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EP "0170316 Bl DeScrr pti-on 2- Phenyl as- trr azi ne- 3, 5- (2H, 4H) diones and their -'

use for cohttolling coccidiosis have been described in U S. Patent No.
3,912,723. The phenyl -noiety in the said triazines may, inter alia, be
substitut ed with a 5 benzoyl -, a [err]-hydroxy-phenyl nethyl- and a

phenyl sul fonyl radical. J. Med. CBPNQ 1AB3162B1 96- 100 simlarly describes
ageries o]?ﬁé @henyl -triazine-3,5-(2H, 4H) di ones .possessing coccidiostatic
activity. phenyl as-triazine-3,5-(2H, 4H) di ones, described in the

present appl i Lrrehyas meb.l..fefafstrzﬁmmohésenmé.eudamemomwuobm haviel badri desdibed in DY
t he substi ULS: Pasent dib. 3,912,728 Tweyphengd meleyy inithielsaid tdazin lll'l@/-. pitm,*rayd heswbyl[ tute@with a

radi cal , i herhydroxysp Qﬂ[’ﬂ?ﬁwe aml WM fenvbﬁélsa' ]-n? tive
in destr ucb&sgr o %gg Eﬂlc a&@%’ﬁ@ s¢ﬂ’ Hesgiibepp 5¢ris3 8 2'?'}7" j"B?: gﬂg’d ‘g?qeﬁg
from such eny riazﬂfe%%ﬁfw 4HEiONE Nbds@bed lirS the! Sbs3htCabpliditidr) differ from the
[err]-aryl hé#er@ébpﬁe-rdédiﬂﬁh’d@na’im&ved,lwm-sﬂbsawﬁor{di‘ttﬁbhéﬁylﬂﬁdﬁﬂ) with a a-cyano-phenylimethyl

y| ) benz effe sadigélionesulting|iw triakines3, ﬁ@Hﬂmroﬁwmhaare Gery bifectivedr destrecting @ablle\}enﬂng the
accept abl esaug'tpfgemzea i, ﬁ“@ stsﬁffeaﬁllf'? é“ ?ZB'Fg @%er e i ca Yok sogg
3 gen,

forms ther ?%Me n IBT h r‘Flhe fﬁ‘@’[i p-ary df“ﬁ%83 "b?é‘% Y triazi

hal o, trif uororret é [err] 4al kyloxy, [err] 25 al kyIthro or
[err] al%kyl sul fonyl [err] and [8rr] arek | ndependent |y hydrogen, hal o,
trifluoromethyl or [err] al kyl ; RCN fq Lerr] alkyl, cyclo [err]
al kyl or phenyl optionally s é .up hree substituents ]ag§h
I ndependently selected fromthe plc sty of halo, trifluoronethyl,

[err] ala&yl, [err] al kyl oxy, [erg al Eyltlsr o] and [err] al kyl sul fonyl oxy. 30

-Inthefore orn definitions the*term"hal o" generic to fluoro, chloro,

beto and rg?f mapautically aqogRigble geid 4Aditp <4l e 1o Ressicle starepghemisally isameric Fﬂé’ds

sat urated

oo, RNy o oty g B 2 8
butyl, penty IR‘ e eae!nnrdttphndehﬂmpr?b ml;dlg tgiag: emi;lt 0 &d—s gkﬁbraades whr
cycl opropyl 1-¢8 oBM@gn op#li¥ guAstituted witibyrrta threes A
withint he (% tl T:é: &?‘f Icﬂnsrs&:$ ?f halgfri té:mn]\ettyll'g 1-6 @kl 1o alkyloxy,
' ndepeng@nt r)h th reg&)fﬁlﬂ éhidiibhs t “nbIBY i€ Jenefd to HiEIré, knigrb l¥dmo dnBEddb; “icS , alky!” is

hydr ogen; iReanstotiytlide gedight ardibidncieeld sytliratep rbBii raBieal€) piverayitom 1106 kcdrb mherr |
are, each Mdeﬁa@n emmpl meth\]}.chthygé-rmetm&tml 1, [-élme]hvlsthvl[ mw] baﬂvk ntyl.lgb¥vk and the
pr eferred eﬁ erre d i m mve lon ar em ch Jndepencl:'aatlly
[err] agbd IL n, flaI6, 'B,,%rptsnéf eﬁ ﬁ-‘t en TO?MT nyl R‘ and RS

hal ophenyl are,&Bdr ihdbérid eﬁl?ﬂryh%é ha% ecr:asr _QSWII Frer er na ove for

preferred coMpoupr®rred!@mpoundeavithinahe mvdnyorpareftlmse otiereio ) Buaths R?Nartdﬁ’rard bath

i nvention 'EYF@Q?%?S'&“ egeni G-s[alkykqr hplgpheny|xang R* peg R are agjdeseribeq “Qi?'@“bb\tﬁfﬁf the -

hydr ogen W;ﬂﬁ P ikl %rr.& 519 .Iosr ah & @%Q. s an

i ndependdemdtwh% f% “FrarE' ROLnd f¥la eaaf.arss thy :eror

[err] are thmiuamgetwubs'arm uﬁdaa‘ @6 bé- sabamdédoan the P @Bd/éri E0pbsitiON b e pifsa ouety
rmré:%y bea!rera '9igiRy a 93, and e;r The rr%zt preferred conp ouncgs sct)lr; gfhze

pr | ra' rrg sLo t %-_p ) M gp Eﬂa P b d g :

Bl or 0- ferd %, s rsf e e R e S
1) benZeneaﬁﬁpﬁBlehErd diiti&dgal -a llé &ereochemucally |somenc forms thereof.

[err]-(4-chl Ghmnyﬂd}oﬂfo(mrlﬁmdnalmdmmﬂspépdpmmbvlqvﬂ-,zldg an ingermeialy Fifhrmyila) benz
eneacetonitrile, the pharmaceutically accegtable acid-addition salts and
possi bl € stereochenical I'y .i somer i¢ for s “ther eof . Grhe gorrpoimds of formula
(I') may generally be prepared M\ an intpc-rmdcate of formula 50
[err] GNHCL (I1) 55 and el w4 esniomesCE of the thus obtairfdd)
di one [err] 60 _ > :
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I t‘he |nterrred| dtes (It) L has the nmeaning:of an appropriate |eaving group
S ch as C, aI'kyI oxy; halo and the |ike. The group E, as described in the
ifternediate (I1) and the triazinedione (Il1l), represents an appropriate
efectron attracting group which 0, ntly be elimnated fromthe
dgone (I11) such as, for exanpl erTE? g’%%}% sul fonyl oxy, a sul finyl oxy
goyp or aIrphethteirﬁﬂfaté%mdﬂ.@éstdeﬁ\bahﬁi‘glo‘b’ﬁl dpPRpE leavihgGroup Buch as €5] éMlyloxy@ Rald BAdl €,
ajcyani de, the § lkeJrTlie QINP/E sa;ldesm bchinythe jrvermmgdiate () any ltigxyiazidegiond (H1l), represents an
al

kyl phe”Y':,%ﬁ”'ﬂ?%E’@’ Mﬁph’é msmonvm emattﬁ@mﬁkéowwww asfor
pgrticul ar RN ,f Vﬁ{%u g,fﬁ,ﬁﬂ' a"&P’ Wit lsulfé}np‘{oeg an
cqgnsi sts ofhageg,ﬂa )Hﬁjf&@kﬁflaﬁd} g PP § ayed op & X f“h% t he -
[drr] functi Oﬂa:nttlbtyahrivr‘sugihzla t;dabaslmtmnaﬁﬂb édﬁﬁbbﬁﬂécbf&&ﬁwuﬁf (Il‘)fdghéﬂdé af &ychzingan.

- meagl 0 r a t lammna e anu| ehmd}dt
;: ((j LI gr) gm[" I(III-;) lfg)llr[a‘) :nd I|I-a)e§):e%?e?eﬁ$s a'}:!yano, Cie alk}légamlt_o{’r?é‘%trg;m i 7 ai?fgn
réacti on 25 30 The cycli zati 02 reacti ork may be effected follow ng art-known
cyclization procedures as de®&Cri bed, ‘exanploe, |m Monat shefte der

Chenie, 94, 258-262 (1963), € iow ti ng th ?'% hing conmpound of
re

brmula (11-a) above its uxmg ﬁg& hure of (Il-a)
0 exam\lEé an aronat’i ¢ hydrocarbon,

th a dtitabl e sol vent such

g. benzene, nethyl benzene, /fQr diRnet benzene, an acid, e.g. acetic aci d
ptionally in the presence oR base, e.Rj. -potassium acetate, sodium acetate
nd the like. The elinmnation of the [grr] functionality may be effected
al | owi Y art-known procedures as descri R§E1idaRiof @ Het §on | N Monat shefte
Chenie, 96, 134-137 (1965), e.g. by converging (lll-a) into a

a oxylic acid (1V) i a suitaple aciNyc reaction nediumsuch as acetic

ci d, aqueous hydrochl®ric aci® s§ utions or 40 mxtures thereof. Elevated
y

é—h

enper afires may enhangext ¢ tyie reaction. The thus obtained
ar boxyl i c aci ds of2 ’ . conv@irkegh i nto a corrpoun(hqf
rmula (1) by art-knogs b y&a&_—aﬁreactlon pr 6cedures, ®.g. by
ating the carboxyliciaci d (1M or byjheating a solution of (1V) in
2} mer cape oacetic acid®s descrRbed, fd* exanple, in US Patent No.

) 896, 124.  The,e CRIRALNAZCBS mEPEJG#e&eHohaWar@Jnﬁ@n eRston photeddfesRE 6&@#&9 s
clonver t i Ng ekdpld ylMEXatshette| 86} LOnGRieN4, 256-+L2621719663,04.021b9 H@iting QR bthrting Ednidouiof
ijnto a nit qumlaill:niebqvens melfsng point, Ton by @tmdirgragnigtaredf (I{alAyith axuisalild solvewtysudhas, for

s

ubsequent kot ekdmiples inl MéHatsh @96"19@-@7 QIUGB).'erh nbéiélﬁg M03) Meb' 8 &wél
1) 10 i nbad avin & suitalsle beidiC tebditn miediurp \¥lich a8\atutic adid) equaBashytrgcridricatid solutlons or

ppr opr ,at eixterescthergef. Elevated tegnogratngs mayehhance the eate eftherrpaction. hal o, e. g.

hioro, bronmogthus gitgined,rarboxdigasidisfiosmylagr oup, e. g. net hyl sul f onyl oxy or
met hyl phenyl sul f onyl oxy. For exanple, vwhere Wrepresents chloro, the
inLo(rrredl ates (VI) may be prepaFed b ct? g (V) with 15 thionyl chloride
iin Suif abl e reaction-inert soljie %" WRion of (VI) into (1) may
e ef fected, for exanple, byn? lMth cyani de, such as, fin)
xanpl e, a aI kal i net al cyani de, \e=d. lp SiN yani de, sodi um cyani de;

pper cyani de; silver cyani de gad tllize I jske, if ired, in the presence of
n apprgtprl ate solvent. The conpounds of" formnul ) have basic properties

nd, conse@aehe ¢opvertetl info aepynpoenda fymple ébbytant-knpuen decarboxylation reaction procedures, e.g.
' by heatmg the carboxylic acid {IV) or by heating a solution of (IV} in 2-mercaptoacetic acid as described, for
example, in US Patent No. 3,896,124.

The compounds of formula (I} may also generallv be prepared by converting the hydroxy! function of a
triazinedione of formula
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into a nitrile function. by first
The conversion of (V) into (1) may be effected by art-known procedures. For example, by fi
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#20%ther apeuti caldly active non-toxic acid addition salt fornms by treatment = 3
‘Wi .t'h appropriate acids, such as, for exanple, inorganic acids, such as
‘hydrohalic acid, e.g. hydrochloric, hydrobromc and the like, and sulfuric
‘acid, nitricc acid, phosphoric acid and the like; or organic acids, such as,
i or exanpl e, acetic, propanoi c, EPJOoKZ0.8326i B1 2- hydr oxy- propanoi c,

2- OX0pr 0papQ) Er‘% rpglt?\thu%nﬁ(y'f ?.Lt%n bn?:{ Os%‘%g;‘?eqéa%ng Erog.%#%%@ﬁb%&g} gzx)ema? thQ&'a}.@lQ&ﬂJgo' <

-'(E) 2-bu tg ane

:2- hydr oxy- 1 3- 25 pr opanetr| car Roxylic, gret hanesul fon| c, et hanesul fonic,
‘benzenesul f oni c, 4-nethyl benzenedul f oni c, R cy ohexanesul f ani c,

2- hydr okybenzoi ¢, 4-am no-2- hydr ¢ Rg | i ke acids. Conversely
the salt formcan be convert eg-bd th kali .into the fre&wDase
form It is obvious fromfornula 5 e\ ounds of the present

I nventi on have an asymmetric carb@n atRom sConsequent |y, these conpounds may
exi st Uﬁder tvvoedlfferent enant|5mer| c fdtns. Pure 30 enantlomerl c forns of
the corrpo %\;f)1I tftlmgztﬂgll ae‘a ing of a8 4 pr(?pnotgtreaalctpe \t/)ﬁthr%e ?o?tegt‘;%&();alo

ar t - known . TiGiioQ) arbil, o1 Hh ﬁ&ny%

the foregoi rr afaenaemietrmsepaersaué@hm mammeuai &s (wh iay bd’Tﬁtypahﬁ bpreaaaugad W|th
accordlingtlthmvlanhtondte“nommmbleh@dmno tgoiverit. preparing said or sim/lar

nds. Ah 'oe)?f (dlje 0 Pﬁqcredﬁorrmrn 9 &Y (fpgting fYll with & eyanige, guch as, for
her ei na t ",1, ,,,f;ﬁ Wy a,"fﬁ,?ncgtg:;'n S PP GRTPLTT Py

general | y hivdBasic ﬁm@sdanaoséeh&em thePmB}bertohvéhédio Melr h &
r eagentzo. Oihef’apéuﬁbdlla a(tVé hdn)-toxlﬁ adid dddifio saftlfdrins b/trédtnent with Mipkgprihte acids, suels as, for

descri bed:’ﬁm pe\inory amlds'hechnemimghcoﬁlda:a @cgﬂ s?fg w@bm?ﬂdaﬁg{k@'ﬁﬁgﬁwc as
?&‘f’;' "t a?%szgﬁﬂ B %gs’f"?ﬁn LA Hé%ﬂ“” D el 9}9 .
medi UM 2as pRPanefiRSBoyIE dme Qfestﬂﬁéﬁgp eﬂ\anés[lfdménaieﬁ sijlﬁ:rd:ermﬁﬁlﬁﬂbﬁzen fonic,
694- 697 (1\@@89xan€§ulfmadak-hvdrmb¢nzm4-amﬂipﬂﬂwdrava§nzq’neandemmpb®s @qmvlyshmwl um
acetate sfﬂ"nttc?'b‘i’wnggﬂ EM%;@:” tiwlt'hﬂka!" the di azoni um saarbon
(Vi) ”ﬁyaéa 3 FEte Ecofriibinies DL b é"&bﬁ.ﬁrﬁ CRudoR A P
art-kngyn Hf&ﬁr vtheea.asdunas Gt (t)erraywe 2B By 18 abdBatdh oPkrt mwa

al kal i ne aibt:ahrealtrlte e.g. sodiumnitrite, in a suitable reaction medi um
55 60 . Anumber of interme |Q;¢s(a d starting materials mtheforegomg preparations are known compounds

(VI1) 65 Which "'ad’ 19 ${t-fngun methadologins %F’Efglg';gr peas eI TR e fene
orr] T3 mszré :,éé'ffrf AN A N
1 or 2. Tive witA HRSgedf offfétmiilal (wn e pr epar ed fo | ow ng procedures
anal ogous to those described in U S Patent No. 4,005, 218. 5 The
triazinediones of fornula ®RVI) may lbe pr epar ed foI | ow ng the procedures
descrlbed I n US Patent No. '. O1ZN/2R. The |nteErreQ§| at@s of formula (I1) and
crrry, “And nore particu&r , eﬁl _ la (11-a), ( - a)
and (1V), said internedi at' \ Pgﬁ@n the pr'iel%g:?gtm'f—ﬁh ey
conpounds of formula (1), ghge d&®nelfto be novel (gpgkyt his constitutes an
addi-¥i onal feature of the |8resent iRvention. 10 he conpounds of

formul & (1), the pharnaceuti Cafvigyacceptable acid addition salts and the
pOSSIb|e t

