ch conpriseg & conmpound of claim1 in
association with a pharpl- cexygicadlly ac ta ‘gcarrier- or diluent. 5. A
formul ati on accor dp o cl ai HoyeNg )

- am no- 3- net hyl - N-?Z, ondi met,h?l phenyl )bénzam‘ dé or alfgharnmaceutically

acceptabl e acid additiop®Sar? thereof. 6.,% Ttormulation according to
claim 4 enploying 4R.am' no- 3. 5- di net hy (2, 6-di net hyl phe- 40
gxl ) benzam de or a pharfraceutically acceptable acid addition salt thereof.

0 Aamgagpcgnﬁw;?o’?ifvinﬁtwf%?:aﬁfﬁﬁn1053#5\gnereggé%gmi s hydrogen or nethyl .
55 ' 5, y @ﬁﬂ, la 1, as clainmed in
cl ai m1f; Uﬁ%&ﬁ%%@?lﬁﬁ_ stael t nta‘ﬁege- of , t'-whi’é F“(r':n(‘)lrrpri ses hydrogenati ng
a_p- Cislim$tob tisvntradingStated AUl a 11 60 65 6 EP 0 211 568 Bl 5
[&rr] 10 and, if applicable, salifying the product. 9. A conpound of
f or nul Arocessder prapaiingagorreupd gfiftigally or use as an antitonvul sant. 10. Use
of a compound of formyla (1) for the manu ﬁcture of an anti convul sant.
Gainms for the ContracBiQg State: AT 15 1A process for preparing a
@nmound of fornula (1) LeTTT*0 2% wherei i s hydrogen or nethyl; or
a gpar maceuti cal | yyagcgpt abl e g dpagdditidn sal t Y hereof, which conprises
hydr ogenati ng a corT'Bound\BO' 2t fornul aW!) [err] 35740 and, if
applicable, salifying the®grotiuct. 2. The pse®ss of claim1 wherein
Nds( 2, 6- di net hyl phenyl )1!31- nmet hyl -4-ni t robecngn‘i de i s hydrogenat ed.
Paterc}hgrr;apruche fur die Vertragsstaaten BE, °CH, DE, FR, GB, IT, Li, N., SE

Ri is hydrogen or methyt; ' '
or a pharmaceutically acceptable acid addition salt thereof, which comprises hydrogenating 2 compound

30 of formula ()

H,C _ CH '
3%, N3
35 ' N\ ﬁ N\
- N/ N,/ 11
' === —=0
4 &
a0 - Rl 3
and, if applicable, salifying the product. ) o
« , 2.The process of ciaim 1 wherein N-(2,6-dimethylphenyl}-3-methyl-4-nitrobenzamide is hydrogenated.
i Patentanspriche firr die Vertragsstaaten BE, CH, DE, FR, GB, IT, LI, NL, SE
45 .
1. Verbindung der Formel |
H,C CH
50 > ) .-——0 \3-——0 .
| H,N —-c/ \0—@-«&—4/ \o
2\ / \ / 1
[ ———1 ] [ ]
. R /7 /7
55 1 CH3

worin R, Wasserstoff oder Methyl bedeutet,
oder ein pharmazeutisch annehmbares S&ureadditionssalz hiervon. ] ] ) )

2. Verbindung nach Anspruch 1, dadurch gekennzeichnet, daB es sich hler!_)eu um fi_-Ammo-a-rr)ethyl-

60 N-(2,6-dimethylphenyl)benzamid oder ein pharmazeutisch annehmbares Saureadditionssalz hiervon

handeit. _

3. Verbindung nach Anspriuch 1, dadurch gekennzeichnet, daB3 es sich hierbei um 4-A_rr_1ino-3.5-du~_ne-
thyl-N-(2,6-dimethylphenyl)benzamid oder ein pharmazeutisch annehmbares Saureadditionssalz hier-
von handelt.
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45 1. Verbi ndung der Fornel .1 H .C CH 33 50
_~~~~mmet~~~ H N~/ 5s - R

' CH63 verin R Wasserstoff oder Methyl BR@®1it 848 Bbder ein pharmazeutisch
annehnbar es Saureadditi onssal z hiervon. 2. Verbindung nach Anspruch 1,
dadurch gekennzei chnet. daB es sich hierbei urn 4-Am no-3-nethyl- 60

N- (2, 6- di met hy lppAARYdulifes FarulbreHdC baddich gekkmhFBRERS! daBGie d@iibTeditilang Sach Anspruch
Saur eaddi t i oreEsWiristdtfi ie Vedindradie leinem Jhardarditiset Langehmbeden Arigpr ¢deh Vardintaoasmétal

geKennzei chaathét. daB es si ch hi erbei um 4-A'Tr-'ri no: f@ i,e- , :
. I . enn ;] e 4-Aming-3-mathyl-N-{2,6-dime-
{hi I (2. oo SR e ookt R s
Saug eaddi ti g;ﬁﬁéé‘l Arer- von ndert. 0 8 Bl 4.

