0004 '793 2-Ni troam nopyrim done derivatives, a process for their @ ]
preparation and their use to prepare 2- am nopyrim done derivatives which |
hgve hi st am ne [err]-antagonist activity This invention relates to

2-ni troam nopyri m done derivatives, ¢roouopess for their preparation and .
their use to prepare 2-am nopyrim done derivatives whi ch have histanine

H2- ant agord-Nitrogminpryrimidondervatiyas. Paregees g [’fpﬁb’a’ta ifhand3els vee Waenarenes t he
preparation of 2- "lﬂ"'%‘i"ﬁ?f“&?ﬁen‘l?"%a"ﬁ‘é‘t‘ﬁwh have WAt RSO agePiF\ A Y ies, with an

optional alky SubStJ Ly b ; oy i Srepar
cor esponcjg fﬁéé i °s§§r}r?h§\?8% e SR WPt
French Yat ent ggildn

2-ni troam mmﬁdonet Vatidesp lthrrmlcmeof@eraikv'aﬁlrb?we l"ht 'i'%‘ the
o Kenyl sor e %ﬁgé ﬂrﬁ"vmﬁ s m,.%ﬁ i ‘°k @g
w th di ITEt tﬂﬂa
which are. ;g? y ﬂﬁv bGé veﬁ%icﬁlai'g/stat-gh@o ﬁi@%&tcldanwmyl on R
descri bes- the THé ﬁﬁ%ﬁhmﬂomdeséhbas meomramnmf trqmmepﬂewomatdmﬂeevewmh@h to*._
have anf pltave n@bpt@nﬂ@vle« Ikk' ? d whigh hevﬁas ﬁﬁrse'l’r""ﬁ‘&v'eth up —A—B where' .

hur s mofpandgis 1
>- SUb Stit UQ ano lor et E% Uﬁ JM"% nt:’on ‘t,hgsenz-guiro—. S
or-[ ERR] - -3V derivativ¥d 8l n it b&ddify Qf hdleradt, ﬁetbl%arj/l-t o :

4 and B i SaanbtﬁMSor aét)ﬂoalﬁéxv lgip Itd)gwgli-agmopmmldqﬁs dexivhtives vbich baﬂeodefmﬂm*—
t he i nvest ceatical hawity & histamine Haan W\@E done der| vat i ves ar e r eacte
ris

wi th an al k l&rﬁ#‘i@a'b @tﬁ e a q??‘l E’ﬁ' cesses
actln me ith 1] has

het eroal ko %mzw%ﬁ?yﬁ %@0{3 m{ﬁi‘g ﬁWé/ﬁévbY&nﬁd ﬁﬁ I
pharma- -1 inubﬁuwcﬁﬁa k&iﬁﬂ&tr&ﬁa R]nttﬁﬂby’t@ﬁdﬁnSﬁn&ucMhﬁs Sanmmo A
O f enl egung&a:cfﬁrthé Rensitk®d 3670 and 2658267 there are described specific
processes for Apwoefinartp thy inwentinn ibasy isiprvisies 2itimminereisiane serivatiuee of $igcte @i ¢ ne .
with a pyrimdone which has a |ower al kyLthio, benzylthio or hal ogen group.
;N the 2-position. W have found that a petter process for preparing these
---am nopyrinidones is to'react an.ani B wWY'h ‘a pyrini done which has a: L) R
@troam no 20 group in t he 2- position.kAcchrding to.the invention. there |s
3rovi ded 2-. mtroam nopyr| m done - dé’%’!"atﬂles%f Structure (1) z [ERRl-in~ " ..

hich Z is, bydrogenor. | over. akitvlie cA £S il RE L%%# fera W

PERR] [ ERR et Ao oo 'isJAhraﬂa y Qvéa& siﬁw!”@e@'ﬁudi °’,‘s”9323$
4, and B i sora (Wtedhaiat Bé the sghosHlifRfeint) 0fAb muﬁsuhsérlawtaedto r WoRy, OF B BB hEpHLWA i c
can be th@-sqn%(m-dﬂvmm @fnn\tl)h@r P { 1. Hbszodidxhlyl gawd bowahend lacup, -

of Bis a$y '“"Ei‘e

TR R m@&ﬁ%m 5%?,3%& ;ewgzl:g i

t em S1385€7 edea(ribes theqmepatation of 2-d|ethylammo-6—methvl-4-

(whi ch can’ h&ﬁrms Sfe mediR laRAGAd
arylil ovveranow@nyﬁs witighCdaf by strhighvel beahéted \and @ihizh centhio Xytp 4t¢arﬁohmafnen&i lar

di (1 ower dowerlak v!mmes arpheﬂwkﬁhv'sspfnw! eipm%vnvm;l Parttwle'rlma#rla&xemmnwy meﬂ‘mnyl |

hal ophepy | S"SPY:| lobep j’g‘?@ ahreo ulg his.sPegification py .
E | thiazol t |
the tor s ol %@f,k. 5 &%’(‘M @ > :}(l’.natf‘fefy“ﬁﬁ, m&%
groups \Ahlmld-ra@lbphwys énai omra Kélerc&HAlgRduBs. QreQQ'urgvl gakignn)

at ons.. Par2-pyid¥a3-pivioivie 4-paridyl 2-thyia l 52 landazm!t h-yvr;mlest' I‘@fb\:razjzl 3pyiidepyl, :hmlnolvl T

Zoronle ey ﬁ:" qp%? ?%fﬁ »%(i gl THESPOs. D drenre W %f'n?t%g
thi enyl, i nyl g.% |orodha?.wiaawhmhoro@ewe Hh¥thoxyphenyl,

pyr azi nyI 4-||nymo)damywl 3ahiimuihdm!ﬁe l,anqami;i ethokyplepiyl. no|
5,6,7, 8- t et ra #ningp| of 1A3.ah ones r i tjethanesivt G-yl hidthanediyl

qf'
benzt hi & m&" meﬁa th
2-pyri dyl me?th I?;;—FJVI 'sﬂm thm ri Ifgﬁiﬁ}'gﬁ ?ﬁg ﬁuxy hen {h %E‘fﬁilﬁ&lﬁ

§42- pyrazyl ,beﬁoﬂlw'ﬂydaﬁ’r)"&-m Sheptbd om #&Nthede |c8nﬁ§bﬂn80|abg uSHHi! | 18N Phebp ¥nn§Uil$HrbU ted
by one or pwimidorlecipgvativeslof Strgturé 3 with partikudacly fwww Speparfuunarlﬁrembma)aﬁyl

i & @ethvt-gnpyay. 3. rrnPfa 3-pygdvior eteo 6- di net hyl - 3-
B et hoxy L3 gff’ s w{jtfaﬂw s e bbe P | o

substitute @r!# m&n@h&pﬁyn «ﬁﬁ\@ d%rnﬁhtégrapé\m»e (13 &n @e?}?&?éﬁpﬂﬁ%&ng ap-
3- met hoxy pioestgd of StrutmBieREP(n VIR is lovedalklil Biet 2) 2 ayid B arkyds d for Structure {1)) with

3, 4, 5- t £9 nitodEridinacWpbn Z3p bedrégen thergardestys obBtruktural2) canehupbd imethe form of a
1, 1- et han&emigset§l pRRyjiower aagqlhanediyl 50 [ERR], 1, 3-propanediyl [ERR] and
oxynethyl [ERR]. Preferably A is methyl ene and 8 i s 3- pyridyl, '
$6- net hyl - 3- pyri dyl, 5, 6-di net hyl - 3- pyrlgyl 6- net hoxy- 3-pyridyl, :
82- met hoxy- 4- pyridyl,  4-nmet hoxy-2-pyridy 3- et hoxyphenyl , 6-(2, 3-di hydro-
goenzodi oxinyl) or 5- ( 1, 3-benzodi oxol yl) as these conpounds are useful for
preparing 2-am no- pyrimdone derivatives of Structure 3 with particularly
usef ul activity, and partlcul arly preferably B S 6 55 net hyI 3-pyridyl,

o5 - A, WA Cl . U C

—_ o -

~ 7 AN\ S ' L T I A N T S Y I T N 1 o I T



[ T R T S O W e LR S e nt e v m T s R A S R S ORIET el See et W e b Wl " L L ! R, g T v . LT W oo 3o e D I N e e S o G A By

0004 793 7 2z [ERR] [ ERR] [ERR] A B @
[err] . _ NNS 2 [ ERR] [ ERR]

Preferably this reaction is carried out in the presence of a base, for

. exa an al kali nmetal 10 hydroxide Q%{)g@ al koxi de, sodi um hydride or a
guat eMhary, ammoni um hydroxi de; for e enzyI trimet hyl anmoni um .

hydroxide .. Preferably the base is sodigim hydroxide, ,sodi um ethoxicte or
sodi um met hoi de, and preferah‘Jy 2 nobay . equi val ents df OQes of these bases
is used. Pref erably this reéctrom S ca,éu_gd__mu_,r s r-al kanol, for
exanpl e et hanot |, : et hned uof\l propanqb,c in an ueo ture of "a Iower

al kanol ~%r in 15 di‘net hylforani de. ‘Pre é"rnablfl' Ps reaction is
carried out at an_.el evat ed. terrperaturqz) for ‘exanple tfl) s boili-hg point. of.
the reaction mxt ur-e,--but .any .tenperature. at -which- the'reaction proceeds at
-an accept abl e’ Paafqahi\athndaewbeds céied o "Clarmdpmsynoesdushﬁel fpr sgimple an alkaliometal
state (fdP lydm Pé’fdmf%?"ﬁ? dg.: sodiup; hydiide MUGW%PQHPMHU“MH‘*HS' geapie
a wet or in S melokile b Grofofabiy 2"
which Z is hMQFé&ﬁHaﬁ@&&@%ﬁds%sﬁ%ﬂ@Wa%ﬂ% e e @r%&éfalka:ol

B- A-[ ERR] wfok hxanﬂowmaabskm&awmmpémr -emammhmtmyiureferrﬂamer amdolaor in’
strong bd8edimetiwifemamide.c sodr u_m hydri-dein 1, 2-di rret hox et hane of . ;

t et r ahydr of yr afrefesabiy this ragetion| 9%7‘1' ﬁ} E%:L TW@BP e Uﬁbe
TRECRL 2ty R e e e
“approxi mat ehys éanbeltiak fn__:@g(ug&q Qdrp s@te. SO r,‘um de are Used: [ertl .

oxoest er fo0of StThel

reaction wi ?'heﬁtﬁ" ' gq!““ﬁ?“ ) 'S’bﬂiﬂ ef§f e«amplaethvlsfennuteea' “Z‘ mﬁg :
crystal |l i ne®*@ ! ’_Jf e
ower al kyl o "ﬁ 'm ”E bsvar' . fﬁmy ég-@xcﬂﬁ 1 Tor Stucis B b

to anot hes wmal rrrmmhpaﬁred b&n fdamri&acﬁéh |ﬁogu§mﬂiﬁé)bflr §ding: oasq%rceﬁesﬁorited and’
preparing aused aawvstdpysraélldsdﬁnmsrtwoﬁ Stectyfe (Shin u@tch Zds(18Wer aliylnan be prepared by:

( 3) 36 -~ alkylating an acylacetate esiie’r Ef R
i oh Hej S kT ghade m@erarprvessarrfﬁparm%r
het er ocyabi c group rCch | S. apt¥ onal i y "subst i tut ed by one or nore- Iovverr

al kyl, trifluoronethyl ;- halogen;- hydroxy, Iowar aJ koxy or am no -groups
whi ch groups can be the same_or’ di'f f'er'ent, m,. A-GI’ 1, Y Is et hyI ene,
oxygen or sul phur, 40 n", is, 2 or 3;-Z is. hy _‘ Iovver al. kyl."(pr ef eraﬁ?ly
net hyl ); sand A and B are as defet-n f!@dfu SMANN (1) char acterised.in:

- tshat a 2-ni troam nopyri.m-done -of Structure (1) is . reacted with an’ an ne of
St ruct ur e *( #)which mri&:mmmen-mtamnarﬁdorﬁ-membmd fdy umummmwbg[oep Mﬁch is

