4 968, 254 b) dogs

when adn1n|stered at dosages of 16 ny/kg 20 Wth dogs having an
aver age . ' ion of 40
ng/ kg of substance A adnlnlstered orally, |nduced choklng and sl ight
6. Influence on bl ood :préssure, resplratlon 5 vomting in all the

ani nmal s. and heart frequency of cats

Respiratory |nh|b|t|on ‘strong:de i ce and
HC - production on the bl ood &;slmﬁhg ﬁbmlm&i‘ﬁ[bbﬁncy 25

rats Ll
the el ectro-.a@
results: from.geSS
changes tineg
on the mucousege
the abdonen. @&
of respiration
noder at e depr essi on oF4
ressure "and

P th diffuse nyocardial ?g?zsé‘_
bI e LhiThe ce on car ’
B\ bt apelira el S Rty e o
avyméwﬂl@ In contrast, 10 could be found -
Ao n,fpn@u&msﬁaam@epﬁmﬁdmmn 191 1§5/€23) dnNov. 26, 1961,

Complete Specification QEEE%U%% £3638S @ sti rT:IJ\I: ?LI gn
ood © Crowp Copyright [#4ce on the intestinal

nmotility of o a srralclsﬁdecl ilne 0 ? : 3 m'10e .

8.32 ny/ kg of aereptance; Agh-Sageh . E »
usi ng the nethod of Strickne 1%‘%{3%‘;; SN fzq‘r'w ' ]‘%'
to coworkers, as nodifie Felton and Donenjer and T

subsequently gl ad no influence upon the speed
of adm ni st er| ng su%gt ancgﬁﬁ@o—r?aoﬂcég?l&tsgée&ﬂg notion of the .

i ntestine content. Enetine, how F\Rﬁ%’r"{%‘%erved ever,
effected an accel eration by 1de)i1ﬁsl’ogeno-Amme-Benzylammes Nurber

Cough reflex We, Dr. KarL ?fi @E'@ﬂn(ﬁ a Ger- ma q(rese ucc# ﬁou whlcg QIe either
mar kedl 'y man Body CorporatedSiL Biehch an der Riss, str & bran fs d or un-
Unchanged Weakéiamdny, db Gcrehyrtb«ladﬂxe inivemtion, fogt Qfurated.
; - which we pray that a patent mayche granted In gge type of preferred coppound, R and
5 to us, and d by which 1t is to R! represent lower ajkyl groups containing 1
. performed, icularly described to 5 carbon atoms OF alkenyl groups contain-
and by the foll statement : — ing 3 to S carbon atoms, for example methyl,
This invention relafes to new compoundsj_ ethyl lsobutyl or allyl groups. Where R
31 having v:tllup Sghawafd iﬁj: hP 1hgyeups; ;hey
articular, o ounds re resent C Xyl groups; where.
cough- soot hi ng aCf}.&\ﬁ Min genera %ﬁ!esexﬁ aralk 1y roups they preferably!
1 tablet or 20 dr @ﬁlﬁloﬁv&&zﬁ@@l |mlc9mpmfmd§ hﬁthé(l'h— reptd&@t  benBL s;- ain ovhdré) ethey
bronchi ospasm f olventigs pave i gseerplogpygh-relieving,  represent aryl groups, they préferably represent

(Konset t - Rossl g’ §‘°“9‘?E‘t“ﬁ6ﬂ5‘as?f’('j‘ﬁ‘P‘B“g g paotsRyretic  (ph éL lﬁ%ﬂY ’tﬁnﬁ ﬂgr it 9P Egg:%g

subst ance reddcy orliifly 34! IHRE Fredit GifiveRtion S tHet
a notch in the center @rovided newg/dk ogena-atamebtmusllmm ac1d lactic ac1d c1trlc acid, tartaric
(b) Drop.sol uti on awisex dithsisergrabiforyliof sub- aCId or maleic acid.
stance A per 20 drops in a drop bottle. m‘w’“l%g; ’ﬁ:fm?mp"‘l‘;‘lls;r%p‘grﬁz 55
The invention further prow: ceu- 70 as3ello &1 oxI cF :

tical conposjtions conprisin s acfive i ngre -N - [2 - Amino - 3,5 - dibromo benzyl] -
- N o I dlbenzylamme,

40

b
76, 53

RPNEFEPDNW

mon 45

%y

i tth

- [2 - Amino - 3,5 -rdlbromo benzyl] -
N methyl - cyclohexylamme '
N - [2 - Amino - 3,5 - dibromo - benzyl] -
dlcyclohexylamme,

25

35

i "which R* represents a lower acyclic ali-
phatic hydrocarbon group containing from 1
to'5 carbon atoms, or a cycloalkyl, aralkyl or

_ aryl group; and

R represents hydrogen or any of the groups
which may be represented by R;
or "R and- R%, together with the ad)acent
nittogen dtom, represent a  pyrrolidinyl,

- piperidifio or camphidinyl (i.e. 3*,5"-ethylene-

31474 trimethyl-piperidino) group either un-
substituted or substituted by a lower alkyl
group containing from 1 to 5 carbon atoms;
and Hal represents chlorine or bromine; and
non-toxic acid addition salts thereof. R and R*
may be the same or different, and where they
represent ahphatlc hydrocarbon groups, they

" [Price 4s. 64.]

- [2 - Amino - 3,5 - dibromo - benzyl] -
: dunethylamme,

- [2 - Amino - 3,5 - dichloro - benzyl] -
N methyl - cyclohexylamine,

- [4 - Amino - 3,5 - dibromo - benzyl] -
d1ethy1amme,

- [4 - Amino - 3,5 - dibromo - benzyl] -
N methyl - benzylamine,

- [4 - Amino - 3,5 - dibromo - benzyl] -
N methyl - cyclohexylamme,

- [4 - Amino - 3,5 - dibromo - benzyl] -
N ethyl - phenylamme,
N - [4 - Amino - 3,5 - dibromo - benzyl] -
dlallylamme,

- [4 - Amino - 3,5 - dlbromo benzyl] -
d1cyclopentylamme,

70



Upon feeding with up to 3 g/ kg of sub- dient one of the conpounds of the

I nvention stance A, none of the ani mals under experi- as herein
def| ne(] | ] d.bbULI at I on VVI t II & pllou - rn:\nf r‘|| nr‘l Thi_Q Pﬂ”pares_ﬂ t h the
LD50 - maceutical carrier or excipi ent . The COITpOSI - ~for emetine, which
I s. about 242.ng/ kg. tions nmay be presented in a f.ormsuitable for.- 75
oral, rectal or' parent eral administration. Thus, 50 b) Chronic toxici ty

- for exgnpl e, conp05| tions for oral_admnistra- During observations
carr rtion iy h@%BfFid or 1iquid and -nay take the

‘ani-mal ¥ -t MeaAmnio PBISOr dibrbryio Woinby!fLO- 20wHE K ghd H1Qfe s néfinteRRUMES ohab! et
granul have behaved mothapkeketce dfQ Tydiogéh IBBRIBYEHSNCE tabI ets,

iz 3 benagll. - d h

enul si Qfigwlam or- LRrepen Bk ; 885pty de-acglating the \pmpohndniogfatmelde s\s/ec,-t atied
W tis tRe [acaimhﬂm%t?&g dﬂgrgm)ogéngyjl ns "Eg m |‘B“r grodict g, ai pl’ent s"55
tion o@clsleRce A have been. obser hydmgeﬁqlmfﬁmin@iﬂ% L‘éémuﬁ b i gothe '
phar #pq feature of theRinwentims fernblyai dnoegatil BaseroiCH m'ex peri - . Thus,

swtggﬁemfaﬁnéﬁ ﬁ“ﬁg&ﬁnﬂ‘ﬁlﬁ?ﬁgﬁtcf’ﬁﬂ dmayzg Fosidedcly ltﬂtistole;eastthe r.esul t - of

cli M Capiises teadtigg A0 DenzylhrHnd of K o 2sPar ches “of

substa‘h?:émmﬂprow des (a) evidence p&seﬁ:e ofdhth hﬂmhsaﬂgag,@feﬁ and a -

sui table capsule - 85 secretonob@#em:metbh@cthmm tiey ipoiferubly ®f a secre-

material is gelat |__ne.'_ 60 tolytic l;’fan eﬁ@ pf Q/#‘*EF@PFC@IXD#@ ot her effects

For parenteral aglgfr ati on, theplgégsr{hgrmg;s;veag; e fj,"e Diration.

exci pient may b e[ I le, parenteacabﬂ 'Hﬁce@ttcylanon step bpsi s ef -the

pharmacol ogi ca®¥ tests“set able i é’ ﬂ]llgg me\gzabﬁr or .an‘ .
~out above, a suitable dosage of S alA q&%ﬂgwgm adilgn of poI yV| nyI

pyrrolidone, or a 90 - . - Accordm o a-sdll §

068, 254 ~ invention, t%ere is moﬁiﬁhirpﬁf@mgrfgrﬁh@réﬂ ly

ration of the -,,_;'qv MRlsfef the inventibi ned in . -

TRRARTIS I e

1 ad ! are a fe
accept ﬁiéh Jm{; gr%u}gs m%;%@”ﬁ posmon, W

aerHUH@:ﬁ -at least a molar excess of a chl natlng ber

- 60 or brominating agenmo %ol ect” ' ni s ration, . diallylam ne

the c EIYF‘Fi Qg eema dsunppwsltory base . ' 24.7 g of 2.- diracetyl am no

- 3, 5}f’y§: u or °f d Te °rbutter or,,g; gl yg,e,)/d . benzyl
€S 011~

br a0 d&u@gr&heral uh’ya J, . tégedusly,. t he conposi.t-i ons

may . béromﬁeaﬂallt d»almfnehase tﬂOtﬁheE(hoxﬁf et hanol 24 hours.”  formul ated as

resi dygfe rine - or EEE ‘ff pply -a.fixed. dose of active ingre- :
di $50kndede. rdactﬂm lisl adfatagebousyQbr ydrochl oric dient. Tablets, coated
t abl efis ambiens gefinemturey n dPrefesmed: dolwnd tnlrmh:slolﬂul; |R0£hdtmu4&e QD habinRfdrel &oheat ed 10

b
anpouf s,y gdéﬁm‘l @alfﬂ@tredlzodwungsthundﬁr reflux. The
r eact E%ra,hm, f,éldﬁn?,at, B fﬁ,}fﬁ@ dt@’ﬁ Gfgg t°c?n‘§’ ‘ctaFﬂé afiditioen- - duct i:s
t héf thade mmfmh 8 orl BDMBAIAG ioffe of the %mlam Eﬁ&m éﬂi' t may cqntain

0.5t g ysi spof @intholass esxss 1 alftoe ghotplar e@niet $uble Snettiod hom;?rﬁes 75.10 ng;
pr ef eg%}ﬂ y “ﬁﬁ? ueh may 8igy riserfe %ﬂff‘?‘t?e’ed“m With hydrogeh|thy @falystm at  each

4 noble metal catal
extrac tAlc&Elimg @ further fedtate S6HHE Bilven- galladlum Thﬁ}ﬁfnfﬁh cagngelzinnl:lm chl or.of orm

_phé@e&onaﬂterecontwmdda gaacksschor ehel p&verc out id rMcNGlvEX 3| es i | lustrate
t he p “°“C§m6h°u ﬁt@c lmﬁéloehmrrmth;mh |eshat1dh,ertetehyﬂrofuran qaarsat ion of
di hal 51 g ;ﬁ?&l rﬂ};ﬁlﬁ: Pogﬁ tlve-FP@cxe}; %F‘H’UHF I/ IEENS

'accordl ng to the i nvent | o, oxndl anizdntf,h 2;1 rﬁf Pg‘li;ha"ﬁ ANyl -
hydrogen chloride 75 ceut [ cakolmmm&is 501) @l béﬂt c! -‘._eﬂ,; .

