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formyla (V), Y[err] and Yy fave the sarme meam amdino - 3 -
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Exanple 3 tqg 1 afthtmo—=3=(2=—brono = ST4=drcht Ul oanr e S
C'onverted t added ‘a The m xt ufe"WasSThepted— [ umde S
4-cy o =n | )ur ea. et hanesul phdnate< Wy £h chl or ph'pny bilguani de'
hydr ot i ke, which 1% e /| “%lor red | wh ﬁ Dr i 5Ny
recryst aI isled from formed WWHt& nged|lesi mp. Z,EO[ err] | fyonpwater.
niet hanoll,* m 210[err] (correq 1Se thé cprregpohdijng ba_se.
white leallets after forned whi ] G6[ gr,;r] ,with Efifler
separatiop fyrom al cohol, mp. ] ZTI'r?s ? g i_+ by B
vesce'nce) o : ni de lwag converted i he manner
o] o § blef 1 ftoll { amdipo $3-f (3,4 -di-
EXAMPLE 5 4- Cyano- 3- ¥t i %as/qan- | |+ EW of ophgnyl ) ur ea
ethanesul phohat e whi chi 3 el mannar §iSsEPi bed | N [Exanple 1
gave whif ¢ prisns fromwateg, I 1 (tihe :
to a- cyé.‘hg- 3+ et hyI-phenyI bi &,\Jar corjr espohndi .ntj bpsg;  hydr at éd
white needl e ydf othl dryde, {m p| 2B2[er]| after. = ..
recrystal lji sja- after separ&ign, - wajerf mp.| 9%-9B[erk]. S
2L fi fromwater (the corl Bspor tH-po—pasge—had ' EXAMPLE: 9 =
M'P 172[ brrfl after recrystdl|i §i§I og |from l dohal ) | p- Byanpanf lijne (11.-8:9)
é spllved in In the manfier [degcrih&|inf Edarpl ef 2, [this | | 2N L
hyd chi®onicf acid (50 nl) at® 90[«%5@ <and thle i gyanj def wasjcopverted into
&‘ " solutio ms%”,_‘%g edtas| o cyamd am e (S F g ) .o
3-(4-cyan - 3- et hyl plhenyl ) uka . : dged. |t hie xt-ure was
heat-ed und ' & %g%phﬁ’b1é pH vﬁlﬁﬁ \a_o%ed whj ¢ & prisns: on, .
reflux fon m nut es, the @ odutd yafio . . "
1,194,835} .. & o 9 : - |. phe gbl guam de
hydr ochl ofji de, separ atimy ¢ n te Hr’i ;mati/c ged| qs m p., POSOEW th-
meanwhi | e.] After coolingsgt r§ S \g%(t (Zr@'- ). ) .vvaf ef 1 er.vescerlce. chl 1 ected
and washed with water, m®. R77[@#r] n lsdiudioh ki g
pf!cypnopren | bi guani de wit hgec og'rgosi i of. - _ : g
et-hanesu ghagnate (10 g.) inzetahesul plephic AS/ l 151 4. Metaf helsks of this
salt withisifl ver ethane- a(§=d (o 8o ) {wap tjredted df opw se v'vi-t%'a
sul phonat € wat er furnished 4 | ut irerre—eaengeni+at-ed—pgupotisgsol uti on
of sodiumjnift- p - cyanophe | hitgani de ef hgnequl pl:‘_onate - ritiex(20 g.)
The (—tl oc-;l;-ul Nt precipitate ag L¥apo & | on| of| AR -gaii;e {de ,c+.ry:§'t alline
sal't. firfst; forned redissolf ,-gnznd- gf f erv dende ?
: ' | & =
£+ + X |B® | g
s o T 155 |||/ &
; 'g <8 1}
1 e 1 '
g- g g1 L . n) g
D2 2 S oe | 0|28 | | |2
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Recrystal li sation from al cohol
ensued. After
the solid was collected—an

30 10

d

2 hours

gave white | eaf-
Iets m p. 209-211ferr].

p-fyanophenyl bi guani de "wat er.
ethanesul phonate (13.5 g.) in et hanesul ‘phoni ¢

1 ;

Am dino - acid (120 m .)