[ rr] [err optlonallv substituted by one or more lower alky uo)q)
I e e ST e
Exanpl es of cHaydtensed i kit 8 QLritR@niHopyHMdcHe df sm. Yired dwm?&:ﬁéﬂu'hbm uJ
Jdetra- hydr @y ehigh Hethem 2yand :amylasaleﬁheldcaben al kyl . ‘Exanpl es of ‘heterocycles

of the group Het are imdazale, pyridine, thiazol e, isothiazol e, oxazole,

50 isoxazgle, triazole and thiadi aztine-ic W-é‘l“é"r'z&-m“y t he group Het is 1] nk‘é‘:l

to [err] By a gapkmbnca FHfongu Q:achf%i E‘Jsﬁ&y bk %r&ddté&cﬁﬂiag tef Radtioh 2R ShbsBURAYY
Exanpl es of rebheragédom ditydrdxy ProteétingTgroapaOdry ImedtvicyrBetirlyl, YnethyRBibinbHyICthtrEY
| ower al ky Ih d evl.atbln Imlgﬂ qwelnalkul en preferabl chl orine or brom ne

trifluoroge E* asmpl fhe fe "a ?& Eﬂ'q tsmh@aol%xe;ﬁhe
’% Fﬁr’ tionally

or nore (vvh'si ﬁ"
methyl), | Oyu%méytél;hww FBthIR il genh &BQ chlo Q)Heﬂﬁl

.or 55 br om erdiydrosymertheyl, arpy bmloyal lyrsohstisutedbytdne azmbrg I(whu’:h mmb Ithea:mb yi different)
opti onal | '91«539 \t' erefgrab rcﬁh\dr |lqv@rc#kom tpmf ably Ble(' wé qem(mrpablm forine or

optional | %mﬁﬁ a& gf dl?zm ‘"gtghgflt gthla rlnefpt W EZ?n rio-1, f ﬂ?

di azol yl ) i Lla JIE‘E l:ryrlzf Jzoryl 2-pyridyl, 3-methy!-
5- br ono- 4- i 2 wlolydnethaaquwﬁdyr ,3-e3h<marz tidyl, 23 P—)ﬂiméibﬂxy-zi’pyw N®AYore:2RyHidvy3-
3- et hoxy- 2-¢are-gsplyridyB 34br9rmﬁtmr i-Jio Eﬂad vl 33=r6mor6frmstw-psnv idyy bnd B-thiazolyl.
chl or o- 2 6ﬁyr| d ear l:z é{f&eﬂqyjﬁ gﬁg dztegy; i ma tthe absentce of a solven; ;::
3- br ono- 4- rﬁg:ﬁ?ﬁ Bye%ﬂl e& z echorcette:f Eefrl;[‘i’s? E%ﬁ ubility
carried outchdlacrfsties BVib b‘lp@held%lvh Qs iank G }I prc fies, a
exanpl e at i8@ertatkahalrpréferalily eﬂmmbrl V-pioganol, aik &;ubarsrn}mtuﬁrofb I&w@raﬂ ¥END-etHanédiol,
el evat ed ®enketanatfor example acetons op 2-butanong.ne arpelet aprotit solwst, &ir exatnplf dirhdteyiforeamideon
m xture. The choice of solvent is affected by solubility characteristics of
the reactants. Preferably the solvent isgpyridine, a picoline or mxture of -
pi colines a | ower al kanol, preferably ethanol or 1 -propanol, an agueous

m xture of a | ower al kanol, 1, 2-ethanediol, o

vale

"‘r&&)lﬁewhldezrisrmdraganwapmnefaﬂﬁbb ﬁrenémdfhwomigmme- o



"'-" A e e el Wl AT LDy 2R e Sl TR AR M i DAL DO e e Wi e SRR AR N e T R AR S SIS 5 —

65 a ketone, for exanple acetone or 2-butanone, or a polar aprotic solven |
for exarrpl e di et hyl f or mam de, 3 0004 793 di net hyl acet am de,

i, met hyl'sul phoxi de, hexanethyl phosphor ami de;, sul phol ane, acetonitrile or
hi'tro- methane. Parti cul arly-preferably the reaction is carried out in .
ref |l uxi ng ethanol, refluxing 1 -prop 4F93 of | uxi ng pyridine. Preferably

AT OXi Mt ey o filille -&yd e&) iphdRlde  Hikark? Srafiice, 4iFRBland? aldiGHitAIR R Ritro-
EXCESS, fornl\ ﬁtargx ::ﬁrla Eheﬂ%&!ﬁ&ﬁ?s%ﬁﬂ&ih g%m;:ﬂux &%ﬁg?mﬂfﬁfngﬂcﬂdédéaﬂgﬂt s
dor a Iar ger reftuging yrididie. from 1 5 to 4 nol ar equival ents, of elther react ant -

can be used. If’reéﬁlal&b(mmme'\aequ moumgo eaeaﬁhetﬁ a f@@m "}(3;?
b

bt he i n@‘*‘?é;’.': %{e éa’;ﬁ ar b i ed Wi 3"?92

present at 4Ti£adel] AHlex@bss R BitheF red adlu,a pﬂﬁj tHe QB &t 1hl
1 he - reaCtIOnlaacn bScdrmbeinbd)aurmahu chassseof pieoeasion.f-or prepari ng conpounds, of

ja wide range eﬂns tme:msm pes-dm nrh_egsofmw@earhﬂ somprunds <[fermjie wngpefetrieipres which -

1 éﬁ%a% FEL T

o m zegw.a gﬁs SvitySare .

For . ' " bigod 9.1 {‘r']o anta, on| st_actiy, Ly ar

seful as. Wh ol gg "%Hf - S le ot gwf ‘:éoq§é'fs E
And as  agerndySaw h,zﬁﬁa tiéh s Al ipRessure.”
-@he process ofs.idaiﬁealwmﬁrbcteem;s Ussfuptaftme y usef ul -f or .preparing.

orrpoundso di) Sz-iz:tﬁt-mxbvl-s-lmm'mm%b!qwlmmﬁsdamethh@nw&ﬂ mwomem dééj 61 yl “ '-:

S °"?an:""§?%‘35°-z B s 1 and
BStyla®indS 5 wbynﬁamemwwwﬁ

a) s ' .. The process of . th;s mvent:on for prenarmg compounds of Structure {3) can. in general be camed

b _ tJ ho
: Ei(z)n[GS met;a_by na%;ous process |mmg Iacement ar%hmloﬁg? ) angfbntfgenerg? ggeﬁs2 mgap?%wﬁ}, e
{;

k state r.in b e inter & tructure (1) can be prep red than .- .~
L[ 2-[5- e oRBIAPZ T'l«rt.ha ol e Eolmel cOm RSB by e TR M

one (c)so a B-oxoester wathout an alkylatlon step. Thls process whrch mvolves a 2-mtroammo-4-pyr|midone is’

- [ 2- [ 5- e etoniageaumiien sinpered ot sa ingoli: 33ty thie-dieytimiddosyy
'I m e oxl '

m done (& with t m r 14) for exampleahydroc loride
ith one ivalg; for as it has been found that the latter

6- et hyI - g ey Eée hl Qﬁ‘@s the amlne of Structure (4) and one equivalent of
e)2-[4 éatagat D ¥ided” - pyr| but yl.am no] - 5- -pyr| yl met hyl') - 4- pyri m done.
.45 The rotbes»soceés Qf hfms lmﬂmemfarmnepﬁma yends m m;&masaa?ﬁzr;&wwwwe )
é atb n m pn I8 o
| errperat ur ‘m’ﬁj@“‘sm gﬁ?"°1'§a§ G::E J%E"?ﬂgﬁ rL"h'é an gg&?s
rocess |gvo WhGQbrSHe&O oﬂ{dQlHP ﬁc’& uh”(ag%a&seglaVﬁs
he pr oduchBrobmine-4pyriidose ,a"am:aaageons aért @rnpyneelmih thelverrésporalingip cais&ﬁhldhfuses
Btructure g;gaﬁpw' aggmhgfhﬁ@asad atehldnmmhgemlg‘u:;r%t?c ¥ @ne:%s%s';ates

- met hy| t hithg.-agdi ﬁ' 5% r?é g ) B1ly
rom 30 g ﬁé’gmr o'>'<eo'es ot hod aﬁgﬁ; r ?ggenass eb reary € %%88%% i il _
! nvoI Ves a 2- Iihk rc&ammaea sw&mrssqlnraad 3. areadwwntaageéw&beuhen-wmamaimww&h }
_ he cor r es pochthiesry desivatives exist riv equijitibri fgma«nfb tine toasréspbriding46-pyriniidring dautorpass, and Ithet he
l ormer prof¥YUdBRENG By dlse exstdn fthe fglowipg EFﬁ°ﬁ\§"‘bf°“B‘ET‘Uct ure (4) for exanple

i hydrocl} oride, * with one equivalent a base, for anpl e sodi um

bt hoxi de, whereas it ha b n foupd tl he | ajter ¥3ropess does not

roceed satlsfactorlly salti of ‘ae..of Ly re (4) and one

equi val ent of 35 base” are,pse%l The- xbrogess of thPg |ﬁ|ven ton:for -
pr epari ng. co unds of St C vant a when conpared-to the
orres po%dl,&gpnﬁ’gd&?",%?" 'ﬁ,pmaé i’: %37 ?sgéf%fcaﬁ'%?reffé’ WB Y hespraoranti s

i spl aced as the generation o Volatile conpounds_wi th unpl easant odours is

v0| ded. The di spl acenment of a 2-nitroansparatidgy DUP generat es water and
hi t rous OXI %ml) mixture We:;‘g ﬂm@sl'se-é‘fcalbhxa@ehm&t 5ol mdompa@q)aﬂﬁﬁ ), oiperidtinands

f strucflr ?ﬁa‘{&ﬂ s aerwas agﬁ &9 éﬁﬁ%b)@ sﬁg é@% . e,'eiogaandmw;wao

en conpargeh sh p. 213
- hal o- 4- pyri nﬁ.xjArsenasmatu ezay:acmldw)scrg&%rdabe deﬂ&hiﬂz%ﬁ 50{rhIf bnd

eact i on arsdnaentrasechsudnhiyrig atcu!t(é% mi) iveas heled drder refluxdor 1adxduﬂs|aomethad:mas~£250rmlt Ras
ise of aff® EXERYEY by eVaRgERtighiThe residusias ppurpd intol iceanupots ampotiaand the-mitutenwvetone

bnd descri bed as 4- pyr| m done derivatives and these derivatives exist in
bqui Li.briumw th the corresponding 6-pyrim done tautoners, and the

yyri midi:ne ring may also exist in the follow ng tautoneric forms.- [err]

er I oo N 55 The |nvent|on S |Ilustrat ed by the

o N L o o o N 1 e~ e o Y - -,



TR LR T T R A NS TR e - e e BESRERRRRTY = 20 T LR I A e BT A ALY L W A R T

filtered.off and recrystallised fromethanol -acetic acid to give

3- (6-'nmet hyl -4-pyridyl)acrylic acid (41 25 g), mp. 213.5-215.50. (ii) A
stided m xture of 3-(6-nethyl-3-pyrid cryllc acid (50.70 g), dry .
et hahol (350 ml) and concentrat ed sQI 9c"acr d (25 n1) was heat ed under

refl ux f\?\/%ﬁiisﬁ u,rs d eth noI err s 66 reﬂg%ved eva toorai‘trlonh Jhe
resi due ?a ot whic
0004793 extra«m tpw. E%‘ﬁ‘ow T %f%!ttdsﬂéﬁé%s and
evapor at e#Pé osmmpamaammhn redsaysitay t i{ 5096} 1C0‘lg)ST|&nd'kﬂilga \ms fijiered and thelfiltrate was -

3- (6 met wam%bcgm ) edlow Sii'(é-t'@fhvh‘a yrid3Qprapionate 4sj n

e mzrrwz

evaﬁorat ed to dryness, water was added to the residue and the solid was @

[ err ] and 4
“moXturé Wasrdd dvi .arga@hnarpdurwat_ rvse.t reoavarsne\rﬁmrearae tbedted WHS oGl }He aqueous
3-(6- me'Phy)hasa radjdsthd riH)5: & with hydrachionic @tib,. ang ithe) sofid whixth seperatitl vt logllected to.
3- (6- met hyive 3t ?1fvrw'ﬁrf%mtbvfa1~yﬂm)mwgqte AR5 ot FOH). mak AARe407. 43 g) Was .
added dropw se to a stirred suspensi. 9Fép9&ﬁo$,og| um hydri de '(50% di sper si oi i n
oi I, 4.07 g) (A Mbdbreofathy fd?ﬁ&#ﬂ%ﬁ _rrmg-&%ﬂom 08Bl WisAidBGFdradwibettb alstirdd e
m xt ur ers\Wariixtave |ob el Gydias i $iD(50%(v PaE Inadryl 1 2-dirdéthoxyetarieVadt RhedMixtubdWas
poured i ntatbowesletov_\m eﬁmﬂ thefTﬂBGO nnlkmpeadmls ammeawédm gh was [fisered: tnﬁe

aqueous - 1@“39- gig,ﬁéﬂg:‘-@,& %?Evdg; %cg% |d55§}§a F%é:m‘*;‘::, and_. L

"solid whi &isﬁ _
¢ met hyl -28- e dofig mtDﬁr%sﬁ’fba récribtallie mé‘&ul@ous no-5,6-dimethyls ..
Preparati (ZFthrO((vp ﬂdhenMﬂisLm.e ‘of _et hyl ; f ormat e (111 and - but ainone { 10

) was added ‘Eﬁg’g ﬁﬁ 55"% s i h@f Q%m Ugﬁe@ pmse,%
‘to a sti rd Qi%
‘1, 2- di et Bdusted e 5’3; - dHiﬁ“ ayﬁi Facts WeHE!
(800 m)" momédedaraadnfﬁnheuﬁﬂysdm ngéthwghtfple{rélarnecb p06<5—80°)to gwe 2-chloro- . ©

* Cyanoacet 3rfiy %@-dbnay) lgwq)@rﬂéﬁrﬂi . PeBII°( pr epared’. by ‘addi ng err_dr_ne'_

fto acetic M séc" ..r_cy %Eﬁ qyp%&:%éﬁ%?% j&? ......