dosag@ﬁﬁ‘%ﬁdgg'éffﬁéﬂt %&lgt hei n § After. disti Io4 i4g of # 't he al cohol, the.. :

passed t hr ough#tye~s@¥ut i .on, wher 88y F?lnsthérom the praaetionl f &ren; & "-i"% —
ingredients: - TE . hydro&’l} erstc“‘Fl i.tates ou.t-.. Th| s is sepa-
rated by filtrd W th 'suction gide fiben ﬁ'mpresemsg’ ids | B EXAMPLE
1 ~ - in about 14q¢1lcrsmphuhc eydigbhrbacht,@t &n Qn‘,ﬁ%ﬁo N -
(2 - Ami no - 3 5 - dibr onobenzyl ]fmﬁ llcterﬂ%dm Agms hea sysloafkslon -9 dabout 300
'CC40 tﬂil&vhchQ-Ial is .as haﬁﬁ;eﬁiél @emxe'aex whlcl?t7 o Z:mﬁbe prepared by 2 process [2- ‘ani no
3, Fepresedisishlyrine or Hp@ide/dnld Ac repre- df;{,ls Pmmégkgm e om ne . | n 50 cc

d| aI If t‘gﬁﬁ F‘fé‘l 8%?9%%%%@% °f Gheysltydtogqnsnsthoﬂmn of its free bass By a .~ .
R process- as. hereinbefore defined, replacing - the' - "95".- L
_ _ . - .~ hydrogen- atom ‘of the free secondary amimo ..
-~ HN< . group of the compound thus formed to produce
R , ~ a compound in which R represents a lower
- IV acychc ahphauc hydrocarbon group contam-




of chloroformis added dropwise with stirring Mpt. = 109-113[err]C 25

to a solution of 6.4 g of N- [2 - amno - benzyl] - diethylamne in 50
cc of ehtoroform— =GR fE————ser—eorpl eti on of the
reaction, the chloro- N- [4 - Amino ; 3,5 - dibrono - benzyl]- -

form phase i s 'shaken wi th 100 cc” of 2N ~diallylam ne caustic soda
solution, separated off, dried over 20.3 g of 4 - diacetylamno - 3,5 -

di bromo - 30 sodi um sul phate and concentrated to dryness. benzyl bro de
6.9 g of diallylamune and 300 The _h;ﬂffﬁfﬁj_o_[ T

cc of aphymikous e&ighRdaoll 15 earfvR atosd] dr @lcycldAkFIO Uiof of the {ppfobBle adliwhE) alsGbstaht t he
] o) y roesrauulegroummtbrhen,etf |desired, Khre etalhanwmqla; Hrépertion ehﬂvefd!e

\ dx- alt

'S Pprepa . tlon § %dﬁg’%mn 4 ;%t{e salis 0 mt% gﬁg 955
oi | yre i by m s E%ﬁac@dﬁggeth Qcﬂtauiﬁﬁ Qﬁ
1 litre of eREd laliphatic BfairocRBom) I dyéle | frek Bask AR1 5O h@d Iaﬁl’the prEfe Sorfh
M pt ofern & ndlktibﬁlalléeg of sﬂphmc m:pssemﬁﬂme r@ﬁihgltﬁl:ich;re ug;hd.4co214 d5[ ?[chre] C .

H refeg Il aoove, the mpounas o in-
The reaction pr O@n&jpso be c%m out u dP ac1 nd n have a good secretglytlc action with 40
with 10N caustjgc fﬁﬂi’l t1 8n ark ; aC? ed lo x1c1ty These properties are. illustrated
EXAVPLE 2 The startlng matehhlf der tte Np6cesdst Thy ABDfoll Gwiief pmlgiaa:togfm lePefiiflentsa C h
N- [4 : Arino - dgcrped abPP#:)PlB pmmdswegslsdﬂn on ﬂTFH@JS@TfP é‘rﬁ)f ino -
phases are com o °°mpc Pa’{’ed bly 3 cloh Tor10 - pf ﬂe 5
dri ed over sodg5ur§n§,gg 5; mm_ Zn; Uhd éa&wégem%lgnqg i
brom ne R0 cahe kﬂoahe:dtro-ﬂ'dnajl pmlidei yy Ctealcl}(m part I Y solid resi due

gl aci al {“d%ef i jc acill the cosewpap ‘f@%l"?f@d in 100 .
absol ut Regfhznol d‘a‘;ﬁ%@ “‘i;‘gnm_ "%ﬂn"ﬁl i %ﬂrﬁa@g’ 'N 5
the sol utTon fhol 4 @mEI 111AkR B¢ pepAGICRIK Ak lkﬁkgmt QJf whlch 4s secréléhh

di et hyl Wn 256 4ecbacyla’mou3 S-Bihalwo ~(hye rSubdtdness | telonging paﬂmsegtoupntndude

of glacial aceti éeaﬁ@gd uﬁ% 85%"&"‘ “et hé’° o gt | {sﬁlde, A
time the hydro- %?ffo_gg’ lg 5{5& ar<a c&ﬁ %g

crystallises st paredvbp brominatiochk -the knowrblZ.OdSB e, vasmuech | s then recrystallise
from 195[ err] Cmtro - 3 ,5 - dihalogeno - toluenes with N. - . The expectofa@&action ofsilisamm | A wid pt .

= 218[err] C (dec&po): succmlmlde follow:.d by reacuonact): ;fm Ea?nons;g rabbits using .the
N-[2- Amno - i% po:ﬂlﬁ) formed MR Es awr])pn given below, arlt;,ycomd arec{ vath 3 :
N - nethyl - capcl ohewh-&mcrveld additibd salt§ Zre-préNi vidg emefipdy - brono - benzyl ] -
A sol ution of 29 f@ably mépatsd byrfeacting an Jhdic s~ 50 di i sobutyl am ne .
glacial acetic acid is slow y dropped with stir- 110 A soI ut| on of

8.5 g of brom ne inj 1B—|Tm UFM o1t U‘Iqﬁl of—¢

of glacial acetic a¢idgis addeE Wi 0 P’WE‘P?R? vatien | (1ot hyl
- cycl ohexyl - S Radniion ng 6‘?% i on®* &S lﬂ °g.of N'& “ﬁa‘ fhn . The
gl acial acetic acid}i subsae: decansed amgobenzyll - dii®sebutyl -} am ne
in 150 cc off and fhe residual precipitate shaken wWth 55 of glacifl
acetic aci-d. The précipifated hylro- | 200 c&f 2N chustic $8da sol ugion
and 600 cc 115 brom de i's [separated fromgthe gl agi al acepic of
chlorofermuntil allf the solid nmaterifal is .. acid py decanting and
recrystaltised from| ¥#eta| veld. 9Fhe|chl or of ®rm phasg is codden- - | ethyl
acetate. Mpt = 165y167[err]C{ _ trate@ to drypess andythe resjdue .
di ssol ved~in. . 6 - 968, 254
absol ute e{&aanol ﬁH} drogen chljor2de |s passeﬁ pondi hg salt 28rystal |} ses
out. Wt h%sul phate 1%0 |nto the :,ol ut|orbsto prec pltateIEhe hydrjo-
however, propanol .i§ erabl usedlin the chlofide. MTpPt, = _
232- 235[err]C (decorrp ) pl ace of ethanol and wWith nitrate a mxture of
The preparation ofsdyinth &gmﬁﬁjaﬁoi 3. DEBAROLANGh Jhddh Y gg
used. 5 am no - highéd* dosdd aﬁname(gemay sedNa) amt hyl - e fo OWI n
t abl e sets out65t hengmal tsqcngon sets _ig ywiich Hie gtydngeri neWith thyenarsaliavipg exifawugedveig‘?t
dis- points of éf‘*P{u‘ﬁﬁeP ‘%‘I‘edatsi“’é %‘H‘c‘.ﬁ’t‘?"&ﬁ ‘gaI;’g% Soke, an dntraperitoneal injection of

kg of emétine caused, in one case, a

: _ vigorous defecation and in the other two cases . _
. 2. Atropzmsed rabbiis : vomiting, as well as an additional laxation. 80
. A pre-treatment with 1 mg/kg of Atropin. After the same quantity of substance A had
70. sulphur iv. in experiments with 2 mg/kg of been administered, two out of three animals
. substance A and with emetine, had no influence  became restless, Vommng or diarrhoea never
on the increase of the bronchial secretion occurred,
occurrmg after adunmstrauon of these drugs



solving the free base in absol ute al cohol
di brono- benzyl] -

and N -

met hyl - cycl ohex : - J hus o .
Salt - ‘ Melting Point ([err]C.) -

- p- Tol uenesul phonat e 218 - 219[err]” (Decorrp )
Cerr]Herr]Br[err]Nerr]derr] S Perchlprate
C[err]HLerr]Br[err]Cquerr] 132. 5- 134 i
Phosphdt 968,84 138 . 5[err]

Cerr] Hﬁ eEd’g} Brierr]N[err]err]P  when administered at dosages & 1§ ?ﬁ( -
and 32 mg/kg respectielyr r | HHerr [ Br[ er r] N[ er I’]

227.5

Oxal at ég’

A ersl
240 .

Ni tratd Gastric Juzce and HCI-production - on] 3be blooti3fes

derr]
108

d ern]

brom n

di br omg “RER b <o WA B 5

added

sol uti

40

50

55

The ﬁr@?ﬂl aF‘BSj
i nitial
Q!’dtl&tfof nQesﬂ

stir- 26mn eﬁmedanacddamoplb]y H ahil 26%et hyl:
with a glass rod, where- -

- 2Wgh dpgs|havifdDer avepagg weight of 8.
o acuon]1 0?(110 mg/kg of substance Aqg

ﬂﬁaﬁ‘%ﬁ"fﬁﬂtﬁ**f‘ﬁ%ﬂ e

242 (Deconp. )

Hﬁgﬁnl)t%ibg N eron] geerr ined

Fisted and no macroscopic changes

khutd bd Bihdeor b [n@iceul

g Inﬂuence olteblooi

and heart frequency
Respiratory inhibitio:

with diffuse myocardial damage

cardiogram results from 2.5 mt“}’lg?I ? eme--
tine administered intraveneously. In contrast,
bratie] of CHi0e g | DHubstance A, administered intra-

pTeS?ﬂ;ﬁ 6?5?16’1 on
saﬁrrg]débﬁysibﬂw[err] CI N[err]

sure and a decline of frequency

[2 - amno - 3,5 -
adding the appropriate acid to the alcoholic

N -

EXANPLE 7

e apfiqmety corresponds to 2.2 righegustyf cages 2 iz ulfitign of fgspinton B 5 -

8.32 mé/kgodflmbsaﬂceoﬂ adtininftegpd

The

Of Stl' %Q%C i

eﬂme, how-O tﬁet @

SRS
c(as
benzyl am ne.

upon crvyj §{1 radgar Ty ta [ The
gl aci al “pcepdse ghd re-  yell pw@, bd - cryst
crystal | | segd/kr nExpéﬁxhaiﬁaO Undthiiged | =weaRédi $ereindt@1) | G Gnidkdd .
little chtoroformas 266ter - ——
The re.act_iorjt mxture 3s then issPI ved’ln hot — -
wat er, the 904 utfion made pl kahinefto pH 11} 30 60, 50
with concentrated amoni a} and t he| base ex- o
: 5 3 — 1 —_ 50
— - 2 76, 53
10 1 — —_ 1 63

Thus, with a higher dosage, substance A .has a cough-soothing action.

8. Bronchiolytic action '

The  acetyl - choline - bronchiospasm.
(Konsett-Rissler’s method) could not be
reduced in guinea pigs by substance A (1-5
mg/kg intraveneously).