o
A% vvu.oll

at r oom

ed=wi-ttr—cot A Sof uti on .
1t was dissolved in hot water -and 10N-

sodi um hydr oxi de was added
tenperature slowly. 3 - §
cyiinophenyl)urea separated as- rather deposited col ourless prisns of:g -

foll owed as precipitation

of

(4 -

7
am dino - . gli stol oured prismatic need®835m p. 205[err] with 36—35—3 - (4—
yanophm.y. Frea—ettha esul ade T UBBEIE NG Eisocyingde (B Su@ud[apr r] with rea
ef { er vescencge. Thacoparmgs sir oBHe, @m@%ﬁal gakide)y o7 anl axps (tl:mefmF‘?iﬂgY%Fr - o
E LES 10 Y1 é&igﬁn gtgmgﬁyﬂthaﬁﬁ/ﬁome able reactive derivatives are 2 lets of  be

g (] e re ab%y wherem the alkyl .
1 i di N0 tneBods afedprefereell lf@rtie casepf prepargy syl l‘}& Jf Vi HHh§I& the urethane 45 5 add

et, ;"anesul phokiat sxdsdiption @W?‘g‘él% g ) ur ea eifmﬂ‘aﬁ &a&ﬁ Wit &n quhirous o
203 in hot watBmws nebigurpideet APTRY with jon pargﬁ idimeo hast. hé st ng p
i ndr edi ent s: 40-sodi um drOX| de amide Mg, %%s%f 2 St ‘§I ﬁ:ﬁgﬁd Exanpl € an
11: Exampl e L& m,,@(mrc% et hanesul " r mple 0200 10 sod
my4 lactose B.P. _ NHz where tTQQ]kHEa e ine (S“]“
603y, | n/agneg‘fs‘% a%&rﬁ?po&dl:ﬁf 4 Dy 5
ng.§ 10 ny. The tabl ets of - Exaxmjrmerjzﬁbev@m a{eeadmg e | wit
redction mixture was Fil tered while Bt byommmsls 0 é%%‘d su E &iamlme 55 15 ce
cqripressi on using froma snal| ks TE of #Qeat 10% ~ <@
gélatin sol uti’lﬂ a@n & 'ﬁ;ﬁoéip oﬁ%h%gﬁkem;, éganl%énvaﬁ aﬁig’lﬁt mfudsstrbmm c o
material t hat esY AR RoSeeq orbbsatgkaysit 1 5 d?\ﬁbﬂ%gc'ﬂnwﬂi msﬂmltpciwye‘é Bred was
cold ected andpr bl \gﬂraged;umi hcxd é@l he hgmc 60 20 be
caly- 0. 2N-ac eéthanesalphtdm( acishy apet ac‘ etha aclj“? " nétﬁ QuiEDd 2. 3 an
g.)iwas cr yst eﬂlMl Tic a %@ ing - -a‘“ nediiil dhgavealhd f
prisms of 9;5ad9 mzntethndSI Lh(sfd rehyﬁfoﬁnﬂﬂlm ihel georteppOnging - al
mgl y-sol u wape ent€df inl the lamm;ten(see; ‘5_.-1:1 1de wh:g s COdY Hgf' q‘lé;(gﬁ 0825 i
g.)§ concentr aiamgle, tChemis @Yof fb°“rﬁ‘°§”fp boE kife] purposes - m
50. { hydrochl oiEFlcEaHr 8 ”e He/a;;_er mm eHchiion,V eecEnCe. -
Thejacetic acileh uan e eula i?@xaft Ednaddﬂd!er Hﬁ( fbé)rﬁrsﬂﬁsomeﬂu@’l‘)s"s‘agldn was by
madé al kal e B3 51 Rp;mumn rNot 62839/ 6paSesial ¢ mroieexlalrtqu oy JOthal s Coghed 5o
and{ made Wasmry,smaiBGl sed from agpeoug’ al wmmand T&ﬁ ot b@g‘m 8g"e al kaline. =~
Theibase separ athedn°§§f 8*?‘”(5’13 a;‘ g isothio- | me Bl HIPmey Jlsodk 4 -
chigro - 3 - frm ‘E"?“T“? ed’and’ was ex;,,g& nvunslwseif e S-alkyhliiohivset. =
phegyl bi gua‘ﬁ d’éea 6( err]- -Thi.s bi - Spforddee(®xtract was dried with &
anhydr ous sodi um - guani de vias conve_rted in the manner described sulphate =
an_d?_evéporated, and t resi due > in Exanple 1 into 1 - ap dino - 3 - (4 y
- i heat ed ¥ RSN IER sol ution in ‘-*' anesyl pt Q‘ﬁIC ghloro - 3 g
- mtrophenyl)drea-'et_ es I_ﬁhgna’é? ‘85 acid’ \l ':? ou_rs"’c5he 40 =
reagtion m x- which _-c_yst ded from nmethanol }in pale ture was cool ed %
and . the crystalline product yellow (B sms, m p 214- 215[err] The. base 2
60° vva-s-col |l ected (6.5 g.). Recrysfﬁal | i slatlon from crystalli sed f.rom .
al thol in’yel inmy/\/be}eedlbeesto a PEp ﬁr dgavhith R anfieckintiey gff%ur and od R Js §j . s
mp. 213[err] @D,tpﬁee? e B e ing age ks glopherps PRE 1 _