! um ac ‘

vater (ﬁoﬁfﬁl so%g.ﬁ?gﬁgﬁ clePes .
-reflux fokold Aneree Soffwds ntvm&q dl&b hiFafed W ArodRlbd dclde( \Mut\bas
~acetic aciddedndd thamnxthreveaheacbdmnow ¢ & boypi forartalinl{40%tw/wab2Q rell wyd atkded sddahel-r om
. aqueous- eﬂ?ﬁ'&saﬁé‘e fusthey_ ?A’éﬁ\'!t Ia"°"'§S‘H d?‘tb Wﬁ@ (:PAFBH'!S’ g).
o e S R e R A e

and. phosp &Bék%ldmia 4)§I err ours

Ph osphor yl chivbA |nd>eummz-blaimafﬂidlbmrdks-byﬁdlnaéaﬂMalwm( 16.68 lg); ﬁﬁlopie eais (Inesgand
ice-water gl ge@emgg (MB")ad@lwdmo(deg'kwmdﬂed uﬁﬂh'eeﬂnxiqrd rheu'was evaﬂﬁaud}qmt‘:éd to
-pH7V\A hod ueous phasg was i wi dr&gp an (Tvg

Extracts GheE bioss aiwf ol el Wit 33@5 ﬁ&ﬁﬁ?\l 'S4 ﬁ'ﬁ!ﬁﬁ’ @Eﬁ@?ﬁ%ﬂht
petrol eunb(riﬂyﬁhcryﬁ@ac{r&ﬁlsh)g 180%' |n'\(ﬁ 13 QTIﬁh'acld was esterified using ethanol and sulphuric

3- cyano Saﬁdahm I -
oro- 3- @Tee ' ?%3H° endAHKBR 1ing N
(24 0 gﬁﬁi Lﬁ% %, o e B f:#i a‘iﬂ QQE %MS
hydr ogenabadt whh | éirhdied ﬁlewo-la afasm? tiddts

m xture wa\zapa:dtéedotgm\mﬂiyes (5 G-E&mﬁy)-sa;mhyﬂprbmefaedmw aneﬂ)lad ah oll.t er ed off

was  suspendedivl fReggtipe rof (ellﬁl) 3rib.p-dimethd GrrydiditlrRierianatey with civh formatgcangd

was ad dgﬁ’éﬁﬁ;&é’"ﬂ?ﬁ;ﬁ&a% ’H‘é’atté'dp%{?tufei"r"f othy} 375 Geslipethyl-Fravaevire- ZFD‘%

ww, 120 Was Bfded and the- nixture was heated at [err] for a further

0.-5 hour and allowed to cool. Sodi unragshwined (95 g) and water (250 m) were
added and t hdi ﬂrqmqm-é-cvmpmﬂhe §105S00) e inktherchdioxaaritt 11 869 rekwvasasided warselutiers hed

35 wit 59 f" t@ ui ip. metha }(gpeaﬂ)taad ixture was heated
Zchloro- i &?‘%&?ﬁ% Rﬁ?ﬂﬁ%{%ﬁ‘ PP lacklun 2t %ﬁ\ > et
s i Syandpiyfinid ($I7t2€gr;?sle9udi‘rb Jhzi6d By deachlodlden 5 1(2808), il )

(16.85 g); ndiloNinuxtareidd
was heaPPeEPdlmd tqﬂe‘lﬁp@ﬁ rhanolhbmo rathendewaigrds ¢ e “taohmrpgsr\#tedml%“df’? “%Uéﬂs

di ssol vedh§ } ke o) IRl g“ne @zaé%{g "gﬁ?%?;“%
he mi wed to stand at mi xture 1

.the resi dwaqg ﬁga@m@.emtp WaRF sl tissd dkd Oﬁde&’ M @&tﬂ'?@ssfgﬁnaﬁrman
ext ract edsomition (36% GO HZ0 Fl) wed RdERICAD theCh ﬁrmrem foR GO SniMiésC allsavelt xicomd t h
wat er -afiidamiarided mt asblution gf sodiuf AcgtateHP 90 oHS yvezedrmtnmy TheSmixtuyer wanydxjragted, it
acid (1 8.3 g, 87%, mp. 150-[err]. This acid was esterified using ethanol
and sul phuric acid to give the ethyl esser, mp. 85-[err]. (v) The ethyl -
ester (32.7 g) in ethanol (500 m) was hydrogenated at 25-[err] and 344 k"'
usi.ng 45 palladi umon-charcoal catalyst (5% 3 g). The m xture was
fi:f-tered and the filtrate was evaporated to an oil which was partrtrone_’
b‘étween chI oroform and 2N hydrochl or| c acr d The aqueous. phase A S—HB

mi) i

%a

|e§tarn m p. 83- err (i) A nixture of 2-ch




(1:1, 850 mM) was added to a solution 55 of sodi um net hoxi de (prepared f
20.8 g sodium) in methanol (286 nl) and the mixture was heated under ref
or 2.5 hours-and then allowed to coohgol'pes xture was filtered and the.
olunme of the filtrate was reduced by evaporation to 200 ml and water (400
) was addether a’rweths @bmunmxvhct wei ufdessively wasked with equeclisifofassigm garbenate and
'P- met hoxy- 4 rﬁ%?l ?g;:aéor ted %e Zrﬁt hoxyyn 5e5—car ﬁa)dsm/dpn( .93 8 3F%6),
.- net hoxy- 4% " \Z,%%gf”}

50 Sodi My aGebAL: dreaenamtntarm 120 :am ﬁ% .ftﬁ."éifﬂe:s
hydr ogérat edodiim Bydtidk Iaavetmh\mg -fotaye §-(rmetheky-4- atrwchmiplc(nite(hsg)t oilThe m xture
as evaporated to a vol une of 450 rrt é/ater 900 rrt) was added and the ..

k-c

A Uhe vas 2l Qe atmsth%# Bl ;{% o2

Eﬁ et ‘i‘@.é | ' hod
‘and the sgl iiflinbSad tbz e SJ e a, eﬁ \gas
pydrochl ori eormsaafdd tOgle aih)r 2 taaaml-(deﬁgtmy_g@yﬂmﬁam ._ o vy

hdded and .t he mxture was war ned- for 30 m nut es al I ovved to cooI 65 and .

L il e ti'ﬂ"'%*f“‘%

re SUCCESahMR lnis(:k qmmu&daet@sﬁtéd% g aérm.st

35%, m pyastes ter and dlisagived in 40% drawqr@ea-dﬂﬂmﬁ rnng(t)w ydsl solytion 3§%

B44 kPa and csr&snmel &idi \ﬁd’teroéndt\béi’e Andanit evabctrhe@t&ty ive BaVidRIxE tumaldehyde
ydri de gaveﬂe& b.y5099rmmrﬂ§+-93r(2 met hoxy-4-pyri dyl )pr opi onate as an oil.

iRt s

have .et hyl n&Mfe heLdhd @b Bquddusdinrhdnia riﬂ@@et &rléw

‘0 give et hyﬂashad th eﬂvamﬁttdumjym B Mriit:h ebyit)lmsredpn euandum tolalvepmvlat-(smiat&xf-r )

A mxturgPoﬁ-PI i f&% AQ? %gac en 1car Zi o oy
ydrochl | Toflabjiny %W”qu ?Y
ater (400 ﬂf’it B ;st?f'“ et “3XBImdthsy %g ara?@ré‘z r?@iﬂ

) The m xtur inm&uxﬁ)faw Fridth@xy\. maen 74 YRBRS et Qﬁﬁaz
hdded and t vas aridadt d:omvma:aerata Imnecto bcstuteuasmxbertston oEsud mdwdrtdau t{(609, rseary) xnt uz-e

fpas filtefedime H*emsgg Mieqperat “T gl then

‘ re pH
Qhydrochl ori ,t Yoibrich dmr.vfﬁt?;’é tihé% mﬁﬁ v?em 57348768

hdded and t gtk byidyi okl 8815 0

ihdded 20 tomarswhwmcm odi um acet ate 298 , r n vr.ater T |s

I Xture Wls, extracted with et her .13 x 500 nt) and the 'conbi ned extracts

M Propiérat 3 oit #575% yie M. xt ure o
et hoxypyr i di ne- 3- car boxal dehyde 2 34 ,- honoet hyl mal onate (4.51 g

pyridine (12 m and éne pge arattgaeg at ed und ref for
hours and Y5, &y %’@ ,,29 me @?‘@g Eer
and di | ute %Hﬁ@hﬁ BerdtiFil mms.d\r@&awae Tohke

hnd evapee ae:edctemwmn ethér thwaattﬁb:ec wﬁbﬁl dhhﬁ@dts eﬂiuﬁécﬁtﬁ @H mgvnmmygbwbraebéw hnd was
B- ( 6- met hox slgg thcbptiey and yhecstieer geztra&t @/as Fppratedh tp. dryigssoR. gh@Cethyl 2-f6rriv}-3-(3-
Ft hyl  3- (6 !v}:"s"%wqﬂagﬂtf'&ew ate (32.33 g), in ethanol (160 nl) was
Hydrogenat ed at 344 kPa at 40 using pa,lilE

y) . The mxt Ur Ewes-13,4,5ah@RbxiHandiBRplohats Was Foal@s whN AR Rinkile Sy BN Hybikae!
3- (6- met hoxin- B2ysimetithyyetipne po givatoeude ithy¥ 2eRrmyhs-(Bid5aiimethdxybtienylprapiohate dn ah%
ot hyl  3- ( 6- WBhoxy- 3- pyri dyl ) propi onat e (32.74 g), and ethyl formate 1 7.22
), was added dropw se over 1.5 hours 8.9, .2 stl rred suspensi on of sodi um
ydride is Oi | A56Hhar1 AbeBlociokifelarexsimnite Toh &Eow_dsaneprépmd ) ERESA0
$2, all ovveddhmrswmehlmvifemghhhate-d‘@mrt.eaaerd difye eBClarid RasBiOM R Erokite) tvas
ce. The mni sandensedyavith ananpetbyl areblonptetin eyritite mndplbdmlnaquemalvstphabe etteyb 3-(6-(2,3-

adj ust ed t " ryiste, E'Fa&Pd-53An~ it hvdepgerangpgliadium-
J ust e Oapﬁ'%"%cﬂog' [ﬁg E/;r- l"Eodlum

,erSt al |i se WPa. zéoz Il ydride in 1,2-dimethoxy-
’ et hoxy- ?f pyridyl )prop| onat e "¥§6 g@ﬁg 'Q g’mé’éfmatﬂas i (1"

fecrystal lised from aqueous et hanol had m p. 93 [err] Preparatlon 6 Et hyl
-(2 furyl)propionate was reacted wth 181 equivalents ethyl formate and
0 equival ents sodium hydride in 1,2-dinethoxyethane at roomtenperature

1o give ethyl 2-fornyl-3-(2-furyl)- propionate as an oil in 75%yield. 46
reparatron 7 '

[N IO

::=—

ere dried amideudamenmtadwbsaatlgwmem%tma mhdmmﬁuwdsﬁuabdmm ([dWas53 .

