could also be obtained by heating 2 [err] benzoyl 4"

chloro - 2 - dinethylamno i
¢ . - acetanilide net i i i
200-205[err]C for 4 mnutes or by heating 5 sai gogiﬂrgxz ﬁet e?p;: FL);(]I g? &

qui mottE"Soluti on at 200-210[err]C for 2 hours.

IS - - 1) Oxines of the | WHAT VE CLAI M
L = 1 general fornula i
g{)g?glr(r:] base % reacting a halide of the general fornul \z,am th an
- #  wherein Rerr
or together represent R[a Iozlve??d Rﬂ[.‘e,’r~r_]. e?Ch ‘r?_‘_’r.e.se”t a lower alkyl group
ﬁ . . , . 1 \HRAWINGS N

Jication and filng Complets Specification 11 Jan., 1967.
InUnited States of America (N $21551) on 19 Jan., 1966.
ation Published:-5 March, 1969

We, F. HorrMan-1a RocHE & Co.,
AKTIENGESELLSCHAFT, 2 Swiss Company of
124—184 : Grenzacherstrasse, * Basle, Switzer-

land, do ‘heréby. declare the invention, for

‘that-a: patent may be granted
to .us, ‘and the .method by which it is to.be
performed, to be particularly-describec in and
by the following statement: —" .

The present invention i fcox:hce,rned -'_'vaith _

10 novel oximes and & progéss for. the manufac- s 10, Ok

ture and conversion thereof: . parations which .. contain
The novel ozimes provided by the invention 0 ture_with a compatible phar-
may be formulated thus: . Enaceun_ml carrier. This can be an organic or
inorganic, solid or liquid carrier suitable for
enteral (e.g. oral) or arenteral administration.

35

For making up the préparations there may be
employed inert siibstarices such as water, gela- 40
tin, lactose, starches, agnesium stearate, talc,
yegetable oils,. gums, _polyalkylenegl cols,
petroleurn or_any ! ompatible car-
Yier useful for the preparation of medicaments.

5 The' pharmaceutical preparations may bein B
solid form (for example, a3 tablets, dragées,
! suppositoriés ‘of capsules) of ‘in Hiquid. form
(for example, 2. solutions,” emulsfons of sust
n pensions). 1 desired hey ‘may. d
- S e T and/for contain’ suxiliary” substa as 50
@, preserving agerits, stabilizing ag
aite or emulsifying “agents, salts. for ng  the
‘tuffers.” They may " also

1 : . Pl % gn ) lower- osmotic pressure 01" v
15 Zli;ielgrolfxp ag;l t%gé:ﬁ?fa rr:g:::::: : lawf.;_ contain therapeutically useful substances other
alkylene, aza:~ (lowsr-:--alkylenﬁ),.-N = (lower .~ than the novel oximes provided by the inven- 55

alkyl) - aza - (lower “alkylene), oxa - (lower ©WoR. :

alkylene) or thia - (lewer alkylene) group, R®, The novel oxi cs aforesaid in which Y&

- 20 R* and R°® each represent a halogen atom or represents a hydroxide ion are also useful in
“ the triftuoromethyl, nitgo or cyano group OL a that they can be converted in a manner to be
lower-alkyl or lower-alkoxy group, R® and R? described.. hﬂeinif&t?;;;:_i;;tgi;>;pha§mwﬁcflﬂy 60
each represent a hydrogen: atom or a‘ lower- useful 'b_ggg@i_gg[lﬂ}pp;ﬂgm - @)_,,,.;4_ < oxides
alkyl group, R' represents 2 lower-alkyl or of the general formula . o

g ") e e R )
CSLEP . A0 T ACHSE:




al kyl ene, aza - (lower alkylene), N - (lower al kyl') - aza - (I ower

al kyl ene), oxa - (| ower al kyl ene) or thia - (lower alkylene) group, R3,
with an am ne of the general formula 15 Rerr] and R err] each represent a
hal ogen at om or the trifluoronethyl, nitro or cyano group or—=