Combart | i REbd il bk kel &;Fa?%*”&a%%%ﬁ'ﬁ%’% o e BAR A e
agai nst a vm'mle raemioneafyvmfwumavm ey tapeerdentyl bé carglyctddoin acsuitalid @actiba medidmnes,
Mastig 6‘bhé¢rsenbe® fori exprhple. aﬂ Maeptsh tttﬁsrfé?z §bﬁm'$ﬁg G%'rgé (968 %ﬂtali'q)'ie?ﬁHP'amE#“)ms ¥dre
phar maceu o %rtm ia mumsrq U 0@8(??1 Pgﬁ'onr%%torrespon ||nt Qneun o orI bJﬁSX)]f Iow1
st er eochegy et P LSRR Cea ri#.feh% o e Gt il ok it 6 61 o

conbattl Ngitrité) i H MG aeseuaianaﬁd.u or
55

R‘
60 NH, + N (N()z)rl > (Vi1)
RS
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r‘fpl e, Ent anoeba; and- Masti gophora such as, for exanple, Trichonpnas,
. Tri chom)nas vagi nalis, H stononas, e.g. H stononas mal eagridis, and
] -panosona spp. In view of their potent activity in conmbatting Protozoa
;} conmpounds of this invention S tools for the destruction
§ prevention of the growth of Pﬁo@o‘?&aﬁﬁenﬁae particularly they can 20
efff ‘Bet i vel iy tipchetetr@boviesledchifadiréaeBdnnseimeMi™ SeLEOjliAGH &al il édrraikalihe friealkaide Bnd n is
Pr ot 0zoa. 'F‘ﬁmﬁgew of2. t hei r &otent activi ti;& n. conbatting Protozoa this

{venti on 595 qu V%t]gtigtaé' L B brsprenamgJol FP@rH'%CPWStaﬁ@°%ﬁfﬂ)‘ﬂ?ﬁﬁsdetff'bed in
fqrnul as(1), Thiltemoikngs Yesh IR (Vhhdy be Brophid fhilif B BFoERGHE Bl 18 PUGH! ©
fgrns therm)bmmsthe active ingredient '1n a s01v or a sol |cf sem-solid
1iquid-di ITmmermndlataabffpmu,la (Bhradg (i), rindiﬁidtetpammlarlylthepthtbkﬂl&d&&s afforafuladit-b); (e
thod of *& WM pi gtquﬂeﬁtmte mbﬁgﬁt{%@t'vfl:r@nfagﬁfftémepwqyn@ﬁoff?rmlw)om depfed

| eature, I

arount QJ HFU%FD an(-\i elticall hacgeezat;‘é H‘g‘dq‘tadgj tn n s%#tst asndtttbeeroggt];le
Ant i - pr ot 059 ch&ﬂ f seﬂpa rﬁ éj 9. Fort xaiple, ¥&id

conmpound o:fonfpemubrafduha to b%ttioesgaant-.wawanwom Fofoadd suth abethx%herSammaye
t her apeut | Mastigapherdi GkdpBora amd Spodrozod, ure WI th suitable carr| ers may be readily

.O H-_| ('D ..CD'.-'“;

ngredi ent i m AeWTbKineir aotmtahw&wntoa atuﬁg’:lPrbtom’a&he éHnthaorwg fof thiscinitianndongituté he
Ctive i ngtsefdi toels fonghe dsstrttcﬂqjm erma ot/vae rawﬂt ofi Arotozae mmmaemculaﬂvtt@v can
dosage (i et 1‘5§£’ "% b'i‘ﬁs

pfepar e 6? Famporng's é‘bfgt{@m ) Wa ph cpeptableragid gdd ttsr Qﬁ‘lﬂ therpossile 5|
e e R R

in view of he i (4] vu;es valuable ¢ tio

| nQr edi entooin il %9«?"% ?ﬂaé aﬁﬁft, itﬁgbg?i% oddely aﬁacén%"iﬁnefi’e
conpounds felfmsftﬁ&ém aslth c)tlvé ingredier i éjé%ﬂfﬁnt §~§olla EmidofiB&Rkuit BURMlor SdrridlaRY lifle S
a net hod cldditieriittprovideg anetiéctive mbthed ofatombagptiiighProepaciyaserehién effectRe atibgrowzdan
war m bl Gbexnognt fﬁrwmag\pswd# eff ulg fihar adid addifien salts therepfAnticpratozgpl %p@sn@fis
those Pr Ot%&%‘my il EW‘H{ %fﬁ'ié.?‘xiﬂf?fx#‘t Vg oo ‘gqpf f'éﬁ"{)!‘ e?“gﬂ’
df a CONMPGY Bhv tw?;'é?'b Itec?ml f&ﬁﬁ@tﬂ‘hilq sYof @&ﬁ d

slalt or a poBmfelrb®coniposinme sve M do gb Vnit {6 EdmRisih@ pertbsage un bin effdbtive quantity of the

gar t i cuP@rdctve mgnedtﬂnewadmuxmhermh seiseble garréry. Atbeugh theambunt iof the activegugredient pengnit

Qocci di a td3Ea0e By A pdhin et herwide imitpcdosras Hniseemiising famebet 19 1 apave 208 @e pTIEY i on

i pr even ] s yiela é 315 bR B AQAGS ) AQviaDk BBl Be prese
dons equentnh\bénn&rlibﬁwﬁeé”@ﬂét ﬁﬂk.b zﬁg& h'% atmb%@ ;@éé{?;am@ﬂ%g o ﬁrb@fb.ta&ﬁtére v
jossi bl es sihigrabcutieing d@im diseases R@Ised by aferm rﬁdhebfabeisec’frdaozpab\t the abminlsyratios of ot

dnt i - cocci :g‘tf'f%::"o @T%?'E%%?gé%%ﬁg%g&% ﬁﬂiﬁ%ﬁ?ﬁma piarreaceysicaity @tcentaigdaid addition
dnti - cocciBf &2 hSy B eRinEstingd? é?%ﬂg ABYndd%
B e e L W e
garri er 4AaniRiCCdnbRder i/t ddmBELHEs ofMdlufaI(IthGH:l&'addﬂidﬁsdlt@aridhﬁksiblé&i@é‘ddi\emlcally
docci di ostigemedc Wots theregf atey@rticulbjhausbfutavisowitikt agenty apwelhas)ceetidiBiatsi t h any ki nd
gf feed sugﬁ?‘i!eeéf’ fheiryyasefyl ﬁﬂww@ﬁa'aﬂﬂdr?@d'aﬁtﬁoww‘\’l fh leﬁl @G‘PBE'“’S may be

: i ster® n f:.::d _
' qm P hiad 32%15‘%“ et E?éki%ﬁam%at bénaam.h rdopne of

jhe preserdssalmemtsuspéhdedJmItﬁﬂsamﬁhdjmam se stated parts there| n are by
ei ght. 50 The following examples are intended to illustrate and not to limit EXMde_BSheﬂg)redamemnml on
of | nt er medi Yi'ess othemwisgstatedall Rarts thergip @redty vighbar t s of
- 4-fluorgpenzeneacetonitrile, 180 part%%,& pigEhyl carbonate, 100 parts of a
od| um 55 m&b@miodef miekhddidags. 30% and parts of dinethyl benzene was
dl stilled.till an internal tenperature of 110C was reached. The distillate
as cool ed and 80 arts of 2-prop anol Emnieadded foI | owed the dro WI se

pddi tion g‘tethox‘ i sr?é‘t °b§i‘,ﬂ° er’@@)Pﬁ"ls F‘@e | f‘ﬁ iy

[Soet 1ot Yl Boen Yrr AR piy e nr Ty B L
yere addedrdmﬁsh Gddiﬁdnrcfflsﬁgar’# @Q{eﬂNS LM‘ate BBmQQ‘FfﬁHrﬁpﬁrb mothSﬁﬂlJ rehdtitn: ehiperature
cont i nued réserto BD°Cpolhesremdiniag 1201 pares oio2-propalbe shefzbadled Wwhil® Btirpiay sigeriousty. Upon
hydr oxi de ceDPIetioRtifTing wae continieedifer 20 h?@ﬁﬁéwammyere@géedt@p ite of pytassipryehyteside.
fas' st o a%;ﬂ,:."f Ao i L St t’tﬁfe wat%*é;::et 2
And pour edyg v??ﬁfin ibenzahib +§'@ dalract WG apol HH 'ﬁ@sfﬁ
£xtract ed distifled, yi@éiRy meﬂa fludrd e-rﬁafmtﬁﬁienmao-dfmeedp 7 oJ-t pressure
pvapor at edinterﬁeelatmmy residue was distilled, yielding 54 part S of
fA-fluords-[err]-nmethyl benzeneacetonitrile; bp. 110- 11 50C at 11 mm pressure
'il nternmediate 1). 65 5 EP 0170 316 stt Exampl e 2
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To éi stirred solution of 20 parts of 1,2-dichloro-4-nitrobenzene in 160
parts of pyri‘dine was added a paste of 28 parts of solid potassium

hydroxi de and ‘40 parts of pyridine. After cooling to [err], there was added
dropwi se 15.6 parts of 4-fluoro-a-nethyl benzeneacetonitrile. Upon
completion, the whole was 5 further stirred for 10 hours at [err]. The
cosling bath was renoved and t heEPe17@318 Blure was diluted with 80 parts
of benzene. The whole was filtered angkanipe #iltrate was evaporated. The
resi due was Poustedd seleton wh20eparts nidl ,2-diehiquo-d-ditrobenvans ire16D parcst of gyridkirielwas added a

‘met hyl bené’r’!’ﬁ‘e°f 2Piparty %ftsP'é’rP §“'ﬂﬂ’¥‘t€?"def7"gt4%nf;@? Or%llz 'dé\ﬁ f aft°et'cﬂ to Brfe thersl wag
residue V\ﬁl grs{fi%ﬁpi hec oling Et?\}svas'a"re ove he reaﬂ%ﬁg uwrg\:r@s@ﬁu e

yi el di ng enzene. The whole was filtered and the filtrate was evaporated The residue was poured
[err] - (2- ohib avager endithe’ FOMEN Wa3 edtraclet! Giith- MetARbdhydnb CTHeCIBRR Cds Odtel, ! filleRd 47R.

[er r] (1 ntewarmated dlthe s@tif residie asaarystaliiz&! fioon amixture ofdd -orvkisainane add bébzeBe, pividing Of
1, 2, 3- tr | CRAPYPE! Stafhlorotriionbery!-4digereiganattyibgnzepeasenitcitei my-dABXE detestsriatizbn
50% 5 parts of NNN-triethyl benzenenmetfy ﬁjégrg ni um chl ori de and 360 parts of
t et r ahydr of Uradstiae middlie 6k 413QaMd 519,2,30HEM S 5-RitrabdNbenk! 1380 PfisioPSl sodin® Adktixdaen Of
33. 3 part solodon40% 8 pare bﬂmmmeamﬁeefehémeuh@amm.uafhhﬂoﬁd@ardtsso girts of tetrahydrofuran

t et r ahydr o¥esiadgded dropyeise. duwingd Bmingte pemdraaom waes eﬂhpfmmbﬁmneﬁcmuvlsm@p

[aglr Ej} fi rg%:zsgﬁt?e;?%ﬂr? 0 a‘éﬂo c?%etﬁ L)a(ri aacédr t:Eg(:? é tﬁﬁ!eﬁ'ag’oﬁ ric acg nnﬁ)éurand i
t

Wi th tri ogdalae) ored diediRo. u-ﬂwuowﬁhér@m nmse;?d ni rllée(ﬁrfgé'rﬁ a rl e |

yi el di ng 63. ®ligrind the 83 Bed@t and using equivalent amounts of the appropnate starting matenals

2, 6- di c¥l &eer ‘E??'IQF('EPB@HI Qr o henyl -4-nit robenzeneacet onitrile

it
E):‘ Iﬁ;ngg;a?;%r e @o gE?O 3\22 rro enz ealzg gfegﬁ‘%n%e uate % %ﬁEoiéai Eeniy 8meﬁ1rrpunt S
n 2 itror
4-chl oro- [erzdmoﬁo'éu abis@rclorépmwQqﬂhaﬁyie)neakaéd*t}uermtehyédMeneacet onitrile;
[ er3] i aaqhmrqmﬂrcalp@pﬂgnyl) -5-methyl-4-nitrobenzeneacetonitrile (intermediate 8);

np.
2-chl oro- [er [0/ ‘éﬂP‘H y ' ityabanzppepsetaiitils dntermediats f:t r |le (internediate
5 4- hI é -f -nitrobenzeneacetonitrile {intermediate 10
4) ni tarf) 2C( t&M b-l'é?lf%m?) th 1-4- mtrot:\egrkzue;rigacﬂ?n lz &rﬂgg mediate 11))e 6)

itril€ (intér t
2- chI orao- [erz:}hlobu G(Mhhbhbﬁn@lpb}&ﬁtﬁh)@rﬁrdbbﬁzﬁﬁ%mmame:tmyﬂiateﬁB)l e (internediate
7 25 Following the same procedures and using the appropriate starting materials there are also prepared:

2- Chl oro- | erﬁrjh 040-& rt‘1|§rop %bgr:fr;z%‘nzeneﬁoﬁt%: nt:r[\j:asd(gft"e Eﬁgay dffonitrile

(i nternedi alfeh o-u #4 methylphenyi)-4-nitrobenzeneacetonitrile (mtermedrate 16).
2-fluorsm-[err]- | uorophenyl’) - 4-nitrobenzeneacetonitrile (internediate

)i 2,6-dichl oro [err] (4-f1 uorophenykxpmgiledi t r obenzeneacetonitrile :
ter medl ed mrxture of 14.2 parts of iodomethane, 153 parts of a sodium hydroxide solution 50%, 1 part

T T R e e

|
I nterg tonitrile in 67.5 parts of tetrahydrofuran. The reaction mixture was stirred and heated for 4
er r ]- ( 4- h&umrter»hm'ryh hother Porflomaf 2.3 yhrts'of lbdbriéthane Was e @aranhe wHoleQvas stirred for 1

9
(i
2-
[
( i nt er nredhewreat §Q : ThemaixtB@ was poured into 1000 parts of crushed ice. The whole was acidified with

trare| by T ct dried,
2- oM or - e %@l” e . o

rt h

- st artl ng ﬁi&hﬂfehﬂ)l-rﬁmﬁthﬂ-aﬂinﬁio@orﬁdtmbeﬁnﬁﬁﬁﬁ:ﬁ trile; mp. 162.5°C (intermediate 17)

2- chl or o- [erln}asu(rﬂarohdnoero frivewyrk plaGomprity| - 4- ni t.-robenzeneacetonitrite
(i nternedia a- (4—chlorophenyl) -4-nitro-a-propylbenzeneacetonitrile (intermediate (18)

2- chl oro [e%& if}%f% .é%"# ‘Iﬁﬁ? %gzﬁﬁge&:ﬁtﬁﬁgﬁfnl Q{bt)erlrredl ate l

115); afd 2- be

(inter medl atza:hrbﬁ}a-u%ﬁroﬁxw -e54.mmymﬁwtreﬁadeaa&tmwea:nafmédrh:eZ(maarrrus of
i odonet hane,2-fib®-gdaflaonikenyll- mdhumwmemos@imhnwmeﬁé)%ﬂn part of
N, N, N-tri et hyl benzenenet hanam ni um ch ori % and 67.5 parts of

tetr ah)far of "%%'d WSy ﬁdﬂﬁg of 5 Qi3 8-cn -E oa\enﬁ)r-d rqghﬂgenleieﬁhtgm{rﬁes 7 pérts of

sol ution g mmonium chloride solution 0.78N and 200 parts of methylbenzene was stirred
2-chl or o- pr rléiluxﬁdlfoe b Inere-T8e ¢dattioh Intixtae s HiltérgghTihe lagubouslfhase was separated and.
ni t robenzwn@a@ultb%thtgbdeneenp 1Th€ Joniping, %Etaemegagég‘vgfa ﬂ}etggﬁﬁﬁﬁvféw Waéﬁg%ﬂ\:g?‘
m Xt ur &0 regen Fargapaty sefutns 69 Ty wateuf" ? fegiape 2.3
parts of € é‘,ﬁaﬁégﬁgmﬂ&% ‘i‘:% éﬂ%,gg‘?, e W was Trred” °'°p;% ojur Pt

Irre
[err]. The nh¥ GibhilSr R Rerlifdds @Sk diselPephte@0 parts of crushed ice. The whol e was
aci di fied vvlct(h-ammaaenrbroaﬁdawhy-dmmb-htet‘rwtberaenedceto'ﬁhmefpnmdemrc Vitermetipte 26t ed

wi th trsschl or o- net hane. The extract was dried, filtered and evaporated. The
residue was stirred in 160 parts of ethanol. The product was filtered off,