eroxide, @ smg B is methyl. In b
et hanesul phonafé gml ted _ isothiourea starting matenal Tig pf %5 3 ]S,Igmi LR shhd medm- (t he

bas e cryst aP ¢ be prepared from the miedpdRdiBe 14 f"f,n:; %:n(formula the prefiered thiobjuret 80 s

fromwater- in ﬁfdtne - 33af(dumnsltedm enY;D ffg’r] a0 S - Gghl(m @hloro 5 4-- cyano- 50 -

ni triobenzotri f kebiok mi?;f T "g;n Qlydg Shedyl) -242- thféﬁl t. (22 5.0 }1\1@

ropriate i 3

EXANPLE 13 ' ap%ngther ty Q? ﬁ(ﬁp epétnﬁgh Slfmnqd:gmlsas%bqgtltutﬁmh it\ Patom ;

- f formula (I) is bY the reaction  phenyl ring re ared from 85 1
: .~ amidinoureas o £ a nitrile group may also be p: p :
i f guanidine with a_reactive derivative of & OF ding amino compound by di- 55 -
ot 8l acid of formula the corresponding h a :
substituted-phenylcarbamic azotisation and subsequent reaction wit] : :
) . cyanide or halide of an alkali metal or a copper :
G '- - o ided by the Sandmeyer, Korner- :
: ’ ' o0 salt as prov: y i reactlons 90 ;
- : C | / Contardi, Gattlerénann fangrg.:;lie lR el . o :
- : - . . 1 ex o 2 -
0 Y " C\OH_.' See OYE, & Wheeler T. S., 1960, Long- |
5. | v | :(111)- e product formed by any of the described | :




Chloro - 3 - nitroaniline (6.8 g.), di- stannous chloride dihydrate
8

4 -
(67. g ) I n et hanol cyandl am de (5 04 g. ) and 4N- HCl (15 n1 ) (325 m)
a6 - o T o v S G N =CH == r " - r— - g ter =) =] ey
m nut es and: (60 m . ) After the addltlon the soI utlon was 10 -

1,194,835 ; =10 heated on the

steam bath for 30 ninutes. cyandl am de (0.84.9.) and N- et hanesul phonic 60
Al cohol was:. distilled off and the residue was acid (20 nl) were heated at

100 f gl 2 hEourrs _ pour ed |ma835xcess of 10N NaO—I The basyc
AfTer cool |;ng'*t ne. Soll bpr Was 0| LHUb

cte
dm - eut
e ves oL AR A NP T 2
t ht or an acid add ion Wlt therddf) ?bet@é@ h I paka£d.
ait Ql Af ter cbeodonwged taheappmphae:s ollltv s:a! [ dte suscéptibilidy @Al Mhe experimental animal
gy 45~ B 3. 3 aldition salp 1B G acy?f%ﬁﬁiaqlq prehoRsse sdgnagol | ect ed and washed v[g. t no
n rov e
gﬁél . Th 6%& respectively, §°é&f ﬂiP ng Sﬁ ;m e%m g‘u%?s 9&?&’&%’5 (mhe cid 3§m
Ginyis! &l | 1 ne r eSic Y ionMBkdhang ushehdtiof] 1 #4d their preparation, and t ive
mbﬁiende,[ err]! 15bbQcid Hdditipr @ttueith ar lleali, suvtB s Idﬁ:lﬁbddCoadnpdéﬂubd’sl cbrfBning a compound
edximaple s 30 phpndt & (:lfggtfﬁuftlzgmxﬁee Ylelgrse;he érygltdallol |3s-ed0faefgmn¢iao(fll)mapﬂ aBB%C@@Eaékr iarrier 75
g the met ap
“F!Pﬁr’rpl e . For treatine% Eﬁ? mf t§ n%ﬂh!ﬂ ﬁLl oEIx o%:;ﬁ !atdnlﬁ1= gyéﬁ ?Péogggn
,5, é_ Wheni N-e resent invéfftion also provxdes ap
§—| (15 1 .) vmerae attgdbR caiti Ereszeas phdﬁ;ﬁa-l\l- RE thanatithd B0 PlophyREis Gf ntahﬂa
dbamle:e pé&sid-; 10 ceutical Composltlous The fopngigr fmypt a5 jnj a) whmsbloodéd hnimelowhichy canprises 80