9. Toxicology
a) Acute toxicity

Upon feeding with up to 3 g/kg of sub-
stance A, none of the animals under experi-
ment died. This compares with the LD50
for emetine, which is about 242 mg/kg.

b) Chromic toxicity

During observations carried out so far,

animals treated perorally with 10—20 mg/kg
bave behaved normally; no toxic consequences
which might be associated with the administra-
tion of substance A have been observed.
"Besides the above pharmacological experi-

mental evidence, the result of clinical testing

of substance A provides (a) evidence of a

secretomotoric effect (b) evidence of a secre- -

tolytic effect and (c) evidence of other effects
on the r ition.

On the basxs of the pharmacological tests set
out above, a suitable dosage of substance A

is 1 tablet or 20 drops respectively of the ‘65

following preparations ; —

(a) Tablets containing 4 mg of substance
A per tablet with a notch 'in the centre.

(b) Drop solution containing 4 mg of sub-
stance A per 20 drops in a drop bottle.- -

The invention further provides pharmac.ek;f 70

 tical compositions comprising as active ingre~
dient one of the compounds of the invention

Nnod i de 9
t‘?J"fro %alnhagﬁi? %gg'g%x“%f chl orof

of7. meghmmn@ adfdnCC -

enc Qi raveneor 1P
fer rﬁ ei%iour Wi

N_
ormis

during 90 ni nut es.
Preqc inlicing agobgh fefexgehdwdingitopwi s e “i#i-t'h
ﬁzﬂ? ng to a:
th frequent
ring and scratching
preci p| tated hydrobrom de is separat ed : by
:ﬁwudm Tg fromthe
e filtered wth
pashed with a

EXAVPLE. 8

as herein defined in association with a.phae -

maceutical carrier or exc1p1ent The composi-
tions may be Jpresented in a form suitable for

for example, compositions for oral administra-
tion may be solid or liquid and may take the
form of capsules, tablets, granules, .-coated
- tablets, emulsions, syrups or ‘suspensions, §

compositions comprising carriers or excrprents

conveniently used in the pharmaceutieal-art. -~
Thus, suitable tibletting excipients include’ -

lactose, talc, kaolin, potato and maize starches -
and magnesium stearate, and a smtable capsule )

material is gelatine,

For parenteral administration, the carrier or
excipient may be a sterile, parenterally accept-
able liquid e.g. pyrogen-free water or an
aqueous solution of polyvinyl pyrrolidone, ora

8

-
oral, rectal or/parenteral administration. Thys, - © -~ 77




N [2 - Amino - 3,5 - dibrono -
of chl oroform pyrroI|d| ne
extract4 —of
am nobenzyl] -

benzyl] - tracted four tinmes using 250 cc

at each

flltered and the

sol utlons are drled W|th soda

pyrroll-

dine are dissolved in 500~ cc.of chloroform chloroformdistilled off in
vacuo. The residue 35 and at roomtenperature a sol ution of 34.0 g is a
browni sh oi |l which, for the preparation

968, 254 968,254  of the hydrochloride, 5is

heated in 40 cc Mpt. = 244 absol ute
et hanol teo 40- 50[%an fmam ep%l\é%? ESg‘r’}aqmpgjzgﬁerINC[z AmmoE%}Eﬂlgﬂﬂin@Ub&lzﬂﬂll-dw
are added tM he cIIeabmmtlom for redyl ndnbiligtigonsi mdmlylammet hose descrl b%d in
romo -

30 tion. fgherca Fnyn@ng@an%taﬁﬁmw&ﬂaﬂma[ 13477 of 2 : ng, e
exanpl es; vari %\dvagé%@gtﬁs% t?yﬁtxrlpom H)X)d RLOC rtdgu ﬁctc urtﬁaﬁﬁ%or% ho@®
colourless fine frmuAdl ROdosaghiukiny Q6 Nair beﬁgnAﬁthag oﬁhﬂé/hlébgol the residue is 65
crystal s whi ch ar slapied tosngpty afieddBeictactive ingreel dtsmhe elnérlale of chety 3N aleydrochloric
washed with di gf hgiraterFables, spipd mbletsogpailes, and a5 ap tion thus cbtained is heated
EXAMPLE 9. 1poules are examples of preferred dosage r lﬁ rs En ;L():e&x reac n. pro-

. unit T s of the compositions of the inven- duct en ma irfe -
3,5 -dibromo - begay I'fc-llr dosage unit m4¥ E@taind0.F&o soda soluuoﬁ\axﬁld eiirhddad tﬁfce ﬂ:ﬁes&ntg ao
bromi ne in 100 cclo mg, Prefmblscm cwtﬁ mg,rpf ths aaddeéijF ehignofoyph ateach ¢
(L 9 e Ll g, )5 S o
150 cc chl or of O my, FhE o 8 Eé;@?},é, a;ﬁp&gepbrae@ﬁa €The Wedidhat? ﬁCdlﬁtflveaN
caustic soda sol u dc&ding e GREMEE) 8] HhOpase. | sm aenialeaetmoloﬁxfd ayltbgeshehloride 75

aqueous phase agafpemtiak compositions tcpnyginiegr suchj ¢opm-

20 chl or of or m phaB®ads actiyp ngdinier— sodi um suI
prepared. The fgl | ow 35

Exampi¥@t € and eVap‘iHabe

%ahm Strih@n, D9fe he
ed by f‘ R A ‘édliaﬁﬁa

litre| StCetiyE 8deitde Wison @b

ing tabl es set OuN i l2 -n&hiné NGB, qoc)ldmmfnzyl]he centrating Sthd wodugion o almmOOl@Dthsc 80

of et hanol,

conpounds.
3,5 -
Pr ocess
used for
poi nt

235

15 cc diethylewing ounds

concentrated hydr 8@%

preparation of 26hg 4 solution lo:
-Thus,

cl ai nred in'claim
di bronmo -

pi peri di ne ‘hydngc
2- AM NO COVPClJNDSThe

3pr efdeidetint® fhe solution; it
as Hydrochl ori de 214—214.5°C.
-237[err]

45

50

55

Filki

n’c m Badc oﬁslﬂorofﬂtﬁl

e

mhtyhp-ddlé
Sildl

hydrochlonde of the compound so
rged, which is in the form of an oily residue,

Exa Kgprepared by dissolving the compound in

hydrogen
a Mpt. of

cc_of ethanol and passin

a

ExAMPLE 2
- [4 - Amino - 3,5 - dibromo - benzyl] -
dlethylamme
A solution of 39.5 g of bromine in 150 cc
of glacial acetic acid is slowly added dropwise

‘with stirring to a solution of 12.6 g of N -
. [4 - amino - benzyl] - diethylamine in 150 cc

of glacial acetic acid. The glacial acetic acid
is decanted off from the precipitated hydro-

"bromide, which is then recrystallised from
ethanol. Mpt. = 218°C (decomp.).

- - EXAMPLE 3 .

- [2 - Amino - 3,5 - dlbromo - benzyl] -

dusobutylannne

‘A solution of 8.5 g of bromme in 30 cc
of glacial acetic acid is added dropwise with
stifring"to a solution of 6.09 g of N - {2 -

-anifhobenzyl] - diisobutyl - amine in 150 cc
“of glacial acetic acid. The precipitated hydro-

bromide is separated from the glacial acetic

-acid by decanting and recrystallised from

ethyl acetate. M.pt. = 165—167°C.

haﬁdf Mﬂ%%uhﬁﬁﬁ to dfynésd. aiberegl brdmml a9 gof

%lgromo benzyl] -

T %Ezé R B e o

to
CI’

stand wher eupon

st al | i s&k4MPRE Pakes pl ace.

oN: Y74 - Aminpired,\- dibogpo - bawhl.o

hodyoalfat dxa&ayam 35 Jaaail]

goBdallylamine and 300
cc of anhydrous ethanol are heated for 20 hours
under refluX. The ethanol is then removed by
distillation and the remaining oily residue is
dissolved in 1 litre of hot 3N h

Hatid and boiBd for 10 hours under reflux.
The reaction product—is thepy p¢de jalkaline
with 10N caustic soda soluum{ and extracted
three times with 700 cc of chloroform on each
occasion. The chloroform phases are com-
bined, dried over sodium sulphate and concen-~
n-ated The. partly oily, partly solid residue
is dissolved in 100 cc of absolute ethanol and
the solution filtered. After concentrating to
about 50 cc, hydrogen chloride is passed into
the solution. After some time the hydro-
chloride crystalhses out. M.pt. 191—

195°C.
EXAMPLE 6

- [2 - Amino - 3,5 — dibromo - benzyl] -

N methyl - cyclohexylamine

A solution of 29.3 g of bromine in 50 cc of
glacjal acetic acid is slowly dropped with stir-
ring into a solution of 15.9 g of N - [2 -
amino - benzyl] - N - methyl - cyclohexyl-
amine. The glacial acetic acid is then decanted
off and the residual precipitate shaken with
200 cc of 2N caustic soda solution and ‘600 cc
of chloroform until all the solid material is
dissolved. The chloroform phase is concen-
trated to dryness and the residue dlssolved in

1dridg

85

90

95

100

105

110

115



and at.room temperature a solution of 34.0 g

Rlerr] = CHerr] 11 Hal = Br
Hydrochl ori de a R =
- err'l-("l—lfnrr'ln 153 . ___56[9 .]._ — :
Rerr] = -CH[err] (_:I—_I[e_rr]-CH[err] L12 Hal = Br
as Hydrochloride o ' a 2 -
.13 HaI = Br as Hydrobrom de :
R =-Cerr]Herr] 111 -113 8 _

968 258 [err] 14 1948 Br as
Hydr Ob{bgdﬂtg&hanol Hydrogen chloride is passed b onding salt crystallises out. | %WEIJ sulphate, 10

mn solufidae €0 PFRcipitate the- h ]Eowever, propanol is preferably. used in the Kt

chloride, M.pt. = 232—235°C (decomp.). place: of .ethanol, and with nitrate a _nnxture of A

The preparation of further salts of N - [2 - batanol and dlethyl ether is used.- - -

5 amino- 3,5 ~dibromo - benzyl] - N - ‘methyl- The following table sets out the meltmg _
_cyclohexylamme is generally effected: by dis- _pomts of 'a number of acid addition salts of 15
solving the free base in absolute alcohol and ~ [2. -:amino - 3,5 - dibfomo - benzyl] - '
adding the appropriate acid to the alcoholic N methyl cyclohexylamme
solution thus obtained whereupon the corres-

R Melting Point (°C)
p—Toluenesul;ihonat_e 218 . — 219°  (Decomp.)
| CuHyBr,N;0,8 '
- Perchlorate - o
C,.HxBr,CINO, - 132. 5—134° '
_ Phosphate 137 — 138.5°
Cy4H,;BrN,0,P S
‘Bromide '227.5 — 228° * (Decomp.)
Cy4HoyBryN, : o
Ozalate 182 —183°
_ C1gH,BroN,0, ' L
Chloride 2407 — 242°  (Decomp.)
Cy4H;Br;CIN, , .
Nitrate | 135 —136°.
C14H2131' aNs_o |
Sulphate | 108 — 109°"
C14HyoBryN,S0,. C;H,0H | .
ExAMrLB 7 bromme, Wthh corresponds to- 22 -mols . of
20 - [4 - Amino - 3,5 < dibromo - benzyl] - bromine per mol of N - [2 - ammobenzyLL-
N methyl - benzylamme pyrrohdme, in 500 cc of chloroform’ is added
A solution of 31.6 g -of bromine in 30 cc during 90 minutes. The brominated product .
of glac1al acetic acid is added dropwise with initially separates off as an oil, and is allowed - 40",
©_ stirring to a solution of 18.0 g of N - [4 - to stand for about  hour with frequent str-

- 25 amino - benzyl] - N - methyl - benzylarnine. ‘ring and scratching with a glass rod;-where- ..
The precipitated hydrobromide is separated by upon crystallisation gradually takes place. The
decanting from the glacial acetic acid and re~ yellow-coloured - crystals are filtered . wnh _
crystallised from ethanol. M.pt. = 202— suction and-are washed with a little . 45
-206°C. : The reaction mixture is then dissolved-in_hot -