Phar mazeut i scé)eFomiUliefuhg RdcH Mhspraehda)rdaburge keanizeiclren @bl sidaBAming 3 Sidimesthyl-N-(2,6-di-
Ver L. . wung methgipkengijrenaimidl oddr sein\ipharsizsufisch ranvehnibares (fidgreadditiossple rhiervon als Wirk-
phar mazeut i §t9ﬁ9eihfﬂfehnbar§n Trager oder VerdOnnungsmittel enthalt. 5.

For mul i dPung HhYER ANGSEU™E ! dadur ch gekennzei chnet, daB sie

4- Am no- 3-net hyl - N- (2. 6-dine-_ 5 t hyl phenyl )be&;am d oder ein

phar mazeut i sch” annehnbar es H3&r eaddi ti onssal z- hieBvon al s Wrkst of f

enthAlt. 6. Fornulierung nlg_(yrwpf ch & dadur gergnnzei chnet. daB sie
4- Ami no-'3, 5-di net hyl - N- (2,104 - neth nzam d er ein

phar mazeuti sch annehnbar && Sy eaddjf i onssal z Mervon/als W¥k- stoff
enthalt. 10 7. Verbindung #&—fornel Il R % ° CH3
15 20 CH CH3 worin R1

Wasser st28f f oder Met hyl bedeutlet. 8. Verfahren zur Herstellung einer

R
Ver bi ndung depin Wﬁ%?’spgg%ijq‘eﬁﬂép?géﬁ oder -ei nes. Saur eag'gei(ti -, SNssalASS
N . Mert b F [ 1 “oder iti-
nrervon. degurair A g e S A A e £ s
/ 2sx R CH3 hydri eeg_w rd und das erhal tene
Produkt gegebenenialls in gi‘.’ﬁ:\Sal z_uberfyuhrt wiNgs 9. Ver bi ndung der
Formel | nach Anspruch 1 zur rwerndung gl s antZkonv ives Mttel. 10.

Ver wendung der Ver bi ndu For el HHeoSt el | unlg/Qsi nes

anti konwal siven Mttels. “Pat et ansgfuche fur de ¥§EP agsstah% AT 40 1.
Verfahren zur Herstellung ein er bi ndung der FPornel |
. R CH
1 3
hydriert wird und das erhaltene Produki gegebenentalls in ein Salz Gberfhrt wird.

35 9. Verbindung der Formel | nach Anspruch 1 zur Verwendung als antikonvulsives Mittel.
10. Verwendung der Verbindung der Formel | zur Herstellung eines antikonvulsiven Mittels.

Patentanspriiche fir den Vertragsstaat AT

40
1. Verfahren zur Herstellung einer Verbindung der Formel |
vy :
-/ H,C Hs
H 2N —0/ \t——@—NH——‘\ /o I
o Ve
worin Ry Wasserstoft oder Methyl bedeutet, .
oder eines pharmazeutisch annehmbaren Saureadditionssalzes hiervon, dadurch gekennzeichnet, daB
eine Verbindung der Formel ||
55 cH
BERN N3
/. N\ @ / \
O,N-e ~NH—e .
60 ZAN / . / 11
[ ———u ] L " ]
4 &
® 3
65 hydriert wird und das erhaltene Produkt gegebenentalls in ein Salz uberfuhrt wird.
-
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HC . CH 3. N3 45 R1/

CH3 vvo‘f!i?"n-R. Wasser st of f oder Met Eé/ép\t%gg%g%gé oder eines pharnmazeutisch
. ur

annehmadr en Saur eaddi ti onssal zes ch gekennzei chnet. daB eine
Ver bi ndung der Fornel |l 55 N3 60 2/
/ I/ CH C3 65 hydriert wird und das erhal tene

Pr odukt . Revpadiestions pour £ EtanCentractBal AT uber fuhrt wird. 8 EP 0 211 568 Bl

Revendi cati ons pour | Etat Contractant AT 1. Procede de pr6paration d' un
coripos6 dd-F Pe.préparatigh d'un ¢omposé de formule (1) CX3HN/ \J</ 102R

CHS3 gdans | aquelle 15 | ~représent un atongyd' hydrogene ou un groupe
nmetfiyl e; ou d un de ses }?\s d' addi ti on d' acihdds, phar naceuti quenent

acceptabl e, ce proced6 con%;r'a'r?\a hydr o- g}ﬁér—ﬁ\conpose de fornmule (11)
20 H._N—e \ ~NH-—e e CH > R5
CH3 ¢f, s il yalieu2A sulifier/1e produi t\ 2. PyvbOcede Eelon |a
revendi cation 1, caracterisg®®™®e que |'on SWEL le
N- (2, 6-di m-t hyl phényl )-3-®§- 30 thyl-4-nitr€Bgnzani de a une hydrogénati on.
35 40 45 50 55 60 65
. dans laquelle
15  Ryreprésent un atome d'hydrogéne ou un groupe méthyle; :
ou d'un de ses sels d'addition d’acides, pharmaceutiquement acceptatle, ce procédé consistant & hydro-
géner un composé de formule (Il '

20 RN ’_ﬂ ({H-”

- /N /N

~ N T S o
25 7 /7

et, s'il y a lieu, & salifier le produit. '
2. Procédé selon la revendication 1, caractérisé en ce que fon soumet le N-(2,6-diméthyiphényl)-3-mé-
39 thyl-4-nitrobenzamide & une hydrogénation.

40
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