[err] | ower - al kyl or | ower-al koxy group, R err] and R err] each
represent a hydrogen atomor a | ower- al kyl group, R err] represents a .
| ower -al kyl or 20 aralkyl group, Is is an integer and Yc ) repre- - sents

the anion of. & acid having n displ ace 14%9' e hydrogen atoms or, where n
stands for 1,7 OF exXMaustivety-—eakiatd nA’@n %1 ne of-) the -~ ;a hydrqxi de

[err] 2) Oximes asgf. claim 1xpdmhefoame, cmdrme
Rlerr] are absent and. Rg 7err] each e a?deﬂu@semte

3) Oximes as fornul'ated- iy |"' LW, \Vihere-.3 STPY 2qbrazyRitoup.
absent, Rferr] and R[err] ) : represent lﬁre y ey t& %Pt ot
pr esent and represents’ a ori e atom:- are: h%ént&nd R Begpke)g-:"- cifhe:
chloro - 2 - dinethyl- -acet ani:l. rdel‘;Y ' WHich
A 2' - Benzoyl - 4' - chl oro(II)Z - di- with Bl (ﬁ‘% Ioripg atom |ng
agent and, _ netgﬂyrglgrﬂsnﬁ‘ _ n| Hi-de et hcbhfaieuﬂezombgg 1 i "'.o;-%g‘@'

where required, GRS aégm . r AI‘P? b@éxb - aoétamh&h]nmydmmde 55
phenyl) - bas otﬂtmdhwapmhﬁte teoh R [ l~ 4 - chloro =2
car bamoyl met hyT £ Xnﬁtlﬁ malrlmtdqscumiommnm tuentogmje gnd’ﬁ%é aé;ﬁ? o

i on and wherein the broken |ines general r i
55 denot e that’ ‘t:hg grou fﬁ attacheﬁu% 'fitﬁﬂgfl;éw‘gﬁ"% ﬂg}‘halls ‘~~..
{E@i Yol iseial
ﬁlm'e- Pm

salt; in which n hereto t0 mean a straight-  phenyl) - carbamo lmeth Okt
Rlerr], Rlerr], E&efo(;;]one ¥ &gﬂ%{"ﬁisﬂ r fijum og eFait yR[ err]

phar maceut i caly, pl eth!laopromnw@yl ail) aﬁe ,{ﬁﬁ% qqﬁ%/erovﬂdel by the
significance i ‘i aged” ftd)llﬁehl anmaxrﬁyacms eﬂ wsz;ﬂ m@é 3 qumaz(r;hnl'el aim
L, Rierr] and R @hiskiof dioh sdehtn sbony group derivaiv, o e gencal Tl

Aso

n carb
Thie $yibols'R? and: R?, rwhen takenmtloga;?hnelrs'," o
15 Tepresent a lower—alkylene, aza'= (lower alky-
> lene), N: (lover- -alkyl) < aza - (lower alky-
letie); ‘oxa’ - (lower- alkylene) or thia‘ - (lowet
- alkylerie) - group: ‘suchthat ‘together with" the
© % nitrogen atom to which’ they ~are :attached -
they form a heterocyclic gTOUp containing

20 from® thré€ 1o “se ting. atoms. The term
denotes  a- straight-chdin or
group represented by
an
with an inorganic base or
» the general formula e reactmg a hahde of
" The tern e m_"';f°)e
€. terms . aza er'alk lene’ ‘N = a2 25
30 (}ower alkyl) .- ’aza -'(-lawer alkgjene)), “0x3 .- ?‘H‘-ﬁt (gl \.Hél": 't
(lower alkylene) and ‘thia - (lower alkylene) B N\\g=y-08 '.
- Tepresent an, glkylene chain’ which is interfup- L ' ;
' tedbya smgle NH: o N - (lower alkyly group s 7
25 Or ‘an’ oXygen:or silphur stom and. can be R 4"-"‘-‘
represented by the formula o N
o . ,_ : _a._ c e e R
—«,»-z—«,»— |
b d