' --water, the solution made alkaline to- pH 11
30 - o EXAMPLE 8 with concentrated: ammonia and the base ex- _
N "N .- [2 Amino - 3,5 - dibromo - benzyl] - tracted four times using 250 cc of chloroform -
pyrrohdme at each extraction. The combined chloroform 50 -
1720 gof N - [2 - ammobenzyl] pytroli-  solutions are dried with soda, filtered, and the :
35' dine are dissolved in 500 cc of chloroform chloroform distilled off in vacuo. The residue

is a brownish oil which, for the preparation .-



[err] EXAMPLE 29

EXAMPLE 30 45 N [2- Amno - 3,5 dichloro - benzyl]
- N [ 75— Dbrchtoro—d——=anrnmo—enzyty prpettdtre — -
N - methyl - cylohexylamine 5 (a) 3,% - Dichloro -2 - diacetylanmino -
toluene (a) 3,5 - Dichloro - 4 - “di acetyl am no - 19 g of 3,5 -
dichloro - 2 acet am no- t ol uene tol uene [ Ad. CLAUS, E. STAPELBERG
A 10 g of 3,5 - di ‘chloro - 4- acetamino - 50 274, 285-304 (1893)]

are heated with 250 cc toluene [E. Lell rraﬁﬁB,ZSGZ Klotz, A 231, 308- ~ 7 of
acetic anhydride §Onhne? hhothiSriddN e hedrd! il b a1
Iﬁ’ i edtddl Iy )40 cc é@;‘pﬁg‘)‘”ﬁen&g’“ ? I\rl.s Yl

hours with aeeti Catkflute oBWCABSFOST;Eds1 G of 4Ry
anhydri de urbeer ré!drqsrklorlc aﬁd@reeaddeis@ tbnc@etar splu- Bf fnethodd dithitar S liliosk dmbﬂuh 30

recrystallised § A% E’@‘é t4° Pi eraba‘ﬁor’%‘wgssr E@g‘é - [agino- and .
3 ystallisés out a co ourless h
ethanol. Mpt. = éﬁg cIare filtered Wlih sucuon and 7P T BT ammes, avmg

petrol eum et her. -Wafpéd with dieth§i ether. Mipt. 35 19_D| oro - - di acet yI amno -
benzyl 59-60[err p20°C. brom de . - (b)..
3,5 - Dichloro - 4 - diacet n benzyl 15 15. L @— , 'di chl oro
-2 - diacetyl anongy - [2 - AREfQM _d,bmmgolbugﬁf,_ 11.0 g of N ;,,prm .

succi ni m de 30 gnp@fldl&S - dichloro - 4 - diacetylam nog,  and 0.5 g :

of di benzoyl perox%jnf;" P’ﬁmmF 8rre,- 21 g of N -ghrom - Co

succini mide and {05 s ‘?gf) g’f "{fg‘l‘;r achl ori de under refkux 3 g of

di benzoyl peroxlsdeenayl il 2 m oﬁﬁ,rm Theunt i | "t he % W\Vgﬁl’ '
e

conponent, whi ch reaction olixnualsbbzkerteiﬂrmhb of tNle (dried oy rr]err]) 20
mai ns at first atSauHE tedb‘%%} @°$’F%18’?§lse ¥ises - under | ux until the -
i AR o After

undi ssol ved conpo

gﬁf’,ﬁﬂx@f ter about 10 hours)- ;
which at first meaWrﬁ&naﬁhaiehereMdam WJ&MIH’A% R brdgadedi. eﬁh@ﬂu&me 35
solution, the fil pham end ¢vappsdted. r Thressithe & hils- s ingf ade ®f oﬁthﬁe mdhm Bédint§ af

65 i s concent PHFRP f‘lﬂhtgr

¢obniis dlcfidlsfster
O o ing. "t oo SRS M T %mﬁ’%‘? TR PR g

filtered and ti2 trpdedlifsaion takarlﬂaeat rated to dr yRR®®Rd in claim 23 method (b) :is that as 40
The N - [2 - amino - 3,5 - dibromo - claimed in claim 26 and method (c) is that
benzyl] - piperidine hydrochlonde crystallises  as claimed in c1a1m 33. '

2-AMINO COMPOUNDS

: . - ' Process- :
Example _ . used for |
No. i o Melting point '| preparation
10 | Hal — Br - as Hydrochloride | a
| R = cm,. Sl 235 —237° '
‘ R! = CH, _ o ' _
- 11 | Hal = Br as Hydrochloride - a
| R < —CH,CHyCH, 158 — 156° ° '
R1 = _CHg—CHz‘—CHa
3 12 Hal = Br as Hydrochloride o ‘a
. CHy, . .
/ ' f'
R = —CH 159 — 160°
- N o
CH,
N g . -
CHs :
i ./
Rt = —CH
AN
CH,
13 Hal = Br ‘ as Hydrobromide a
R = —CH, 11— 113°
Rt = —CHy |



25 125[err] C The oily residue is

recrystalllsed fromethanol (c) N - [2 - Am no - 3,5 - dichloro -
(c) N- [3,5 - D|chloro_ -4 - an1:no - benzyl] | 9.5 g of 3,5 -
dichloro - 2 - diacetlyamno - N - net hyl - cyclohexyl am ne benzyl

brom de and 5 g of piperidine are 13.5 g of 3,5 -dichloro - ‘4 -

di acetylamno - 30 heated for 18 hours in 250 cc of et hanol - under benzyl
bromi d& and 9 g of N - methyl 968,254 reflux. After distilling off the-

sol vent, the cyclohexylam ne are heated for 6 hours in 250 reacti on
product is dissolved in 1 lij fco npsCC Of absol ute ethanol under-
reflux. The ssol- 75 hydr'ochl'ori'c acid and again heated for 18\Jvent

di st pH-ed—eH—anra—the—o+ty—esiduerbett-ed RetH-S—tHrag—ef-ux . The

sol ufion |s t hen made . with 3N hydfochloric acid for 16|h&megs The 35

“al ka) i 1’6 pH 10 with 10N caustic|soda sg Iutioni% made

al kal.ine *to bH 10 with tion a pyfrar‘feﬂggg_ austiv yep\/m hichl oro-:
abouf 10M cjaushli c=sBda sol uti on Thes &ydrobromidé or m  The|conbi nedl chl'orof orm
phases are hus precipitated crysfallises upon standing. 80 -} dried over
c di um sul phat e and concentrated The crystallisate is fhen fill ered vmth

¥ Judt) on to dryness oi |y resisggie 43124 s@ebosd | and

JS¥edriystal lispd from ethafl. Mpt] = 40 50 cc of absolute ethénol
“*8drpgen chlpride 62-64[err]. is then passed into the sol ufion; _

wher eupon The foll ov%% conpoungfls have al so been t he hyd ochl or| de

&icrystal | i ses| out. Af tiex - prepafed by nethods sinmlaf to thogse.described
crystfal lising fr et hanol , {the nelting point is| above: |- * ..~
234- P35[ err]f (deconp) . : S ' ) o
968, P54 . 2= AM NOLOOVPQUNDS -
Exanpl e 131 |HaHal= = (Br - | as Hydrochlorifi®| t i Nng point as Prepared
anal pgously fto, - . | Hydrochloride".
Exanple 29 | ® = ‘CH**—C_E=CI4[ err] 2 —5 224-225 (Dkconp. )
ExarEl e 32 Hal c8, : - - Mplting ppint.:as

Prepared an Iog}pus___ly_to '/B L~ - lerr] S
Hydrjochl ori iz 9 : . 142{148[err]
4- AMl NO1£OVHOUNRS —  B: ' as Hydrobromide R a o

| R = —CH, ' 218.5 — 219°. (Decomp.)

| R' = —CH,CH, | | |

17 Hal = Br as Hydrobromide @~ | a

R = —C.H, : 179 — 182°

R' = —CH,—CH, _ SRt

18 Ha = Br | as Hydrobromide - 1 e L

| R = —CH,—C.H; 192 — 196° —

R' — —CHCH, ‘ | _

19 Hal = Br ' as Hydrochloride bl T :

R = —CH, 123 — 130° |

| R = —CgH,




Exanpl e 33 Hal = d Mel ting point as

Prepar ed anal ogously to sul phat e
Exampfe=30 R—————=trerritierr: 132-134[ err]
Rlerr] = ckerr]Herr] - " Exanple 34 Hal = d :
Mel ting poiftas Prepar ed anal ogousl y to .
drochl ori d,“,e' Exarrpl e 30 = _benzyl .
237. 5-238[ eN‘FS Rrerr] = benzyl 254 PREPARATI OF
A COVPOUND CONFA -15.u-Js.IG—'l:|=l|;-GAI5.4?-l=u-.DL_ISMP_GFW9 > Exanple 35
2- Ami no conpound - Hal = Br _ ' Mel ting p0| nt
as Prepared accordi ng to the 4-AMINO COMPOUNDS [err]
109- 111[ ervd |, o _process of claim23 - Exanple 36
4- Am no corrpqunﬂ Fal = Br [err] Y |f,r|o£g
poi nt: as Peepaleed according to the . ' used for
Hydrochl ori dg No. process of claim23 Melting point préiﬁﬁadhéil '
(Deconpo.) T ' §68,354
EXAMPLE 37 - ® ZBFhe hydr ochl orf d& W"H‘FZ - aming - 35 -
N-[2- Arifo. - 3,8 -Rdl brongH; benzyl]- | dpsar onozsge benzyl] - :
i sobut yl am ng-of m pt. | sobut yl am ne
211-2I3[ err] {(deconp.}) IT“S_ Fhusbt ai ned. ' (a) N- (2} Ntrol-
benzylidene] |- igpbutlylgy — pr EXAVPLE 38, Hydmbmnm.ﬁ amne ,
N- [3,5 - dilbrono - |4 - amino - benzyl] - An et hgnolic
solution of 1.51 g off R- r t-r@H —CHy thexW&m' ne  (Decomp.) -
benzal dehyde jand 0. 73 quof I SO __éﬁ: iss (a) N- [4 - Amino | benzyl]] -
cycl ohexyl - . _ heat ed %) " hofrs under reflux. \Wen tHe anijne
22 Hal = Br as Hydrochloride a
. R = —CH,—CH—CH, 141 — 144°
| R — —CH,~CH—CH,
]
23 Ha = Br . as Hydrochloride a
R = —CH, 232 — 235°
S0
* 2 Hal = Br ~ as Hydrochloride . b
T R = —CH,—~CH, 200 — 205° |
N Rl = —CH,—~CH,
_ _25 Hal = Br ‘ ' as Hydrobromide a
E | R = —CH,—CH,\ 224 — 226° (Decomp.) -
CH,
/
R1 = —mg—CHg .
= | 96— | Hat = Br | as Hydrobromide ‘a
R = —CH, 1 108 —203°
Rl = .—CHQ—CQHF




reaction is conplete, the solvent is distilled off, 2.38 gof N- [4 -
nitro - benzylidene] - 60 10 leaving an oily residue which is used
_cycl ohexyl am ne
' step (b) bel ow W|thout any further 1950 136 139) are- di ssol ved in 60 cc
- of - purification. . - . freshty -
di ssol ved net hanol, the sol ution placed . ' (b N- [2 - Am no -
benzyl] .- isobutylamine into a shaking flask and catalytic¢ally hydra-
2 gof - [2- nitro - benzyliddf¥#4 ~ genated with Pt/Herr].. The
subst ance absorbs 65 : 15 isobutylanmine (from a) are di ssol ved in
30 cc 4 noles of hydrogen. V%mmﬂoecdmyoimngena- ' of freshly
distill.ed nethanol, the solution tianis conpl ete the catal yst |s u;m)ved
by S -placed INnto a shaking [iTask and catalytrcarl Tt at’i on
and the sompent by distillation. The hydrogenate,lgi%%,tk Pt/ H2.
The suljst afice |residue is an oil quh is us\@ﬂmgrpo&tep (b) eparauon: ' '
absor b= ey hydrpgen——Wenthe ot ortiter—pyrifiTattjon.:
70 - | _ELZI ;ﬁﬂoée ®ition is conpllet® vﬂl"ﬁ“’“@‘&fdﬁlyst is |(b)®N -4[3,5 -
dibronp -4 - a.rﬁn Mo -=bergwlcH, - | 233 Lidsser e@etnlp) arfd the sdl vent
then re¢noved b cycl ohexyl anm ne d| stillati orl'. 1.7 d of N [2
--am no{- 2. .LQ% ot N” -2'TQPHS am ng -benzyl] '- berzyll] -
‘i sobut yT amgne I ey N_agp,r esi due. - cyq are disgolved 11 50 cc of
(c) N7 [2 - Amino- 3,5 - dibromo - |benzyl] gl aci al adetic aci{d and
1.-85 g{of anhyd@rdus =75-CaH; 25 211 _-—215° ~i-sobutyl amne 1| '
sodi umfacet at e |§R1addeq_é the sol utilon. A 1.7 goff N-[2 -
am no 1 henzyl] - iso: ution. of 3