&?ﬁl . ng i thense of2 185 CEYMdstering | lcqainpound of formula (I),
I@ gﬁmﬁydr ochl orﬁg[ﬁ i tﬁdq}eﬁt E% Wﬁg%}ﬁf hm O:e p‘;‘;ﬁf '
_ tipemr gfsﬂhakdbmmﬁﬁdno rrhé e er WBdye I tiad BoéEof f&:u eaf |
fkﬁphoﬁif: 40 - chl20r &e a sofid or 4 liquid, endrxoneftmh Y wy | - The following are EE&ﬁ@;N&?LdE this/ inven- 85

Hiwill®ai de hydr o .gosel{gom osmgg for 8 ; As a don. All remppyiagyres) ate if degrees Celsius.

¢8%3, %nl line (1g ac%loglcall i) fs‘ﬂ he base of tfj,s.hi guani de (3.5
_ | cyantdl amaﬁ&' s} if com ILNth)i @ﬁﬁ‘l OF 4C ChlgRo - 3 - cyanoaniline (6.1 g)l &-

NOessk 6Bt aregs MVM| ’ﬂieaamdimwms heattmula () cyandiamide (3.7 g),owR&]| ewor ]nl)atrxdct

aﬁWSZS miinut e§‘a t%ﬁgﬁ‘g’i ﬁ“tnt?"s‘ %" 3(xo: trammtafébztledmdjfﬁﬁeml)rwrtuﬁ
h

1 N 1
_- 931t coj‘;{mg :{Ly toc %)1119‘1l o éﬂuﬁ Rtﬁ" gvvas
tﬁ!,i e n9u5f' ﬂien@elll of collected by ﬁltratmn‘“% %9& ith g d
f;c’ﬂ&uﬁ:ﬁ ude rcaduphanouiy Iccmsrtste:d bammmf admxxtulr«)uf/ednha/ whted. tThist &rGdR @l wdiirle®iabd Ng
nd recrydtal |t ogf“g;ﬁ?’;&gmmlmamnﬂ’g o ysv;tllseldm ﬁlpdhblrdat-elCld@pe t e®p
' eny. irochlpri
obq'out'éegneedl es OEX es of the compounds gﬁﬁmmsgé:gﬁed as w lte needles (64 ggﬁ iy Lﬁﬁb 1
amdrno - . 'dll S -anfl 1&2:E1@m ufface rive efferveseencc The base was obtamed
et-hyl )pheryl3gr egmmeanldamyshel ai 31 g yadit @l -as sPEIE AYie) bdedies Rhed rBE bdlion L,
whi ch decorfposedater or ir a syrup; ipapsplescer gpsheiphithie saleewdsemadena ;!sahn23@ﬂ24 nm rl]0“
Wit h ‘about f250[ u&e dry state or in an aqueous SL& ;é@mpd*g droxides recrystalhse from alcohol,

us sus| ensmn, ed colourless prisms, m.p. 202° w1th
m& sarrei OdUChlay\@ﬁo [Y3)F a lﬁz preferably  effervescence, P P

EXANMPLE . 40 made from granuleshdafahe) aenvét ingred xanopm&nwg@higuam @x2 W9 SvabdRlobied

3 - Chlord - 4wt @‘yﬁh%nlm ?erims %thgbl exdi -in N-ohangsulphvoictacideB2 od) emtikapt 105

reflux witH dil JiphemEns oin fnsﬁsﬁ,atﬂﬁ“mu N ch 80P chor (2L Gou, Ginkingarwhich period