45 washed with 2, 2'-oxybi spropane and @ried, yielding 34.2 parts (87.8% of
4-chloro-[err]-(2-chl oro-4-

ni trophenyl)-a-nethyl-3-(trifluoronethyl)benzeneacetonitrile; np. [err]
(internediate 17). In a simlar manner there were aI so prepared

o - o, o



[3
i pn’ powder, 250 parts of ammoni um chl or.ide solution 0.78N and 200 parts of
hyl benzene was stirred and refluxed for 3 hours. The reaction m xture
wap filtered hot. The aqueous phase vvas separated and washed with
nef hyl benzene. The conbi ned organigp ayﬁros 18'81 washed successively with
waf e+, sodi um 60 hydrogen car bonate sol utlon and again W|th water, dried

ampl
an -evapor ate The esi fue VPS V\B.Sh q %gﬁoﬁgh ch% (}/-P mtro eny -u—metﬁyq-g-(tnﬂuoro

dr} ed, y' eln% enze:e{;ceto ﬁu@ olutlon f thlo ene in methanol 4% and 480 parts of methano!
[ef 1] - (4- amyBiydrogiaiel it pé}at - OtieS Babts of Rk DR BARDERREABYL Afer the
np! [ err]s (taduared@ohoart@f Bydiyoget Wasitakdniiip) the cmnms ftlthnea effweashesil vaith tatrabpdroiachn

[err]-(4- anPWthﬁ‘th ms)phecn kg ?4/at¢qouthemesalum hyyystatligedfraem g %ﬁ@zge_p# ofy %{4'@9@") ofThe
; r ed wi a yie
%ir ;_] ( | nt erm gfloro-a chloro-3 nﬂuoromethy pheggl@ Bﬁlh%en@leacetom rile; Pﬂ"S?t % 180. é‘%
part %nt rimediate

: 2
4-chloro-berrfing 3mﬂ$}?r)ﬁk{nﬁer4hd?é¢v£s(¥m%bk9ed[ err]-methyl-3-(trifluoro-
meft hyl ) benzenaaanm«mmchlbdoeheani-paieﬂusl-z-ifnﬂaorsmétml!bemerte&cetohitrﬁpﬂmermednate 28t hanol

4% and 480 par%ag"mzmhamis(“mlswh Ihgoagpaeesionitrile {ipternmgiate 2% aratus at

h 3 fdrino-fehl a'ﬂﬁ'ﬂ? a"z Jogits madigta |29% he 5
Eg‘[ L:Ll \;\'nt tgg an%Wun g Aio ° Ch ﬂk enzenef%a g. (ll?sﬁnﬁt%:%%ﬁafe 3l1i:'eer d ff !

lbe

washed wi th t etaidbyzdhitiel ﬁ-ﬂlibh% Rophdniy a’-a id ntdirﬂmenzéﬁesc&h&mehabmmaﬁ sgacuo. The
resi due was cr4ymuazl-3-¢hmu i4|=qbtw0bﬁﬂw a.ﬁidsnetdfvlban zpneggriguittile (|ﬂ1hmepwat9diabt was
filtered of f, 4aaitectfiugr 'uqmnfmy FROCASPA nitgifs (f 3&? }Mng 23.7 parts
(82. 4% ( 4_4 ammo-zsdlch ro—u {4-fluorop eny acetom (mterm lat 35

E fluorophen ﬁ-ﬁ-m Ibenzeneacet inter te 36):
am no- 2- chl orq eg,c,pz z, ,H,,fl 5&9@5,{} iﬁ%ﬂ %er r] - met hyl benze
negacetonitril @-ammo~d-‘m-chloropﬁdﬁf/liis-(!lhﬁihelbéﬁid'le&ie&m’ﬁﬁé (mtérmeduate Bg); a simlar ,
manner there Vb'awovalhgstbe eeomres and using the appropnate starting materials there are also prepared:

etpRitr n w
3era]';n egga%g,[ O]n&(an?moez @;ﬁwygkq‘lﬁ?\ize to'n?gr!le {interme: 1333’
. I diate 41);
e ch I afi i T
28); 4-am no- 2tk @I—Qﬂcﬁo %ﬁ&hwr@pmawér)ea{e&mr]le (mepyditead)eneacetonitril e

(intermediate (29);

4-ami no- #°but y| - sl O el o ol o BB L 0 RZ GRS 3GRLAY. & EhibSohenylias:

( I nter nEdI ah;‘g g}zenz ceto tn 14 4 parts of concentrate hydrochloric acid and 125 parts of acetic acid was
4- am no- 2, 6a4ted BlopWige, Figla-s0 Qériea M{u)rrc{y f 85 partsieddaprhAEeN BIaes afiwater bt €
(inter rredl abuBD)C. Upon completion, the whole was stirred for 30 minutes and then 10 parts of sodium acetate and

d Ttur

o b i s s W x: P IR AR T
t aporate e residue was

4- ani no- 2- c?’JZ" A B g ikt ) ot T e A s %mh&ifhafcﬁsﬁmnﬂa@mmgnu

(1 nter medi atg8:5%¢ ¥olume) as eluent. The pure fract|ons were coliected and the eluent was evaporated in vacuo. The

4- ami no- Zef residnew: sesmn}dl(l 2-pfoperof- 6 w Gltqr d qfievishedith 22 rexybisprgpaneand dried,
(| nt er medi az@ldgxq 5 parts (74.1%) of et {2-] [5—chloro-4-[ -(4 chlorophenyl) -1-cyanoethyl]-2-methyiphenyl}-

4-ami no- 2, 6 U BRSS! %my"ﬁﬁﬂmdﬁ%ﬁé?mxba%m%e Qbdrbira starting materials,

(i nter m3d| aliRredwdre al repared
4- am No- Zschl ostion [2ewn -2([4-(1-Lya 66- D ptieaiipt hy)l)pﬁenmtvhantdnemmmman(imterrdeeaate 45);
(i nt er medi at e gw; £2-[(3- chloro-4-[1 (4 chlorophenyl) 1-cyanoethyllphenyllhydrazonol-2-cyanoacetyljcarbamate

4-am no- [ er ‘Tt leggrcg oro ano-"i (?4 guon%kpMI)nglﬁgﬁmt‘agmo iuaﬁoacetvllcarbamate

Cinternmedi ajfe ,ate

4-am no- [grr | - phm'f mhﬁwhémmEvadwmmyinbmmmqsamnmrazbrm-z-cyanoacetyl1-
(i'nt er medi at@bae intdrobdimed8y t he sane procedures and using the aPproprl ate
st.arti ng mat erqtlml g [H@e(@c@gr@p@pgBvﬁgp@ﬁﬂﬂ}é{yhlomphenyl]-hydrazono]-z tyanoacetyllcarbamate

4- anmi no- 2- cHM8 4 L).bs)
39): 25 R LTl B SRR L PEBERAEAGEIRR il FoMlALRBRARLE
(inter medi at e i) [2-[[3-chloro~4-[1-(4~chloropheny|) -1-cyanopentyllphenyijhydrazonol-2-cyanoacetyllcarbamate

4-am no- 2- ckvhtemdaem - (4-chl orophenyl ) - 6- net hyl benzeneacetonitril e
(internedi ate 2-[[3-c loro-4-{1 [4-chloro-3—(tn uoromethyllphenyl]-1 cyanoethyl]phenyl]hydrazono]-2-cyano

4-iam no- 2- cﬁ? NZERS: t er nedi at e
42): and %4- ng&e‘% ;hg@-{:&i%%i'#? hzn%% {/%I%p eny%)gtt%@ﬁ“zy;e]wedgag(g{o(h)%l trile

( iint er medi at e &) [2-[[§thoro-4 [1-{4-chlorophenyl)-1-cyanoethyl]-5-methylphenyl]hydrazono]- ZEXMeEI'W To

b
4- ZE]’: Lgeg 2‘E|d ;{m#gwr é‘l"ﬂ 54ha)é$ la'l)%&ﬁ{;ﬂpé‘eayléﬂfvﬂ-sg@oro;f:henyllhydrazono]-2-cyanoacetyll-
di jmet hyl bsénf%' (f 'ftle 4 parts of concentrate hydrochloric acid

and 125 parts of acetic aci d was added drgpwi se, during a 30 m nutes
pagriod, a solution of 3.5 parts of sodiumnitrite in 15 parts of water at
agout [err]. Upon conpletion, the whole was stirred for 30 mnutes and then
parts of sodium acetate and 35 7.8 parts of ethyl ..... -
yanoacetyl ) car baW al.100om

‘terrperature The reactlon mxture was poured |nto 500 parts of water. The

o r " 1 o o . o



y
procedure-and Usi.ng equi val ent anounts of t he approprl ate starting
“materials, there were al so prepared: 45 et hyl
[ 2- cyano- 2. [[4- (1-cyano- 1- phenyl et hyl ) phenyl ] hydr azonol - acet yl ].car barat e
(internedi ate 45); ethyl
[ [ [ 3-chl or o- 4- [1 (4 chl or ophen¥EP 01129 31681yl | phenyl ] hydr azono] - 2- cyanoa

[ 2 [ |2| E:g.r bamat 4} {TE%JO@FRO(? ﬁgdmpg%rt%lmethyl]pheny|]hvdrazono]-2-cyanoacetyllcarbamate
henyl ) et hy iawdqakamhu&aﬁﬁmne.aﬁﬁmnbﬁabmwmyam@mt -Beyandtaile 47) ;
50. et hydbamate {intermediate 57)

[2-[]4-F1- 'g éetbﬂ [mg}?f?éW?VPUW‘ fupranbeny brpethvlB. G dimpthylehspyibgdraapnglasiyisaPerAS dr azo
2-
By BB By S Ty S Bl orgmocotiqrogate

cetyl ] car banediuswing the SdniEtdcadure #hl Jisingthd3poropriate starting materials there are also prepared:
[2-[]3-®hl or exhvl{2E[[B-c(rI4Foe4=ﬂ4s:htopipb«myl)c)/a@myulﬂnhbmlwdfywéﬂr%\]anwﬂdkefﬁé}]'a@ cyanoa

cetyl]car tS'a 5’@’ te 50
[2-]]3- Ch'(.ﬂ{e Z% %&%ﬁ?ﬁ’éﬂ?'}ﬁ’@m'&%&wfww %2Rl YA, Slhcgjbafﬂatcyanoa
cetyl ] car bangh [[3 ﬁfonﬂw-c?tro RehlyiicySoéthyl]-5-methylphenyllhydrazonol-2-cyancacetyil-

[2-]] 3- @hlc&bm&e{n&erbﬁdua{abwo é’ (trifluoronmethyl)phenyl]-1-cyanoethyl | phenyl
| hydr azonol - Qhﬂdﬂd[ﬁ@hlowc%lﬁyﬂupmahdov!mnemeihvil%?WﬁWd@F@°é%7W"‘B‘9e‘V'lca'b@t'ﬁ‘ﬁ/I

yanoacet 5%%5% BT e AR S SRRl ool -2

[ 2-[[ 3-2hl or o- 4 chl or ophenyl ) - Legahipaet hy] - 5- net hyl phenyl hydr azono] - 2
- c\rahoacet yl A- mmreb afrHIBEpz(rls néfeethg d-eado- 5{[; {1 oesdwlLphenylethyl)phenyl]hydrazono]acetyl1

[ 2- cyano- g; rppmate, 1-9%9%%%‘&045%&%@ it geﬂﬁ Pliﬁse%fggﬁttf@ﬂé ri m:.'ﬁﬁ%n ] -

: 2- Cyanoac nd:} }c doff ashe% ith_ water and diss: ichl| yl

[2-1[ 3, - Qckabliod aat£° ufa% Sl Laxdd meaayfﬂw bratd, Y diny- 6862102

cetyl]car ba:@ﬁfa (64 1dy@hioTBsHeny I&hﬁ)ﬁl)enylﬁi iw tetrahydro 3,5-dioxo-1,2,4-triazine-6- carbomtnle as a

[ 2- [ [ 3- chlresidge 44 nle(ecﬁslfl uorophenyl ) met hyl ] - 5- met hyI phenyl | - hydrazonol -2-c¢

yanoacetyl ] - '" i gﬁfmrﬁﬂa&ﬁ
[ 2- cyang- %a L NEPE:&{.’%E% PR WP‘?WE‘P%FW‘} 2345 tey F'ﬁéfm?f‘@ A R8P 2 0no] a
cetyl | car bangjz&niotoH- o%ﬁenyﬁﬂﬁﬁhenyi] 2,3,4,5-tetrahydro-3,5-dioxo-1,2,4-triazine-6-
[2-[[4-] [&m&ﬂutﬁreaipheﬁgda)wanorret hyl | - 3, 5- di met hyl phenyl ] - hydr azonol - 2- cyano
acet yl ] car badr#tlelach htoehmldﬂ-ataeoe?g)l 3 (ﬁﬁwmwphmﬂl -Zhdetetrphydwedfrdioxarid4usi ng

h &3 P e i
B e A TE RN AR PR Ee BaRIALL

te

] carbamate (2- Btcﬁlb ﬂmhﬁ‘; nyl)ﬂ%bbutyl]phenyl] 2,3,4,5-tetrahydro-3,5-dioxo-1,2,4-triazine-6-

[ 2-[[ 3, 5- darbinlitdledinterrhetliatditobr ophenyl ) cyanomnet hgljghe yl ] hydr azono] - 2- cyanoac
etyl] car b amig @-c&lpm@[ﬂﬂ] p@ergl_’_-)%cya@pmwllphenyll 3,4 5-tetrahydro-3,5-dioxo-1,2,4-triazine-6-

(2] ‘SW?‘ o L lARE AL Mol ardadioRaryPIEN el o %aRg)- 2- C
yanoacet yhbay .nearc :ﬁue .m rﬁ‘é'dlﬁ‘eﬁ;\é PIRE Al e LA el !

[ 2-\-[3- chl or Ba4t-{alchio pbgR Mbﬁﬁmt&ayén}/mh.e.nyhe]tdayﬂmazsae:}o-fzzetﬁmac ety

| ] car bana6sarp omlrlbr(medmmaﬁe BB) ; and

[ 2-[[ 3-%h lf %rz}:;% grg i aﬁbWe’r'n‘g}M'%ﬁ%M%@‘aﬁfﬁ'zﬁfﬁéﬁd?*Né'ﬁoac ety

| ] car bama r T
Exanpl € 8 bUnﬁrtl@ imt ! dﬁ'gp an?ethyll -2- Tethylphenyl] -2,3,4,5-tetrahydro-3,5-dioxo-1,2,4-

[ 2- cyano- 2- [3-B1- aveﬁ@‘amwaropilmvlgekmﬂ-h-ylh:)rpﬁtenWlI-z].SWuemwoB:imxy-h.]ZA tmﬁalnb&nat e

1.98 paPt saquif“ta etfliassi um acet a qd 120 {g% ér \f,% ﬁé L

stirred an ;g%& a“%ﬁ‘fﬂ‘lff’%"e"“f’m?"‘ﬂ kiist Yo sd'°6‘8 & faf ? d to
lcva

\
2 Vol ume. oo 54l orxmnmd@m 6. hr'elhylf:ﬁlﬁylpi Q45 edrahARo-38-GioRat ed. |t
was sucke arizaih Scéw&\l‘tald(.me digkt78); and di sso in trichl oronet hane. The 25

r enmai nisg wal-Bricyamaie- artyduiethylH3.5-dimetbyighenilb2. phEtetralydo-3f-diexs-1. 34 tiazinedd  and

rb edin 79); and
evapor at e&® g?f['l d Wgl:)heny ljcyanomethyl]-3,5-dimethylphenyl]- -2,3,4,5-tetrahydro-35-dioxo-1,2,4-triazine-6-

carbonitrile {intermediate 80).