[S—

1 6.9 of hrnmm3 in 15 cc of glacial-
butyl am ne are dissolved in 40 cc of gl aci al acetic acid’is slow y- added
dropwi se with - pgampie 20acetic acid and 1. 64 Mg@dl um acet atg are

t hor ough Mt [2riAaginoat 3,5 QRthbAIRAB W eN VBSn Dxchloro ammuadskaﬁmto t he

sol utign. #peridingt i on_of 329 of - the MNeootthyd hes!knptlwe t he gIaC|aI i
acetic: ac,(fofg’s jchloro - 2 - diaog ﬁz“mlggem%@ i @ f‘ﬁm CD’Stfh’t‘,;I ki afl'aﬁﬁ'@f"i‘"e acidis

3,5 - dichl
S OW'Y | rSiodnb [t SLADYS. B SEARHLAERGIA, 1500 GetOfs CRleRRG - 4 - accramino - 503dded

dr opwi se MHZ&S-SM (11893)]garaheated>0ﬂﬂ1  @huene [ Br Tellmasl, ¢.3otg,AA. af1, BR—caust i ¢ so'éla
sol ut i gn of acetic anhs'dgge % Eﬁgﬁ?ﬁ% g&d@gf)lgmngeeurbsrg: @?!gmtbh@ﬂg are then
aaeq Yo RETRAE ! o v P o SRR 2010 15
distill e sat m Xt ure |@ysm£§d %@meum aMOLLS 55

resi due i(® M@ﬂom-ﬂhdﬁwylammpf-bcdwloriﬁ—eﬁﬂ?n and phase is separated and is
twi ce qpor e - Dighlorp 4 - disgatylaminos cherzyk ol ut i on.

3Gt e (13@3 )
The —wit Ii‘ol-%é % f%ﬁpﬁgﬂfgfmkaCh3§m Bf feL afforo - 4 - -diaceétylamino - aqueous
phase i s asth@s g&fBIﬂﬂ;ExﬁGyQ erbdide ad WdatedSin Ttbleene,mlq,r@fmr Biofb 2 SREIAS a&DNg ned,

dried: 250 cc of carbont W@élomﬂbr@dexneﬂtactkdofvdheworlmemm@‘mhmg@ 0 cover  sodi u-m

- of

sul ph ’maﬂgg‘féj: %iummg; ggﬁ?sgh res gnder renuxteut;zl gﬂg %1 | orm at eaCh
extracti @ e s bdul €61 hrd); ARKIE W ol of the . .
chl orofomubmﬂaﬁeﬁheﬁﬁgeﬂzt hﬂﬁr‘ﬁmﬂgm@ﬁ ﬂélskl, ﬁsis to[ch Emface(hoéflieQﬂEent aﬁg & no "~ _
“benzyl] I @"‘d @ryness. The solihresidpge rabeyty t{fhipha‘! g, fiie and t he

sol venjs 1’@%*‘ i dem et Mar m it —a HEY %&P | Hieeate °°n°fh““at°dt°e%$ﬁst| |l ed of f.
2.56 g Ole)N = 14 2Amind13,§1Odichloro - Behzyf)-d EM.pt. O~ b@pmecqsﬁae oride, - the
3,5 - di bropipendmbenzyl] - 1 sobut Iam(n)eNFé3,5 Rioliivre - &eammmnﬂenzﬁq\-dlmsol ved in

15 cc of  axgof 3,5 - dichloro - 2 - d:a lqo gi ({Js qr an oil . _
Tute eohgfil w‘i& L@f(;f ﬁnﬁﬁem% rom e¥der to _-
prepare trégax mé?ﬁ ,rehe oyl EQ@Q fgﬁh&lﬁfg-m

hydr ochl oum¢tige prodéct is dlssolved m15 litre 9 BN g df dmhkwsuanplmna& reflux.Q T I'ﬂSt e .

et hanol hﬁb ‘34 Sﬁ“ fond3s Jemt ol _'-d“eb@ﬁd ' é-r{d
und 31 : 5

t he S%u{; e tg i M%ﬂ dx;?ﬁ?ﬁh sol n léyﬂiﬂ{ ﬁimaﬁkﬂﬁet pHYT %n dr ' Ed

and re- tion and extracted eﬂnmﬁvelgeﬂthc o~ dlBout Mtic Qoddl sohitioke: - [Whe -

crystal | fged 'ﬂre Phaso pre tPrectPMted m’ymlhses upong 5 &t e§9 out and

{1 d tra i3 thep w1th-sucuon
ot SR HT R ﬁgg%ﬁﬁ% BEimlglat ©

~al so beeis ﬂzaopassed into -the Eﬂhnoxi nochl'lterfollmngScodjpmmds aml a&g&bleeil re- - :
pr epar edthe dﬂsgﬂ ‘:p Pgwsiabymemds Sﬂm!artoth%#tiﬂwbﬂdl |3§ed from
25 cc of En gé%‘f e m tﬂ‘éé’@?‘?'ﬁe& Ahove: - , .
no"conp

..

EXAI\/PLE ound Hal = Br e I\/EI t| ng
poi nt as Prepared anal ogously to = i RPN
Hydrochloride ~= - Exanple 37 - -+ R = -H =

247-248[err] ( Decor_rp. )



968, 254 13
EXAMPLE 40 4- Am no conpound Hal = Br
Mel t i ng—pe+nt—as Prepared—anal-egousty—te
Hydr ochl ori de Exanpl e 38 R = H
180- 183[ err] " CHerr] Rerr] = :
CHerr]-CHCH err] Exarrpl e illustrating the preparation of a corrpound
in which R and R err] tog_et her represent a cﬁ)écl 0- pentyl group.
EXAMPLE 41 . 4- Ani no conpound n
Mel ting poi nt as ~ Prepared accordi n@_mm; agmoum
Hydr ochl ori de process of claim2% _
189- 197 dQNp. )Example 31 '_ EXAMPLE 42
and 100 Aape X2 ar gaddegy Hydrogen is ~poln€ ag AN edamﬁogmsg'\y Rromo -
benzyl ] \-x% @@sed |nto this solution V\ntrH oridlg. WIeNExadidle 29 -
met hyl -\ ohexyl am ne 3 m)is of h dro% n have been taken up
the 5 500rrgofRN =[8Hs nitro - 3,5 -2t comp.)cat al yst is renoved by
f||trat|on,and th rate benzyl] - _N-' rrethyl - cycl ohexyl -
ammoni um &R concent to dr yness.. After recrystallising chl ori de
(Melting point = 233- 235[err] fromethanol, the nelting point of the
product ~  Deconpzample3g di ssolved in 100 cc of nethanol is 234-235.5[err]
(deconp.). - —15 : . _ ; -
EXAVPLE 43 2- AlthG= cShpound, - HalMe‘ﬂng int as Prepared analogoisly to
. . oride Example 290
Mel ting point as Prepared |ar’fal ogousl yMi 0148° - -
Hydr obr om de R =Exa-rqH,e—CH7—C
i
R = —CH,—CH—CH,
" 4-AMINO COMPOUNDS
Example 33 _ .
Hal = d : - Meltiné point as Prepared analogously to
- : sulphate Example 30
‘R = '—Csz 132—134° - AR
Rl .= —Csz
Example 34 .
Hal = Cl Melting point as _Prepared analogous'ly to
) . . Hydrochloride Example 30
R = benzyl 237.5—238° -
‘R! = benzyl
" . PREPARATION OF A COMPOUND CONTAINING THE CAMPHIDINYL GROUP
Example 35 o
2-Amino compound - _ _
_ Hal = Br _z”# _ Melting. gomt as Prepared according to the _
N 2° x:—a{l\ . 109—111 process of claim 23
L _ I{;C—C—CI@
. | R':-ab\m/
Estpte 36
4_-Amino":compou-n<'i
‘Hal = Br ‘ . : Melting point as Prepared according to the
ji-wi Hydrochloride process of clmm 23 :

ka0 | Nowp - 238—241° (Decomp.)
e f{fﬂ; o '



R =H 244-247[err] C (Deconp.)

Rlerr] =CH err] EXAMPLE 44 The base
is dissolved in 25 cc of sethanol and N-[2 - Apmino—3-5—dibrom -
benzyl] - 2 cc of concentrated hydrobromc aC|d are N - nmethyl -
benzyl am ne added, the hydriobromi de:then crystalli 5| ng 30
20 4.4 g of N-[2-amno-35-d|brom)- out. After
recrystallisation fromethanol, the benzyl] - methyl ‘amine are dlssol ved
in 58 cc nmelting ,point of 68254 hydr obr oni de__i s of ethanol and 1.9 g
of benzyl chlori 218. 5- 2%@&&3@1@5@%@ )2 - amino ABfser heating for

8 hour & - 00 Agfno0f 3,2 N dlbremdiaﬂéifzyl]&‘ smdmoarbenzaﬂd%bmmmdmml Htion s
EXAI\/PLE:sﬁ&tﬁﬁmwt ract ed exhaust i velzﬂll-vrilﬁﬁ (de r)off@ nebtained
of®) SNI-d# - Bfitro - benzy¥dene] - isqby U %

d I
Ok u‘dﬁbfqrh'gsofﬁfﬁiaér eg@ T BltexylamineS 0d1 UM sul pﬁ@‘?e

jepar ation
over:

dr|

100 and

con

Cenbd'nadl

968, 25Heated for 5 hours under reﬂux

N- [
am
Met
Pro

-Pol

D s
101.
=10
dro
eth

cyc
met

- suc
wat er , builamine jas dmeiveédn 4Pr<e|m§rghsl4lo rF“%SlF %ib!s glagly added dropwisg
- 80[

of %I

gign i3 cogn FIP
l

&ﬁ%@ﬁ%' mg hémelow without any further

hyl pifiayds.oXy- benzoat e

pyl (bp -N"I-y i3 -o&l}unb e hgrgﬂl 1sobutylam1ne

enzyhdene] -

Bi):f: nh@ c&ror?g Qﬁ? d1ssolved in 30 cc
tl Qistilled methanol, the solution
00 pgced into a shaking flask and catallecally

hyﬂrogenated with Pt/Hz substance

sor ﬁw
- of VYW (’.(YO

0

9?%

ydro

| oh 1] = 1smmme remain as resigh ue
hy ot e o o

CessinegYt N - [2 - ami EAﬁo-

err

%d?uuon so]u onctag?’]ﬁlt%(a

E% Jc i glital xbtlAGH B8
| OWadtigd dropw1se with stirring at room tempera-
ture. When the reaction is complete, the -
. glacial acetic acid is distilled off, and the
residue is shaken with 60 cc of chloroform and
.60 cc of 2N caustic soda solution. The
aqueous phase is then separated off and is
twice more extracted with chloroform’ usmg
60 cc of chloroform at each extraction. * The
chloroform phases are then combined, dried
over sodium sulphate, filtered and the solvent
distilled off. 2.56 g of N - [2 - amino -
3,5 - dibromo - benzyl] - 1sobuty1am1ne re-
main in the form of a viscous brown oil. In
order to prepare the hydrochloride, the pro-
duct is dissolved in 15 ¢c of absolute ethanol
and the solution is then saturated with
hydrogen chloride. The hydrochloride pre-
cipjtates out and is separated by filtration with
suction. - After washing with ethyl acetate
the hydrochloride is dried and again re-
crystallised from 25 cc of absolute ethanol.