4R+ faygr ochifor i ¢ wh ydﬂa@&l}iﬂ.gr I}ﬁ%@ﬁhgg/. suspen eFelptdle SBU/Sms 0 1we?ﬂedln‘eat3ed(4under -

ehbmix unt izl 45 thlckenmg and emulsxfﬁny hgdnty rulsbo 1) %@EJ‘ o c ture
yl Am di nG - 1 ed h@beWYt hé’] g@ )’ 33[ %E{yf 110

1€ Mgites, CGO| ed Hf llem Mmr W B atrﬁ:ﬂ(aﬂn. and/\ﬁﬂned whlte needles,

’-‘gm‘;fﬁﬂ 18% ad. Tb@m ‘ , i dos Qﬁ.t g@jp 219°, The base was obtained by treating .

di $S0! ved ifn Smomhinﬂlgsenectntaamsl in 315@0\181 or) nemd mg;“shsg};;gg; ‘%fhfemnffé'iezmw

éﬂuéhoh!@' (200 m %ﬂm f“i oné@mmh%:{ LA - whlch could be further purified l-‘isrecrystal- tlti'f

D

O

1011

cxiuomon s tr e} y lisation3 from @llaghbl. FBIb bublst{ndBway sparaS
t 88, ﬁ?ﬁgm mtéﬁng’; u dteiyl solgblel imiwateed. This substance,

w“h | oro = 55 smbensmns ewlizo nadsgendidg O&ergs )andn met hanol (E%MPLE 2

thickening agents may also be included; ex-

acopper temporaneous injection solutions and suspen- In the manner described ‘in Example 1 :
!Kor_net- T sions may be :nade from sterile powcfl,ers,. 3 - chloro - 4 - cyanoaniline was converted to 120
teac.tmn,s:. % . granules or. tablets which may contain diluents, - 3 - chloro - 4 - cyanophenylbiguanide hydro- .
‘actions”, - . 60 - dispersing and surface active agents bmders chloride, which formed white matted needles
0, Long- ' " and lubricants, ’ from methanol, m.p. 258° with effervescence

; ' E F (the correspondmg base formed whtte pnsms .
described .. From experiments using the compounds of_ from alcohol, m.p. 181°). 125

e ; “formula (I) in treating experimental infections
L : ‘of malaria in laboragorypammals, it is esti-  1D€ biguanide (5 g.) was dissolved in 0. 5N-

L 65 mated that a dose of from 4 to 100 mg. /kg ethanesulphomc acid (100 ml) and the solu-




4 - cyanophenyl bi guani de hydrochloride, mp. m) and water (50 m) The
sol ution was

heat ed.under refl ux—ane—A—a—tew-moments— 257-258[err] with
de;: rrp03|t|on vias di'ésolved 1 - andino -3- (3-chl oro- 4- cyano- 95

i g 0|I|ng wat er (300 nil..) and the-sol ution was

megk al kal.ine with 10N sodi um hydrOX| de. phenyl )urea enbonat e

cry‘p‘tal lised. It was col - - 1,194,835 | ect ed byg 9
fijfration and washed with water L Aftor CCC“MzszB”(fh - ph
bi ghiani de base ya%..CRbl £ 9608 2 FuRt, Whid Boiigs | reciyirkllisdbeframe sewn oBp. ¢ m
and] washed wi't hy Mg{aﬁak ofM Pamidifel- 3 75 wihidro -  corresponding base fOMGQKP’é?m éﬁffe, - co
purg enough for4 {@moml)usﬁjt e&banesulphonate crystal-  prysialfisption fgpm water, m.p. 20005%).7 W

TheNoase (16. 4% *@ "@Ll ™ Methyl 3 - eheis 4 - 5
cyafiophenyl - (gmg se’ coys sed anesul phobjaso az + siethyl@ulinerivas)conyared; (8
SOI y- car ba_ma_t e m p 136[ er r], ‘was prepar édthe ,n@mer descnbed in Example 1 to J)_On

?

