957, 797 5 of crystals. The
filtrate and washi ngs were the procedure of Exarrpl e 9, to give 2,4-
concentrated under reduced pressure to a thmck—dirammo—=—"5—=ferr}—

met hoxy - 4 - s-butoxy- 65 syrup which was diluted with al cohol. A
third - benzyl)pyrimdine, mp. 181[err]. ~ 'crop precipitated, and a
fourth crop was ob- 5 tained e f||trate after standi ng over-
EXAMPLE 7~  night at 2[e§ Iﬂﬂ%ﬁﬂurﬁ: M ECARION, 12 g.

[err]-Etho ropi ongni
al cohol to)wgens 5
col our, and-gi sZg
5 70 -wm'

[err]-etho 3
yi el ded on Il

_____|Ievva Iurrled and washed W th J&fwbal
- AN gNaquﬁoxy Ztén oct yl oxy- rermv«.grsﬁ'fé'?
2§ MInvmhﬁﬁZIaARMlyd\eAmeg{(b(bB af@et hod of Exanple
S8 )(};H;E\Q}W@FLQQME dERINDAHQN- LIMAEH ve t he
i dolC t \Aatsef filing Gompileesrfpecificdtien (uidgthBectign & B ofald Ratenton
File adeaff*dF 1M%af®as distilled at i ng
crystals of®%, g, )5 Appligation Dete:seRs- 3, 19926 [err], ble-BYRYS%ver the
range 130- 140[ er N&geooshs zyI) plicatiep BetpNovaddei%fe which co¥e aP5A88F. [err]
- Ethoxy 3-net ho Zocty bisstipmpPate: July I 1nh¥f. of t he col HuR40W¥& acetate
salt was nitrile was react ed 1ofplete) Spasificetion Bublished: Mgy té964.75 slurried in
water at 60[err] and brought ta@pibwn Qepeigiedasse of Exanple 9, to give 2,4 -
di am no- 15 8 0O with ammnia. After childlingthe solid 5 - (3 - rrethoxy '
- 4 - n - m@gmée%_oz cat it efbiol huaRd Shisd 1R hAsa! oA
pyri m dine, m p. 156[err]. 1H1C3 eABvVaATOU AIS)% 9128308, %B i%z g 2D24,
diamino - 5 - (4 - chlorob&nra§ )pyr| ni di ne, EXAVPLE 8

m p. 215- 21fhterddtfonal €laSsifcatidf .-COMS QN- 2.3 g. Sodiumdissolved in 150 m .

al cohol, 80 20 trated to a sl ud%m‘ﬁcﬁ %lﬁﬁ%ﬁnaﬁl ved in and 21.3 g.

benzal dehyde and 20 ‘l[err] et hoky- of boiling acetone to
give 1.0 g. pr opﬂ‘@?ﬁ%m aking 24 Ddamined-Arytmethylpsrimidinesandl s, m p.
218-220[err]. The total vyield wasInfesmediatestiherefarours and t hen about 120

m . thus 10 @, (2489 . Wrrrcome FounpaTion  including strains resMtmOROdntiMeEs dust | | | ed
of f. The r esi duemywas, a Company incorporated in England, compounds exhibit synergism in combination

treated with 1 ’¥p—1 E@Fon apads opdonc NSH- 13 wgs sulphamlarmdes, and as descnbedtgm
es
iti

hereby c_the ipvengio m fes,, ppecificat]
5 5 0non from lg.l 1\@ ?@Lﬁgﬁj&rg ]@3-00 m t?tﬁ gif? ét%d:r
20 g. 3- Et hoxyhersa) ﬂﬂhytdf; Scunddale Roal] TuckaBée | proto%%ﬁ eﬂzd |c%i§anve
sul phate and t he Newh¥oerk, UmteétSwnsy Axperm?cnnl brgdnls@ amemerdadde:dchicbenéﬁo

i g oérhﬁew The expl oft hes ds hﬁs'
23 Sy 1R LA R Bt A

di ssol ved. The &8 ’LHEI lrr@tiﬂodl\la{ﬁ wWhRRLE eﬂSer— ytoﬂg $Jonding aromatic aldehyde in seven

90 a fract |fgmra¢1>| qubecnalrtunlndy 4®crrbtd inBemiz esmaems) the a;lc&h if emd nsddt Wity
benzal nitrile hec @gﬁgﬁ ay a%}éi esten g %‘V@d 50
taken with ﬁp ﬂ%m:d &&rr n S@%ﬁj ?ﬁ uln f‘-a AHJ néﬁtg- ens Bl E
peri od of 8 houason 7,608,730 WaiMisdi Ayl &mﬁ&hﬂanﬁhaf& i€ lestd BNk keSullig@-formyl /2 ;

sol uti on was t hedth @tmmemoacsrmafnccewercmg httsger m’ncmdmsa wWalS g@mﬂy@nt(fb abed 0’@ - J

hal f its origi rgpnds des Pl
ana ot uxeost SR A i it e BRI e

et hereal | ayer thhetheﬁ)H¢sd1bvm&1dfd1ahrhearnedm lTn&ﬁneGOGﬂnhdi@t tovgmhmlﬁraﬁpmmawwmﬁbt
washed with bi SS]#%FFPQC@C%WSU%ﬁ&ﬁW o 2299, 53& t dpcagiidongh Saﬁﬁdﬁbﬂqéc)’c’md eglelleat] t O