n}; PRI . ey T
& wherem the symbols Ay, b cand'd each = b
sent- 4 hydrogen “afoiii ’or a lowet-alkyl l;r%{lep
0 and can be the same of *différent; Z'; Teépresénts
an ghr:ygen or sulpl;ur atom or an NH group : -
may carry a lower-alkyl - T PO Y NS RS
sttuent and m a0 g cocht B D258 3“"3 geacral Tormaty " SH0E a0 amite of'thé




preceding clains in adm xture with a com
?roup or pati bl e pharmaceutical carrier
omerialkylene aza - (|l ower_65 :

a hydrogen atom or a | ower-al kyl
t oget her represent a

_ sy 8) A process for the manufacture of the

‘whi ch process al kyl y aza - (lower 45 oximes clained in claim 1

‘ei ther treati ylene), oxa - (lower alkylene) or thia - co i ¢ ’

epresent s thgg a quLnazoI;ne deri-. (lower alkylene) group, X[e?P{Ises

Peg vative of the general f | ’ .

aci d haV|ng n di spl aceabl e h ormul a ani on of an

. ydr Od1,14ﬁ516 e 1, 44516 3

~eoul.d -also be obtaine PP =T = 4
g2 benzoyT - 4''
: _met hylan__j__,n_ g c@&ﬁg)galdli(xod&mﬂtwtshlptmi(%xﬂde5 ant i oxi me
I4fmmmnumggegw<b_dmw_ #y X 2 5 said
0|, ulowerrpliert: O[err]C for 2

toluenesulp et bf:
ﬁm@klhhﬂwgene?al fornul a

z0g '*hﬁi-lcﬂbm(}fz (a‘:‘l‘ﬁ" he general

ca be" denved-:from ‘of 'the well-known: @
rganicior: indrganic’ dcids. Thus;for example; 65

e theradion’ denved from-the:quater-.

ent:-€mployed in- ‘thie - foregomg pro-

! an‘be: a“d:ﬁerent anion” which, can

salt or amy’sait: obtained ne; desired, exchange: with-d

o a different. Salt; in- which dxﬁe;'ent amd “The anjon - Y is -préferably. 70
"-'fm?mulae n’ R‘ R.,'-:R8 R4LRERY R’ R®and & harmaceutlcally abceptable anion - such:as
the: ‘broken. lines “have the SIgdlﬁeancé ‘given: ed from:a; mmeral acid; (eg a

earlier; R and R%.each represent a:hydrogen - ric- “acid

_ 'atdm or.a. “Jower-alkyl: group: or together repre=

10°: sént 2 lower-alkylene, ‘aza (lower alkylene)s

:N {lower alkyl). - aza "= (lower ‘alkylerie;)

: ower. alkylene) o - (lower; alkylene)

" represents the: anmn _of an aad
) n

--*ilkylatmg ‘or.quate:
'recjun'ed ¢onvetting . any’ c‘e's's“ 0r

; _-,-a'-‘é_halogen atom o :
st interesting startmg matenals of
1, IV and VI herembefore are
i R*and RS ‘aré ‘dbsent ‘and ' R?

15-80/6,7 now::Serial - N
.:’The. oximes. of formy
tepresents noxxdei:
the- benzd1az[1 4]epmone
formula’ H: by, heating.
The- oximes of formula
ant oonﬁguratlon and the feating, y.
bed _\molecular con-.

ol dxment of the. fore—
gomg process, ‘a- qumazohne derivative: :>of
formula -I1X is treated Wi with an. inorganic base.. d