35

45

50

ExamPIE 39

2-Amino compound

Br
—H

dE Qn 0YNGSdE . 1sob1itﬁddﬁhen§ t(i)e‘l f-CI|4|-0M1ing

ey ?ﬁ%%ﬁ%@i&fé&eﬂ i

- 1950, 136—139

e, et e

benzoa’rdiaﬁuauml W71 gyof Ipy-r (®l-i ahgine andZM g ¢f N-- [b

did Qan;

Melting point as
Hydrochloride
247—248° (Decomp)

benzyl] - cyclohexyl-

itro - benzyhdene] -
addar, J. Chem.Soc.

areSdigholved in 60 cc of

freshly dissolved methanol the(}sol@&bn laced

into a shaking flask and cat:%ln ydro-
§

amine
60

genated with Pt/H2 sorbs 653

" 4 moles of hydrogen. When

tion is complete the eatalyéi)5s
filtration and the solvent by dlsullatlon The

residue i ur‘%é Elgﬁ] used in step (b)

,5 - dibrono -
n R

cIoh la

aaae’?;e C ac1 sp%g
solutlon of 3. 6g oﬂbmmmé indd ccof gldmel di S

ipg at roo. When

gk g e o ke Wien,, b
Q& by distillation. 150 cc of @hiers- t he
form and 150 cc of 2N caustic soda solution
are then added to the light-brown residue and
the mixture is well shaken. The aqueous
phase is separated and is twice more extracted
with 150 cc of chloroform at each extraction.
The chloroform phases are combined, dried

85

.over sodium sulphate, filtered and the solvent

distilled off. The residue is 292 g of N -
[3,5 - dibromo - 4 - amino - benzyl] - cyclo-
hexylamine in the form of a brown oil.

In order to prepare the hydrochloride, the
above compound is dissolved in 15 cc of abso-
lute ethanol and the solution is then saturated -
with hydrogen chloride. The hydrochloride
precipitates out from the solution, is separated
by filtration with suction, dried .and Te- .
crystallised from absolute ethanol.. M*pt~=
259—262° (decomp.).’ .

The following compounds have also been )
prepared by processes s1mﬂar to’ ﬂ?dse
described above: — : oo

95

Prepared analogousl o
-Example 37 T ——

dlbromo 4 amino - benAylfE- et hyI

(-

. i&g;i

20
_and

_bengyl] ;rreth yl

gii aride are

|IIed
fo
red each

100 o>




N- [ 2- Am no- 3, 5- di brono- benyl ] - N- net hyl

anm ne hydrochloride

-cycl ohexyl -
2.0 ng

Lact ose——— 60—6—g

Potato starch (dried)-. , 43.0 ny

Sol ubl e starch - 4.0 ny

Magnesi um st ear at'e 1.0 ny

110.0 . ' again

gr anul g?ed through.the 1 nmm screen . 968,254 The N [2 -~ am gn '2,1%
- dibronp - and nixed with the magnesi um stearate. The 20 benzyl}
- N nmethyl .- cycl ohexyl am ne hydro- mi Bxameee #66 then pressed to tablets
having a S/ chloride and the |lactose are triturated together

wei ght of 110

triturateé is thenﬁglxedwth the potato Melting
EXANHkEb

g 4rfgpispycomP9ungy,

undm f | at di e.

t hus obtained is granu-

aqueous _solution & tHe H
sol ubl € starch through a 1 nnﬁgtreen

the core of

The

R = CEsLcgleny

each of _which contains the fol | ow ng:

N[ 2- Am no- 3, 5- d
hexyl am ne hydro

N- net h

Pr epar at | 88—d%3°Coat ed Tabl et s
Coated tablets are prepared,
late is dried at 40[err]C and is then

25

'I;%rgofﬁ' Ry tik plepumsion o a oo pou%i i W?’r\ﬁh R and R together reprseat a cyclo-

Lactose_ .. . o 60. 0 ngy 35
Pot ato starch (drled) ExAMPLE 41 '41.0 gm

Sol ubl e starch 4.0 ny
I\/tagnesu.u:nstearaté“’““m’""mp‘“md 1.0 ny

968, 254 = Br - Meltingl point as Prepared according to the
Preparati on core wei ght Hﬁhmébm#g usj ngrogessy ofelaim FAv ex
The N -{2>- anmino -3,5 -dibromo - die. Hend¥i |Oeomp) npthyl -

cycl ohexyl am
chl oride an

“he.

coati ng mhlcgiﬁbn |ng§ﬁ

l'y of sugar and talcum The coated
ained granu- tablets are polished with the aid of

I\%ﬁth a 20% aqueous solution of the
sol ubl e starch through a 1 mm screen.

potato essenfi
m Xture thus o
beeswax,

wei ght of 170 ng per tablet.

The

20

hydr o-

EXAMPLE 42
N - [2 - Amino - 3,5 - dibromo - benzyl] -
N - methyl - cyclohexylamine
500 mg of N - [2 - nitro ~ 3,5 - dibromo -
benzyl] - N - methyl - cyclohexyl - ammonium

' N.;[Z,,— Amino - 3,5 - dibromo - benzyl] -

- N - methyl - benzylamine

44 g of N - [2 - amino -~ 3,5 - dibromo -
benzyl] - methylamine are dlssolved in 50 cc
of ethanol and. 1.9 g of benzyl chloride added.
After heating for 8 hours, 100 cc_of 2N
caustic soda are added and the solution is
extracted exhaustively with chloroform. The
combined chloroform phases are dried over

sodium- sulphate and concentrated to dryness.

The tabl et cores are then coated by nethods
are triturated together

5 and the triturate is then mxed with the
starch. The

‘known per se with a

and have a

and 100 mg PtO, are added. Hydrogen is
passed into this solution with shaking. When
3 mols of hydrogen have been taken up the

" catalyst is removed by filtration and the filtrate

concentrated to dryness. After recrystallising

chloride  (Melting point = 233—235° from ethanol, the melting point of the product
Decomp.) are dissolved in 100 cc of methanol is 234——235 50 (decomp.).
EXAMPLE 43
2-Amino compound
"Hal = Br Melting point as Prepared analogously to
. . Hydrobromide Example 37
"R = H
244—247°C (Decomp.)
R* = CH, '
- EXAMPLE 44 The base is dissolved in 25 cc of ethanol and

2 cc of concentrated hydrobromic acid are
added, the hydrobromide then crystallising
out. -After recrystallisation from ethanol, the
melting point of the hydrobromide is
218.5—219° (decomp.). '

" EXAMPLE 45
Preparation of drop solution
100 m! of drop solution is prepared con-
taining the following:

30 and t he
oint as St Phephted dHARgdily kT €
ide " Exampld 3 ed wth a 20%

15

10

15

30

35



EXAMPLE 48
Pr epar at I on of

noi st granulate is dried at 40[err]C and is then
10 again granulated through the 1 nm screen and

20

‘Gel atine capsul es are prepared each of L .t ure-is then pressed to
t abl et cores having a which contains- the foll owi ng:
N- [ 2- Ami no- 3, 5- di br onp- benzyl | - N-rret hyl - cycl o-

hexyl am ne hydrochl ori de 4.0 rrg

Lact pse _ 968,254 96.0 . o
100. 0™ mg Z5 “Thé actrve |ngred|ent I's triturated wth the
EXAMPLE 49 | act ose and fed into gel ati ne capsul es of suil;

Preparation OermL)-%%—dlbromo-benzyl]-;i@-methyl-cyclohexyﬁbl e size. Each capsu?*e
cont ai ns 100 ng of ammeAaymdMaﬁdeare pr.epared each of33vwhi ch con- '

| act ose plus active |ngred|ent

‘tains tr;e f ol | owi ng:
N- [ 2- Ani no- 3, SMethywd 0.0

fitf - N-rrethyl cycl o-

hexyl ani ne hydp@gyhb.ﬁyar&%enme 2.Q.3nm
Pol yvi nyl - pyrrolidone 30.0 ny

to 5008 1 m

Distilled wat ePolyvinyl pyrrolidone . | | S
white 1 m arrpoul es, gghgcéﬁ are sterilised for

Preparation lfnitﬂled water

35 . The N - amno - 3,5 - dibrono - 20m..nf,|.t_esat 120[err] C.
benzyl] - N - methyl cycl ohexyl am ne hydr o- +101.00 g£hl ori de and pol yvi nyl
pyrrolidone are suc- EXAVPLE '50= _ cessively dissol ved
in distilled water heated to Prepar atron of Syrup 45
80[err]C. The soI ut i on i's cool ed . h epar ed,
100 n olt?\/\? raon ;10 %‘é é"d;nffr‘?gf%‘é:ﬁo%é suspended
_tar n t Bzdated, | %&n pyrrohdone andN |(blnﬁ§l] fethyrt-l @Elolieﬁylt-l‘lﬂfheused to fill

amino - 3,5 dibromo - benzyl] N- methyl- hydroc@lefide254

| i EXAMPL" E 46
= .N [ 2| %{%&%&Eﬁn Egh e:fégmt hyl - C)g’(ﬂ e‘g";ﬁﬁf Tablets 15
Ry DXyl a ng ed and | fltered  Tablets. are pr of which con- . -

20

35

benzyl] - N - methyl - cyclchexylamme hydro-

- chloride and. the lactose are triturated together

and the triturate is then mixed with the potato

‘starch. The mixture thus obtained is granu- -
Jated with a 209 aqueous solution of the
“soluble starch through

a 1 mm screen. The
moist granulate is. dt_'ied at 40°C and is then_

‘weight of 110 mg using a 7 mm_ ﬂat d1e '

mixture is then pressed to tablets.-having o

: EXAMPLE 47 o
Preparatzon of Coated Tablets

" Coated tablets are prepared, the:-cor
each of which contains the following:

- N-[2-Am1no-3,5—d1bromo-benzyl]-N-methyl-cyclo—

hexylamme hydrochlonde
 Potato starch (dried)
| "-Solubl.e:su.lrch_ |

Magnesium stearate

4.0

mg
©60.0 mg
a0 gm
4.0 mg

30

- Sodi um
q}” b 5 IZ0afre: of suspended partlcles tains the following: 0.
0 .
L’Pu‘a-wwmm N-[2-Amino-3,5-dibromo-bengyl]-N-methyl-cyclohexyl-
. ammehydrochlonde : . 2.0 mg
Lactose ' 60.0 mg -
Potato starch (dried) . 4.0 mg
 Soluble starch _ | 4.0 mg.
Magnesium stearate 1.0 mg
110.0 “mg
- again granulated through the 1 mm scmgn’; S
“The N - [2 - amino - 3,5 - dibromo - and mixed with the magnesium stearate. -The" - T



Ammoni um chl ori de 0.70 g

Sacchari n-sodi um 0.20 g

Sugar . o 5 g
Edi bl e blue No. 2 ., . 0. 002g

Edible red No. 2 s 0. 0079

Edible yellow No. 2« i 0. 024¢g

Raspberry fl avour = . 0.40 g

Menthol = = . . 968,254 0. 0159 L
Et hanol  "Preparation core weight of 1008k &king a 7 mm convex
Distilled water  The N - [2 - amino - 3,5 - dibromo - die. . 54.412¢g