. €y

de n

wasi kept at 100[err] for @mmmr% gyano el Tohaeee by o &
(el rerhod of * DlmatF 05V bl Bl S S Tl Sl Ui by 3

1Exanple 7, Tgfﬁﬂl %&ggﬂigh )

¥ fas %Itedmsms after separanon from d@h oo
4 cyanophehg/ @{aessmhephanﬁtvmedmuennp eRIuwitf cﬁervqs e desc a
sob@tion of - N-NaOH The undissolvid) srysiptling maty gxe c ve %tnér}n 5

gudidi di ne (fronkzi & ) waf2 1 hm;rhydr-aydnba@ﬂmd ) ylphenyl)urea ethanesul nate wlnch 15 i
eff-érvescence. Racrop 5—t1a0°l, [ aéfalt |IQ§¥Y5‘SJ*'GW1 PRy stamsem fevknd ) Eenhinol W twhitecmeedisng?s o
cry<tal line 43l & 315’1'01“ amp et hap,olzo afe eqs#ewelﬂnlssgasgtr |W§’r;% of -
sifill'ar -g.) seﬁgI ° -¢‘§4 r,g, de&&t@ ydag o W SeRIEET rfli?m wa 0 i
- dge omposi ti on 1&9%@(@5;111 Midswasea |(15 mk)rm‘g (0¥ g.). Thigmgryde base was !
put ii- : heated under wwédsx f0d15519t911t9§e {hg ot’ wata%lumobftmmﬂﬁlmé |(5)91 g)ﬁn esb N
by{di ssol vi ng0i bycir?ﬁhlﬂwgg&é‘a‘l cu acetone (60 ml)wcre add ﬁ;’ C(‘:mgg '
al kgl i-ne (1ON- S chlm.p Q¥anérq v Wt h

119 ; qgn Bigua aﬂo&xaparaat ae%ln.p n 6’9‘% "% e‘%’f‘ﬁ‘m Waghggﬁ e CRIRAE ng

t hede separ at ed 5430 ir cﬂervescencisand Z.p. of 244° was evapomed to2drnes a{dethe]resmut: h8s -

ef fdrvescences bitrirkewyse € S o ﬁggaﬂymhmdyfryml ragueowst ﬂ hon: =
byirdecrystalli s@ﬂ&dﬁgavj:cg :g Wi nfedepes’% apredu ctmm !ﬂ?ﬁ*[a%s gﬁ‘? o
degqnposi ti on Hin a solution of the biguanide (3.5 8) yen(?t‘;;ng;ne hydrochlonde (29 g.) was added
V\Ihﬁ c h t he baSe 11{YN9ethaﬂasdlplﬁﬁIC\la¢1ﬂ K3ij @ébmpt' t6 a solution of sodium (0 7 g) in ethanol (60 90 .
EXANPLE 16 )i QR oonas: @bhodisnad. th&he@bd,pilodum)s pmmpm:ﬂ;&nethane (4.9 g.) was then

3-idhloro - 4 - amydaoani (4 nehlofol- ph addetbrand b mMitYrR ted, sunder
Exaﬁ‘pl e 15. . urea cthanesulghonate g% cgpgf dte m reflux for 4 hoursmgl ered hot. helf idue

. ms, m. 1—-214° T oration of the filtrate was :
1,194, 835 i‘;l:t‘:;:lesfsrox:nmméthangl gave 2 prt;duCt, t&nmgueous alcohol (20 ml. alcohol, 95 ;

EXAIPLE 24 35 214° (the corkbpordidly basd ermhd mhman 06 Ioile water) ’Itye Jundisholgeda prgjgtalline A 45
sokdtion of guanieeliesempaglodbtit efierresepos).e- amesiéue(fs cwd Bipe 1939 A N
4Ns ydrochl oric acid (50 Olgmt'%n of a sol Utlgd ‘I“'e% slw uﬁfftc S Beatdd . )

wer g heated at 10Q[ eg %xﬁneaﬁﬁk tdaen ir}ﬁ e n ulﬁ{%:ﬂaﬁ q,g\p 100
equijval ent of guafiis i thesﬁaaaaméscﬁmeulxheﬁtampierg thtme :

di ng hydrochl gy i Fe 2. Gromp } 4 Afverephenglhigipane of g inl Mmplme li qui d | n the 50
stilfl was treat elddwﬂtlwde:s’ﬁ i g

gf||trat|on EXAMP I§4- '
charcoal and the‘?i‘s%ge gzgﬂn eﬁ&éﬁ%ﬁ@éﬁ&&u £‘%Xﬁﬁﬁiﬁ‘e 2@"3’4%’) 105
ophe lbx

g’&%

was jadded and thﬁ‘b% YRHOK tode)amididoude- (2 - broam- d| BydrochRfiliel{ which was

eva;ior at ed t0451ryneﬁaaophaﬂyburcaeshanesulphlmte “{I, formed white nebdlds,CihlpO230f) pv)tgtr ea 55
was it hus preci plfﬂti'@fd Whtte 5(% % oo lﬁiﬁ)[cemqon&mb thb‘F“s‘% ‘.’ﬁ‘g‘; 10

was !purl fied as b Qv yeffex\Ahl‘EH%‘aE‘ g E@% oLV 86l 110
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1ssepA;medil i - 3 (4- Pysified fagr B B3 _ - nitrophenyl)uregumm