[ Iy t 0 t ded
b P h ﬁ; E)nl "g()Oﬂ)Of tg%?g tggg ge, ln@tﬁ’% &E"Eﬁugg éi'tuge \ﬁasﬁ extractWh gttuer

or2 e i e B TR t‘ao%"?‘}ﬁmtsatqﬁﬁg%z -3

lidgon- char coal catalyst (5% 0.2

ﬂ Preparatlon 3 (i) 2-Chloro-4-cyanopyridine (115.5 g) in methanol -di oxan @,}
I

\

i



(37 g) was added dropwise to a m xture of sodiumwre (11 g) in stirred
ether (500 ml) at [err]. The mixture was stirred at roomtenperature for 1
v hourg and evaporated to dryness. The _residue was dissolved in water and 50
"extr®ted with ether, the extracted Q(ﬁé § hase was adjusted to pH 4 with
hydrochloric acid and was extract ed V\p:% Darsiiofiefp and the ether extract was
evaporated t0 AHRGHESF bty BLYRa@itWbrodio a&mlm%réﬁuetmme&ymmlwa@%m%ate
(46..05 Q). skaspepsioradfisodiurB hidbide (57% dispbrgion E'-c(l344l3 §-in 1. 2rirhdtoxygrhame stiyqairad BP.anat e
was react edhmxrurevvhwmﬁetg‘trﬁtforagm htS'echF'Gﬁ'll rver@ forfoom empersturey @t(m.geﬂt 0
gi ve crirde 14° ,tr."rgér T e
yi el d. Prerﬂ'mya aphthy,)'z,o ka odr OX1'A- -car fd’eﬂ)?d%
(mp. 41 43, prepare reacting 3 - d| hydroxybenzal dehyde vvrth -

- et hane dISU| phoni c acid d| rreth 1 estel"reamtl dtlassi um hy droxr de was

condenséd th"’rﬁg‘%%‘ g "'f"h‘f % é‘%sg%g‘;rﬂ p ’9‘!’t é”"b ?-‘a?
_ to gl Ve et i f
whi ch was’ ra@dé&ﬁwé{! vﬁg%a@@ | tdPH ﬂrﬂrrCt T SR v.as fg;ﬂs‘:ﬂ

. Was reacte dwydmtﬂbrktahy lancf mpmated arddmssdrm mashiyel waslextractedlwith ahianaforiroany the exﬁdi:t

_ ethane t§ q;eevg:! ¢d to drvness to give 3 4—d|methoxy-2-methytpyndme N-oxide.

2forny| 3 % .Jﬁ"’a,?. d:zeo? ' 35)59 'L% fizeds0 Ir:aepg34-d‘;met:o
0004 7%8%- s 1o ?és R O e %M‘?ﬁa" 'aéitfn%w

(18 01 g) oW |oﬁ§ ﬁmrurm ze@ tovmn fdl theOregidoel Was Ifukifitd BY extRdiingTa -
hydri de J(OSMd:fqr squtlom with whquswﬁmg;lmnﬂﬁzndldmmm saharual ofth mmhjmett-

5, and the "1'ﬂ° %;‘P ive 2rhwgdroxymethyl- édﬁaﬁt’%?éf%f ?&Eﬂmé rm t.o
room 't errpe N .
- with chl Or in édsr&ﬁtﬁn )@thaﬁ blﬁ% tfhd 4@, %ﬁ pyndyl— -

hydrochlzsrlrﬁetmmid)-emhamm xture. vvas exttacted with ether and the extracts

evaporated to give ethyl:2-fornyl-3- 4 I -napht hyl) -'pr opi onat e- (16 05 q) as.

an oil. Prepar mJon 6/5.0 i

olsss  Sodput bl gl Al 'aara:grjram%?: hr“;$ H&he

suspensi @n pyfidyd .uﬁawrs&gmamdde&pm.&rvﬂ@wnu HorMRixtDre@vels HeatdcPuri@pr rbfilx B X6 hours
met hanol  ( 50d rvgpoeatall tohdryness: Winter wassadsibd to' de mdérenar@%e Adxtur'elmadxtrmeﬂ wm

met hoxi de °M°(9rﬁ9rw Tm3e usl@ar Phasew o i{eiPH Hwithp d whigh wa

ref | ux for ?mg hahand fdgd FogyeseitroRTEiRe-py pgidons.
and' evapsyrat'é o drynéss e reS| due was extracted vmth chI oroform and

t he 'extract 15 was. evaporated t-0-drynegsaniple gi ve

3, 4- di met hoxy - &-splptidmdf pthyi 2HomeyH3-(Gxmethyl-3 nvru)vl)b'noplb#mﬂd'aﬁcdtm methal mmw g, 0

m) was adddeede "§J sPlgton ﬁ?% ‘ﬁ’ ’gw‘fﬁﬂ?' B! %9450 %‘E ‘ZQQM 20 mi. Eﬂeg
2oty SR A e o
M Xt Ur e Wasind HelaqlidouB arBeiway & adjuefedrd .ﬁrr@%a&wr.eaé.arrn sdiid Whic ureb.a&tew itdrbdTE
trifl uor oamtftand rearyitaitisaddem(MetiiahoRackticuit tagive @-nitro-drioo-Hd6-methy53-pyridgimathyl)-d+ e
was evapor &yéuidens @5neIH).ame. 2He—Peleseplas purified by extracting a 20
chl orof ogm sol ution with aqueous sodi ughi. (;ear,bonat e and elution fromsilica

gel with net haﬂﬂbguaﬁﬂn@ &b Bmlvgs"-aé@ed 19 a%lfﬁon of sodium methoxide {prepared from 1.45 g
2- hydr oxy mabditih) iB dér riléthaibi6 B yilyand dhenfix(ude viastheated Liide) reflux for 0.75 hours. Ethyl 3~(5,6-

2- Hydr oxy maﬁ hyl B-W:I@Mnfﬁeto epjonath {18. 3vﬁsvaﬁed®ﬂ§dd wq;fhf'ﬁmfr%ﬁ&‘ dF eatsﬂ Iumqr d@ux n
chl or of o Y?P&’P ress, F‘h p.
156- o1 1 CHNAT™ ?ﬁi‘i‘r PRy e %s'ﬁ? T e T
sodi um et. hqsa étﬁ\/I-B atﬁ\ﬂ)-ﬂhdzfeanan&- 321 ——nyrl

met.hyl t hi q) - et hyI am ne. Exanmple 1 . . Sodr um (1.15 g) was d| ssol ved
in met hanol ﬁr%gd %':hr uanl b'l”o%?s add g% my&ﬁooeﬂeodwz
sol ution® et

¢ t

2-fornyl - E?g .rpoatxh :&atﬂamnahﬁ)p(, rer§ nwraas ), oM aﬁa.%'ﬁﬁﬂ f ibe

m xture was;crheat ed under reflux for 45 hours and evaporat ed to dryness;
Water was added to the reS|due and the mxture vvas extracted vmth
chi or of offn - Thg, rem@ﬁ g eousa ' x' ﬁpre cet

acid, “and g, APREIR éi@ﬁ%ﬁéﬂem Spit i bt BT
dried to gigte K-8 JprithR i 1pyrg>% ameméha o Rt WAL i fed mdar reflux for 24
214.5- 216, hotrs 3Bdeysperatid t33 Bryhesa bk eesitiud wae dissahved rrO\fvatelt&myllthe solution was extracted
2-f or my| 53-Wit-amerdigrim. haysesicen) Bquspesiobiian wag adigedytp nHKB with heetio oid. 0d e solifl 5
added to a .stirred solution of sodium nethoxide (fromO.161 g sodiun) in
met hanol (20 m ). Dried nitroguanidine (@.73 g) was added and the m xture
was heat ed -under reflux overnight and evaporated 40 to dryness. The resi due
was di ssolved in water (50 m) and the solution was extracted with
chl orof orm

A-m"Xt.ure of ethyl 3-(3-nethoxyphenyl)propionate (100 g) and ethyl format e@
{

P L R



and the aqueous phase was adjusted to pH 5 with acetic acid. The solid @
Whi clt precipitated was filtered off and recrystallised from nethanol -acet
aci‘d to'give 2-nitro-am no-5-(6-mnethyl-3- pyr| dyl met hyl)-4- pyrimndone (0.5 :
b, 27%, mp. 215-[err] (deconp). 45 0 793 .7)
Fxanpl e 3 Nitroguanidine (6.05 g) was a ded to a solution of sodium :
et hoxi de ( |wWhithreehbithted Wad fildbteddff2o givel n”)mtrqammosﬁ (ﬁendtmw-r(vﬁdi/lméthvlmmrmne
‘i xt ur e was rhpa83d-dMeéSr reflux for 0.75 hours. Ethyl 3-(5, 6-

J¢li met hyl - 3-pyridyl)-2-fornyl propi onate %&é |§é3) was added and the m xture
| IWas heateg undeg, f EldobeicidF 1ot BPEK OB BLreb B B At laridindl QAP Hethihieind A
) vvas-«addec#mtsw BB miethExyckipyriadyiHprbienatd Xgave ezmmaﬁﬁuo@(ﬂzrthWyhdeethyIM-
chil or of or m pyimidaguee.$9HH8S58 e agutpussacetic edidlpH 6 with hydrochloric acid
nd the solid which separated was f||teégd gf.,f and recrystallised from . -
i met hyl f,gr mani g ef I3-(2 9y ip\‘&mﬁate 124.0 g, 0.122 mol) was added to_a mixture of .
5, 6 di MBt hithrogasRidine 4 wtghvl Znol)l dnk GSRBILMOméthditlel (ol BIB9 g/ 1D.P34 #bE s8dium) in -
nple 4 SG:emamlmme mixture asnrddned mmmmwmmhmnumammndmw

e justedhto th i
LQty' desci % %‘* %m % .nﬁirhym}zﬁ,%%%:;ﬁ P, Bb%
etic acld had 183— 184° :

I troam no- - 0X - pyrl pyri m one, 1‘58 (decorrp) :

from et hanol - acetic aC| d . Example 8- .+ Exanpl e
5 Ni t roguani di rﬁéw twmnsﬂ)afoawsm Uprgbwaﬁdd@bumxrﬁerfe nfémd@ed boiling

epa oy DR §"%~ Gy L

ether and the a ueous phase was.
6- met hoxy- &I&Yd’dl fhel%lﬂ Was ré@vstaNideerbo Ao gide 2L it @imRES5-(3-
heat ed undememeivbenwlf-erpvrﬂzﬁmu3$1masﬁbapmﬂa‘sed!%o dryness The resi due was
Hi ssol ved in water and the -sof uti oh was extr%ct ed 66 with chloroform’ The

esi dual queomw AR SR Yol Dhothi-ogbirialb. ASAL BICWRE loloted Wit -

_ 5ol id .7 62 g) and sodium methoxide in refluxing methanol for 40 hours bﬁ 2-nitroamino-5-
{preci pi tat ect A/ ginfetHokybean)-@dyrithidonp net 3% yleld

P-ni troam no-5-(6- rrethoxy 3-pyri-dyl | rreth I gﬁ%l)rlmdone mp 183. 5 186

Exarrpl e & By aApsle n (§e§| I’o?‘rhﬁ%q &—tb nzo proploriate ﬁ% %nonrl]etﬁ)anol (20 ml) was
ni troguani dhdded 1 Jﬂgr{ E?ﬁ arzsﬁl from 0.689 g sodium and 50 ml methanol); nitro-
P- f or nyl - 3- fudniamb kﬂ))@/ gHwds\thénchdbidd ﬁrtwstmahmurgaue mixture was heated under reflux for 18

- ni t r oani nbwuls §rid- evapdrate Ma duel\Whight Wyd -ss'blve ym miateo ((ROC nrl) nd 1821 sdiytion (Wasom

e S e s

f ni trogua;m um et hox rom
. 134 nol ., .sodi un) in met hanol and t he mxture was stirred and heated:under
efI ux fd? 18 hours and eva orat ed to he residue Was di'ssol ved in

Joni oh sep: teﬁ. ?,{.f'&"', %:l’frereeré Eﬁﬁﬁmﬁ:ﬂw 'f'.‘,é“zﬁ‘?;rgfém?zﬁramw_ 0.3 S a4

whi ch separ 4N Q!d&?dropwase and the mixture was heated under reflux for
2- ni t r oami N8 koutsZnt evapbratet iy . D resi8Ud QW diséolvéd in viateraRd/Bhe sdlutivh wad Bitfabted
recryst akf i U@ldcmrcfnrrrmihdmsrdnal me@uscphea:wds ljvstefl topH B with aqatlaetrrdiamlat!e svligh wh-ch