25 “Any suitable’ itiorganic basé such as an alkali- 90
7 etal Of alkahne-earth-m 3] base (e .- sodium
- ‘hydroxide, pot ydroxxde “or- barium
hydroxide) can b used. ' preferred .aspect
of ' T bod1m t nses freating 2 [6-
loto enyl < umazolmyl {2y + 95
icthyl} -'tnmethyl ammomum 3»ox1de" e
i badumanutla o{vthe
-hahde of  forn is .
€ qumazolme n
e of formula V APre- 5 pase, can be heate 100
; the- medium: in* whi '
give~a’ correspon;lm liaz
2 4 - 'oxxde of formula 1.
e the. 1od1des : pre- 105
rifost ‘reactive. “Ins
C ed; i i a_;ivantageous to con~
- ryert chlonde or bromlde into an iodide. _
45 - According to- yet another - embodxment of Riand-RY b 3y
- foregoing:- process, an .amine of fornwla m,_tl*yl group), R 110
to.a .quaternary. ammonium  &- ‘halogen, atom or- t group
- Saltt by - 'hlkyléuon This canbe 9F 21 slower-al Y]i or:lo
S 'accomphshed by any: of’ the ‘usual - techniques
50 Efor quatermsmg amifies; : for example, ‘treat= 115

" ‘ment of the corresponding tertiary amine: iwith ¥ . : SR
‘' a quaternising ‘agent ! such' .as; for example, The followmg, Example 111ustrates the ;pro-
thyl—mdlde, ‘methyl cess and conversmn provxded by the mven«

-f_lnwer alkyl halide {e:g.
* ‘bromide, methyl chlonde, ethyl i‘odlde or ethyl thonsoh -




10 wherein Rerr] and Rerrr] each represent a | ower-

[err] al kyl group or together represent a | ower- al kyl ene, aza -

(1 ower al kylene), N - (lower al kyl) - aza - (lower al kylene), oxa -

(1 ower al kyl ene) or thia - (lower alkylene) group, Rerr] W

an am ne of the general fornula the trifuoronethyl, nitro or cyrano .,
group or a [err] | oner - al kyl or | ower-al koxy group,
Rlerr] and R err] al kyl group R err] represents a |l ower alkyl or ; 20

ar al ~kyl grpup, ns is an integer and Yfn->.repre- sents the anion of an

aci d havi ngtn_displ ace- a_hydr o3 60on and wherein the broken I i nes:":

gener al fo_rrrul a. denote %&he groups of _af ons, cg%&ﬂ%h %%t PrANCR:
: 5} S as -

optional . . “A) Theprocess: .. - as follbyRE
fornmulated in C|1)3.12I’a (14,38\mqﬂ)aef fﬂ CﬁlmaR[‘EFr] lz!ilcnclan[laDr idmob) I & Blise:ﬂhmmmd

Rlerr] and ‘R eP§ Y_e'adﬁ ] wd %
bt i e'aﬁlro jxﬁmﬁ

formul ated im ¢ L M smﬁc, bk R:10%
and R err] eag&dmgApplmm No: 1580 /67 {aow-Serial.- phenyl - quidafiBhe$ €13kidd it 39
and Rerr] ‘is pretJdﬁilS)] were s}g%@pornonmﬂz@ | methdrol andclhslremmng mture whis stey |

am no - acet; s“spﬂlsm’bhl or o-
. ere was

B8R
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resufting - solunm ‘was. stirred for 17 hours,

then acidified (pH: S—6) with dilute hydnodmz

acid. - The: resulting. crystalline precipitate was
filtered off -and recrystallized from(methylene
chlonde)/hexane to give 2’ - benozyl - 4% -

chlofo: - 2 - dimethylamiro - -acetanilide:
methiodide - dmtiexime of mielting. point’:196°

—198°C:-~ Further .- reérystallizations- _from:
methanol afforded colourless: needles of “melt-
ing point 207°—209°C (with decomposntton):
. u) A solution of 29.6 g (91. 6 mmol} ‘of

benzoyl - 24" - dichloro -~ ‘acetanilide

antzoxnne and 15.3 g (102 ‘mmiol) of :sodium .

iodide in 620 il of gcetone was stirred and
heated to reflux “for 30 #inutes. ‘After ¢ool-
ing, water ‘was added until all ‘of ‘the- pre-
c1p1tated salt had dissolved. On further addi-

tion of water the soluuon became turbid andi

2’ . benzoyl - 4% - ‘chloro’ -~ 2« jedo’ -
acetanilide . “antioxime - crystallized: - It “was
filtered off and Tecrystallized Tromy 4 ‘mixture
of methylene chiotide and hexane; meltmg
pomt—130° —131°C. (w1th decomposition).