38c, of1b - 1 Am di NQ pdia( AhictE Wad ?ed from all the vé NH.CO. NH.C

t PP‘?“P’QP(S‘?“onet E§ EQﬁlcept the Efnpgmourea, using § 167 1 : m dino - \gNﬂg (4 -

cyanophenyl ) r ea volume of water, The amidinourea was then
suspended in this vehicle and the density ad-
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17. 1 - Amdino -3- (4 -cyano - 3 - met hyl phenvl ) ur ea.
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vvherel n the “hydrol ysi ng agent is a strong - _ 20. 1 - Am.dino

- 342, 4, 5 - ‘T 14 chI or o- - aqueo_Us aci.d. 1194835 ' 95 - _ 45 14
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55. A’ i conposi ti on 1251 ¢l Ahigiel - i3n- @y cKiéro424 - Aomet froid additior) aaltrrévdremfnclemMm _

claimi clainms 30 tyen@hlenyl)vr@nlt dosage form - 2ny of claims 1 to 31“25‘1"51?6 reggtion

whereih the al kyl lg?q}l ne -t hy‘lmﬂum'%‘hylA | fa81° Eride Sh e farfon ng an .

am di.nour ea : 1 - Amidino - 30! (1 Riibro - “an- aci d
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methylphenyl)urea. wherein the hydrolysing agent is a strong
20. 1 - Amidino - 3 - (24,5 - trichloro- aqueous acid. 5
45 phenylurea. : 37. A method as claimed in claim 36
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acigéhloro - 4 - cyano-

i ¢ aci #h. Mendteedeas cl hPGCh ik )olpine 53901
honl &h d“%’F“‘ﬁWfr‘bt”rﬁ
- ant’ F‘Qa od as clai
i g 46

ed in either c
41 WG fhe 'all% gmusyﬁ@gia ﬁn

elnbhgﬂxghllﬂllnelg oro-
car r 48y Apgmethod as ¢ any of claims 1 to 31 and an accepthitdd @friz
48. A JEefohe BX%’Q? ity ﬂ‘é °’§mféﬁ rea. 63,. A nethod of

é A composmon

yﬁ

dor-an a?c'd H(hh&nsaf@

pFeparing 2 B

t her eof "as cl
any of clai

t Hein any @f nou
adgpavetsiop sal
ﬁ%@ﬁ"ior p%
ang HjdeRer & 1

salt ther eof

§ tgelod

icorrprl S-
granul ation of thé

hap rmcﬁ tﬁé‘l’xod as claimed in any of \.Iaxms (9 p?lgo; ieipg 3 :g«?l pourea

thi
ai medo ith 43Celpas idiel defivatise Gebienefd Jpp m 2 “é:r »

th
1 t 8 -Zhloworfpr ¢veiopkgnyldscbamigieifo- tﬁéi‘efﬁlonprl si ng adm x%ure of
ea or "0 g“’ J°§P Pg;%ms ‘Flﬁ‘ﬂzj“i“hl oB%. uk eplutirh inhe hfwd reedirigr ofaan
kel 51 46 LR ot m;: e et T AP O SR alt el A
epar ofign aulinahalf elie ﬁfmula - lerr] o o"m{‘;d;;;ni‘s’g’ago; atms 1 10 31, suitable
(3 - chloro - 4 - cyanophenyl)
105