Following the same procedure and using the appropriate starting materials there are also prepared:

60 2-[3-chloro-4-[{4-chlorophenylicyanomethyl]phenyl}-2,3,4,5-tetrahydro-3,5-dioxo-1,2,4-triazine-6-

carbonitrile (intermediate 81);

2-[3 5-dichloro-4-[{4-chiorophenyl)cyanomethyl]lphenyl]-2,3,4,5-tetrahydro-3,5-dioxo-1,2,4-triazine-6-
carbonitrile (intermediate 82);

2-[3-chloro-4- [(4-chlorophenyl)cyanomethyl]-s -methylphenyl]-2,3,4,5-tetrahydro-3,5-dioxo-1,2,4-

65 triazine-6-carbonitrile (intermediate 83);

|




+

par?% , - '
2- [ 4% (1- cyanos- 1 phenylethyl)phenyl] 2,3,4,5-tetrahydro- 3, 5-di oxo-1, 2,4-tri a
zine:6-carbonitrile as a residue (|nterned|ate 65). In a simlar nmanner

there was al so pr epar ed 2 [ 3-chl or*pl di7 @Ig)f ophenyl ) -1

- cyanoet hyl ] ph 5 tetrah d| 0x0-1 ,2,4-triazine-6- 30
carbonitrile 'ﬁi/ uBr henyl)cyanomethyllphenyl] 2,3,4,5- tetrahydro -3,5-diox0-1,2,4-triazine-6-

: onltne |nte

52 e o o- oAt Xjawawgtavgam. PDEEU o dstagio SHbAINE -3

, 5-di oxo-1 chlfbsrrtheahﬂam«earatmr Interne
-(4-chl orophenyl )-1-cyanoet hyl | -3-(trifl ugpparihyl ) phenyl|-2,3,4,5-tetrahyd
ro-3, 5-di 0X0- 1, A #ixtlire | 126.95€ pdrts CE¥ PAN1-Eyahs-©phenitbiByiFREhyRL, 84,6 FetrahydPo-3,5-dioxo-1,2,4-
2-[4-[ bi s(4- ctmlameeq;iamo itrile §aasefichyde htrafﬂenyhflodﬂmplaemgﬂd]wr?qaas df,abetit edid wiw\stimest-apd
5-di oxo- 1, 2, 4eflyxed #py g46mur§ a o FEaEtoN| MIX[Urg) (Was e #Y) the residue was dissolved in
trichtor l 7.
2 157C0 o A (AR o wﬁ@ e A e
, 5-di oxo-1 , ,tmgﬁggry, Srefd NL €5 Me ‘b
2- [ 3-chl or 04 [1-2(memdib-o{1@(phﬂwbl)enwcmmpﬁrﬁm \]I]FﬂﬁWbt}ahﬂdraaé-,dﬁxé eb.a-ahyick-©- 3
5 di oxo-1 anrhowrl!caw finterfnedid® 8¢lar bonitrile (internediate 71);
2-[3-chl or 95 ?'? |IC cnﬂf & prﬁ?& IpqrpmpﬂmIWFr)vﬂﬁéﬁsﬁrtitramydro -3,56-dioxo-1,2,4-triazine-6-
- cyanoet hyl | phe 1
1,2, 4-triazi n@afm ecegeg4 ;ul,g bdi @,,tér}n%i?g%%%frghg} I ?‘y"pher[yi2345tetrahmr%?88méon1yf4- 1
- cyanoet hyl ] - 3, ﬁ—ldibismcoromphmydy}noa;e&yn-a5h|bnebrreahyzi3os G;rawdnoemsmoko 1,2,4-triazine-6-
, 2, 4-triazi, ecafl@w!'ala'a@)h'lﬂefmeﬂ'ete @GPt er nedi ate 73
2 [3-chl or & 4 Yt"ftfﬁ Eﬁ ‘;I'YWW%R?U@{IFHW]”@WWVﬁﬂéﬁfP}w b2&ripzine-G-ot
\1ydr o-3, 5- d' (oA BN FT-SARARRR el 172,81 BB BRI Goxb4 )2ia-trazine.6-
2 -chl or o- 4ca['hbxyhc ac1d {intermediate 92);
-(4-chlor ophenyIZ)[3 ﬁﬂqxg‘&ﬁdetMtyrb{s-l@ilmewhWhm I-1-evan@thidlithe 0yt 3t Bteltrary @ 0-8.5di 0x

1,2, 4- €Fidiore t§csATPe "nc r@ﬁtm;afi
4. [1 cyanog 1 5{4231‘? g&ﬁ%ﬁ oY oI AT e 38 ent ) AP 2
, 5-di 0x0- 1, 2, 4-"blj3-ddrlft o Pﬂéyfaﬁdehﬁu éJrﬂ%th%Hé?\Sim 8.8 8,5-{rhhydro-3,5-dioxo-1,2.4-

2-[3,5-di chl ommfb-el}dagbafvu dmd(mmmqukteem ) met hyl | phenyl |-2, 3, 4, 5-t et r ahydr o-.3
, 5- di ox0- 132, 4- Ril3-chiaraél1g4-clerobhenyll-1-¢veoethyik2 metheidhey 2,335 -tetrahvdro35dlox0~1 2,4-

AN Sfﬁxﬁlii‘éifé?i ”"*fggi %ﬁﬁ%wrew@?&@ég& s Gofb ikl

2-[4-[cyano(4- T byss-a diﬂdo}opﬁen'in:détﬁmphéhlﬂnlhemyie}ra&m%faf}s Sodoait2ahyihes- 3
, 5- di 0X0- 132, dertiokylia acith ntérmediatelstini tril e (i nternedi ate 79); and

2- [ 4-[ (4-chl gtr 0 W?P %R’Heftuh $'z;g?twllrﬁevﬁw@HUH;2}3L¢529t5“h)4d'S3PéPF%th}elT 0-3
5- di oxo-1 n id {inte: t
sarrel p)r(ocedur&, Eﬁ 53 %!mphenh lieet sastdgm&hyapl’ {anygpqutt% tgraﬁg%m-atgﬁé%’(éé){\%?gmg

prepared: &0 2- [4—[(4—chlorophenyl)cyanomethyl] -3,5-dimethylphenyl]-2,3,4,5-tetrahydro-3,5-dioxo-1,2,4-triazine- 6
2- [ 3- chl or o- 4eaf O#Atch«hd)hro )1Qvanomat hyl ] phenyl ]1-2, 3, 4, 5-tetrahydro-3, 5-d

e T
, 5- di 0X0- 145, 2 l-cﬁ@r’b {'I;cpénloﬁ\e{h}'lmheﬁyﬂﬁ@'4%tt§ra8%}o -3,5-dioxo-1,2,4-triazine-6-

2- [ 3-chl oro- 4ea[b(o£yhehé:mrm{»}hﬁm‘yﬂe)w;)anonet hyl | - 5- net hyl phenyl ] -2, 3,4, 5-tetrahy

dr o- 3, 5- di 0x0- 1 2;|¥chipro-g-H4-chidraptiendicinomethd - mpwehe(wlm%ﬂr-'n@m'u@@ 32?3#0"08 2,4 EP
0170 316 B1 triazine- G-carboxyhc acid (intermediate 104);

2-[3- chl or - g8 A TG AN o LU e 8 e vt g R
oxo-1 , 2, bééy&l%ig)?rﬁw:ggiﬁh%rm dnietHyRhemdl 26d, 45- t&ﬂéhydr&-ﬂﬂ dioxo-1,2,4-triazine-6-

2 [ 3- chi oro 4ea[h(o;awmra¢|dnyrh¢rheuyie)10§4anorret hyl ] phenyl ] -2, 3, 4, 5-tetrahydro-3, 5-d

| 0xo-1,2,4-triazine-6- carbonitrile (mtgrrreq ate 85) 5

Exanpl e 9 £ Mxd Yr &Rl .ﬁﬁﬁ? of 2- 3-ghioros- [{4-chlorophenyl)-hydroxymethyliphenyll-1,2.4-
2- [ 4- ( 1- cyanGriakingB.8@iueL aﬂgla ﬁ;ns%f Bichito eaj}léfﬁlﬁ‘:me drop : is@&ﬂn ]%pélylbd of &
triazi ne- 6- camitnoes, 16 pares, of I0iopy Ichidridid U@crnemﬁﬁlétiah Estifring rvass ltbatinued e Bchoarscat & Mix
parts of acett¢'@ewéﬂf€l'fm'§a@mn mv@deumva@ﬁmmemﬁ%mmwbmsvasmed4"\9 yhgle was
m xture was ing ¢ ‘?"’5 Bg:é Gg?% '§t9r[‘ihlfﬂ°‘f Fhiqrpphepy!imetiwiinhaayis 2.4-

The latt er‘“’vva"az e ,ar "é{f,éﬁ 3 yielding 7.2 parts of
2-[ 4-(1-cyano- 1». [4-[chloro[4»chlorophenyl)methyl1-3 5-d|chlorophenyll 1,2.4-triazine-3,5-(2H,4H)-dione (intermediate

108);
2-[3-chloro-4-{chioro{4-chlorophenyl)methyl]-5-methylphenyl]-1,2,4-triazine-3,5-(2H,4H)-dione
g5 lintermediate 109);

4

9




U &

10 :

phenyl et hyl)phenyl] ‘'2,3,4,5-tetrahydro- 3 5- d| oxo0-1,2,4-triazi ne-6-carboxyli
c acid (internediate 86) In a simlar manner there was al so prepared:
2-[3-chloro-4-[1 -(4-chlorophenyl)-1

- cyanoet hyl ]| phenyl -2, 3, 4, 5- tetralgplr % 76 316 B40- 1, 2, 4-tri azine- 6-

car bexylic aC|d |nterrred|ate 87) chl or o- 4- 1
- cyano- 1- ( 4| {) m@qplpl)o&f}wqoplrﬂq@mhyl]phenyll -1,2,4-triazine-3,5-(2H 4H)-dione (intermediate

]( | ﬁt 2r fregl E’;\teﬁq 8 Q)P@J—Fhlgm%ﬂ%\@lp% )ﬁiet‘nf}igﬁﬁy??,iﬁ-ma;ée g?‘(ZmWAIJ)n% (I%J’rﬁjed«ate

- cyanoet hy| ] - Bollowing tHesamepradetiyt rlueingthé appropridte Startiey hadriaitiereardalshipeapared: 2, 4-
triazine-6- ca?‘b’iﬁbWQ'tl1&b'P@1 (ﬂ-mlefpwmml)a@ﬂ) B@ythylphenyl}-1 24—tnazme 35-[2H4H) dione;

g <[1I|40£<lojl i( 2m4 i”ﬁi‘éfﬂomqyg I?LE f])q “3 chf ;ﬁp éé& éte {??t r ahydr o- 3,
2-[ 3-chl g5 opy %40 “{]ﬁfo'?'gc’q ?’%’hfﬂv') yifphén Cpsl e {intermediate
- cyanobut yI ] ptho}v-d?h?:hléroﬁ (b &ﬁdrainy@nah@pﬁmgn X Btribizide. 35-2FABIGHe: Gintermediate

carboxylic 1®id (internmediate 91); 2-[3-chloro-4-[1

-(4-chlor oqhe [§-chio gyéﬁﬁ‘ﬁ?é?ﬁhym’ﬁé\fﬂk%‘f’u‘z"@‘*fm"wh%ﬂé’ﬂ FAfiriarine-35-BHafienen 2, 4-
triazi nes T 4 n riazine- ione;

o 15 cn ofqma,, i oo bl TR Mo Ghcnony 124 e s 1244 i

- cyanoet hyl ] phBFcyilol'&Q[JQshlér,oa-(tna{ldreﬂhydﬂ)Butﬁ]pﬁenyﬂﬁ 2,4-triazine-3, 5 [2H 4H)-dione; (intermediate

di oxo-1, 2, 438 azi ne- 6- carboxylic acid (intermediate 93 2-14-(1
(4 chl O% Qh # glo -4 [1-chloro-1-{4-chlorophenyl)pen l]phenyl] 1,2,4-triazine-3, [2H 4H)-dione;
yI

- cyapoet ffbocﬁh SHORNGRYI s 2o lgh N Ao £ B do i 221 1
-car bowdanmmm idté ndogr nedi at e | oro-4-
( 4-chl or ophemzl%i’mbm%ahe:elbhynl-(]l-elﬂermehy)leqhwkzhgdv]H 2.,4&,«a41né3 Smwmeo 3, 5-di ox
(2) E' 52 Cﬁl- Of’ r('i_":f ;J; alc)zf ]cBIOr()ééH!égwcﬁ?phfmg)ethyu 2 metgylphenyl] 1 24 tnazme 3.5-[2H,4H)-dione;
i

- cyanoet hyl ATRE ?EQWH henyifetti] 3= ﬂh%ﬁlﬁhyﬂfﬂ -Piazaied 5P aM)-dond; (intermediate

triazi ne- 6-1e@yf boxyl ic acid (internediate 96 4-11 -cyano-1
- (4-fluor ophe'+’r§315)°bqhmﬂ-hﬂomlﬁbpmp'MﬂWe}hvﬂp@nﬂl mwwm%ﬂ%% d@ﬂﬁtl('o%tsﬂel"ag 4-

t %1

76T oo R RSl ST P bRy oo S5 A Py 1 0- 5
5- di 0x0- 1, 2, dial[EHicréls NGorphedMmefiPO i WiriethyBRdngl]-{,b, BtrRERETS- pyﬂﬁﬂBAne -

2 [3 chl ordmﬁ aliaent26ki- f | uor ophenyl ) net hyl | - 5- et hyl phenél | - 4 S-tetrahy .

dro- 3, 5-# oxo0% [Q"Qt°(4f='i"P’azﬂenél"@!'w&?-ﬁﬁmﬂ‘l@hwﬂﬂ 24itripziag-

2-[ 4- [cyand‘(‘?”?‘?"t?éer Bphenyl ) met hyl | - 3, 5- di met hyl phenyl ] - 2, 3, 4, 5 tetrahydro 3
, 5- di 0X0- 1,87 phpdrhtioRoF BiRat Gomgodhdioxyl i c acid (internediate 100) and 40

2- [ 4-[ (4-chl orophenyl ) cyanonet hyl ] - 3, Sedmprtihyl phenyl ] -2, 3, 4, 5-tetrahydro-3
, 5- di.ox 0401, 2, A-mixtugezofntd.16parts af (2R lwe—%ﬁ‘eﬁwhl(momeevlht-dmmeﬂwllﬁ- thylpherydBAg-

the same p M’gjﬁﬁ %hours at !f'%f(.ﬁg?ef i‘;@;:ﬂ?ﬂ qagt:;ec’)?egfﬁg' ?ﬂgrﬂ?g and c%cvlghw\z was?ea%e?

al s\/ pr eparh 'St U e UCt Wi wi T i e. organic ilayer was
2-[3-chl or f e TR B R, ‘ha?ﬂi B cnrareiam Giot SAlaN G4t Gsidty -

| 0X0- 1, 2454 -nhixtu@f mehlsronmam‘:y Imethamt 198 s(blvwblemammaem mez re fr§élions were collected
S| n
2-[3, 5-di chh@ﬂ@swe'ﬁt(wﬁse*ﬂp GQH‘G‘H _(#ﬂ PXVQ' °B? W‘EPthggF% 3
5_%‘}? ? un

B oo R é%:ceﬁé Tt

enyII-2 3,4,5-tetrahy
ro- 3, 5-gi ox 04. dihyd 3,@&&»&6:— |D-6-nﬁ£hlydx .(Hemwmadhatoanﬂ:M)mp 189.2°C
P- [ 3- chl or deofhpp@ntt- 1 uor opheny| c anorret hyl ] phenyl ] -2, 3, 4, 5-tetrahydro-3, 5-d
0X0- 1, 2, 4- t r-#-ghiorpa=(gehi '\eew) wdrzré;?g 9h¥ﬁr ﬁﬂet?(a‘t"é/"f%) and

D- [ 3- chlord“"ﬁfh z 5-tetrahydro-3, 5-d
0x0- 1, 254- rﬁétﬁyii;:;ﬁﬂﬁ torﬁﬁr£% o%%‘i{w o ridi2) gpgg%*lldg{%h% ). Exanple 10 55
0 a stirred oiaxdhlordphedyl)-Ba4,painydso-8)6- It;loxo 1,2,4-triazin-2(3H)- yl)-n-methyl -2-

-[3-chlor dtn#mfr etbmbenquhmit jle:tryrl 2828 Grise
ri azi ne- 3, 5 %g gg!f :"HFQPHE".E ﬂh'&@d"ﬁ%ﬂ‘%""?ﬁ 5’9’!‘;‘;“&1? %&'6%%%‘?&’(@*’%‘?"8“8‘88‘3&"
Fopui sey, REbhia B 00 50,5405 i 2 IRt
onpl eti on, m§t1p4r§_o¢ (8mp&Und 7PN | nue or hour's at reflux tenperature
eacti on m Xt oibetyibhicea-aficth btapdenvmmmvdrd\m digrobieRizteinpin-243t8-y iirbelzedeagetanitrilee

ol e was €w é&iii@éep a'I"hS |eI d n 14 par o
- [ 3-chl oro(- . r'%’% ﬂglggnzeneac‘b%/ W]ﬂ@feﬁyu& ehyi-3- o J

ri azi ne?3, '8 esare3| |nt late 107). In a simlar
nner there were al so prepared:
-[4-[chl oro[ 4- chl or ophenyl ) net hyl ] - 3, 5- 3i chI orophenyl1-1,2,4-triazi ne-3, 5-
2H, 4H) - di one (internedi ate 108);

-[3-chl oro- 4-[ chl oro(4—~ch| or ophenyl ) met hyl ] - 5- net hyl phenyl ] -1, 2, 4-tri azi.ne
" -3,5-(2H, 4H) - di one



(i nternedi ate- 109); 9 EP 0170 316 -Bl
B[ 3- chl oro-4-[chl oro(4-fl uorophenyl ) net hyl ] phenyl]-1
#4-triazine-3,5-(2H 4H) -dione (internediate 110); and
2 13- chl oro-4-[ chl oro( 4- net hylében\{%rret h)c/B[J phenyl ]-1, 2, 4-triazi ne- 3, 5-(2H,
4H) <di one (internediate 111) ng the same procedure and using
$he “ADpr oOplgigRhiGroh @ehtbdghe 53 drBf&%[o‘?oxﬂﬁQ ﬁl.asm HHppps-ed:
[ Chrln&ﬁ%n eafé&ébﬂfn&-& ﬂﬁf-f%(whza aa hyl) - 5- met "alyl phenyl]-1
tri az+cl1lero&-(§re![lc2rbbtﬁh¢)l%ﬂ#bﬂ@ydréﬁmdwq@dAMaem R(3HPYN-0.5-

3-
4-
d zene und H).
fes(r ﬁégﬁmmﬁfﬁr here wi reafgoprmg: i 12 4-triazine-3, 5-[ 2H, 4H) - di one;
3-