- A suspension of 2.08 g (5 ‘mmol) of 2* -
benzoyl - 4/ - _chloro - 2 - iedo - acetanilide
antioxime in . 2§ ml of methanol was added
slowly ‘at room femiperature {0 g stirted. solu-

- tion of 2.7 g (46 mmol} of dry mmethyl dmine

in 20 ml of methanél. Stirring was ‘confinued
for 24 Tours, then the solution was ‘evapor-
ated ‘at 25°—30°C iz vacto. Recrysulliza-
tion of the residue from methanol/ether gave
2’ - ‘benzoyl - 4’ chloro= 2-.- dimithyl-
amino- - acetanilide methiodide” ansioxime - of

meltmg point 191°~-195°C (with decompos1—.

tion).” Further recrystalhzatlons gave  colour-
less ‘needles of meltmg pomt 210°C (wnth
decomposition).

iif) 6.23 ml (14.2 g,-100 mmol) orf methyl

* jodide were added dropmse at room témpera-

ture dufing 1.5-—2 hours to ‘a” stirred sts-
pensxon of 10 f-3 (30 1 mniol) ‘of 2/ - benzoyl -

< chloro - 2 - dimiethylamino - -acetanilide
cmtzoxm:e in’ 100 ml of methanel. The result-
ing mixture was stirred for 2 hours, then
heated on the ‘steam-bath and diluted with

- methanol :until ‘all’ dissolved. ‘Concéntration

and addition of ‘ether'gave 2’ ~ benzoyl =4’ -

¢hloro - 2'= dnmethylammo ‘acetgnilide meth-
iodide amtioxime as pale yellow needles -of
melting pomt 208°-—210°C (wn:h decompml-

tion), . -
[2! - benzoyl - 4' chloro - 2 - dunethyl-

PR

urless precxp:
hd carbon dmxxde and the
mixture was concentrated at 25°C #n vacuo

.and:dituted - with- water. - The precipitate was

filtered :off and: washed with ‘water, Recrystal-
lizations. ffom methanol gave. 2" - benzoyl -
4* + chloro; 5 2 - dimethylamino - acetanilide
antiokiine +as | colourless pnsms of meltmg
pomt 1902-—192°C]..

. Argohation -of. 10 g (21 mmol) of 2'
benzoyl sid4’ -~ chloro - 2.~ dlmethylammo -
acetanhilide methiodide mtzoxme in 300 mi of
869%- methanol/water  was filtered :slowly
through 2210 19 mm. (diameter) column. of
< AG 1—X8 (100--—200 mesh hy-
droxide: :Eerm) .anion. exchange :resin whxch
had been previously washed with 30%. ‘meth-
anol/water -(the’ word “DOWEX" is.a Regis-
tered-Trade Mark),: Evaporation of the eluate

at:less than 30°G: in vacuo - and- recrystalhza— '

from: water ~gave 2’ - benzoyl -4/ -
a2 = dlmethylannno = acetamhde

_ methoﬁydromde antioxime as cream coloured

pristus ‘of meltmg pomt 111°—114°C (w1d1
decomposman) .