égged8gr OE\XA? w“g"e ?2% %? dmghp%? :tf‘rféﬁ%?g’t?ﬂg%ﬁey% d%ﬁ 31(,%)21 ??’Pom

sodi um) and nltroguanl di ne (250% 5 g) in nethanol 20.(250 m)
and the A2 Xt Ur QitiigGaniid!(9.40 YNABGE addBd td X sdittfon 4P sdUnt MefBLdLIBRA. AL §dodin) in

dr yness. Thwethawi (00 mihand kiesmbaued wias) hewddeunded bk fot 15 nbilnites, 3tiyiU2-FopiylvVRa - -
extract ed wiaphthdiprpionata d1 6.9t V@gd@é@sﬂ ndithe mixyae wasl @&demd%rc;efpﬂfw 20thoarsapd i d

LR R e

-5-(1-naphthyimethyl)-4-
‘Exanpl e 9 Gpydehidons, f oForryl - 3- 4, 5- tcralcmet hoxyphenyl) -pﬁo';‘ﬁ"’otn"ét'"é" %

g]) was reacted with nltro- guanldlne (2 6' q% ang*sodlun1nethoxrde in
{refl uxi ng met hgpo nn&? 40 hod{s Lfﬂpﬂ roah siamine (086 o) and 2

K 3,4,5-tro nrﬁ{rm Wfl 'I ath ,f %‘E y'r?‘z’ﬁ%ﬂ h l ﬁi atc%go—y—? for 1(11} hou?s) The cool -

I3 Exa”p '@5"1@ WGSQ shbd W&hfh V and then treated with hydrogen chloride in ethanol and the
72-fornyl - 3- gcw;sedr (nom)l Jrjoi-piethpiod NGt qive 7 252 g5-methyP®iniadolyimetithid))
ivas added t‘?S"Véﬂﬁ'di‘ na ‘ﬁﬂmk‘redy’hwvn@tdnmmthrmh&pdﬁ enip.f303m%7, BBE%) vielddi um and
50 M neghanol ); nitro- guanidine (3.12 g) was then added to the stirred

‘m xture. The m xture was heated under reflux for ‘18 hours and evaporated to
a residue which was dissolved in water (00 m) and the solution was 35
extracted with chloroform The residual aqueous phase was adjusted to pH 5
with acetic acid and the white-solid which precipitated was filtered off to
‘gi ve -2-ni troam no-5-[5-( 1 , 3-benzodi oxol yl)nethyl)1-4- pyrim-done (4.08
‘g), mp. 200-[err]. A sanple recrystallised fromaqueous acetic acid had




40 . Exanpl e- 11 Ni troguani di ne (11.10 g)
was added to sodi um net hoxide (from2.76 g sodiun) in nethanol (100 m) anf
the @ xture was heated under reflux for 45 mn. Ethyl
:ﬁ2-fo§yl -3-(6-(2, 3-di hydro-1, 4- benzodi oxi n*I ).I propi onate (21. 45 g) was
added dropwi se and the m xture was h reflux for 18 hours and
evaporated.to dryness. The residue %ﬂ g5in water and the solution

was extracted Subssitdtion chdfor B miRiazdi l;lﬁardp@ﬁfndida af] U008 Smd AR zoRAb
pH 5 with a@EReP%Veb(c fod tbmelmtnhen s*vl mrdcedhrecdﬁ rmﬂo thahedhavaa'me" nbtaze%ﬁifﬂ

gi ve 2-nitrRaSgRgaye 3[‘ ‘fZ'“S’a "df’o‘é p trihyd qrndauh)me
(14.2 9,75 imidshd i I}.f%%h "‘Sx "’ {Arietherd P+
m p. 207-9. Exanp 2 Nltroguam i ne 'd to a solution of

sodi um rret hoxi dea&;romz 22 v__sod}un) Ex‘ammtfanol (100 m ). and the m xture

I

" was heat un 3" e Ve r ﬂme@vl )pervlanw 11153- gaald 2-mtfoammo-5-(3-
napht hyl pr ;y p, oHEY practhe prdlidine:
reflux for aWd ke w&ﬁluadadafrsmaams ﬁaﬂ:ﬁ GHLD éﬂ‘f‘ L e %T&gﬁ.ﬂgﬁﬁb'
wat er and tdminal5xBenysdyhBethyid-pyaiedi [3 ﬁém YrRer pYE
resi dual s2gueous phase: was - adj- usted t0 4 wth acetlc aci d. The sol I d 55

whi ch pri&ci pi t 3liega (racsr. | s yampies f9c acid. torI yl) R
T T %"
.24 g -Was

(0 86 g)_and 2- n|troam no- pyr| dyl et hyl ) -4-pyrim one
heated af? 130- eﬂr}mﬁ@%@ﬁ"ﬂﬂmh@w 198 e nvicyimethyla 3h gkinviidnk) gt
*water, and. then ‘f_iydrogen Chi’oride in ethanol "and the product '

recr yst alli sedzf_r[om(gummg;_ﬁé' 'Qn V- -
2-[2-(5-net hyI qu-m:sdam&npienm tﬁgﬁ}ﬂd’u“& '96] 65 (3 pvndvlmethvﬂ 4 - pynmidone mp

et hyl ani®fiol - yr| dyl net hyI) 4-pyrim done tr| hydrochl oride, m p. 203-.5, o
in 75% yi el d % "g _. é’f" nethylteiglethylaping] -155- (Subwkdiimethiylbnd - pysifnidone, -
3- (4-i mi dazol yI\Ppropy1'any fEemeled9: 4= (5: net hyl - 4+ ni dazol yI )but yl am ne:

respectlvel y, for the am. ne in the’ progggly,gqoof Exanple 13 usi. ng the sta'rre'__
mol -ar por t i Ansixgfre rafa@ddiii -2-pyridyimethylthio)ethylamine (0.95 g, 4.18 mmol), 2~
2-[3- (4 |m"& 'f}ZT g 'a#fw -mm(f@npw $:tﬁyo r?elhlyh))ﬂén iline (35 el) was heated

hvd hiY te @s purified by elution from silica gel
L e ochh of s Eﬂ%ﬁ’%g; Mggu'%gg’ b 1 742 ﬁﬂ"fem%bgﬁe

2-['4-(5- rretph)eyméemylm nﬂﬂkmi&bsﬂt
trlhydrdéhlorlde mp.  242-[err] |n 70% yi el d .(Exanmpl e Exanple 16 A

-sofution of 3 neth I-4|mdazol y| et blblino pr.o ylamne (1.64 g). and

| . 2-ni troam g "ﬁ'e‘P t f B'Ffea E°-§13 ridyim
heat ed undg;,,. g},%,% 5_‘ h&‘%ﬂ I% Pa? 'géﬁ%q%(s-ammo-z-

- evapor a4 on. . The reS| ue was cryst anoI cont ai ni ng hydregen
- chtori de, and recrﬁstal lised from et himoblerzet hanoI to give

2-[3-(5-ne FS/LV sﬁg siz igﬁ t'ﬁ )pm e in pyndme vv!v;; rl;eated under f3rte'tlux for 16
ani noj-- 5- ( 5}1’ S;F? gg@mxs rOﬂ ct, 15
Exanpl ess 17 t 0 196-. 4 Sﬁom Ry '% WrgetpylRyriny Dep 168
2-ni troam no- 5- (3 yr|dyI nethyl) 4- pyrexample2s was reacted with 1.1 m)l ar
equi val ent qu'arzea ¢'t§yflnmnth -{Znthiayahtiingthlthicdehylatniedvaslalistinned-
pyridyl) bu o téfmn s _(ﬁd "é%f ‘?‘E{_ﬂ T"_‘?/t %%YPT_?IB‘E’ P'!tﬁi‘?éé[ggﬂ'?mﬂ\émathvlthm)-
respect iswel y to pﬁr e § in 76% yield
pyrl dyl met hyl t hi o) et hyI am anol] - 5 - Ex@mpleyridyl methyl) - 4 - pyrim.done,
mp. - 128%s pl 4-(3-Te thoxy-2-pylidyl)bd1;4ammt( 35.48 g | ant Q2-nitrdamino-5-(6-methyl-3-
pyri dyl ) buf¥f 'I"g! “U’V 'd° 25 R” wps hagsed ymdetitsfiextor 18 bours and
146-7. 55 ol'c resa nd m Droggz riol. (200 ml)la':.nd the solution was
DY i dy1 et b Lt mdaammp.f,pm gmwm g detod 3%"93)‘%?35@%@
mp. 909- 10@”‘3 X% idel)b]!tvﬁl)nlmﬂiﬁdﬂr-]n*eﬂw@@-p%ylmethvl)-/l— rochlonde (7.53 q).
2- (3 4- di n®Ph §‘§7-—§-pyr|dy| met hyl t hi o) et hyl ani ne (0. 95 g, 4 16 mol ), 2
ni t roamgo- 5- (3-pyridyl methyl)-4-pyri don'%e' 0.925 g, 3.74 rmol) and
pyridi ne (3.5AMRixtd@S ob e istalditHetR 3- b r d. evaporated to
dryness. Tépivalests bie- (mmwm.auﬁuyb&ﬁﬁwwewaﬁfﬁﬁ?rf‘ﬁﬁ&@‘%d° : ffsa}hlm's“‘;i?é
met hanol - cl!ﬂamdoinov-rrref(ux iy gthanotlfor @2 Ihgers,2dvhpdbatbd RUrfieSy Al ucE Roldtedf Bs 2-[2-
2-[2- (3.4 ’H-dxgm zolylmethyithio)ethylamino]-5-(5 /6-dimethyl-3-pyridyimethyl)-4-pyrimidone  mono-
~pyridyl net'Wfaf%"b?ek v | (softenieg 2538°)pyri dyl met hyl ) - 4- pyri m done 121-1.5.
Exanpl e 21 Using a procedure simlar to that of Exanple 16, 2
ni t roan no-5- (3-pyridyl net hyl ) 4-pyrin d8ne was reacted with 1.1 nolar
~equi val ents of 4-(3-am no-2-pyridyl)butylamne, to give 2-[4-(3-am no-2-
pyri dyl ) butyl am no] - 5- (3- pyri dyl net hyl ) - 4- pyri mi done m p. 130-1.5.



B Exaympl e 22 When 2-nitroam no-5-(3-pyridyl methyl)pyrimdone in pyridine |

W heated under reflux for 16 hours with 1.5 nol ar equival ents of

Z-thiazol yl )propyl amine, followed by isolation of the product there was
ai ned 2-[3-(2-thiazolyl)propyl am nd@d4@p®yri dyl met hyl ) pyrim done, mp. })°
1720, 45 Exanple 23 Wen the sane rml ar e ui val ent amount of- :

o hy Q’% ﬁ%ﬁ %ﬂw%ﬁ,ﬂf A 2‘;222%5” é’%ﬁf g;: ngy!la |

and-thy/ piotuctl GidRItekdras By r(@ ymmynhm)ethyl-

s y (i Ggimethnd 3- mmtewmmmatm gmosf—r

3 et oxy 2: py ~dyl ) but yl am ne (5. 48 ﬁ,&q 2-ni t r oam no- 5- (6 methyl 3-
--r'dyl met hyl ) - Wfrﬁrﬁlﬁﬁﬁ of /5-&B-@inethii- at e
1 ux fop eyt mmredeat;goﬁymssder '&%2&9% "'n'%mff %ﬁ’%ﬁﬁ

th warm Phi b?ﬂ'm, paoiIg Esheataddnder etluxVoi dffurther 24+ -
¢ hanol i ¢ hyihictigesp ol m‘?fm hta??.fﬂ'#b '"8"\'34’?;‘4%°%rwmvabwmwrm |
it was filtered off and recrystal |sed om propanol contai ning 1% 12N :
goueous hydrochloric | ve 2 4E 8.'B1ple 28 .

et hoxy- 2° pyedmiVd. 3.&;4. A‘% {},} &-@eqta gty by 1)-4- by Dyiana S5
ri hydr ochl ehicti@ysialiisae {[ ‘Iﬂeg ne{y\g‘?a 2 th?rom efl:a':r?lut’:: 131 ethanol for 18 hours. The solid

anpl e 25 Methilthiolstielanfinol-5-6-methoxy-3-pyridylmethyl) 4. ve 2-[2-(5-methy|~4-|m|dazoly|_

M- (5. 6- djpnret hyl - 3- pyri dyl methyl ) - 2- qr?‘llt ryoamyr)l-gp mf)‘i‘/j?ne SN ariP 1 in 639 vigjd.