4- henyl
cmaﬁ’gziz bt ??’i?:gnlf “Eaz' 1‘3”’,,59,5,%'}‘{;{?“‘ T!luolﬂip F.“e"r%}’u 1,2,4-triazine-3, 5-
H, 4H) - di2@wizhlotor48,6-ditfpdlo-3 5-dick®1,4,4-¢azin- 2(3H)-yl)—a -{4-fluorophenyl)benzeneacetonitrile; mp.

i
2
-[3 cmsw@—( poundiBhr o- 1- (4- quoro henyl ) et hyl ] phenyl ]-1, 2, 4-tri azi ne- 3, 5-
2H 4 I? Frqlﬂa\@ igropl 214113:1 zm 3H)-y -a (4-fluorop enyl) 6 -me! hylbenzeneacetomtnle
- [1"‘8 %fig
, 2

4- | il X b 1
[4 [T %1 ﬁpp&wﬁa’?w LB SR e R

nt er me

2 [ 4-[ bi s@MHmmherM)anys)nﬁ#dr@s Baokdiy2,4-tidzig E(BH)Fyll)wcﬂﬁdlrnahM?epmetgmt}‘ﬂei 2,4-tri
azi néd InG-2pREL Lrpfreelind®: (i nternedi ate 117);

2-[3-chloro-4[1-chl oro-1-(4-chl orop gff%i,) utyl ] phenyl]-1,2,4-triazine-3,5-]
2H, 4H) - di anRiufelol$2£0aRE 6k 238-Enidro-4ohior Rifrethyliphenyll-1,2,4-triazine-3,5(2H.4H)-

-ch | o r omdne(aéd 6. bartsQyp Eppyi cy greptvisl kirhe@iayid healed fitst for 8 hbd at186°6 adt th23-hodid)at di one;
pﬁe@ﬂeaqoghrfgi@ precipltated product was dissolved in a mixture of trichloromethane and methanol

20
2 [\_; ch‘PQ: foacofume

ey E, e bRl ger v ‘:ﬁ"'%‘“ﬁmﬁ AT PReSTERd BRI T HReny! -
tf :ﬁb ﬁb %1 \?o Hﬁ ? f tetrachtoromethane and
5 étﬁahJoD(S@‘? Qfth twlicé 'aC xﬂﬁ@&h@ﬁé&hl}: adeDiranadbtbnittile (95:5 by

2 425 r vohumed @s au@: [TBderH)fmdioomwere coltet:eql nmdthatetyemm)s .evépPrated. The residue was

2-15- chfpelmmu btmlwoc aosmh flisp g¢!|using & mwey ‘p remethane /4 _ rj g
3, d I98 fr wereco ected and the'eluent was evaporated

Zi ne- ? e esu sdr h|oro -(4-chlo: ophen 1)-4-(4,5-dihydro-

2[4[13§ ,y_gr) 1 3 AtT1 azl ne- 3, 5-

(2H - IIthnﬁmll rlnﬂh&’r v?éreal pared

2 3 5 di emd@hl@=o4ur(éhhlmogl(e4vlf-4—(9@fddwh@f$yﬁl-9mt1ﬁyﬁl-t)'iplwéﬁm yhbenzenepcetoniteile] ne- 3, 5- [
H) - @P-

4siriag m ( 5. | i i|ﬂi(eﬂ)%dll-(&ﬂ&r&;ﬁ&)yl)benzeneacetomtnle mp.
2- [4 [alsbzrcmc(oﬁrpédwam enyl ) met hyl ] 5-di et hyl phenyl | -1
, 2, 4- t ri_aZichierod-(45- Ed;mﬂﬂ-& d@*%h%*"‘@#‘ﬁ?‘é’ﬂﬁﬁﬁr‘érﬂ‘é‘“!’?%“‘/ b35ze“ea°et°““"'e mp.
2-1 4- [ CRE-BFHeRPRICEPopheny! ) net hyl | - 3, 5- di met hyl phenyl | -1, 2, 4-tri azi ne- 3, 5-
[2H {Dc)%g%m,gdég;g‘g%gg ate 127). B) Preparation of Fi nal corrpounds
er &kdng anti-proidkosl tbinﬂtyQif the kothpdLbié 6f fofmula (1), the pharmaceutically acceptable
chéoi:raudnﬁec[ Saitf dndCthé oSS heteydo $hefnica mrh drins Shereof igye Ie ceQb\Bth& 5-

[
t et rahydat '@dmtwfeuoxwrm ez;nqrmea'f rVP'twé!E'F'dB'
2 mer C ﬁ, e%; w 'tt\z.l g égy no to gﬁnf rft’fwer wr.t}:
(e30]0)

I
react‘fon mx ure , vva er was a o"fe was treated with
- sodi um hydrogen car bonate The pr odsatplets extract ed with trichloronethane.
The or gautiine df arati wms' el!ﬁﬂ#@dest pdajnsthimeriatenelievapor at ed. The resi due was
purified %‘61 i) \pasal F“P q‘%ﬁﬁﬂ"‘"ﬁ%ﬁ ci °%‘5‘°ﬂ9‘3!‘f re o
tri Cﬁ?orl:\ MQE@ Jd 5 tpsfd i0 Eﬁg the sﬂ?em (not

t

fracti Qﬁéudé@r Shef pmsadeﬂbﬁ@lﬂrt@ glollps/ S¥CrU&- birblt $or

2 [3 ch,l"& ﬁﬁ@%émt ﬁj%ﬁﬂyﬁ"‘%‘“n?{'h‘{}} Bhenyl | -

I esi dueunivletted lahd infadted Bontrols. -oxyb| spropane The product was filtered off and
dried, yi @hmpqhgu@ fepgmasa qbbasal ration not containing a coccidiostatic agent. Medicated feed :

2- chis® ris| RepRared o HipediBieR e ) by Aherauahivamiving tee Bite- Wiifoybartoupt gt the tested
tri azi (IR ¥ b ebe ifizciB bR RRR ORGP dlcletd ot BimelHPrendie Dn'day § BRPOUNG

SO prepare

1) | N GBochil sdbrs Vs HESHAMod BRIEGEI0RET €

80 0 = no blood spots -
1 = one or two blood spots
2 = three to five blood spots
3 = more than five blood spots

&5




. 3
50 &
4- (4, 5-di hydro 3 5--di oxo-1, 2, 4-tri azin- 2(3H) yl)-[err]-nmethyl-[err]-phenyl -
benzeneacetonitrile; np. 189.2C (conpound 2):
. 2-chl oro- a- (4-chl or ophenyl ) - 4- (4, 5-di hydr o- 3, 5-di oxo-1
2 A4-triazin- 2(3H—y|) a- rrethyIEBnoetRBBtGOBitrile mp. [err] (conpound 3);
2. G.bJoro 4 dro

2. 4-tr I Loggyﬂspr % hgzﬂemlgmy)coltjfcugghe feces and the oocyst count per
€

ITEt hyl be Qﬁ‘%feel tﬂ@fl:z uﬁm shidivs ﬂvé&gér@ﬁmq}é@m g%}nyln percent compared with the non-
[ err] - ( 4intdoie® EsnpiorR e )seoén dbuﬁrrc&n&wsinoa\agaﬁe tiedakgpera and the third column illustrates the

, 2, 4- 15 | average B¢q@¢)coyrt.) - [ err] - net hyl -
(tri fl uor onet hyl ) benzeneacetonitri Imbl@}gl [err] (conpound 5);
[err]-Dbis(4-chl orophenyl)-2-chl oro-4-(4,5-di hydro-3, 5-di oxo-1
, 2, 4-triazi - 2( 3Hesd pbenz avepssd @avlativecaverige [faethl (avetpge wbcpst| 60
2- chl opo- [ erfedmy.4tesdedr ophenyl ) - 4- (4, 5-di hydr o- 3, 5-di oxo- 1, 2, 4-trijazi n- 2( 3)
-yl)-[err]-pnepyl bempoanéacet eaighti hein np. [ scote ( conpoundount
[err]-butyl 42-chl éncppmerr] - (4-chl orophenyl) 4- (4 5- di p#GH- aBlEBOGlﬂxo-l,ZA-
triazin-2(3H).-
4-chl aso- [ enrY - [ 2- cHA0or 0- 4- (4, 5-9% hydr o- 3, 5- @i oxo-1 0
, 2, 4-triazin-2(3H) - ylg phenyl ] - [ g ] - met hyl - 35 65
(t rifluorongthyl )benzeneacetonl tr| le; np. [err]; (conpound %) 10 EP 0170
316 B1 ) 96 0 : 0
2, 6-dighl orq-4 err] -{g chl or opheryyl ) - 4- (4, 5- dghydr o- 3, 5-di oxg- 1, 2, 4-tri azin-
2(3H) -yl )-a- methyl benzeneacetonitrile; np. 184.5C (conpound 10); }jand
2-¢fil or o- [ el - (4- cM%r ophenyl ) -% (4, 5- di hydPo- 3, 5- di oxo- 1,2, 4-trilazi n- 2(3H
)-yl)-[err],5- di netjpyl benzeneaogzt onitrile; pp. 285.8C (cortpound 11). 5
In a sj mlar manner_t here were aqaiso prepared;
4- (4, 5-di hydr‘b 3, 5-H%xo- 1, 2, 4-Y93 azi n- 2(3H)°y|) 2-f1 uor o- &2 (4-f1ygorophenyl
)-a- methyl henzeneacmtonl tri I e; ump 211. 6C (gonpound 12); o
2, 6-dichlorg-4-(4,5-di hydro-3,5 oxo 1, 2, 4n§) éjazm 2(3H) - y&) [ern]-(4-fluo
rophen%l)beﬁzeneacet nitrile; n'p? [err] (conpolnd 13); 10
2- chl oro-4-§4§ 5-di hyotr o- 3, 5-di 0)8% 1, 2, 4-tri api n-2(3H) -yl )-ad (4-fl Jorophenyl
)-6- met hyl b nzeneacgtoonltrl | e; g [err] (cogp?un_d 14);
4- (4, 5-di hydro- 3, 5-dioxo-1, 2, 4-t7T1 azin-2(3H) -y )-[err]-(4-f?uoropkeny|)-2,6
-di net hyI benZeneacex®nitrile; n®8 [err] (comPound 15); and O
[err]-¥4-chl orophenylg) - 4- (4, 5- didyydro- 3, 5- di ng-l 2,4-triazgn-2(3H)-yl)-2,6
12 A

- di et hyl benzeneacetonitril e; 1_ rrp. 259. 6C corrpound 16) . Exarrpl €
m xture of 3A0arts I8f
2-[ 3-chl oro44-[chl or@(4-chl oroplwyl ) et hyl ] ghenyl | -1, 2, 4-tgi azi ng- 3, 5(2H, 4
H) - di¥ne and 5.4 parts of copper cyani de vvas stirred and heat ed flirst for
3 hours at [lerr] and¥or 3 hour®%t 20 [err] O9-After cooling® the
preci pi tated #product- was dissolypd in a mixtgre of trichlorenmetharfe and
methanol (9¢: L0 by volune). The jnorganic prglc' pitate was %%Itered of f and
the fi%tratg Was evaporated in vacuo. The re$irdue was purl ed four tines
by col um chng@mat ogr gphy over sigy ca gel usimg first a m xtore of
trichl oronetthane and agetonl trilg (90: 10 by :9 l.une)., ..second a. m xtlure..of ..
t et rachl or ofpet hane afd> et hanol 3:7 by voldne) and then twice a |m xture
of tetspachl drerethanre—ane—acetontrte~(95-5—by—25—votume—as——etuent. The
pure fractions were collected and the el uent was evaporated. The residue
was further purified by columm chromatography (HPLC) over silica gel using
a mxture of triochloronethane and net hanol (98:2 by volune) as eluent. The
pure fssactions were collected and the eluent was evaporated in vacuo. The
residue was dried, yielding 1.3 parts (11.2% of

2-chl or o- a- (4-chl orophenyl) - 4- (4, 5-di hydr o-
3,5-dioxo-1,2,4-triazin-2(3H)-yl)benzeneacetonitrile; np. [err] (conpound
17). 389 In a simlar manner there were al so prepared:
2,6-dichloro-[err]-(4-chlorophenyl)-4-(4,5-di hydro-3, 5-di oxo-1, 2,4-tri azin-
2(3H) yl ) benzeneacetonitrile; np. [err] (conpound 18);
2-chloro-[err]-(4-chlorophenyl)-4-(4,5-di hydro-3, 5-di oxo-1, 2,4-triazin-2(3H
)-yl)-&- methyl benzeneacetonitrile; np. [err] (conmpound 19);
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54

-chl oro-4-¢4,5

enyl ) benzeneacetonitrile; np.
2-chl oro- 4- (4, 5-di hydro-3, 5-di oxo-1, 2,4-triazin-2(3H)-yl)-[err]-(4-nethyl ph
enyl ) benzeneacetonitril e;
Exqupl es The strong anti - protozoal
(1), the pharmaceutical ly accept H®LE1fpontibuedidi ti on salts and the possible

st er eochem

-dihydro-3,5-dioxo-1,2,4-triazin-2(3H)-yl)-[err]-(4-fluoroph
[err] (conpound 20); and

np. [Bpro {APsPeUBY 21). 40 C) Pharnacol ogi cal

activity of the conpounds of fornula

cal |y isoneric forns thereof is clearly evidenced by the data

obtained in
illustrate
enmbraced w
respect to
of formul a
Eineria ten
cont ai ni ng
sorted in g
medi cat ed f
until the s

supplied ad
U

control s.

t he fdoskowdi Ng averege medasivenhvertagdaf secalcavédage Jootyat]t O

Cormp usebted ant i - prot ozoal properties of all the conpoynds

| NOn tceapoundent | siedghtdgatn t o | isdoret he i nverdouan eitHer with 45
[ he sd®ppPmf susceptible Protozoa nor wi th(omprcloooo |t he scope
_ 13 Qutline of anatjcoccjidial efficacy tedt against

eid a. Hi sex chickensggrere fed witgh a commerci alg basal {ration not
a1§occi ﬂ) ostatic agent. so Ei-ght een- day- ol d0 chi ckéns were

[ oups o Qwo birds. Water was sufplied automati®al |y 4nd

eed was pupplied ad 49 bi tum fromgt he day of infgctionj(day 0) .

cocci di ost
by t horough

day ‘0 the bj

Eivweri a ten
0 = no blo
3 nore th
oocyst prod
count per ¢
col um sho

e?/éanth (not included) after infection. Unnedi cat eﬂ feed was
I bitu o two grOLﬁfs of four bi%ds for uninfdted apd infected
hnmedi catld feed was e conmer ci al gbasal ration npt confaining a

i c agente Medi cat ecgfeed 55 was _prepared fromunnedi ¢ated feed
y mxing the latter Yith an ano@nt of the test®d conpound. On
nds wel@ i nocul ate®sorally witho[err] sporul ateed oocysts of

s determ ned and grfded: 60
three t® five bl ood spot s
EP 0170316 Bl On the ssevent h day
uction ig determ neggby collecti RYpt he feces a%bd t he pocyst

ram feces (OPG and the birds aré"weighed. In Table 1fthe first
the avd-age rel ati%e wei ght gaiPrRSin percent donparefl with the

Il a. ay 5 the faecal score
spot g'lldj one or {d\?\"o bl ood spof's 2
n five B ood spot slo®5

non- infectiet® contyg s. The seggnd col um slgows the averagge faecphl score

and the thifrd colum illustrates the 5 average oocyst count. Table 1 dose
of aver gge rel ati®e aver agel®aecal avera§e oocyst 10 O Conp. tested
No. - conpound snei ght gai g scope gount | n ppm
(OPG x 1000 in feeq 15 1 100 - 92
0 10 99 102 ¢ . 0 050 96
0 00520 99 100 ¢.1 93 0
03 1 94 0 D 10
92 W oo 99 025 O 1dd 103
0 1 10 108 100 0 0 0 0
5 92 .0 : 0 30 5 100
94 0° %° 010 ° 92 O 0.8
0 1 99 0 0
0.5 94 0.4 0
{2 100 95 L g-- . 0
10 99 0 0
5 100 0 0
1 94 0.2 0
21 100 92 0 0
10 95 0.5 0