G‘S:.z. (1 37 mmol) of 2 - benzoyl o
chloro -2 = dlmeﬂmylammo - acetanilide
methahydroxlde antioxime were heated. in:an
epén : test : tube -immersed in an . oilbath. at
120°~—125°C-for 5 minutes; - The :compound
nxelted to-a: toffee-like censistency. .and' much

'tnmethyl amine was evolved; The. tempera-

tuve ‘was theri raised to 155°C during a-period
of 10 minutes until no further amine was
evolved. The resulting: mixture was cooled,
methylene chloride and water:were added, the
so-obtained- mixture was-acidified with d1lute
acetic acid: (pH 6) and the methylene chloride
phase. was: separated from the. -aqueous. phase.
Thé residue obtained. on evaporation -of. the

- methylene - chloride phase:was extracted with
cold diliste sodium hydroxide solution and the

extract was acidified (pH 5} with dilute ace-
tic: acid. - The -precipitated: 7- - chloro - 5 -
phenyl-+ 23 - -dihydro . - lH benzdxaz-
[1,4]epinone - (2) 4 - oxide was recovered by

_extiaction - with methylene -chloride and ob-

tained as.; pale yellow gum. Trituration with
acetone gave- colourless: needles. of 7 -: chloro.-
5.~ phenyl: = 2, 3-" dihydro - 1H - benzdiaz-
{1,4]epnnone (2) 4- oxlde of meltmg point

' 235 $—-238°C..

-7 =Chloro:- § - phenyl ~23, - dxhydro -
11:! benzdlaz[l,ﬂ - epinone - (2)-4. - .oxide
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wi th an al kyl ati ng or quat

converting any 6) A(2-benozyl

into the base or

erm sing agent and, in any case where required,
- 4 -chl oro-phenyl) - base obt ai ned

into a salt or any salt obtained carbanmoyl net hyl trinmethyl ammoni um oxi ne
adifferent _salt; in which salt. _
Rlerr]l, Rlerr], Rerr] R&M¥err] Rierr] Rerrl Rerrl3  7)

fornulae n,

form |
si ISnl f ﬁ;ﬁg&gﬁ'ﬂi&a&s&”&p%&%&)%m&%h in any

claiml, R &emdilidndnddobydrd

and the broken lines have the
ohe of the ‘- given in
ecedi ng .cl ai.ns i-.adm xture

xxdeaczhtz eae nt

with a cgm 200°—205°C f°1a4h ower = al kyl group pr patible
phar nace t|§}gt°x§%gt ﬁ“"g’m ““‘fﬁ_fft_oge her tepres§n, & | Jwer-al k;ll
group or_8) A process or T he manuf acture ¢f thg\,”\/c"'”*‘ aI b@?

(1 ower al kyl aza- g ower) oxi mes cl ai dR‘f—Fl-c ocess

al kyl ene), ggm F; 'p'negla or thia- - ?‘; ther t eatl ng a

qui nazol i ne r ower-—al kyl ene g oup r] repr. epents the
vative of the general formul a. 25f- i] anion.pf an acid
~having n displ&aceable hydro-. o .

1144516 gen atoms &and Hal stands fof a haI ogen atom- Jn 9) A
process as seff for, A~ ?' 8] where- i:h in the startl ng ‘mat’eri al
of the fornul § g% 'ec g r fourth wi-tten in that claim

. 5 Rerr] | ageNaPaeslual _a_b‘ #7and ‘ﬁheﬁ“rﬂgfggﬁd’aﬁ[@rfﬁﬂm@a%ﬁahde of
gepresent a hydrogen htom ~ - - {59

' 35_

wherem R! and R® each represent a lower-
alkyl group or together represent a lower-
alkylene, aza - (lower alkylene) N - (lower
alkyl) - aza - (lower alkylene), oxa - (lower
alkylene) or thia - (lower alkylene) group, R

R* and R® each represent a'halogen atom or
the trifluoromethyl, nitro or cyano group or a
lower-alkyl or lower-alkoxy group, R® and R
each represent a hydrogen atom-or a lower-

15

* alkyl group, R'® represents a- ‘lower-alkyl or -

20 aralkyl group, # is an integer and Y repre-
sents the anion of an acid Having n displace-
able hydrogen atoms or, where » stands for 1,
a hydroxide ion and wherein the: broken lines
denote that . the  groups of atoms attached
25 thereby are optional.

in R* and R® are absent and R® and R’ each
represent a hydrogen atom.

3) Oximes as formulated in claim 1, where-
in R* and R® are absent; R® and R’ each
represent a hydrogen atom and R* is present
and represents a chlorine atom.