Bqui val ents of p dazol mh;ﬂ& hi o) et-hyl am ne was heated at

300 for 5 tl‘i%lyine& BE't m““’ ,, T "er TeteadrRylidMmathyllo4-agintidone and 2-(2.

livapor at ed Ots@tatlsgdmssna:admg hﬁs &Lgﬁ "E' . Q{wr 18 hours. The solid which.

| 5- net hy,, - #mine ééQﬂleY!OmE@-hyﬂthem)/MWHuamb O &5 -sw’@mmwmt hy

) - 4- pyrlmdone nono- 85 hydrate m p.- 1150 (softenl ng at [err]). 9

D04 793 When 2_m 0am Examples 30 and 31 Exanpl e 26

H i xture etharwt b1 THQQ(,L YD?—wntnrdoem mae M;ateww;,ugn AfiEiRand
.2 nol g Bqnmatthamnhmewm Fati ke ‘f’ﬁP tyidlethylsreinsas 2-

O g imidazelyl I t
eated Jhd ) "WJY F‘a%v FhfP)GhMlld] 5f-(erm l)mt} %9 \ﬁ?i;&zgﬁmgqm;t:

Hryness an i I"eﬁtﬂyﬂh'a)sthvlammo] 5—(2-methoxy-4. imeth

P-[ 2- (3- brom) 2- pyrlxayf"ﬁef iyl t hi 0) et hyI uct i sol at edmmdymet vlfpvnmudone m-p.
P- [ 2- (3%6brormzézpyr|dyl met hyl t hi o) et hy| &) 6% -

M no) - B- ( 5, 62d2-FhiadolylmedhyirkiolethpRininy | done err :

: arrpl) e ng rtﬁ)(gé z my}llgsd togfthlﬁt 1)g20° for fztoufqrheir]mgmmiEso-tﬁ:‘j;TeLhoxzb]enzy“-‘L-
- (5, 6-di 'ﬁ%ﬂ F;@m' 0"2211Pr®anmrn gtvbﬂ-{mtth )::'t a"°fwa'°_'
4- (3- thél Jin 2thahd T 4pd GG &'}h m§§r E‘ samebhmsyeaeqoym ';’n'l}h

wer e he®t adalytisgiotare conesdading ?5’?8"2'4“thdrrep Maddlahacya

10. 1 nol ar equi val ent of the am ne vvas ed and the m xture was heated

under reflux 4 é;o@mfurt 24 hours eBxa’pp‘léaBod to dryness and purified o

eto give 31‘"[1&0" @- 'm' P?'Bg m'm '(5-42 B) @as fused with 2-(5-meth -4-
d

. dl rret hy‘l" 3ot|tyyeterdyd e e adt¥ea oursnThe cdBrefidue vyas wWas @ 28
2 t gﬁdﬁ"’ﬂn? ~{Smnuthyi+del azolylmethylthn';:é]gtel?y¥:n::{:o?—g‘ eprorol and ecrystalised from ethanol
nl roam

Bd'%"hPB"%ﬂ hd=3*°pyri dyl net AR sdtdﬁ'éth&’ﬂde’f\f'{‘ﬁ -Pyrimidone
‘ met hyl - 4-i mi dazol net hyl t hi o) et hyl ani ne was heat ed under refI ux i n et hanol
for 18%oursA maeursel bis. WQL?IW H.Xazol?l farmai3but _on cool i ng

recrystal ﬂswxwvlbmntm/tﬂ 35‘" ?t at {154 gi, danmdayrimo-s (5-(1,3-
‘et hyl t hi 9/ chf ciﬂ Sthér! was bauch@rﬂéwok 'Eﬁ [hze ;e B’n@r 24rhqurs
:1.97-[err n c ﬂg 'b%OU'OXO'Y’)methvl]-4—pynmldone dvhydrochionde (2 9 ;T::da::ahl/llim
29 An éﬁmoﬂi) lca t d S 1:::::esobl;/ed in water and the solution was adjusted to pH 8 l'\rnth aqueous
2-nit roamm@uﬂ@&ymgm g%'le gfé"ffzt Tee hpsdovas recndtalliséd’from ethanol
. t hi azol yl met hyl t hi o) et hyl am ne was Pehiside withi mpe232anet. for 18
hours. The sglid y hg‘cr ysotdal I iasaeg Exdipie3scool i ng was recrystallied from
et hanoso t(sa.ng,mgm g tl\hiyd -1 RibapRbiByhy)methyi]-4
1 am no] - -2(161om§taha)x K" mr ’é)'&ﬁ Yrtg)'rz éﬁﬁ@nmmmczmm)ﬁ&% Egngﬂﬁf,hﬁ,@
yield E)i‘aw: @'ﬁ"g{? (?%ﬂggﬁ& en ch?ozsﬁ tos v;a:ghe}wﬁmgt ;ﬁter a“r::!";lcel recrystallised
2-nitroa iRule Y. ibdiydo BB ey %’ Ealhdme thyithe)-
ref | uxssi rtlgflet h!?rsto for 18 hours with eth)ef#g' agr“arrgun ydrochloride, = m.p.
2- (5-net hyl -4-im dazol yl met hyl t hi o) et hyl am ne and 2-
© (2-thiazol yl met hyl t hi o) et hyl am ne, respectively, isolation of the product S
* gave 2-[2-(5-nmethyl-4- 10
I m dazol yl met hyl t hi 0) et hyl am no] - 5( 2- met hoxy- 4- pyri dyi net hyl ) pyri m done,
mp. 177-[err] (Exanple 30), and '
2-[2-(2-thiazol yl net hyl t hi o) et hyl am no] - 5- ( 2- net hoxy- 4- pyri dyl met hyl ) pyri m
+ done, - mp . 105.5-[err] (Exanple 31). : _




3 2- (2-Thi azol yl met hyl t hi o) et hyl am ne (2.00 g) and @ g
Lt r oam no- 5- ( 3- met hoxybenzyl )-4- pyrimdone (1.58 g) were fused togeth E:

at 0 for 4 hours. The mxture wag pogy93t ed with hot water and the

residue was recrystallised from 2-propandol to give

2-[2-(2-thiazol yl net hyI t hi 0) et hy| aExaneles36( & 382t hoxybenzyl ) - 4- pyri m done

(0.93 g), ;Beacpgtzo[ 81(pmethil-4-imigazolylmeeshyithiclethyldmiviet witheauiraaiarremdyhtsrafde i n
et hanol and nmammoﬁ% 51“? erﬁ’h'"ﬁyﬁﬁﬁggﬂﬂf’%ano net heanol it had m p.
104- [ 4] andkiiind1-migh ﬁ@f’ eeRsr esponding to a

hem hydr Q@Eﬂe@ﬁue gives=xanpl e
2- Ni t r oani_no2492 %mﬂﬂbwmlmwmhzmwhmrpyﬁﬂmmxx( .2_p1®vtgne)hvﬂ/alspv[nume

for Loy s LMEEEIMSRORY e gty

was. treate \21-[ﬁhSMyQ@-ﬁﬁid%‘yMéﬂ%habl&ﬂﬁtah%Pb (ﬁa@bmwaﬁﬁ)ad-bqrmn& I Rb¥hted
et hanol tas e \déhydrochloride, m.p. 228—30° {Example 38).

2-[2-5-ng Wu%ﬂ%# fﬁmﬁ Pt1hMchb e pr qme lﬁtr an|ingpy
- 4- pyrjgn ﬁ ?f"é A """ﬁe A‘M’ﬁ ety efﬁ"” ”e
(1.54 9), Gamah a s%QBZ
g) and et hanol vvas heat ed under refI ux for 24 hours Hydrogen

chl ori de ¢lnims hanol vvas added to the hot solution and

2-[ 2- (g- et hyl i.m dazol thyl- thio -
et hyI a’:;h nol ]¥5 "'{“13"3"?%%9%‘? o YFH et hyl 1 - 4- pyri i done di hydrochl or de
(2.9 g) crystallised out on cool ing. Thizs product was dissolved in water

and the solution was adjusted to pH 8 h &gueous sodi um bi carbonat e and
the free base was filtered off. The Mfee Pase was recrystallised from
ethanof®  contai ni ng hydr ogen chlm j ve a sanple of the

di hydrochl oride with mp. 232-6. Exanple 35 A m xture of

2- ni t r oarnh waich Z[ishydrdgen ahidwel aimyl, A is4, b dkglerdr RCHITVICHL) | —4vtake WS dtpgea or
(3.04 sutbhumd l&m and-q |sn1da£o# Bretatheterdervdp mm :btwmilhe;u s:tltt@@llyonand

thano maye 'P\ﬁ.'?"l &°"Yo?' % %{

dryness. mf" e e ihg?g E‘P 5@%@’, e%a:?",’;y‘%sﬁ%s‘fé S@’L&'LJ
from et hanglorel iR dioGr MG ,erh hérfoxflidWbe alkoxyphenoxy, phenyl halophenyl
2-[2-(5- raatl&wdr-ancomshdazabyﬂsrret hyIth| 0)- ethy Iam nol -5-16-(2, 3-d dr o-

5-
igh idyl
é541b8ﬁ20d|_§g1 A W:I m:d @géo mé |c (ﬁl mzly‘{ gf?n:gihw?!’l:pyrhel
2-(5- et hy? 4" et pvrgé §E Fi i eianm ’u 4-meth L‘y—z-pyndy'u nts of

2-ni troam I’l055A(Zlmff65diIWruﬂlde actptdingt foydidimd 1 [y which dbtseq 3-methoxvphenyl 3.45-

2- ni t r BartrimethsxypRenyl, nght, 1571 -man qxﬂlvl ehé-(%nﬁﬂlhzdrmWHmmw g
- napht hyl net syt ‘gl s 1 to 5 in which A methyiene

njtr ing it
i hich Z is
A %@%ﬁm R D S
hyl ) - 4- pyraad% &0 sBu

2-[2- (% et hyl - n1dazo|y|nethylthlo)ethylan1nol 5-(2-furylmethy)4-pyrimd
one (Exanple 37) 10 and

2-[2-(5-net hyl - 4- |n1dazoLylneththhlo)%Lﬂylan1nol 5- (1- napht hyi et hyl ) - 4- py
rimdone, isolated as the dihydrochloridé\\nlp 228-30 (Exanmple 38). O her
conpoudds of Structure 1 which can be prepﬂ}ed—%ron1the

ni troam nopyri m dones of Structure 3 b rocess of the invention, for
exanpl e conpounds where Z is |ower alké?z for i nstance 15 nethyl) and
where A ig Lok k id Rwel a.LJaqrm N2 A8 BCardA8 uEnrfea Th ERINPE NG mw&%ﬁta.xé) are
descri bed i n ARpiERBssEctRBhEBHLOGHES Y WhitiEe 2bidniScariddbabinltheptosedtens? 6dum

Cl ai ms 20hydroxide.]sodimPethorideorsiodiopymethexitene of structure [err] in which Z is
hydrogen or [18ulreregegs,for PraParg[def @ninpayinidoge |f SByedrer - [err], [err]- where W
I's oxygen or sul phur and the sumof p and q i,s 1 to 4, and Bis a

het erogsyl group optionally substituted by one 0L330 nore of the groups

| oner al kyl and | ower al koxy, or Bis a n - or 6-

(2, 3-di hydro-1, 4- . benzodi oxi n ¥%% gﬁ zi% ' 3- benzodloxolyl) group, or
a phenyl group substituted wi't 58 6F 2t e TYowe? aIkyI | ower al koxy,

hal oge I la (o] r.al kox

trifl ugf’ Oﬁé\%{\k}c‘rl@y\%i (rfﬂ %%mé))ntﬁnn%gasn?% % nl Wgr%g ?(J;&Qﬁ‘é ur&vgaheterowglré/oq;'voeulp which is

al koxyphenoxy, phenyl, hal ophenyl or | yer alkoxyphenyl groups. 35 2.