* = non-infected control

** = jnfected control




e

6 s 100 . ., 98 0. 0 35 10 Y
97 ‘o 1.5 0 10 10 97
0 o - 0 40 5 98 0
01 94 ' EP0'05!)7Q§16 B1 0o * -
100 0 -
78 2.9 450Exhthple 14 1
0 o outliz-ni%o: :tr:_t‘i:t‘gg:i@ql gf%;acy_tt:st against g(;?eria g:ervulina. 0 1ot 0
50 55 60 65 ickens \yare fpd yith @ porpatcial syl catian not sanigining & gocgiiostatic agery.
. ighteen- day-ol ickens were sorted 1n c“? g\%: F §
relati vga%e?fg%jg@;eﬁ@%i%gamrﬁqgnm9% ?ﬁé‘b@%‘#’ngi«%ﬁ%ﬁﬁm;s 3?,?5%3‘0’4%%%3‘9&1‘1
intluded) after i iofl. Unmedicated fee§ 4§ ibi i
(CPG) x 100festnd rgdfoctst controle. 1 e u;iplledsgml itum to two groupso of four birds for
0 15 100Unmed|cate_d feed wasg gommercial basal ration ngt containing a coccidiostatic ggent Medicated feed
99 0 :\;a:‘ p;:)r:g:red from unmedicated feed b\bthgr@ughly miw the latter with an arggtmt of the tested
84 and (s)r: :ea\f/ é% Ei: s%c‘?)?: v‘;rl:re (:::)culqtet; ou%gy viﬁ%h (2’.10‘ s:[)gréxlated ogcysm of Eimens gcervulina. Onoda'?_) 4
s determined anf) grhded: 0
0 10 102 0 05 100
0= norma '
87 15 1 = sli tlbso%t faeces 98 1.0 00.5
0 2 =wh egairéjdiarrhea 018 . 100 98
o8 3= slinay u diarrhea 101 . 0 05
01 102 0
0 0.5 On thefjfth and sixth day oocyst tion is d i
0 20 per gram Foes (ORC) and ore g%s; g:%:i ion ‘;s etermined by czlgsgt]_rg the feceg @ the oocyst count
0 £ ) In table 2 the first column shows the average relative weight gain ig percent compared wj gthe non-
0 \'—/ :‘vf:fat:: c; o c;sot‘(sz\..oai gecond colum hcévzs the average faecal scmg\ aE{d the third column illg ratées t2h8
100 95 0 0 10 99
0 - 25 05 ' 100 _ 0 01
94 0.2 0 21 100 92
0o 010 95 0.5 0* =
non- i nfsect ed control ** = infected control
. 0
35
40
N\
50
55
60
65
‘14




A

¥ cont ai ni

ng a coccidiostatic agent.

basal

0170316 B1 .Exanple 14 Qutline of anticoccidial efficacy test against
feri a acervulina. H sex chickens were fed with a conmerci al
_ Ei ght een-day-ol d chi ckens were
Ated in groups of four birds. Eptg{aMpsi6uBP! i ed automatically and 5
liicated feed was supplied ad libitumfromthe day of infection (day 0)

ration

¥il the seventh day (not included)Tafliee2 i nfecti on. Unnedi cated feed was
$opl i ed ad pH-bittmtotwo—groups—of four birds for uninfected and infected
ntrols. Ulmedi cS?%8d°f eed a¥8%2%¢ Eelatdveiaverpge faeral iaveragn oooysthi ni ng a
cci di ost afjf agB‘?ﬁt.ed di cated feed was prepared from unnedi cat efl feed by
t Hor oughl y ofqapeUNd; ¢ or YA M Manpunt 569re he test e8U® conppund. On
ddy O the bilrds ally with [err] spor{@P6led 188@ysts of
Eijneri a acefwatHn —E hQ ~V=Ya¥~ are._was-—detern nefl and
giaded: O ={nor nal 'éhtly soft fOetes 2 = whit @ wat ery di arrhea
3{=sliny ¢oid diarrhea On theofi fth and sgxth day oocystg produftion is
determ ned Iy .collecting the feggs and the og%st count 20 per grpam feces
(PPG and the birds are weighed.”"In table 2 first col shows the
ajerage rel 8 ve waioght gain in9percent conpared with the ron- infected
controls. The seconq col um sho%_ t he aver age f aecal ,score_zand the third
colum illugtrates tﬁe aver age oocyst count. J5 30 35 40 ¥ 50 55{60 65 14
BP 0170 316|®1 dosdo0§f avera@® rel ati ve a@erage faecal awveragej oocyst
Gormp .teste@l No. cqgpound i ght gain score count in
opm Lo blo x 1000 i *¥eed 1 100
81\~ 0.4 5 92 0* 1.0 0100
0 5 190" " - 94 g3 o 28
356 3 100 0 0 1p
84 6 1. p00 91147 4 900 397
0 10 10010 gs 86 0.2 1.1 0 35 5 -
92 1.0 05 100 94
0 3% 10085 o3 140
3 5 90 1.2 33
12 100 97 - 0.3
13 100 97 o
10 97 0.3 28
5 9% 0.3 14
_ 1 93 0.3 55
14 100 99 0 ' 0
\_/ 10 102 0 -]
15 100 99 0 0
: 10 95 0.5 as
‘ 16 100 94 0 0
10 91 0.1 20
22 .100 9% 0 0
b 10 91 0.2 11
| 5 101 0 23
23 100 99 0 0
10 99 ¢ 0
5 102 0 6




10 © .100. . 85 0.2 0 10

85 - . 0.3 14 5 90 1.2

33 12 100 - 97 0.3 0 13 100
97 0 0 10 97 0.3

28 5 94 EPS0 170 316 B1 14 1 93

0. 3w 55 14 100 b contindd 0

0 10 102 0 (continued) 5 15 100

491491 16 . 100 |, U. ctiz::egf g BVerage Yel‘a‘fiveoaverage faecal average, opgyst]’ S

91 Ngs' 1 ompound weigh%o gﬁn 1%gore con%i

0 g o1 -2 (op) o000 | 11 °
101 0 ip treg 23 23 100 Bd

0 0 99 V) 05
102 10 0 1 1005 15 EP ®170 316 Bl TARRE 2

(conti nued) ddgse of o.saverage rggl ati ve aver gg¢ faecal avejqage oogyst 5
Conmp. tested co und wei ght gain score

count in ppm Tea O 96 0 (oPd x 1000 in
feed 1075 10 1 92 100 o Yo

29 0.5 90 5 96 0.7 _ o 17 24 100

98 0 015 19

92 0 1 92 10 5 0.5 96 44 A 0
01 20 92 0.5 44 20 5

10Q % gg 100 %7 0 0109

97 0.110 97 36 25 * ®.hon-infected3&ontro] =

i nfected contrlol Cains 30 1. A chem cal conpound having the formulja [err]

40 a phas maceuficallTy acceptapre actrd addartrom salft—or—a possrbte

st er eo- cheni cal | i“soperinfettedncohtradof , wherein: [err] and [err] are

each independent+y =hydeQgan. | trifluoronmethyl, [err] alkyl, [err]

al kyl oxy, [err] 45 al kylthi%&gtrrgferr] al kyl sul fonyl; [err] and [err] are I
each ingge ®ently hydrogen, halo, trifluoronethyl or [err] alkyl; and Ris

hydr ogen, [etr I L er | or phenyl optionally substituted
with up to ta'rAe%'%E%ls??T?%g!r’l??Ln adé f0ﬁ+’l ependently selected fromthe group

consisting of halo, trifluoronethyl, [errn]4 0aI kyl, [err] alkyl oxy;
35 leN ?“‘NH
R C N jo (1)
A

3 S
40 R R

. a pharmaceutically acceptable acid addition salt or a possible stereo-chemically isomeric form thereof,
. wherein:
R', R? and R® are each independently hydrogen, halo, trifluoromethyl, C,_¢ alkyl, C,_¢ alkyloxy, C,—¢

45 alkylthio or C,_¢ alkylsulfonyl; :

R* and R® are each independently hydrogen, halo, trifluoromethyl or C,_¢ alkyl; and

R is hydrogen, C;_¢ alkyl, cyclo C;_ alkyl or phenyl optionally substituted with up to three substituents
each independeriuy seiguied Hoin thie yioup coisisting of halo, trittuorometnyi, C,_¢ alkyl, C,_¢ alkyloxy;
C,—¢ alkylthio and C,_¢ alkylsuifonyloxy.

50 - 2. A chemical compound according to claim 1, wherein R' and R? are, each indpendently, hydrogen,
halo, triftuaromethyl, or C,_g alkyl; R® is hydrogen; R is hydrogen, C,_¢ alkyl, phenyl or halophenyl; R* and
RS are, each independently, hydrogen, halo, trifluoromethyl or C,_¢ alkyl. '

3. A chemical compound according to claim 2, wherein R! is halo; R? and R® are both hydrogen; R is
hydrogen, C;_¢ alkyl or halophenyl,

55 4, A chemical compound according to claim 3, wherein R' is 4-halo; R is hydrogen or methyl; and R*
and R® are, each independently, hydrogen, halo, methy! or trifluoromethyl, said R* and R® being substituted
on the 2 and 6 position of the phenyl moiety bearing said R* and RS.

5. A chemical compound according to ciaim 1 wherein the compound is 2-chloro-a-{4-chlorophenyi}-4-
(4,5-dihydro-3,5-dioxo-1,2,4-triazin-2(3H)-yl}benzeneacetonitrile. .
60" 6. A chemical compound according to claim 1 wherein the compound is 2,6-dichloro-a-{4-
chiorophenyl)-4-(4,5-dihydro-3,5-dioxo-1,2,4-triazin-2(3H)-yl)benzeneacetonitrile.
7. A chemical compound according to any one of claims 1 to 6 for use as a medicine.
8. A chemical compound according to any one of claims 1 to 6 for use as an anti-protozoal medicine.
9. A pharmaceuticaal composition comprising an inert carrier and as an active ingredient a
65 pharmaceuticaly acceptable amount of a compound according to any one of claims 1 to 6.
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[ X hd

[err] al kyl thio and [err] al kyI sul f onyl oxy. 50 2. A chemc

accordi ng to.claimil, wherein [err] and [err] are, each mdperﬁ“ﬂﬂmclmﬂ,lm”m
hydrogen, halo, trifluoromethyl, or [err] alkyl; [err] is hydrogerf

hydrogen, [err] al kyl, phenyl or hal ophenyl; [err] and [err] are, each

i ndependent |y, hydrogen, halo, trEPIQ&Z20816yB1or [err] alkyl. 3. A

chen cal conpound according to claiyede 2 Fhetree‘g [err] is halo; [err] and
[err] are both hydrogen R |s hydr ogen, err"]' IkyI or hal ophenyl 55

4. A chem cal OT Ut das relash v gd®: Ris
hydr ogen or by testéh [err] ana Rs are eac hy ogen,

hal o, nethyl logdri thrpsenet Nyheignd Galigr 1l anded@r r1 bei ngc&uﬁst Itugfed on
the 2 and 6 positi qn ggm t he phenyl noiety bearing said [(8p&) @Rdodefr]. S.

A chemi cal cdr_rpoundnamr ding to claim1l wherein the conpound is
2-chloro-[err]-(4-c Iogophenyl) ? (4, 5- drhydrg 3, 5 dr oxo-I

.2, 4-trfPazi n-p(3H) -yl ) benzeneace g?n trile. A chermi ¥l conpound
accor di ng to plaim 1 @ferein thedtonpound is &,B- d| chloro-[Err]- (44
chl orophenyl )t 44 (4, 5 hydr.o- 3, 5- gé 0xo0-1 0
,2,4-triazin-p % enzeneacetonitrile. 7. 3\ chem cal conpound afcordi ng
to any '®ne of{ cl ai m; 1.1.0to 6 for u82 as a nedicPne. 8. A chenlal coppound
according to pny one of clains 1 g9 6 for use gs an anti-protgpzoal
medi ci ne. 9. |A pharmaceuticaal conposition conprising an inert carrjer and
as an active fingredient a 65 phar®aceuticaly g&:ﬁept abl e anoutt of a
coRpoudd accoyzf ng tgpgny one of ggainms 1 to 69 16 EP 017@Q 316 Bl TABLE

2 (’“‘ontr nued)| dose of average rel ative averagle faecal average odcyst 5
Oorrp tested No. contfbund 9hei ght gain ©- scor3b

count in ppm - (OPG x 1000 in

feed 1@s . : 100 _ 0

29 0.5 @dmon-infected. controg 7 17 24 100

98 ** ) infected control 0 15 10 -
92 Clairms 0 10 5 96 o |
01 3 92 0.5 44 20 25

100 1. A cheni%3! compound having the forfhula 0 10 97
0.1 36 25 non-infected control = infected control Cains 30

1. A cheni cal conmpound havi ng thd fornul g% g r] (1) 40 a pharnmaceutically
acceptapl e acid addition salt oria pc@sr bl e ereo-chemcally isoneric form
t hereof, wherein: [err] andz|[ ¢ xh7in endent |y hydrogen, Fg[o
trifluororrethyl, [err] alkyly T8 W [ e 45 al kylthio or r]
al kyl sul fonyl; [err] and [err] aJE eea:h fffidedemdent | y hydr ogen, hal o,
triflugyonmethyl or [err] alkyl; Rgnd R i srhydrogen, [err] alkyl, cyclo [err]
al kyl or phenyl optionally substituted with up to three substituents each

[ ndependembhgrmaebﬁnati\eatcéntm acideacgitiom palt:orrism;siblﬁ gteoh-cimlic;[lv tseméric formovimedenfy | |,

herea
2" cheny PQ”@[& £ ook Wentripdsrokon e, ey Gre SV R o BPD Ae, 0

eaC h | ndpe ,ar ¥4eh ﬂﬂ@&ndenﬂy hydrogen, halo, trifluoromethy! or C,_¢ alkyl; and
Ris hydrogen. C, -8 alkyl cyclo C,-, atkyt or phenyl optronally substituted with up to three substituents
each indepcnueniiiy seisciod H1uin e gruap Loneistiing of halo, tritluorometnyt, C,_¢ alkyl, C,_¢ alkyloxy;
C,-¢ alkyithio and C,_g alkylsulfonyloxy.

50 2. A chemical compound according to claim 1, wherein R' and R? are, each indpendently, hydrogen,
halo, triflucromethyl, or C,_ alkyl; R® is hydrogen; R is hydrogen, C,_¢ alkyl, phenyl or halophenyl; R* and
RS are, each independently, hydrogen, halo, trifluoromethyl or C,_¢ alkyl.

3. A chemical compound according to claim 2, wherein R' is halo; R? and R? are both hydrogen, Ris
hydrogen, C,_¢ alkyl or halophenyl.

55 4. A chemical compound according to claim 3, wherein R! is 4-halo; R is hydrogen or methyl; and R*
and R® are, each independently, hydrogen, halo, methyl or trifiluoromethy, said R* and R® being substituted
on the 2 and 6 position of the phenyl moiety bearing said R* and RS,

5. A chemical compound according to claim 1 wherein the compound is 2-chloro-a-(4-chlorophenyl}-4-
(4 5-dihydro-3,5-dioxo-1,2,4-triazin-2(3H)-yl)benzeneacetonitrile.
60 6. A chemical compound according to claim 1 wherein the compound is 2, g-dichloro-a- {4-
chlorophenyt}-4-(4,5-dihydro-3,5-dioxo-1,2,4-triazin-2(3H)-yl)benzeneacetonitrile.
7. A chemical compound according to any one of claims 1 to 6 for use as a medicine.
8. A chemical compound according to any one of claims 1 to 6 for use as an anti-protozoal medicine.
9. A pharmaceuticaal composition comprising an inert carrier and as an active ingredient a
65 pharmaceuticaly acceptable amount of a compound according to any one of claims 1 to 6.
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Wl"o, trifluoronethyl, or [err] alkyl; -[err] is hydrogean
[®rr] al kyl ;' phenyl" or hal ophenyl: [err] and [err] are ”“”;m#mm!y
hydrogen, halo, trifluoromethyl or [err] alkyl. 3. A cheni'cat conpo
according to claim2, wherein [err] is halo; [err] and [err] are both
hydrogen; Ris hydrogen, [err] al 10 37013460 fnyl. 55 4. A cheni cal
corpound accqg Al didrniaQedribak st kSR dirh 9 ko3 ués 413h Gnti-FrotoSoallihEdifgeN OF
met hyl ; and [wm‘% oﬁé‘ége f ﬁn%ré?pha&ﬁ&guticﬂ ﬂﬁM%ﬁtchéfactéiﬁdfﬁmgﬁﬂ a thatapeuticaty hy |
S or trifl ucefleast hyrbqntsfeuodmbmnu]as clsicled iefany orleef clgms Utotis intimately ovixet with QstathGG
posi ti on ofhatmaseytipadgartiernpi ety bear | n sai d err(L and [errl. o AShenical
conpound aé:cd?d\ﬂﬁ?j’efsc?fB’F%ﬁ"ﬂ? icww PRYTd axIIRET iA gnY e of claims Tto 6, ¢ arsclorizs

2- chl oro- [é, )]el't('r%atﬁl'altﬂar PO ah u*ﬁerm(eé}atéfrdiah%% Qav%g\%he(*bm 1

,2,4-triazin-2(3H)-yl) benzeneacetonr trile . A chem cal conpound
accordr ng to claim 1 wherein tlké corrpou(hl os 2, 6- drchl oro-[err]-[4-
chl oropH’enyI) 4- (4, 5-di hydr o- 3, 5\di oxR- 1 y_