75

USE A @dspeddionaiil adhquﬂjdlkﬁek @f an

amidinourea or an addition salt thereof as

t“hb‘PYe"f é&inm Tefo Y pwitghlefor

\naund and an &

100

110

cl :
f BI% % gﬁé'ﬂf by ¢om wherein Y[er , ‘and 'Y are as d_’e ﬂ','f‘ gffé Xblpﬁuéb%&?ghi%n 0‘55 _
t heiaibokead @bl €S- into a tabl et¥ ainidinouteh @k B adid la8di ,
al daphedgimoup has one to 65 A met hod of pr epardaimgedain’ @i oflichonsr Bao 31, in a
Athe reagtin. carbon apifrdicyapdin %yestﬁrffE dgastc dﬁll“d Cagleﬂéﬁ‘ia‘ﬂ‘eépf i Rarentepl adgfini-
claims 1 to Bl pubilal ﬂ% \/'éersééﬁté‘& gt S4Bl JUEEY, o anuacid Rl b oy 321 b
tially as hef e| nb idé.e described wth parti culduim foe wherein the amidinourea is =
reference to npl46sA tethod B chimgd 1@1@3 48%?;&- 1- amldlno - 3 - (3 - chloro494 -Ayano-
I acid, methane- a e
ngphod as ol b rredsﬁlgi‘fm B o‘%mqj et @“*“m%"ﬂm;‘%" S
- - 35 47. A ‘method ab Clai ciinfd p(3 chl Cyanophenyl)urea or an acid 95
an ani di nour pa"as 4slaf4s hnheaarﬂsrn@fts ClcRIbri 4 - addition safk @hereof and an acceptable carrier
1 &94hy&35 90 - cyanoaniline. thddor. 1 to 31 and an '
amm@;bl e carrier %nd d%‘} L 2 "ﬁ,Flh ﬁ%‘rw ccloéﬁ Agmethod gfggvaam phamaepcgtzegbt -
' 0
%S‘@:E\ Lal 1y % M?ﬁﬁpﬁ %1 <o 6zlai:omxlgxsmo agrf Eur tﬂ:ge amxlgfnourea or
i al |3’ as E’ﬁ§ 6 dit-S- alkylthiobiuret of the formula an addition salt thereof with an acceptable
. carrier therefor. .
claim 35 . 64..A method for preparing a tablet of 1 - .

; ethanesul- NH. CO.N=< amldmo - 3 - (3 - chloro - 4 - cyanophenyl)- .
I or hydro- S-alit urea or an acid addition salt thereof compris- 105
S ing moist granulation of the compound and an
v of claims 100 . acceptable carrier therefor followed by com-

} - chloro - . wherein Y* and Y are as defined in any of pression of the drv granules into a tablet.

B -~ claims 1 to 31 and the alkyl group has one to . 65. A me.thod of preparing an amidinourea
midinourea o 45 four carbon atoms, followed by optional con- as defined ‘in any of claims 1 to 31 substan-
claimed in : - version. of the product to an acid addition salt tially as hereinbefore described with particular
he reaction 105 thereof, “reference to Examples 1 to 9 and 12 10 32,

: 49. A method as clanned in clann 48 where-  66. A pharmaceutical composition compris-
in the alkyl group is methyl. ing an amidinourea as defined in any of claims




particul ar
parti cul ar

phdrmaceutical  Exanples 10, IT
am di:nourea ,as -de-
Maj estiy'ss* Stationery Office by the Courier. Press,
PubLh%hedfby the Patent Ofice,

1AY, ifirom.
15 i

Co . e
B R e R R PLL TR T I e el g E L e

reference to

33 toto 36. 5

reference to Exanples 10, 11 and before described with
67. A method of preparing a

and. oo TSt

M P. JACKSON. -

ey L
CONPeSH--eA—6eRpr-sing an

Printed for Her
Leam ngt on -Spa, . 1970.

25 Sout hanpt on Bui | di ngs, London, WC2A -

16 L 1,194B§sch C'O_pi es nay be obt ai nedg,

1 to 31 and an acceptable carrier therefor
substantially as hereinbefore described with
-particular reference to Examples 10, 11 and
33w 36 - o : .
- - 67. A method of preparing a pharmaceutical
composition comprising an amidinourea as de-

- fined in any of claims 1 to 31 and an accept-
able carrier therefor substantially as herein-

before described with particular reference to
Examples 10, 11 and 33 to 36.

‘M. P. JACKSON.

" Printed for Her Maiesty’i. Stationery Office by the Courier Press, Leamington Spa, 1970.

Published by the Patent Office, 25 Southam:

ton Buﬂdi:ags, Lo_ndon, WC2A lAY,_' from-

which copies may be obtained.

10

1,194.835