A 2- nltroan1nopyr|n1done according to aiml in which Bis a pyridyl

group. 3. A 2-nitroam nopyrimdone according to Claim2 in which Bis
3-pyridyl, 6-nmethyl-3-pyridyl, 5.6-dinmethyl-3-pyridyl, 6-nmethoxy-3-pyridyl,
'2 nethoxy 4 pyr|dyl or 4- nethoxy 2- pyrldylw N .¥+£=¢
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4. A '2-ni troam nopyrinm done according to Caim 1 furyl .

group. 5. A 2-nitroami nopyrin done according to CI s a L

3 {rﬁt hoxyphenyl, 3,4,5- 40 trimethoxyphenyl, napht u Imi u”m '-“

’benzodl oonyI) or .6-(2, 3-di hy& % é benzodi |

nlt oam nopyri m done according to 9\3’ fas of Gains 1 to I n which A S

met hyl ene.. 7. A 2-nitroam nopyrim d@&@%@é?&@@ to any one of Clains | to

6 in which Z | Beabtich FILB-méthyl-A-iRidashFhethyihioltigiaine it equimolar amounts of .

2- ni t r oanm nopy2-hivoaroine-5t{8-naethoxp2eyddyintdtiaivepytimidong, Whi ch conpri ses reacting

a [err]-oxoest '"GF"“@?‘ﬁ th'E‘eﬂ'V'Bﬁgvm'dme and

HC- A- B MRpC tiﬁ %‘g narhthyimethilrdgyrimidage.; A and B are as defined in -

Caiml wt Iml%az%ethylth%)etﬁlﬂl%—%ﬁﬁ—mg ﬁhvtn%ti?)ﬂ Wn‘gvldo'nsl

whi ch t he r(eamblecssus carried out.-in the presence of so I um hydroxid
sodi um et hOXI d%*lZdﬁ-rwm-‘trm zdhiiron vubo)et!:ﬂamlml-ﬁﬂr@meﬂivw—mmml n(!';xmp'e 37)

2- ami nopYr iapg tru,c '
A B Hot [ erghod ?l ishage B LBl S oo
fully unsatur a@ﬁ [thﬁY& StiuctiFeOt Rvhidh! Gl BeSprdphred frdh Q%n?&?nmopynmudones of

* C L [truSure*3 E)(a of3be In@enii&n R&aﬁmpﬁmwnrfpounds where Z is lower alkyl (for instance
2-(5- rret'ﬁylmeihvi”rﬁ" wheyey muaww % rexfht48 igbaneyioybanzvlinere nesf;ﬂbﬂd in
2-ni'troam M5B 9 ThE“Wﬁzdﬁ $1Q and 2698264 0ne, .

2-ni'troam @3,5,5(2 furyl met hyl ) - 4- pyr.i mi done and .

2-ni troani no-5-(1- napht hyl et hyl ) - 4- pyri‘mi done, respectively, gives:

2-[2- ( 5#et hy| 1. A Pmitdamiobgirimidony jot km(c)uﬁ hyI am nol - 5- (4- net hoxy- 2- pyri dyl rret
hyl )<4-pyri m dens (Exanple- 36)- .

_2[ 2- (5 met hyl - 4i mi dazol yl net hyl t h| 0) et hyI Am
one . (Exanple 37), 10 and =

2-[ 2- (5-28et hyl - 4-i m dazol yl'nethyl thi ozigg\uyl am no- 5- (1 napht hyl met hyl ) - 4- pyr
i'‘m done, isolated as the di hydrochl“?n" de m‘b 228-[err] (Exarrpl e 38) :

~Qther corrpounh f ruct u epayy ‘L s o

mitroam ol e si: i R sy hiof,

exanpl e s80karB0the WHGUES I érSaI oa)e ko] O B 11418 (rABRAy,16- 676

Ais [err] m]lo>(rfyt).ror|4l=l$it anba-hdnmdmxﬂyiBgmsp bemplydnﬁm:prmyétn)qtecﬁwm dmrmdned

in German end! 5 calkoxy.« Bejogeno eediipwep calioayl() hudraxy? clomers alkogHawers alkoxy,

1. A 2-nit F;S'ﬁmo ph ﬁ v' '%oc PhrOeYy: Baloghanayylower alkpxyphergiy, gassyiohelonbeit
al kyl, 2-n tl%El'il a ﬁ'lydoﬁ@gccﬁfdtﬁg[tgrd’lélm[ﬁfnrwm% ¥\pyriyOgrvygen or

sul phur and t hee As2Hit@bmipopyithidgné Sccording té Clam @ iB wrm:heB ia S-mriovlr 6-methiylcl+pyridyl,

ng] 5-(2-furyl n'ethyl) 4-pyrimd-

optionally 5@1}5?%&&;&3“#‘ waom-i?g%%gﬂggow%@ s—me@mv-féggu !- and
| over al koxy noaging rd' A Cl

ph I 345-
“benzodi gl guldiadire 3°aﬂ'"m§yu b S obied :i?af ) o B rgaaumbaﬁo@ox%’%
substitute ero%mw'mdoﬁyvedcoﬂ Wb any &w GMin® 1 o 5Hal MMisaﬁgthﬁdnewer

al koxy), hydr o'ky\ 2-Inilmnnmaw(oudpné evwerdirgl teGiny ong pf Claimsrioteed fnywhici Z(i$ bydeogen.

al kyl ) ami no @Am%?s firg-fo%-pitropmiRepyEm mswewc'pﬁ@dyﬂwﬁw*eﬂn@m
or | ower“al té& esﬁFSﬁ E“m’% 2. A 2-nitroam nopyrim done accor di ng
to Caiml in which 8 is a pyridyl group. 3. A 2-nitroam nopyrini done
according to daim2 in which Bis 3-pyridyl, 6-nethyl-3-pyridyl, -

5, 6-di met hyl - 3- pyri dyl, 6-nmethoxy-3-pyri@s@., 2-nethoxy-4-pyridyl .

4- met hoxyy 2-pyridyl. 4. A 2-nitroam nopyr i}éjoge Baccordl ng to d al m lin
which Bis a 2-furyl group. 5.- A 2-nitroam gopyri m done according to Claim
1 in which Bis a 3-nethoxyphenyl, 3,4, o0 trinmethoxyphenyl, naphthyl,
5-(1, 3- benzodloxolyl or 6 (2. 3 d|h dro 1 4 benzod|OX|nyI) group. 6. A
2-ni troag i ith pjtrogyapidinhi ch A | s
met hyl ene h%dm %’ES@ Q%UEEQSI Q’b}%a 8[’?ﬁ°ﬂ‘§‘ 'f‘da ubfRdhepresence; af godjurg
6 in which 6438 for prepafingds ©Citvop mﬁ.dmeaﬁafma&e

2-ni troam nopyri m done to any one of C ains 7 which conprises

w -
: _ Het-(caz)mv(caz)nNnJ\N o -

65 in which Het is a nitrogen-cohtaining 5- or 6-membered fully unsaturated heterocyclic group which is

11




o A el smmanran soat | i vl a2 e

i’reactlng a [err]-oxoester of structure 45 O=C SO @

il 'HC-A-B R2C in which Ris |ower alkyl and Z. A and

'fsCIalml wi th nitroguanidine. 55 9. A process mm!@ﬂl i"
[efitch the reaction is carried out in ence soditu

| o5

sodi um et hoxi de or sodi'um net hoxi de. ocess for preparing a
1{12- anmi nopyr i spudidg setistitted by loné &r motebwar dilgl, tifRbrombiiRhaldtan, ydiel), Q‘(ﬂveHﬁﬂcody?ora
[{{;ni t r ogen- costiao gromg, ©-s Gor 16 tendibyied, dxydenyor sulphat nisk @@; ietZ Aco Blarecasgefinag

whi ch is 11in Claim(; gipfaciegiged in that a 2-nitroaminopyrimidone accordmg torany Glaims j to 7ds
ot o e e e L AT
‘5 hal oge\n_/ hy,q;kg(  1-prapdinbt &¥ r nNo groups, mi
finet hyl €ne, oxygenA @Foceds| datunding m ISimZ‘l(Dbr Qaimand mehlé‘h &) excBssadfeheamicie fid wsad. | n
ICl ai m 1: char ad8e ipseessiaacardied togang -one tof ﬁbmm 13nnd0*mdi mecpmddﬁ RG@dHNy

1€ m .

flone of G ai b B +%§;m%ﬁ3g m]méi- (3t JP&&R‘ )"g

1Cai m 10§ annidh(3 e -i-bmwrsawﬁamd! Yridyimiatriy el gyimidne o

4r ef | uxi ng lepr aﬂmh‘emnxymwruwbnglapwoﬂ-m(mwwes-pﬁmms&mmmbde ng to. _
#C ai m 10. or_Cd ai m 11 in.-which .an excess of the amine is used. .13.-A process
Baccordi n§ @W"Y)f d-ai-rs “10-to- 13 |n V\/m ch the product prepared is:

}‘ (a) Ein 2-N|troammopvnm|don der Struktur

2-[ 2- (5-net hyl - 4 i m-dazol yI' nethyl t hi o) et hyl am no] - 5- (3 met hoxybenzyl) A-pyr
@i mdone 10 (b) 2-[2-(5- rrethyl -4-imda Iyrrethylthlo) '
$ct hyl anmi$90] 5- ( 3- benzodi oxol y) net hyl | - 4- pysl p#-done. (¢) -

§2-[ 2- (5-methyl - 4-im dazonI met hylthl o)ﬁ\hyl am noj - 5- (3 pyri dyI met hyI) 4 pyr

| m done (d)

2-[4-(3- et hoxy- 2- rldylf?butyl'amnoﬁ ] -5-( yr|d | met hyl ) }I:) yrim done, or
e) -3 inder Zein assersto atom oder einen mederen Alkylrest und A einen C —C -A Kylenrest ader die.

] : ¢ t dig,S
g s R

in der Z enoaervamnwda&-ﬂ atuzm:oadﬁﬁynesrnm dmeedm anodyr I5y( Jseaehzdamdow-enumder
; [err], - Aokpine rﬁhe'yﬂgrme rbedhueet.@iu dyreh 8{090 Pi’ﬁ[fethhrqr{ oleddre Alke@etft piederqylkoxyregies n

Sauerstoff Ha genato )- ’Siﬁﬁﬁé’ erlﬁndm xgpigdss-alkg estPon

L 01 s ¢ haieie B T AR Uy %ﬁ az"m%}é:r. e
iridoal REM ﬂn&dﬁkﬁrﬂ&i’oﬁ i biR eyt isi -oder B

ei ne Nap#t hy| & lﬁhpe-NutmanmoBynnddtmrnaﬁh (AdseBudbi 21ywhbei- 8 site lﬁe?vzadm @)Mﬂb\!'lﬁ-sﬂﬂds{bp

oder sine. 4"’5'6'6\9?"\!53-?\!”3‘- BeMetheNy i '91'") Z@ﬂm“w@ﬂ‘e‘?"ﬁe‘ﬂ?@ﬁw GPYfsiyigruppe

. fbedeut et , é‘lepltrcg g rxeg,e r élé(g ; gre - .
A koxyreste, HdLEAN Qﬂﬁgp ek e afﬁ R :5&@55: ad% BRerADE4,5-

ni eder e 4 Ranythoiypriag-, aldpsmw @((1%Béﬁﬁdtfdxbl?ll—%hﬁl(gliwnJ .4-benzpdioxinyl)-gruppe

Di - (nl eder s Ir%/ ) - am nogr.uppen Phenoxy-, Hal ogenphenoxy- ~ni edere Al koxy-

‘phenoxy- . :Jos[ae [Etn 2-NgmepiaepyHmidpn nachrinem-des Aasastichp [ iy Mebsi Afingfiethviengruppe
substiture [ H%!_”.ﬁ wohe
si ne. Pyrdsdygtgrﬁtgmezz ngbﬂ'gépﬁhuog% %WA?'%%&%@%)’ﬁwggwﬂic Y Ans‘t)ffraﬁ’en h
2, wobei ‘B esi#&/edativyn dud YerstellingMiriels 2-NiSoamyltiapsirhidonstnath Bihere idbyyAnsBriigher 1 big7; |
6- Met hoxy - Jagiseh gpennzeichnet tafosgn ingm (4-Qxpesteroded Stryktyet hoxy- 2- pyri dyl gr uppe
ist. 4. Ein 2-N troam nopyri m don nach Anspruch 1, wobei B eine
2- Furyl guppe ist. 5. Ein 2-Ntroam nopyri I. don nach Anspruch 1, wobei B
ei ne 3- Met hoxyphenyl -, 3, 4,5- 40 Tri met hgxgphenyl - Napht hyl -, ’;
5- (1, 3-Benzodi oxol yl') - -oder 6-(2, 3-Di hydro-\ 4- benzodi oxi nyl ) -gruppe iat 6.
Ei n 2-Ni troamni nopyrim don nach einem der AnHgr#et® 1 bis 5, wobei A eine
Met hyl enﬁruppe 7.  Ein 2-N troam nopyri m dol¥'nach ei nem der AnsprOche 1 bis
B wobei Z ein Wasserstoffatomist 8. Vertahren zur Herstellung sines
2-Ni t roam mogetH dhehGistiessn AlkyPdst 413telR fund\ 2SR LkE B Qielin Ansprich U@thedebbne Bedeutung
gekennzei clhaken, mitdNBrogamidia nesetiter r | - Oxoest er der St r ukt ur
9. Verfahren nach Anspruch 8, dadurch gekennzeichnet, da die Umsetzung in Gegenwart von