,2,4-triazin-2(3H) -yl )benzeneac 0 é AXhem cal conpound accordi ng
to any one of clains 1 to 6 for e ﬁ' 8. A chem cal conﬂi}nd
according to any one of clains 1ftO & foOf_ use a an anti - prot ozoal
nmedi ci nee 9. A pharmaceuti caal cn?rrposmmn conprB sing an inert carrier and

as an active |n red| ent a 65 phar maceuticaly . t abl g .amu
conpound agen t n 3 1 e%tp n a::'up al e? a;:;n%#bi?ﬁ%&%%%eﬁt

phar mace“t:f? :r ‘H:is 5&5 bRlnS 8 rdabnlRer sORERAHE AS an

anti-preto o I Cl ne. A process of preparr ng a pharmaceuti cal

cqnposi tion aihaazangerm@eubdramqfrfmmula therapeutically effective anount of a
cgrﬁ)ound as clainmed in any one qf clai msa tbo 6 isintimtely mxed with a
sui t abl e pharnmaceutical carrier. R5 \ process of preparing a
chem cabks conpound as cl ai ned Jzn MM 1 to 6, characterized by
i) elimnating the group E ok »Ne tr)@zadi one having the (VI)
formula 10 \N= [err] ( 111 ) wherein E
represents an electron attracti $aid elimnation being carried out
at highgg tenperatures, if desired, in tRe presence of an acid, said acid
bei ng opt i wheakih W represEntas reacter@lemugrmdMMWMI i #s' redfin the preprEFe of@ &qaption-inefty
the pr eseni?é"e reaCtl n InF \/€ greinkls carbox ?%L&Msm h@th@@%ﬂ%@iye
of forrrul ao,[‘g ﬁ, f@ﬁ Mepreset gactiVe leavi'ng group, Wit

a cyani gg, i fra SﬂoEéEAaocbﬂr clﬁﬁﬁﬁ?ﬂﬁﬁelﬁ)fheamér&ﬁﬁibﬂe((Irl)-WH%ﬁ!’r{E Stﬂi\dsefﬁitc,arbbﬂll ISA
process acmﬂmmgthraniummuﬂx@;mmercﬁifqnmaai s a carboxyl group; and Wis

hal o, methyl sul fonyl oxy or 4-net yI phenyl4sul fonyl oxy. 35 14. A process
according to claim13, wherein tRhe [ ntermedb\gés (111) wherein E stands for

carboxyl i s produced by hydroli er te of formula [err] 40 45

wherein“ferr] is cyano, [err 2 r am do. 15. A prqcess

according to claim 14, mherern X -| g ¥ formula (111-a) (1178

pn\guced by a cyclization reactign sﬁart pan internmediate of formla
¢ R [err]®Rwherei L is a reactive |eaving

group. roces ce | aim 15, wherein L is [err]

al kyl oxy oP'Vhﬁ‘%f‘g 75:@2& \9!36'63:%3(% cg{bgvc\&{eégfﬁﬂﬁntéﬁﬁﬂlﬁe% fdrfula NG} Bt pgestuted Bya

aci di ¢ -mediyiRandn reaoﬁorpétﬁkﬁe&ﬁorﬁaﬁmuﬁhémmé f faimalam 16, wherein the acidic

mediumis acetic acid in the presence of an al kal i netal acetate.
50

Il Il
. ,C-NH-C-L
"H_N_c (11I-a)
55 R

wherein L is a reactive leaving group.
16. A process accordmg to claim 15, wherein L is C,—¢ alkyloxy or halo and wherein the cyclization

reaction is conducted in an acidic medium. ;
17. A process according to claim 16, wherein the acidic medium is acetic acid in the presence or an

X alkalimetal acetate.
1 18. A process according to claim 15, wherein the intermediate of formula {ll-a) is produced by rea

65 @ diazonium of formula
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18: A process according to claim15, wheréein- the internedi ate M
(Ir-a) is produced by reacting 65 a #iazoniumof fornula 17 ”
an

316 Bl [err] wherein [err] is an anion arising froman acid, with
internediate of forrmula 10 [err] 15 19. A process accordl ng to cIa|m18
wherein [err] is a halide, L is ERrO1701316 &Y and [err] is cyano. 20. A

chgm cal

conpound of fornula [err] 25 the gcid addition salts and possible

stereochenical ly isomeric forns tRereof, vlhereln R, [err] are as defined in

Claim1; and Eis an electron attr
consi sting of carboxyl, sulfony
al kyl sdl f onyl , phenylsulfonyloxy

up sel ected fromthe group

3% ami do, cyano,
aI3<yI phenyl sul f onyl oxy {'h)

@

1i

hal ophenyl sulfonyl oxy and [err] al yl oRycdgbonyl . 21. A chenical conpound
according to claim 20, wherein E Ps carbo®l, cyano, [err] alkyl oxycar bonyl

or am do. yegun & & E‘RE‘J. 8@&:&@%9%%.5“%){:\1%9 H?ﬁeé.&{wﬁbﬁdae”] 40 the acid
additioen Salts an possiI B8 "st'er eochem ca I soneric forms thereof,
wherein R [err] and [err] are as dindcaim1l; and Eis an

el ectron attracting group sel ectqd-t:ﬁo-m-mec-g,r oup consi sting of 4XVIII)

car boxyl ,

sul fonyl oxy, sul finyl oxy, 1 do, cyano, [err] alkylsulfonyl,

pheny! sl F O i Soond il k1| RAY UYL 1 B2, ARRGY UhPE{ . X and

[err] al kyI QU WCaRERRE Ybmp

COI’TpOUI’] accor |ng to claim?2

wherein E is carboxyl, cyano, [err] al kyloxycarbonyl or am do. 50
Pat ent anspr Cche 1. Chem sche Vqr‘bl ndunggfh to der For nel

R 20 R4 0 60 R ch annehnbar es
Saur eaddi ti onssal z oder ei ne2ny ch isonmere Form @3rI)
hievon, worin: 18 b R

1111111 111111 11111 111111 11

‘n

* EP 0170 316 Bl R, Rl

und R3,4 ewei | s unabhangi g voneiRiander V\agserst oEf, Hal ogen, Trifl uornethyl, N

C, - 6Al kyl ,

R4 und R5th edigbaddision selth ke rps

Cyclo

Cl - 6Al kyl oxy, O -6Alkylthio oder C, - 6Al kyl sul fonyl darstellen;
issible stereochemically lsbmprlqﬁaweheseqwherehai ByBh R R R |

Trifl uor n‘E? RS, flefig e C@l’“GAF is lpsteon W“!ﬂ group s"f A nﬂff’}‘f :‘:gf's‘iﬁ'%l%yl
su' Zgﬁloﬁnﬁ ylel ﬁ&'@ﬁm i la%v“aﬁ@gs"' i iPuneplopyEes, Co
c ig ty Qﬁﬁhlzﬁaﬂra@l’n EA$krbdRY, c@dﬁﬁ d‘hbmﬂe&carbonyl or

Subst i t uent mA

Trifl uor nabibyl , Cl- 6AI- kyI .C, _6Al kyl oxy, C1.6Al kylthio und
C, . 4Al kyl sul&oﬁ@%xﬁ%&%%ﬁh@@pﬁe ausgewahit sind, bedeuten. 2.
Chem sche Verbi ndung nach Ansprugh 1, worj;n R und R2 unabhangl g

vonei ndnder Wasserstoff, -Hal oge
R3 fur Wasserstoff steht

40
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met hyl @der (tl_GAI kyl sind; 10
_ C-NH-C-L
NH-N=C_ _ (11)

TrléN|u
{

2

the acid addition salts and possible stereochemically isomeric forms thereof, wherein R, R', R%, R?, R* and
RS are as defined in Claim 1; and E is an electron attracting group selected from the group consisting of
carboxyl, sulfonyloxy, sulfinyloxy, amido, cyano, C,_¢ alkylsulfonyl, phenyisulfonyloxy, C;_¢
alkylphenylsulfonyloxy, halophenylsulfonyloxy and C,. alkyloxycarbonyl.

23. A chemical compound according to claim 22, wherein E is carboxyl, cyano, C,_¢ alkyloxycarbonyl or
amido.
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ein pharmazeutisch annehmbares Sureadditionssalz oder eine mogliche stereochemisch isomere Form

hievon, worin:
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[ v.

"sserstoff g - 6A kyl, Phenyl oder Hal ogenphenyl bedeutet n'jj“tl
hei | s unabhangl g vonei nander Wassersfoff, Hal ogen, Trifl uor

ML 6Al kyl sind. 3. Chenische Verbindung nach Anspruch 2, worin R HaI ogen
t; R2 und R3 ist; R2 und R3 beide fur Wasserstoff stehen R Wasserstoff,

§. 6Al kyl oder Hal ogenphenyl bed sche Ver bi ndung nach

Al é-pruch 3, worin R far 4-Hal oggggeﬁ?m% Ep R Wasserstoff oder Met hyl
bédeut et ; urgiiWRﬁuumw Mejl%mbh@gmnmlnfha ey V\:‘rsnfewﬁ.ammen Vriflgermethylf €;-sAlkyl,

Hal ogen, o %F“ ! Pllean ch Rl an,der 2-
URd 6- St eliggn AU s Egs*teﬁageﬁ%%gﬁ SRARIERY] sl G A

Slibst i tsui er tR WaBddrsed, cQt-mm SEvB8 OV dhlyN ek PhERE @e&&&{émws&mw lnn m Qu 3
Ver bi ndungul&n@h’nﬂr -wdighla aur(alihanbig ovgpkieder) -ads d8b aus Halogen, Trifluormethyl, C,_gAlkyl,

(4, 5- di hy&r-epliylosy d?m& 'tnlozcht-wwm b e%@ém@hq@@vmwwwnd« kedeute).

n
gh g les gEFOY n'ilfJ} regs ng’mlorﬂ;lg:g rqjlé%u ssersm Halogen %n uc:rmetlpyqj ogt'eg C,.gAlkyl sind;

(4, 5-di hydr(}'*@aéerédoﬁ,)(!?_ehkﬂ, rhehyi b@ezmamge(nsi,\&,ywe)&&&zol acetonitril ist. 7.
Chenmi sche Vei‘lsnhBlingeiln audvh@igiyommaisndehisserstdte Halodeh Trifuarmethiodenenedlky sind- s
ei n Arznei ni LE]& ""SCBeV‘(‘J’lE‘FH"S@PF@AVéWmhr?dUﬂ'g‘ nach ei nem der Anspruche 1 bis 6

zur Venyend %I‘s't%‘r n anti-Protozoen- 30 Arzneimttel. 9. Pharnazeuti sche

Zusanmenset zRiRgq ngf&s&&v@s@gtmeﬂenerten Trager und als ei nen w rksamenen
Best andt ei | lewaserﬁtbﬂ.rmlwtoueehlogmﬁdmvmaan%nge ei ner Ver bi ndung nach

ei nem der Arﬂsﬁhe@meeY.erbn@n@nam(l\r\SMrmzreut i sche Zusamenset zung nach

Ansprugh 9 “'\Zﬁiﬁ#ﬁﬁﬁﬁ%h ei.n. anti-Protozoen- Arzneimittel. 35 11.
Ve fahr en 7 L ERFEPLERTARYY Hepvl din ek EURATIRASE L ARG O
gekeénnzei gft@ien, Watres Nt A¥esrARe Ud- | iae-Sibifukg alE diYBjRg@nnen FeT under=Dirstdideg
nach ei neﬁm«dagrupmpn@ntm&nhrb: S 6 mt einemgeei gneten pharmazeutischen

Tr ager L nnj che Merbipfiyng nadipAnspeuch AHwaeriy de Yierbpguag é1chk9ha'@13d'é?h'%ﬁ@m“s‘bhen

Ver bi o 0 4-%‘?{ %Mlépe ZOBF orBtnI i
Ielr rr: EI er ﬁr!i%cﬁﬁ/ﬁ ﬁm;é E}agg{\s ruch ﬁi@mﬂ% d %Vergﬁﬁ% %%ﬁﬂ%é}ha‘ik‘éh@@eﬁ%or mel
T 7. Chemische Verbindung nach‘emem der Ansprucheﬂ*bxs*&zurVRweRuﬁ@Mén Arzneimittel.

N 2 8. Chemische Verbmdung nach eunem der Anspruche 1 bus 6 2ur Verwendung flsein anti-Protozoen- = |
3? Apneimittel.
T 'R" apen anz

nde
u f: nd einen wur‘(samenen
G uppe das&;ﬁF{"ﬁ A ﬁiti% mmﬁmg ?fﬁemﬁmw.@ F Rhepriiche 1 bis 6.
gewunscht enfsa rﬁsrrhsﬁe POSnimeRbdiRihg wadhl Ahsprdl ﬁ@nwa é&ﬁhr&ﬂ’r&bﬁ;en@l n
Losungsm Atzedimiter wendet wird, und wahl wei se, wenn weiter gewunscht, in
Gegenwdft ei 1ne\$erfpb'a'kmr¢h§teﬂmgtwr Eb%mmgsm'ten @P%ﬂr@enwsgw ¢h ggkenpzeicheRby
ii) Urset g%.’he r&th@fpeﬂ,ﬁcgmen K?%ger TRAR mw&pdqj@rx\ﬁg‘ einpm der Anspruche 14b|ﬁ mit einem

geeigneten pharmazeu t wir
R 0OR 12. Verfahren zum Herstellen einer chemischen Verbindung nach einem der Anspriiche (1\619 665
al?o fekernmzeichmetdureh=1 C L M 11p EP 0170316 Bl worin Weine reaktive
eavi ng? G upiEimdrderert der IGtyppert einer Tiszadioy-Awischenpebindasainit derffatmed | N Gegenwar t
gi nes reaktionsinerten Losungsmittels. 13. Verfahren nach Anspruch 12,
\

\o(i p E eine Carboxyl gruppe darﬁt ellt; w (yVHaI ogen,

CN >
B &@é@ - (111)
R N .

X | \
R,3 RS E
50 _
worin E eine Elektronen-anziehende Gruppe darstellt, welche Eliminierung bei héheren Temperaturen,
gewlnschtenfalls in Gegenwart einer Saure, welche Saure wahlweise als ein Lésungsmittel verwendet
wird, und wahiweise, wenn weiter gewlnscht, in Gegenwart eines reaktionsinerten Lésungsmittels
ausgefiihrt wird; oder

55 ii} Umsetzen einer Zwischenverbindung der Formel
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Methyl sul f onyl oxy oder 4- Met hyl phenyl sul fomyl oxy i st= 5 Il #@HJM "I
C

nach Anspruch 13, worin di e Zw schenverbi ndung (111), worin E fuir
steht, durch Hydrol ysieren einer Zw schenverbi ndung der Fornel 1

4 R - R 070 . C2
All-a) R 15 €P 0170316 B1 R RE hergestel |t

w kd, wor WariEw e!v@*ea@gmrteawr@fﬁmm Kgrbtetityraineitimmn QYanid caewvivsehteralts tireGégenvldnt eines
Ver f ahr en™$ Hs\';ﬁ;ﬁpen Lre: Aﬁe's p die Zwi scr}i? ver bi ndung der Formel (111-a)
durch ei ngye ,g&.foﬁ‘wg;(yq,ggcgr ‘{\’gb %&é’g&gﬁﬁ XHRee AREEh &Y Bialeaemg

der Forsel . Verfahren nach Anspruch 13, wonn die Zwuschenverbm&’uni(ﬂl) wo&n E fu2r Car%oBl steht, durch

R Hydr@Jysieren éjheRZw:schenverbmdung der Formel ~~~~~
~ ~~ ~ ~~~R2 C cll-a) 25
E R R hergestellt wird, worinrRL eine méakm ve Leavi ng- G uppe darstellt. 30

16. Venrs ahren nach Anspruch 15,
und worin die Cyclisierung
wird. 17. Verfahren nach Anspr

r cR f 6Al kyl oxy oder Hal ogen steht
n m s ren Medi um dur chgef uhrt

| aure Medi um Esmb‘sléufé in
Gegenwart eines Alkalinetallac { SRi 5 er fahren nach Anspruch 15,
worin gie Zw schenverbi ndung dRT For nelr (I I -a)z urch Unset zen 35 eines

Di azoni ung, der Fo dmel er R4 40 R2
2+X g wird, worin E* fir Cyano, \ﬁ(\k lo carbonyl oder Amilp st n X- ei

15. Verfah yor | N
el ner  SaueyRiRinalEdon s “ZﬁiL"a%'bo; (s Zwi "ﬁ?fﬁx:gzg s§ VBTl ot rctorns
For el 50 hergestellt wrd.
19. Verfahren nach Anspruch 18!11 worin Xs4ei n Hal ogenid ist, L for

Cl. 6Al kyl oxy steht und EIl Cyanq dargieljt. emi%che Ver bi ndung der
L6 ol |

Fornel 55 2 ' ,C-NH-C-L 4 R R O
R~~m >- N 7. R C‘J NH-N-C ( 111) 60 (I1-a)
RR - R E di eYSHurggad®+'t i onssakEze und di e noglichen ~

st ereochem sch i soneren Formark:"hi evon, rin R, R, R2, R3, 65 R4, Rs w e
in Anspruch 1 definiert sind und E eine El ektronen-anzi ehende G uppe,
ausgewAhl’ter "‘d@f ?IH‘ Lgine feakEP avingLreppp darstalith o x y | Sul f on

Sul i g %Ef T PG e i P Pt g i
a -eAl kyl thf‘yl{l spr WW#‘ @&‘ LrQXBQsH{SQre in Gegenwart eines
Cl - 6Al kylmxaﬁaﬁfaMEtyds idaest ehenden & uppe I st. Chem sche Ver bi ndung nach
Anspruch 20,18-\MerfalmerEndchy Angbauch 0% onn@}eaz\mschéﬂverbmhtkgeldsx;mmelti&nwur@démseﬁemm do

st eht . 3522"'“°€I'?@ﬁ?’§6‘]’?é‘eVER’BF'ndung der Forrrel

40 ‘@ '© (VII)
R

45 Wworin X~ ein aus einer Séure entstehendes Anion isi, mit einer Zwischenverbindung der Formel

2 ot
& '
E' —caz-c-m{—c-x. (viii)
50 hergestelit wird.