4) 2’ - Benzoyl - 4’ - chloro - 2 - dimethyl-
amino - acetanilide methohydroxlde oxime.

5) A 2’ - Benzoyl - 4’ - chloro - 2 - di-
methylamino - acetanilide methohalide oxime.

6) A (2 - benozyl - 4 - chloro - phenyl) -

35

carbamoylmethyl trimethyl ammonmm oxime .

salt.

7) A pharmaceutical preparanon compris-
ing an oxime as set forth in any one of the
preceding claims in admixture -with a ‘com-
patible pharmaceutical carrier.

8) A process for the. manufacture of the
oximes claimed in claim 1, ‘which process
comprises either treating a’ qumazohne’ deri-
vative of the general formula

2) Oximes as formulated in claim 1, where- -

3

with an amine of the gencral formula
) ] g SN
VRN
Rl. RE
or exhaustively alkylating an amine of the

general formula 55

with an alkylatmg or quaternising agent and,
in any case: where required, converting any
base obtained into a salt or any salt obtained
into the base or a different salt; in which
formulae #z, R, R R? R4 R% RS, R?, R¥®
and the broken lines *have the slgmﬁcance
given in claim 1, R* and R® each represent
a hydrogen atom or a lower-alkyl group or
togéther represent a Iower-alkylene-aza - (lower
alkylene), N « (lower alkyl) - - (lower
alkylene), oxa - (lower alkylene) or thia -
(lower alkylene) group, X represents the
anion of an acid having » displaceable hydro-

60
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10) A process as set forth in claim 8,
35) IO\/\/nereln in the starting materlal of theforrrula

second or fourth witten in t
Rverr] “and Rl err] each repre-

first,

sent a hydrogen atom and R[err] 'S

present. and ‘represents a chlorine atom 11) A proc:zz ?rs]eset
forth in claim 8, wherein Rlerr] Rerr], Rerr], R[_err], F'[ere;]havethe

' broken .. wWherein a [6 - chl or01 I44§‘16 _phenyl \ qui na;1 |]I'[]I‘I e,

srg,nl f: C} Ven. Tn crarm i o ke (I = _1 - netl \_(_____3 e sgrl s
anmoni urriJe ﬁﬁg‘; ; .tlngses heat.i. rrg . fl'arO)n(;s I to 6 or
treat ed’ aberidilidan emaj; i ,r, o’,é}‘:‘m‘ﬂfs'q_l___el r_re.’d-;... _

~12) A moeee@g%asforset

by b : i i'de
e g @)’g Jtetrrlin d@umolme soltiﬁmraﬁl n.gq.2.-'1
7 pre e %prgf“e?c@’t“&m Bk de ‘oxime i s

\ 7) A process

%I%n.%et forth in
wherein a 2'-

zon.’
as set forth in-claim:. 16, 20 rrethy_l

S ToWENGLAIR By ant i oxime -
ppere Wl‘lﬁ)“ﬁl‘e govrernd dormulas cl ai ed

claim 8 R : Fo to
2 ) N | as i ) V reference
benizoyl. - 4 - chioro - 2 - S“bsfj?ﬁfei yryan:%aj};i - part J§) of the foregoi ng

clai m 18.. T
as for il 4t ed 374

oot for

F. HOFFNANNA LA E- ‘
Akt. Wengesel I'chaft™ , :
- St at#0rH md“f mleR’o ok h@r&&iuallewerPr ess,

Leangsn - Sp
ge Bui.:l dI NYS -
the Pata - ébwerg 1;;ene), @%mon o
copr es alkﬂ)/ alkl:;)’ oxa - (lower T