60 Natriumhydroxid, Natriuméthoxid oder Natriummethoxid durchgefiihrt wird.
10. Verfahren zur Herstellung eines 2-Aminopyrimidons der Struktur

12



"~ structure:-z A-B [err}]

C- A-B RO2C in der R €inen niederen Al kylr

-in Anspruch 1 angegebene Bedeutung haben, 1
9. Ver f ahren nach Anspruch 8, dadurch gekenn muﬁ “r“l

i n Gegenwart von 60 Natri un@gbe@zed Natri u

(&)

Nat r i thoxid durchgefohrt wird. 10. Verfahren zur Herstell ung. 5| nes

2- Am ri'midons der Struktur 65 12 [err] % 004 793 * C L M
S * [err] [err] [err]. in der Het eine sj $#f hal ti ge funf- oder
sech drige, vollstandig ungesttigte het eﬁgc;y | i scho. Gruppe darstellt,

di e { benenfal | s durch. einen e rhgtieHy) uT e Al kyI reste, _ _
Trifl thyl - gruppen, Hal ogenatone, Hydroxylgr uppen, niedere A koxy-

oder ogiug eh'ﬁtsamsqtmkamf@pmgq ffg{@fe-ﬁ’qﬂggmhsmeW¢ tvowstmanr urmemﬁgte V{ftlgrpmhschr
Met h gru@ﬂ@ g panentaigegur n(;m&& ephere Sfeders eyl
nat pi m e mrsémmm Huethdl

gek i ChhgtunddRA Litd & BRI Arsp ﬁQﬂéBgBEHMBbJ&: hébah, dad@EH\GaRe

7 mi t 2e¥imeamingpyimidey nbdv eipbm Hidr - Arjsprlictie] @rbig. 7 eniv }smdmeAmmrdsrelfwnei Het-
bene - Bdlib{Ghig it Wabet Hetige Yeyngtn' vwerste end ansese!r_enf Bew*wmabw HEgepetzt

kochddor }Aum@mi%ﬁiﬁ‘gﬁ&%w&% °q"’“$"§&m tep S‘;‘fﬁ" I ﬂ?f}kh{?‘lbkf&

: ‘dem Pymnclibemhdlwmhgefuhrt wrd. . 12. erfahren nach Arispruch 10 oder
1, dadurch geket?nYefahtenoach AteBueh wagettdmhm@nmm@tmﬁmmchm dejs Arﬂﬁs

13 ' ":-rf réﬂ'wﬁ o 1 ner Ser Anig)l’ LLCI;IG 1&33 Pé %el das\%)rgestel(ij Erog gen l\llatrS .
2-[ 2'-;1( 5- I\/Et -[zqscmm)l.mmammhmbﬂs:hwmmmh.ﬁeté.&vmmaeswﬁmd) depyr

i m|dgon, - H)) 2-[2-(5-Methyl-4-imidazolyimethyithio)-athylamino]-5-[5-{ 1,3-benzodioxolyl)-methyl]-4-pyrimidon; :
2- | z {5 I¥§t1$ -Murtmmw iinigazolyirhatiiithip ith srainelrfo -nvn?wn thyll34-ysimideni oxoyl) m
et | Yj] 4 pykl :&%& -pyndyl)—butylammo] § -pyndylm yl)-4;-pyr|mldon oderd

2- |2 (5- Met 81 2R °6Y§T%TVH>PFP'P?P6')°‘3 ﬁW’é‘M ﬂBY"dQ"FE"VB?‘ '1"8?! ﬂ‘ét hyl) 4- py

rigilon, 25Re¢bndications .
2- 4 (3- NEt hoxy 2-pyridyl) - butyI am no] - 5-{ 3- pyrl dyI rret hyI) 4- pyrl mdon oder
(e 1. 2-Nitroaminopyrimidones répondant 2 la structure:
2- 4 (3- I\/Ethoxy 2- pyrldyl) butyI am nofi- 5- (6 mathyl 3 pyr|dyl methyl) 4- pyrlm
“idbn. Revendications 30° 1. .2-Nitroam nog rlxn dones repondant a la -

_ - -dans laquelle Z
'-rep{esent"é un at one dhydrogene ou un rjgee al coyl e inferieur, A represente
- un-groupe al kylene en [err] ou un gf'?n% Ner? | Wrepresente un 40 at onme
d' axygene OarflGagiet ¥ Fophdsettd ufl EBHR &lﬁy&o he G YR GloRpdl Sedylelintbriend! ;. |
represente un gt fgfeentelrd§roateydliyienl 6A Tl ¢ lok @RRups LICH) WIEH DAL odl v Qldrésente un
pl usi eurs'agatoupeﬁoxméoeyohe!elsnﬁfsretddrsommealeane@w vanibeteneam etou B|represente un
~ grjoupe naph Sf‘?lgé'f"“ 'eefés‘*lﬂEP‘B'- P8 hébreprilegventunlienaens suhistitué pariue pu plygieuss grewpes alcayle3.

banzi di oxol YER" SEHH U %p“phwe S éalﬁydpoau%nnfag%&a?'o%ni Sadgppes

“allcoyl e i NfBiriziatohaiyia) SR St PHoRlb Gubstiub B
“hyfdr oXy, <al inesriguri hdlegéne Laryl aélmwmférnmrhyamy atcaxyf.hfaﬁuruamemyd.fe;eud|tﬁfmbmagé{hyle
inferieur) diglogy in h@Wanno B chalopbénoxy. alsexy inféfiewr |pbén0xsplnb¢mkyhalqﬂhérwjﬂ eu

h | ophenyl e 6V p i.troa es suivant
14 revend c wffwaﬁ? v Bdion SO e ot 1, RRIBHER f, o e reiome
p i dyl e.soso 3. ZQNIK%a‘tﬂ‘ RUPPWANNOPHEE bUIVaRORGEveRditation 2, datactenysRb 8 SeueBregrésente un
c K act eri segoupn3-pwi GeG-Biéﬂ'eb:F-emlBeS a-ldlr@ﬂtmpevﬁhvpymntéyﬂoey-s-pyndyle 2-méthoxy-4-
6-fret hyl - 3- pyidyam 'mB‘hB"Y %ﬁ % g}/r i d - met h% gyr i dyl e,
72-fet hoxy- 45, oy ;t ETiRpPYITERNER Sy Arble ?Jsﬁ"gn 1 caragtérider g4 e w&;ﬁjwmﬂm
-sugvant lsa T eV@dlM@&dnﬁbp%mIQ&feﬁgﬁlﬁrni ﬁeﬁﬁntﬁ&tﬁﬁ 1084RacRriRPLR e€8eSB HpPrefdntiils €
-2-furyl e. Sbroupe 3-rbéthAyphichyleaaidsagimsthoiyPhsngle, Bbphnde)t 54 B3-bentodickolyRf lodN6-12,3-
‘carfuct er eseé’bv@W(‘}ebeqw'OEinY'é resente un .
2-Nltroam|nopyr|m|dones suivant Fune quelconque des revendlcatlons 1 & 5, caractérisées en
' ce que A représente un groupe méthyléne. .
\, 60 7. 2-Nitroaminopyrimidones suivant I'une quelconque des revendications 1 3 6 caracténsées en
\ ce que Z représente un atome d’hydrogéne.
\ ‘8. Procédé de préparation de’ 2-nitroaminopyrimidones suivant i'une quelconque des reven- -
dications 1 & 7, caractérisé en ce que I'on fait réagir un B-oxoester de structure




f! ' \i=1

'ioupe 3- met hoxyphenyl e, 3 4,5-trimet hoxyphenyl e, naphtyle, (:EE)

(1 3-benzodi oxol yl e) ou '6-(2, 3 di hydro-1, 4- benzodi oxin
u

Nl t roam nopyri m dones suivant |'une bgiu ga e desJMﬂ“H“l““ﬁ'“l A 5,
Hracteriss en ce que A represente ung é thyl e
4+ Ni t roam nopyri m dones sui vant une quel cgnque des revendications 1 a 6,
'racterl sees en ce que Z represente un atorre d hydrogene 8. Procede de
eparation de 2-nitroam nopyrim dones suPs une quel conque des reven-
* cations 2 a 7, caracterise en ce que |'on |t rgagl r un [err]-oxoester
structure 13 0 004 793 * C L M HC- A-B dans laquelie- R
presegie un groupe. al coyl e inferieur etno'gc A et B sont tals qua definis
ns la to revend| cation 1 aVec la ni.troguanidine. 9, .Procee suivant la

revendi catj o gang laqu ﬁ:ﬁ f (Ricoyig inféjeup et GeA lef Br@atteisoweedéﬂps dsenioe
i

d| hydroxyfe §¢° 0
B1D. Procede aiﬁ/ddé"xmadeaiou .ﬁ‘f‘amﬁm‘% ol &%é';cafggmﬁéf réacg?"rﬁm 'éce
15 A-B dand0! Brgcte |de mhrampueezenmpm.gmurnpb.efaawrayaiumﬁ penta-.-ou
Whexagonal , conpl eterrent_ insature contenant dei |' azote qui est
elent uel | é‘mant ‘subsi tute par: un-oupl usi eurs grgupes_al coyle, trifl uor o-
et hyl e, hal ogeno, hydr oxy, al coxy ‘i nf €fi eur’ o “Bm est egal “'a Oou 1:Y
-presente un groupe. nethylene un atons d' ox en ou de soufre; n est egal .
. 2 ou 3: et Z, A et B sont tel §°ﬁ@@‘zuéf¢‘§ﬁ,.§ﬂ % revendi cation .1:
gar act eri @ an cs ‘on-falt-reagir. une‘2- m t roam nopyr| i done sul vant

| coi o H bverﬁfﬂ" wn @ruperhéts mci émve -
,‘ lrjpf ?g(rarf &Llo ‘g{ M sl gro-jrpe ﬁ |
Equbéfinis dans

il vant 1 a rraaieh urrsa,eeﬂag@emums ot DI 6t BsoRtH
'. th action #u,la rraﬁhdbatudanscdrawérhabo |ce qlie I'dr pitapagirobne+nifreanivogydinidene 8fvant I'une
2

Proc6d6 qydmm desgevendicstigne hid 7oaveqmmiqelHetﬁ@th-e(ﬁHﬂé% Qld Het. ar ¥ ef 1 sant:

il 5l que
| | ST w@g‘f@ j,w f;‘ée B o 43 e PR f hom gon
o[ 2-(5- rmt hyl - {2, Procéza abhm RrattOiss oan LedquabA iV EH Wiids d athirey I

f dons | a13. Procédé suivant 'une quelconque des revendicatsons 105 13, caracténsé en ce que le produit

- [ 2-(5- rret Pﬂ'&-ﬁ azoI i et h;/l 1 hij o) etp PIS [é Sy enzodi oxoi yl ) m
K hyl ] - 4- py l% | |da olylméthylthio hytammo -(3-m tho benzyl -4-pyrimidone
i [ 2- (5 nat mg;,,'a ® T*rm%m' RO R a*’gwwmmmw-ww
; dons (d)c) ala 2- [2—(5-méthyl-4-lm|dazolylméth Athio)éthyl -5-(3-pyridylméth '
g 14- (3 et HaK yla 2 Bmithbodp 2tophomionpiomie kB e o b ] methyll-4 pyrimidans o
Iz a) la (e} " la 2-(4-(3-m thoxy-Z-pyndylbbutylammo]-5—(6—m6thyl—3—pyndylméthyl)—4-pynmidone g
P [ 4- (3- ngat hoxy 2- pyri dyl )butyl am. nol - 5- (6- met hyl - 3- pyri dyl met hy} - 4-pyri ni d
Bne. 40 46 so 60 65 14 . | | e
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