125. 000g  ws  benzyl] - N - methyl - alatiiegmdro- . Thineabletrgray arerhieh ¢qated bymethpds n i
- 3,5 - First gsdblgtidegnd de dtps ity gzgg.‘éﬂ%ﬁm se%lg;r e BRI N
an turate. 1s then wi ofato €$ of alcum., ted
- methyl - CyCPOHEBRAT - The Shsduletibhe! dbiafedt 8] atsO Niablets e balshah witfhe RSGH b@iekk, 5
am ne hydrochl orilsied avith €i28%0hquexds \asliiton hf abe  ankll laveouweighs ofitidank pefladlesyr up
is then filtered solggsbtje sﬁrclpﬂ% ;&5#’1&332” -0 ;Water_. The lution is free o;o
suspended par tiygI BT EUUERG T Ghd! %Ngﬁgn ﬁ@@ﬁ%@)’%@iﬁe QB e,
amoni um chl or I demixed with the magnesium stedzaté’ i Gelafide dd- & adaéh of
colouring natter teeds then pressed to f@blapatreathaving af whichhdonthiss O falowisp| ved in the

remai ning water (solution B). @ Tablets are prepared, each of which con-
The nenthol is dissol ved— | - R '
20 (solution O). - N-[2-Amino-3,5-dibromo-benzyl]-N-methyl-cyclo- _ .
968, 254 . hexylamine hydrfghlonde_ : | 4.0 mg -
N- [ 2- Ami no- 3, 5- di br ono- bagayk] - N net hyl - cycl o- ' 96.0 mg
hexyl ami-ne hydrochl ori de : 4.0 ngy e
- 2, 3- di met hyl - 4- di'net hyl ani no- 40.0 ngy 100.0 mg
1- (3, 5-Di hydr oxyphenyl ) —=2-1sopropyl am no- et hanol ' '
25  The active ingredient is triturated with the ~  EXAMPLE 49
lactose and fed into gelatine capsules of suit- - Preparation of Ampoules 30
able size. Each capsule contains 100 mg of Ampoules are prepared each of which con-

lactose plus active ingredient. . ‘ tains the following:

N-[2-Amino-3,5-dibromo-benzyl]-N-methyl-cyclo-

_hexylamine hydrochloride 2.0 mg
~ Polyvinyl pyrrolidone : : . 30.0 mg
Distilled water ot 1 ml
) Preparation white 1 ml ampoules, which are sterilised for

'35 The N - [2 - amino - 3,5 - dibromo - 20 minutes at 120°C.
benzyl] - N - methyl cyclohexylamine hydro- .

_ . chloride and polyvinyl pyrrolidone are suc- “EXAMPLE 50
- cessively dissolved in distilled water heated to Preparation of Syrup 45
80°C. The solution is cooled, made up to the A syrup is prepared, 100 ml of which con-

s 40 required volume and filtered free of suspended tain the following: .
. particles. The solution is then used to fill .



sul phate

"Aerosil"

pressed

I\/B.I ze starch (drled)

ose

50.0 ny

50.0 ny Tartaric acid

2.0 ny "Aerosil" unpressed N

i 8 ng I\/agg&f,zlsktm stearate s
220.0 ngy T Preparation mass pr essed i nto

tablets wei ghing 220 ny _
using a 9 mMm fN—{ﬂ-A:dnea, -dxbromo—benzyl]-N—methyl-gvclo-

—The active jngredient, pressed "Aerosil,
| act ose and nai zeustarch

are mxed and granubexylamine bydrochleridg wi t-h a 1. 5% sBi%i on of tartaric acid

EXAMPLE 52
Preparati on of .
syrup i s prepameognivirOchlanide of whi ch con-

ogyrup

BaSibanol through al rrmscreeazo
pressed "Aerosil”

e un-

dibromo - benzyl] - N - methyl - cyclohexyl-

stirred into solution A. Finally, the raspberry

and magnesi um stearate
ar@7€'t$en m xed with the

A

granul ate and ¢ he . tai.n the foll ow ng: . - 968, 254.
N [ 2- Ami no- 3, aﬁ‘ﬁﬁ’f"if “Benzyl ] - N-met hyl -cycl o- 020 g
‘hexyl am ne hydyug@hl oride ' 0.02 @5.0 g
1- (p-chl orophenyl) -2, 3-di et hyl - 4- di met hyl am no-
but hanol - ( 2) ol NP He - 0.4 ¢g%%2%
1- (3, 5- Di hydr qagihREWa) 22-1 sopr opyam no- et hanol  ¢.007g
sul phat e 0.1 g
- Sodi um benzoatFible yellow No. 2 #4% g . - o
Anmmoni um chl or ' on7 g Saccharin=sodi um
0.2 g }iagppberry flavour _ : S
Menthol 0.015g N
Ethanol 4.00 g
Distilled water 54.412g
125 000
Prepa-ration
The sugar and N - [2 - amino - 3,5-- First solution B and .then solution C are

5 -amine hydrochloride are dissolved with heat- flavour is added. The syrup is then filtered 15
ing in 45412 g of water. The solutlon is free of suspended particles.
. cooled (solution A).
The sodium benzoate, ammonium chloride, ExampLE 51
saccharin-sodium and colouring matter are Preparation of tablets -
10 dissolved in the remaining water (solution B). Tablets are prepared, each of which con-
The menthol is dissolved in the ethanol tains the followmg 2 - -

(solution C).




[o2]

S roO0OPOO
H
(o]

Sugar

Edi bl e que No. 2

Edi bl e rreu No——2

Edi bl e ‘'yel l ow No.. 2 -
Eucal ypt us- nent hol flavour

Ment hol: (f 0159

Et hanol.- R _ : .0 g

Distill ed water _ _ 968,254 - 54, 232g 17
125. OOOg — Preparation or R and
Rlerr], -toget \h t he adj acent The sugar and actjve

i ngr edi ent ni t rmgaernmnm,ﬁ)-ﬂibrmmnﬂpmmmyl-wbr ol i di nyl ,

solved:in 54. 2% ater wit h vesdanineghydrpphloridgyi per i di no or ca hmgi nyl group

ei ther ‘un- ' ol The sodi um
substi t ut ed dr(&LMH% Ojf’%ﬁ% 5& hefiafhe- - bampoaie,

ammoni um chl ori de, saccharl n- group containing from1l to 5 carbon atom;

sodi um and col ouring matte r.e di s d in —and Hal represents chlorine
or brorine; and 1‘@‘3’ “ﬁ'ﬁﬂ TR RSt on B) 4 ghggnent hol
non-toxic acid addition salts thereof. and eucal ypt us- rrent hol-

fl avour are dissolved “Derodi)’ lpeds@geno - am no benzyl am nésk0oing 10
in ethanol solution (solution %l « e general, f0 | - :
First, solution B and then SO|(L&J: ¢ BrdC Aﬁ’i”g is ¥ Fepitered 'ltms%r%ed into solution
A. The syrup is then Lactose filtered free of suspendedsmarimgcl es.
VWHAT WE CLAIM I S: - 15 Di_hal ogeno - amino - benz¥l ani nes of

the general formula Maize sarel (de) , mg. in
which R err] represents Fahpiekigacyclic ali- 2.0 mg

phati c :hydrocarbon group containing from1 : ' to 5
carboniatons or a cycI oal“Repsil” appeeseedl  or _ ' - 2.0-mg

aryl grOUp’ - Magnesium stearate 35 1.0 mg

R represents hydrogen; —
and Hal: represent chlorine or bromne; and in Wniza()anend R err]
represent | ower acyclic = Tt

al i phatic hydrocarbon groups containing from 3. Corrpounds according to

claim1in - 20 11to  Preparalien Q. tQms Q B3t e Xmo tablets| wesighingr 220\pg
both R and Rl err] fggt ggﬁr%‘g sil,” jgging 2 9 mm flat dlearyl groups and
are the sane ors df ev&rera 1.5 oM ® ited &E:al ning fromedwdd s car bon

in ethanol through a 1 mm screen. The un- Preparation of Syrup
pressed * Aerosil” and magnesium stearate A syrup is prepared, 100 ml of which con-
are then mixed with the granulate and the tain the following:



o

N- [ 2- Am no- 3, 5- di brono- benzyl ] - N- net hyl

hexyl am ne hydrochl ori de

-cycl o-
0.02 g

1-(p-chloro -

but anol - (2) hydr ochl or| de . O 4 g T

1- (3, 5-'Di hydr oxyphenyl ) - 2-i sopropyl am no- et hanol 3 b

sul phate ' 0 1T 9 olp

Sodi um benzoat e 0.2 5 :

Amoni &84 chl ori de 963,25‘* 0.7 4

Sacchari n-sodi um 0.2 g '

Sugar.- . 65.0 .g Edible.bl'ue No.

2 ' N—[2-Ammo-3,5-d1bromo—henzyl]—N— Yo .. L ey

Edi bl e red No.. 2  hexylamine hydrochloride. e 002)80079 L
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o n0| 1-(3, 5-Drhydxoxyphenyl)-z-lsopropylammo-ethanol' o 4.0 g

Y |l ed water . o Swphate o 0.k48 0300 o

- 25+/000g sgdmm benzoate Preparedgog - or R
Rlerr], et her WI t h t he adj acent The sugar and

active ingr edl ogipm clifo nitrogen atom repr ebhtea pyrrolidinyl,

soaQL,x‘,ed in 54. 2§gﬂgux\%wth heating.

ei t her un-

-The pi perlqj ?or canphi di-nyl gfoup
utto

"The. sodi um

solution is cooled (so

n A

- substituted or Ssaabstltut ed by a | ower al-kyl

25 650 g ‘benzoat e,

anmoni um  chl Oi%dxgﬁ bluesl@ntcgharl n- g

roup cont ai ni fig m1l to 5 carbon. atons;

sodi um and col ourirng nmatter are dissolved in and grepresents chl orine
or brom ne; anﬂmblered No. 2 t he remaini ng WaI.em,g(soI ution B). The
ment hol non-toxic-acid addition salts thereof ' and
eucal ypt us- mentfBE U2 are di ssol ved 2. D H’aﬁ’%@eno - amno -
benzyl am nes. oigm]ypms_menthd flavourl0 1N et hanol sol utd png (sol ution C .
the general formula ' 30 First,
sol uti on B andMep®®l solution C are - '°°15S;t|rred |nto solutlon
A Th'e_ syrup | bR N 40 g

' Distilled water 54.232g

125.000g
Preparatzon or R and Ry, together w1th the adjacent

The sugar and active ingredient are dis-
. solved in 54 232 g water with heating. The
5 solution is cooled (solution A). The sodium
benzoate, ammonium chloride, saccharin-
sodium and colouring matter are dissolved in
" the remaining water (solution B). The menthol
- and eucalyptus-mentho] flavour- are dissolved
. 10 in ethanol solution (solution C).

" First, solution B and then solution C are
stirred into solution A, The syrup is then

filtered free of suspended particles.

WHAT WE CLAIM IS:—
' 15 1.. Dihalogeno - amino - benzylamines of
T the general formula

‘in which R and R* represent lower acyclic
aliphatic hydrocarbon groups containing from

1 to 5 carbon atoms, or cycloalkyl, aralkyl or
aryl groups and are the same or -different,

- nitrogen atom,

represent a  pyrrolidinyl, o
25

piperidino or camphidinyl group either un-
substituted or substituted by a lower -alkyl
group containing from 1 to 5 carbon atoms;
and Hal represents chlorine or bromine; and
non-toxic acid ‘addition salts thereof.