lene) group,: R?,
halogen atom or . :. -

15

aralkyl group, % is an integer and Y-, ryepre- R* = R
s%litsht;lde anion of an acid hil:vmg n_displace- T
ab'e aydrogen atoms or, where 7'stands. for 1, or exhaustivel alk an
a hydroxide ion and wherein the broken lmes general formulZ tmg amine of the
- = denote that the groups of -atoms attached
“i::25 thereby ‘are option
iy 2) Oximes as formulated in claim 1 where—
in'R* dnd R® are absent and R® "and R" each
represent a hydrogen atom.
Oximes as formulated in cla:m 1 where-
 in R* and RS are absent, R® and R’ each
represent a hydrogen atom and R® is present
.2 and represents a chlorine atom.
. 4)2’- Benzoyl - 4’ - chloro - 2 - dxmethyl-
g 2 amSlSmA- ;ceta;;l;de methohydroxide. oxime.
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- methylammo - acetanilide methohalxde oxime. in.any : <:asey whe%e regzlared c?ogv:ﬁelz; %
AQ@2- benozyl - 4 - chloro - phenyl) - base obt ined into a-salt ‘or any salt obtained
. carbamoylmeﬂlyl trimethyl ammomum oxune i ' base or a- different salt; in which 60
. salt, Ry} %.R% R4 R, RS, R?, Ri®
.40 DA pharmaceuucal preparation : compns- liavé the s:émﬁéance'
o mg an-oxime as set forth in any- one of :the nd R” each represent
. preceding claims in admixture. with a com- ogen “atom of: a'lower-alkyl group or
: patxble pharmaceutical carrier, - . together representa lower-alkylene-aza - (lower 65
s 8) A’ process for the manufacture__ f. alkylene);- N < (lower alkyl) - aza - (lower
+ 45 oximes: claimed in claim 1, which - pre alkylene), ‘oxa - (lower_alkylene) or thia -
.. comprises. either treating a qumazohne 'en- (lower alkyene) 8roup, X represents the
_ vatwe of the general formula - anion of an-acid havmg n dxsplaceable hydro-~
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1969 gen atoms and Hal stands for a halogen atom. S
9) A process as set forth in claim 8, where- = . . 0
in in the starting material of the formula
first, second or fourth written in that claim _
8 R* and RF dre absent and R® and R" each <
represent 4 hydrogen: atom,
10). ‘A iprocess as. set forth in. clann 8, 3
wherein ‘in; the starting: materialof the formula
© first, second or fourth writtén-in- that ;claim
10 R*and R are absent, R® and R’ each tepre-
sent a hydrogen atom and R®.is present and
represents -a chlorine atonr. -
11) A process as set-forth in claim 8, wherein R%-R4 RS, R° R' and the broken
wherein a:[6 - chloro - 4 - phenyl - quina- lines have | the slgmﬁcance given in clai
15 zolinyl - (2) - methyl] trimethyl ammonium  which progess comptises . heating an qxxme
3-oxide salt is treated with an inorganic base. ac claimed; in® any -on of * tlaints, 1 .10 {6 or
12) A process as set forth in claim 8, clajm.15 ik whxch Y“-’ repreSem a‘fhy rox- 40
whireiss  a- 2% =-benzoyl- wi4% o chloro- - 2 - ide o ¢ ; '
halo - acetamhde oxime is reacted with ti- 17) A process s set forth in claxm 16, -
20 methyl amine. wherein said oxime is an astioxime. . '
13) A process as set forth in claim 8, 18) A process as claimed. .ig claini 16, -
wherein a 2! - benzoyl - 4’ - chloro - 2 - substantially as described . with reference to - 40
(amino or methylannno or dimethylamino) - part B) of the f joing Example.
acetanilide oxifhe is-éxhaustively ntethylated. 19) Béhzdlaz[l sA)epinone - (2) 4 ~ oxides
25  14) A processifor:the imatufacture of the as formulated in claim 16, when manufac-
oximes formulated in claim 1, substantially tured by the process clanmed in claim 16, '
as described with reference to part A) of the claun 17 or claim 18 _ 45
foregoing Example. - Eies T EE
. 15) Oximes as formulated in claim L, - :
30 when manufactured by the process claimed in - - Wz:fi);_ W'HITAKER,