19. Verfahren nach Anspruch 18, worin X~ ein Halogemd ist, L fiir C,_sAIkonxy steht und E' Cyano

darstelit.
20. Chemische Verbindung der Formel

55 '

Rl R‘ o

. CN y_
| NH -
r2 ' N ‘8_0 (III)

60 R 5 N= -

R R E

die Saureadditionssaize und die mdglichen stereochemisch isomeren Formen hievon, worin R, R', R% R?,
65 R* RS wie in Anspruch 1 definiert sind und E eine Elektronen-anziehende Gruppe, ausgew3hlt aus der aus
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SAur;aéél t2| or;ésal zle‘ und nogl i g;;;ft glrzg;:hem sch i sorreren Foru!lllllul!!mmlmHl I“I

worin R RL, R2, R3, R4 und Rl wie in Ansguch 1 definiert sind; und E eine
El ekt r onen- anzi ehende Gruppe, ausgevERi® 170348 rBhus Car boxyl

; _
S 4, S S e e, el B sy

Cls6Al kyl oxycisk bonyl best ehenden Gruppe | em sche Ver bi ndung
nach Ansprych 221 Cﬁm'ﬁmeEefP'@u"@aadbdmwrvch@monEtﬁlcﬁﬁdmlyd:uamwamwy*camdm oder
Ami do st ehf. ﬁ@\gg@g rtﬁu;lcth Q03 g d '_Co ose chimque de fornule - 1

R4 0 30 © e verbinaung aer rlgﬁ R 2 -- N2

~~~~~~~~~ (1) R35 sel d addition d,hci admaceut i quenent accept abl e et
fornme st6r6o0i sonbre 6ventuell e de ce ' ans qutﬂelz ﬁ%t R2 et R3 sont
chacun, inlfependamrent, un hydr ogengx jrRgene, Urc-gHECHLL
trifluoronmethyle, alkyle en Cl-@® . ' NB,-N@B al kylthio en C, - C(Ipu
al kyl sul fonyle en C -C.; 40 R chacun 8 ndependanmrent un

hydr ogene, un hal ogene, un groupe t?rfl uoronp? hyl e ou alkyle en C -Cs; et R .
est un hydfsogene un grou e alk Ie en C, -Cb, c cl oal kyl e en C3-C6 Qu

phényl e eventd '!°“ %’ B’F‘S’e EHS%'P higuantworip RoR's R R* R*
chacun i ndeped @U‘ l J, %1?“2 Q %‘,sgmh' ”&ﬂgpg(“s
trifluoromet I’U(';ﬁtkylﬁtekﬁ beg: Ha enp’ﬂuﬂl}éhmlow"u b C, & dnlil tﬁst@tﬂ;n

45 al kyl su#d astyl oxy en - . Conpose chi m que se on I a revend| cation 1,

dans/ | equel Rl & Cm"ssbﬂver'mmgmach Ansbeysh A2 avarimifar Catlpxify Gyposg Gnélkyigrycarbony! oder
hal ogene, un YP8uPett rifl uoronbthyl e ou alkyle en O -Ce; R3 est un
hydrogene, R mgsindiditicaydr ogene, un groupe al kyle en C1-C6, phenyle, ou

hal ogenophenyl e. 3. Conpose chim que selon |a revendication 2, dans | equel -
Rl est un hal gemh€ompBséehinRBiesieidrmileus deux 50 des atones d hydrogene R est
un hydrogene, un groupe al kyle en g2--C, ou,fhaboanothnyl e. 4. Conpos6
chim que selon |la revendication 3, dans gyel est un hal ogene en
position 43 R est un hydrogene o QuUPE tAyT@&Het R4 et Re sont
chacun, ind6épendamrent, un hydr® gr¥ne, groupe nethyle ou (
trlfluoronﬁthyle | esdits R4 et Rs nig sePgt i Negaits en position 2 et 6 6&
groupenent phenyl e portant |esditsgR4 et RSR5 55 5. Conpos6 chi m que
selon | a rgvendication 1, dans |equel |e conpos6 est |e 2-chloro-a-14-

chl or ophenyl )SGW-#MI;IG? djacidyéhaim%eﬁﬂqibﬁ&ﬁ aﬂceptable et forme stéréoisomeére éventuelle de celui-ci, dans

,2,4-triazin qE;‘B ben2| neac6ton| trile. npose chim que selon |la
revendi cat i ogl puny & "bs h\r@szn%uvjhamem 4o gropak trifluorométhyle,
chl or Othn%l ) xrvpn:g I | ,—Cs ou alkylsulfonyle en C,—Cs;

2 4-triaz) nQ* aenzen on| hydroPéne un halo geén% Hm r?]rouae tnﬂu?rometryltlﬂxé

quel conque des B estemdwdnabérﬁnm jronibe&lkyldtehlo‘-seb bﬁ:lo@mmren 0pd, 63 FRétyvie éGéhtuelienfent
Co.n:pos 6 chi nisukstitué eprgvsal’a trmis sehstiluaninchosisdhaun Edénsodapanentdnss [ geoube constitué par un
“utilisable c& fﬂfe mfﬂﬂaw?wﬁw? o3yl e C1-9Cs ebvipgsent CortepiisvithiacetiGe st

45 @

conpr enant “uf %‘@E&bﬁ’éc !%.'; B8 ol AEoh F laRElb il 36 S, qa@rgﬁaamem, un
phar maceut i qtﬂﬁ‘df&é%he,ﬁﬁ% EHNBR AR od le Urﬂ@—fw 3R WJdredene, R est un
revendi cat i omgdrdgéne,@n gidd ﬁwmasc,acgmhm&rﬁmmg‘émqu&y&el on | a revendication
9, utilisable c’\*aﬁsn-epwémlmmmor%reamducmqoﬂo@oa!en@l R'Zst un halgéne; & et R{ sonfRous dgux
* s0 - des atomes d’hydrogéne; R est un hydrogéne, un groupe alkyle en Cx—Cg ou halogénophényle.

4. Composé chimigue selon la revendication 3, dans lequel R est un halogéne en position 4, R est un
hydrogéne ou un groupe méthyie et R* et RS sont chacun, indépendamment, un hydrogéne, un halogéne,
un groupe méthyle ou trifluorométhyle, lesdits R* et R® étant substituants en position 2 et 6 du groupement
phényle portant lesdits R* et RS,

55 5. Composé chimique selon la revendication 1, dans lequel le composé est le 2-chloro-a-{4-
chlorophényl)-4-(4,5-dihydro-3,5-dioxo-1,2 4-triazine-2(3H)-yi)benzéneacétonitrile.

6. Composé chimique selon la revendication 1, dans lequel le composé est le 2,6-dichloro-a-(4-
chlorophényl)-4-(4,5-dihydro-3,5-dioxo-1,2,4-triazine-2(3H)-yl)benzéneacétonitrile.

7. Composé chimique selon I'une queiconque des revendications 1 a 6, utilisable comme médicament.

60 8. Composé chimique selon {"'une quelconque des revendications 1 & 6, utilisable comme médicament
antiprotozoaire.

9. Composition pharmaceutique comprenant un vehlcule inerte et, comme ingrédient actif, une
quantité pharmaceutiguement acceptable d'un composé selon I’'une quelconque des revendications 1 a 6.

10. Composition pharmaceutique selon ia revendication 9, utilisable comme médicament

65 antiprotozoaire.
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P 0170316 Bl 11. Pr oc6d6 de preparation d''une,conposition p

aracterise en ce que |'on n6lange inti‘menent une quantlte ﬂ"l“rmnmllﬂmnmll
her apeut i quenent efficace d' un corrpose selon | "une quel conque des Lt
evendi.cations 1 3 6 avec un v6hi (s:é’ qhar maceuthue convenabl e. 12.

roc6d6 de preparation d' un conpo 091 on |'une quel conque des
ev@ﬁdl cat i onsy;ylprbesls o prépdraioh @fuh® Eonfidsifich ﬂ!H»Q‘:abQut@fé ErdctEhistCenl @ qUé PoHIMéIENge
'une tri azadimementi irecquubtlis athérepedtiqubmentuéfticade d'un compdsélelon l'une quelconque des
~~~~~ R reRkendic@tidRe 2 a 6 avec un véhicule pharmaceutiqueronvenable.

111) 3~~~~ R 12 Proqué deu;;réparatlmd_\t_n g)mpamm}uaﬁagm 'émgqqe&g?cglg gFﬁrgveﬂﬁthjlf)%b%S
ttractedr 5’ Té’?&‘fw ﬁ‘Lgrt,@ai'et@u,@lta.ﬂmtekmmm.mtdemmgs6e a des |
enperatures plus evees, |l e cas bchbant en presence d' un acide, ledit

-fci de 6tant eventuellenent utili ael come ROl want et, event uel l ement, |e cas
ch6ant, en pr6sence d' un sol vant \Lnerane, {1 S- “%de | a reactlon ou 20

i) on fdft r6agir un internedjzai el foI R 030&§§§
aquell e Wrepresente un grou n‘i £3 tr\;,f\?ec un cyanure

cheant en presence d'un sol vant rtk Vis-a-viQ de la r6action.

roced6 selon la revendication 1R" dans |Rquel E ®st un groupe car boxyl e,

t W est "Undgk tsquaieheképaiie uiBidupé Stiabtold Yd ehoedoriadite élimination étant réalisée 3 des

- et hy| phewrybé&ratufes pipb elaytes, llkas dchéanbehepréseice d'uh acidecledinatide ataniverit@llerdemt otilisé
equel |'i n’é@lﬂmlvmt%é\(ehm#'yemdaﬂs c4sdefifent, o prFSericedien seivanfinsrp wis-38is delaréssiopt e

o]
R T S
aqy | aquelle E' est un groupe cyano, al kf(&( n Cl-C) 6 oxycarbonyle ou
m do. 15. Proc6d6 salon | a revenyi catd on 14 dans |equel |'internediaire
e formule (1l1-a) est produit,p }n‘d&l cyclisation A partir
‘un internediaire de fornul er c N R (Vi)
4 0 02 < 4 N=/C NHCL R R
ans laquelle L est un groupe parj3ant re if. 60 16. Proc6de selon | a

evendi cation 15, dans | equel L est un groupe al kyl oxy en Cl1-C6 ou
al 0g6noze edand tageeile ¥ teptésdnte unap@ipk Partatieréait bves at cyanure J¢ cas@elicasi®e pekgerse dian -
ilieu aci d@'vaﬂt?"efPrVG@G@Fedesleteewoha revend| cation 16, dans lequel le nilieu

ci de est |;‘aqe?'g§é°°5e§fe§s ';gfgu jlegual £ gpn groype copoy|ece W et upggroue
r0ceds sel O o e lea é’ &‘@n&aﬁfmkd.s.m(mrazﬁawer@degsné.Q,rgraaupe
-a) egt eurtdilyle bst B&auuﬁparrﬁad‘rawsamm inErm@diairedel forude f or mul
~| IV 1111211 22221 ilill £P 0 1704316 Bl R1 R4 R R
Vi) RR R 2 AT 3\—-“
40 : R ": \N= .8’0 (I11-a)
3 R Iy 1
s R R E

45 dans laquelle E! est un groupe cyano, alkyl{en C,—C¢) oxycarbonyle ou amido.
15. Procédé selon la revendication 14, dans lequel I'intermédiaire de formule (lli-a) est produit par une
réaction de cyclisation 2 partir d'un intermédiaire de formule
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dans laquelle L est un groupe partant réactif.
16. Procédé selon la revendication 15, dans lequel L est un groupe alkyloxy en C,—Cs ou halogéno, et

dans leque! la réaction de cyclisation est réalisée dans un milieu acide.
17. Procédé selon la revendication 16, dans lequel le milieu acide est l'acide acétique en présence

d'acétate de métal alcalin. o )
18. Procédé selon la revendication 15, dans lequel I'intermédiaire de formule (ll-a) est produit par

s5 réaction d'un diazonium de formule
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I%ns | aquel I e.X- est un ani on provenant d"un, acide, avec u
de forrmﬂe I00 - 0 E-CH-C. RIH— CL® r”"mm’mmwﬂlmm
15 19. Procede selon | a revendication 18, dans | equel X- est un hal ogenure

L est un groupe alkyloxy en C -C6 et E est un groupe cyano. 20. Conpose

chi m que de formule 20 EP 0170316 B1 R R4 0

2 4 (rrr) 25 ses sels

d' addition d' acide et ses fornes st@rem som®R es eventuel |l es, dans |equel R,
R, RR R3, R4, Rs sont tels quo dMi a revendications 1, et E est
un gr oup attract eur d'electrons nIhoupe 30 constltue 6; ées
radi caux car boxyl e, suyl fonyl oxy, 1 do, cyano. al kyl sul 31 e
en C, -C6, phenylsul fonyl oxy, alkyl (&n &6) - phi nyl sul f onyl oxy,

hal ogenophenyl sul fonyl oxy et al kyl ®en G - CRoxycarbonyle. 21. Conpose

chi m que seb£ns idqdelie XY @R Gh GaAbh gere%Qnt d%ARSdd, Bvbd eh m'énﬁ&é-au'é'&e @raWpe carboxyle,
cyano, afkyl (en C, - Cs)oxycar onyl e ou am do. 35 . Conpose chi m que
de fornule 34 R OO @]+ X0]

2 | C NHC NH—o- (1) R (vn-x'?
45 ses sels d'addition d' acide et ses Ibrrres stereoi soneres eventuel l e

dans quﬂ%I R 19 loced@seloRR rev@Adicdiion @Hgns‘eﬁbéXQUﬁuﬁlﬁglbd%hlﬁe,(i%Qtﬁmb?oupe alkyloxy en
revendi cat i OR<C, bt E'@bt un gisibe tyang)r oupe attracteur d' el ectrons choisi dans le
groupe const i t20<Copmesé|chimiquadie éamlecar boxyl e, sul fonyl oxy, sul finyl oxy.

am do, cyano, al kylsulfonyle en C, -Cg6, ohenvlsulfonV I’ al kyI (en
Cl 6) - ph2%. ays oxy, hal ogenophenyRgsul fonylufkyo et al kyI(
- C6) oxycar bonyl e. so . 23. Conpose. clanniig

da | equel E est un groupe car bozy
ou am do. 55 60 65 23
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| a revend| cation 22,
yI‘% C1_Cgj oxycar boqwiz9

ses sels d'addition d'acide et ses formes stéréoisoméres éventuelles, dans lequel R, R, R?, R?, R*, R® sont
tels que définis dans la revendications 1, et E est un groupe attracteur d’électrons choisi dans le groupe
30 constitué par les radicaux carboxyle, suylfonyloxy, sulfinyloxy, amido, cyano, alkyisuifonyle en C,—C,,
phénylsulfonyloxy, alkyl (en C,—Cg)-phényisulfonyloxy, halogénophénylsulfonyloxy et alkyl{en
C,—C,loxycarbonyle.
21. Composé chimique selon la revendication 20, dans lequel E est un groupe carboxyle, cyano, alkyl
(en C,—Cgloxycarbonyle ou amido.
35 22. Composé chimique de formule

1
c-mt—c-L
40 NH-N—C (11)

45 ses sels d’addition d'acide et ses formes stéréoisoméres éventuelles, dans lequel R, R, R R?, R?, R® sont
tels que définis dans la revendications 1, et E est un groupe attracteur d’électrons choisi dans le groupe
constitué par les radicaux carboxyle, sulfonyloxy, sulfinyloxy, amido, cyano, alkylsulfonyle en Ci—C,

.. ohénvisulfonvioxy. alkyllen C,—Ce)-phinyisulicayloxy, halogénophénylsulfonyloxy et alkyl(en
Cs—Csloxycarbonyle.

s0 ' 23. Composé chimique selon Ia revendication 22, dans lequel E est un groupe carboxyle, cyano,

atkyl{en C,_Cgloxycarbonyle ou amido.
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