2. Dihalogeno - amino - benzylamines of

/"—'\\30

the general formula

in which R* represents a lower -acyclic- 3
phatic hydrocarbon group containing<frent=
to 5 carbon atoms or a cycloalkyl,\hralkyl: T
aryl group;
Rrepresents hydrogen;
and Hal represent chlorine or bromme,* nd <
non-toxic acid addition salts thereof. ~ -
3. Compounds according to claim
which both R and R* each represents a
alkyl group containing from 1 1 to 5 carb(m




filtered free of suspended partr cl es.
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represents a |l ower acyclic ali- _ _
) tRydr ocar bon group containing from1 _ ' i
GERHTEY bon atons or a cycl oal kyl, aral kyl or HE |
ar y] gr oup 18. 35968,254- :

R represents hydrogen;
and Hal represent chl orine or_bronine; and in which R and

Rlerr] represent |ower acyeliAmind95-diorkdols ﬁﬁ&%ﬂ eh salts thereof.
alii phati c hydrocarbon grolgf){s C Oliwryhinithe iy i e&% %r}}pounds aceoeging to

claim -1 in to 5 carhbon atoms, or .cycloal kyl, aral kyl or
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car bon - 9.6(8,5-2314}’&0xypheny1)-2—1sopropylammo-ethanol ‘19
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hydr ochl o |ode @ from3 tQ q%m at ons. I
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claim 3 in oM gh R and
Rl err] each

non- S eth y
salt
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I sobut yl Tdeﬁ%up t oxi ¢ acr@ addi tion

_ : 60 Sugar 5. Conpounds accordi ng to cl @i gl or

:process according to clarm 23 in claim2 in which err]

ents a cycl ohexyl  idiblerblgendo.ch| ori nating or broninati n8-0gent

EdlblerdNOZ is chlorine or brogiggg-
25. A process according to claim23

OI’

6.

group.
Conmpounds according to clarm

or 24 in 10 claim2 in vvrﬁdcbltﬂlmN]: 2epresents a benzyl group024gwhi ch the
solvent is a hal ogeno- hydr rbon Z 7. Compounds acco§g| ng to claim
1 or or glacial acetic acdifryPrusmeyol#aoss; " yhich Rlerr] reptdsénts a
phenyl group. 26. A prmaﬁl for the preparation of dihal 0-0.015g 8. Acid

addition salts as clainmed _in any of geno-am no-benzyl amnes as clained in
claim . clains 1 to 7 i ®##lch the acid is hydrochioric 1 %fi&h
conprises reacting a di halfgRlOset> acid, hydrobrom c aci d, spgiphuric

aci d, phos- diacyl am no-benzyl halide of the formula 70 ———horic acid,
| actic acid, citric acid, tartaric _ acid or nmaleic acid. 1250008 9. N -
[2-- Amino - 3,5 - dibromo-— DeNnzyr] - di benzylam ne. 20 TO. N - [2
-"Amino - 3,5 - dibr orm- benzyl] - N - thyI - ﬁl ohexyl i am ne.

11. N - [2 - Anminoyx anda;?&glm'ro enz Rcfndg &?’9 aH’F ’Sﬁﬁt
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10 in ethanol solution (solution C) the general formula 30
First, solution B and then solution C are
stirred into solution A. The syrup is then
filtered free of suspended particles. Ko ' T
% \pf
WHAT WE CLAIM IS: — \Q/C 7
15 1. Dihalogeno - amino - benzylamines of Y oy I
the general formula o
r-”- L3 ] /ﬁ -
“ ‘74"”\‘,/ in which R represents a lower acyclic ali-
phatic hydrocarbon group containing from 1
BN oy 7 to 5 carbon atoms or a cycloalkyl, aralkyl or
' aryl group; 35
R represents hydrogen;
. and Hal represent chlorine or bromine; and
in which R and R? represent lower acyclic non-toxic acid addition salts thereof.
aliphatic hydrocarbon groups containing from 3. Compounds according to claim 1 in
20 1 to 5 carbon atoms, or cycloalkyl, aralkyl or which both R and R* each represents a lower 40

aryl groups and are the same or different,

alkyl group containing from 1 to 5 carbon
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benzyl] - diethylam ne. 30 15. N - [4 -Amino - 3,5 -di brono -

[err] 75 benzyl] - N - nethyl - benzyl am ne. 16. N
- [4 - Amino - 3,5 - digbrono—= pemzyti—— N—- mernyr - Ccycro - '—'
hexyl am ne. . 17. - [4- AmMno: 3,5 - dibromo - in which R and
Rlerr] are as defined ia_g'cl aim 35 benzyl] - N - ethyl - phenyl am ne.

1, in the presence of,g hydrogen hali de- 18. N - [4 - Amino - 3,5 -
di brono - binding , deacyl ating the, cqppound so benzyl] - .

di al I yl ani ne. - ! el '
product 19atodi§ or alldwer aﬁmymcgmup&oammgil R bced mttlQ frni) ONitd @am&md
addi tion salt. from3t05 carb8(atoms. benz | ] (ht'dy satti and. then, if desired,

27. A proc®e# ac upds  aqe ‘Hﬁ’c’% |“%:hc opperting the) sai hydm loride gt-hydsy- -
3,5 - dibrono g r},ﬁqsoﬁg) Ib%z s ‘b, gtﬁméﬁﬁsals QO base or obhgx g/nr] o

cycl ohexyl anmi ne. s, Compounds according a.s GRih C1 bAse 245 Aapioasst aoadrgmg)&@ammc 2bane.
21. N - [4 - Anidam-2 & ®hich Ri {sprowenss 2 cyclohggl cg‘lr e echlorizatinn mbnqgummngcdgantm

27 in benzyl ?fou_Pd obu Ic%rpdl orine or bw% gro _
ompounds’ according "t 1o 25. A process ac t0 cla 3&
hal i de- bi ndi ngg a,gg,gtzl hiclR! represents Ql?enzyﬂm 2whldA Olvent §a10§ ﬁ{ bon -

provi ded by usi ng7atCompdrmds accértihgilto &l SIS odf ox, . - cycl ohexyl am ne.
t he amine of for‘leF1 lfFWthhR‘repreS%am FS}‘ fzérA e praparasion off dilghfo-

29. A process acgdy ygﬁ ‘%@foc Fapap LA e o
benzyl ami nes a% flddh D 20 o, { BB L ol A i o
claim 1 |n V\:hl ci;honomad,llses atﬂacitncn@xdananaout in the presence of an orgam c
sol vent . ac eIC a A}mé{' ns'ipe dof the formula : 30.- A process
accor di'ng to cl aj a2 9ai Jﬁ_zylamm: bromo - ."":p/%x

whi ch t he orgami cm.oiqv.er@t ol Sm@b hagqs)l_,dlﬁ}@m,zene

or tol uene. benzgl] - N methyl - cyclohexyl - amine. ' S 3. A process
according to claj i A1-2§ 9 | Amipg ~ 3,5 - dibromo - - _

30 in which the rqgf i O oSh ""cx ‘%ec‘gtjed dhontcne 95 50 :

reflux tenperas Usezyl)f - ddﬂ&hsm . in which Hal is as defined in claim 1, X re-

32. A process accd?.dNngl2e ‘miyo ef3,5cl-a!lqhbro - presents chlorine or bromine and Ac represents

26 to 31 in Wi Clrfxiiy - -4 ¢ aﬂc@ﬁxf{% f ect &y acyl group, with an amine of the formula

by heating w th glhfgy _e:hEﬂ, @ acrd or a

p:..

dilute inorgaséc BasSH.- [4 - Ammo -35 - dlbromo 100 in Whllm<R and Rl are &%

defined in clainb 1] %ime bengyaminef or the preparation of &-halo- and

the am no group . i] _fq agm"b‘tgyc 25@#&1&9"? geno- am no- benzyl am ne¥y as
in

clainmed in claim 7 NW ooty - CXCERG Rl and Ok 8abdaNd cladm
whi ch conprisés beazyumm ethyldpﬂma&l 0) ibenpldic g fJHdrogeh Mhatide-

inert organic: so 18. Nl éﬁﬂf A‘B’é?lzﬁﬁamdrbé’“@f tﬁerggﬁiﬂ g;ﬁtggﬂn%%égg t he
3,5 - dihal ogeno Ammo - 35 - dibronfo0- o a non-toxic acid addi] salt. g oeP 80
968, 254. benzyl] - dicyclopentylamine. 27. A process according fo clin B AGARE
according to ahy &P Ml-ai4rs Amino - 3,5 - dibromo - * fherhyfirogen halide-binding agent is an in- 23

enzyl] cy organic base or a tertiary organic base. :
to 36 substanti a]P B?’ gsc ?Mmo - 3]5n-6c‘1|%¥omo 28. A process accordrlig 1% claigy, 27 mOf

Exanpl es 1-44. benzyl] - isobutylamine. which the hydrogen hahde-bm t is 85
Di hal ogeno - ami nez.-Nbenzy| Afinées,5 - dibromo - provided by usiﬁ@at Msﬁﬁaﬁ ss f
process as ‘cl 47 nleegzylln- cydehexylamine. the amine of formula IV.

drocess for the preparauon of di- 29. A process accordmg to any of claims
any of cl’ ai ms 23h__ao eny - 0 - amlnes as claimed 26 to 28 in: which the reaction is carried
39. Dihal ogeno -jxe 01 in El}ﬂﬂﬂ ©Racfisg an out in the presence of an organic solvent. 90

descri bed in. theanﬁm-rqahwlsmne)bi’eromﬂnhn t he 30N Anprols ddadrdingR e laldin R rifi |

are as def| ned i _n,‘::'.'_;c-orrpounds claimed in claif gpﬂlwrgz:zc solvent is ethanol, benzene

e 31. A process according to claim 29 or claim
@’% A” * + 30 in which the reaction is effected at the 95
reflux temperature of the solvent.
~. 32. A process according to any of clalms
T \:,/ _ 26 to0 31 in which the de-acylation is effected

e by heating with dilute mineral acid or a
a dilute inorganic base. 100

ER

mwh1ch R and R? are as defined in clajm 1
and the amino group is in the 2- or 4- position,
with at least a molar excess of a chlorinating
or brominating agent in an inert organic sol-
55 vent whm'eby the 3,5 - dihalogeno derivative

33. A process for the preparation of dihalo-
geno-amino-benzylamines as claimed in claim
1 which comprises reducing a dihalogeno -
nitro - benzylamine of the formula

T O 0 o



claiml1 and, if desired, converting the com 40. Pharmaceuti cal
conmposi tions conpris- 40 pound o) forned to a non- tOXIC aC|d addi tion

'. A m)dlflcatlon of

'|n'e|ther 'of clalrrs 1 and 2 in. assomahon W|th

a process as clained a pharmaceutical carrier or exci e t- in any of
.claims 23 to 33 for the preparation 41. Corrp05|t|on‘a cor di ng to claim
40 in of a conpound as clainmed in claim2 in which, he form of dosage

units. _20 45 in tH888¥npounds of formul 1.1V and V,
42. Conpositions according to-claim4y o prblss &Rcdr@EY RSH Dt damar 00T
41 in the form e tAbl , coated tabluetsﬁ submimally as descibed A miyoC s
preparation of cor sul e& anpoul eS’fE lofid.qy r ounds (e 4ui-" med
inclaim 1 in R 43" ConpQs; 3% 1 Nod

represents a Iower ”Hcycl‘?c al tphatlc‘,n a 7cont a| n| n .5 fo 10 ny - - of

active |ngre- carbon group corﬁ9aiDﬁhalo né F Guminb -tb;n{ylama:esbun di-ent per
dosage unit.. E d%q% 1l Iégepes ﬁFng ;}3 wg

Comos B, &aﬁ&oﬁm s m%ﬂ Aing &
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repl aci lﬁgouﬁyn ciﬁég 5 i%ﬁﬁjﬁe ﬂjﬁfg‘m’ ;ﬂ‘gmﬁ t‘\’:g“%h&t fle ggctive -
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l‘OCCS
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et G i DU el CHREE f o BGBISR ) ocess
accor di bige ip aaﬁﬁiceg%ascilﬁhé@sm claim 34, F cKinfelin any of ciist 8535 i n

whi ch t feplagingn the o hydeogenc iathma @fli thé dre 40 to 44 %ah:tleﬂedctﬁatngmﬂleﬁk jeat s sal t

i s p?‘bd MP‘E&‘@E‘H Wﬁ% 1’"& as claimed- in any gh,gpima P Pouse, '
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