780 %2d iel ager sopey at 60
give 3 g, b'l'ng gli(itgh qsﬁre h Lcﬁ? 11(3 rﬂcté&ﬁ% %}é‘ ;ﬁ‘s}ﬂltory éIPKZ large nu(ngl?aer st% ci
diamno - 5 25 hﬁ%@& alMhe Bib1 ompounds nfdripMcatiénS bf J‘ ed at
1 mm to ing pani- Jd%{mar-r @aﬁ%ynwcm{ed)n. four mgKed/ €he ARAID p’rbdil ol ra,f expbisive
[err]-ethoxy 3- '?lﬂchol% g benzene ring is substituted with for many potential uses; for example, the over-
koxy {including methylenedioxy), alkyl, all yield of 2,4 - diamino - 5 - (3,4 - dimeth- 65
amino, dialkylamino, nitro (introduced by 0’<yben7}l)pyr1m1d1ne by this process is only
30 nitration as a final step), and/or halogen or 5—10%.
with .CH: CH.CH: CH. to form a naphthalene It has now been found that a 2,4 - diamino-
ring. In particular, the 2,4 - diamino - 5- 5 - arylmethylpyrimidine II can readily be
(3.4 - dlalkoxybenzyl )pyrimidines, with or made in good over-all yield, 25—30% in 70
without further substituents in the benzene some instances and as high as 609% in
35 ring, have very high antibacterial activity, others, by condensing an aromatic aldehyde
especially against Profeus ovslgaris, Strepto- Ar.CHO with a B-substituted propiononitrile
coccus pyogenes, and Staphylococcus awrens Y.CH,.CH,.CN to give as an intermediate

[Price 4s. 6d.]




benzal nitrile as an oil boiling at 140-165[err], EXAMPLE 9
100 40 probably a m xture of isoners. The use of
3—trethoxy=4-n=but oxybenzai‘de- 11 g. [err]-Ethoxy

3-et hoxybenzalnitrile was hyde in the procedure described in Exanple 8
treated with a guanidine solution in nmethanol gave a 67%  yield of

undi stilled [err]-ethoxy 3- as in previous exanples. The m xture was
met hoxy2 4- n- but oxybenzal ni tri | e. 957,797 ref | uxed f-or 48 hours (a shorter tine

gave an _ 35 f kL nowR @1 1 OF
yi el d). Cﬁi"rm gsﬁffasg%# gﬁ%f{% g%@ﬁ%ﬁ;dt%"% W@bgelﬁl;sﬁ o 8 ol L O i th
150 m . of th1§|'|§ubsranmsmﬁ|ghineiﬁ:ed of f and \ﬂZaslime(ﬂmg!uamcmWéd tgtc nddsub5 S4_-wW v

guani dine solutio t Wi fceseAnf Sgag| one ?ﬁ%ﬂcé Bi¥e and et her.
This and the m@{?#r g(ﬁf“ﬂg ed for 24d§55‘gf g'fp‘fﬁ‘&l"gu;nfﬁtﬁf ife product
wei ghted 8.3 g.; a fu&ther sol i d forediwmas inl idyt 8% chioh r&&ﬁuyvashed W th
crop of 0.7 g. vﬂasCHam@i)n@HZfromthe um:tgfietphauwalmtsloégumﬂhan‘&here Tée not her
liquor and 110 50 |dQuors (75% yi efrfas forlkos t RQ) apgahe

washi ngs were concentrated to about 7 g"s‘t‘},‘;”cgﬁ jﬁ"ﬁ&%ﬁéﬁﬁfﬂ met hanol
and then nelted and wefluxed overni ghived:0 BbrV Gnaking igafp- 5-  at
174[err]. It had the lcorrect conposi t 3an. ﬁmedmxybene/@byrmdnﬁhmdc@ﬁbl ffled solid
was washed withy, ¢/ no - 5d‘3';1r‘;q:§ ,Cﬁﬁ)‘%bes des‘l‘ﬁueous
acetone and dri ea tbc@HN(? 6 9. 2 4- pﬁoglcaiﬁymw thfxifore preferable
diamno - 5 - (3 - nethoxy - 4 - fautspxlymanlulé solpent. This can be em-
EXAMPLE 6 be(ribyl) ysreqim dHine ety i/;ré%ureat d)slightly p70

135[err]. In these for ufae Az Ler:‘é} thO PB HFJQ}*;::}CE (ébi? rilonger

EXAMPLE 109)t10na11y dsq é@d lkyl m d'esﬁza t bump%% ?g; xture of 14

g. sodi uranfim{ BEkyiEEno, 8Rd/or halogebaneial dgl metp?mﬂ@m& ekrdlfse Exanpl e g.

ver at r ¥l dEHyd8,CI4OH;, agd @ran]elegtoplubiey powy divdngahe reaction t o] | ve t hes

[err] - et BEXY such t 1°f§her hirdy e dRdnsBogs rihere dbf‘oséemer dsofh “t?at ed at
mﬁaﬁr’é’a{%ﬁ

100[ err] %“:E_ , in piag; produg r 4 hours
I %d f) sta ens

W th OCCa;ﬁcbnﬁﬂﬁille ia halichglic soTlh@ exchangdr gum ﬁ@fsébﬁﬂanyied wn'h the pure isomer as
sol vent5 vedslediophilid tre@ wtrs @d 25 lrealy anith tha@rude mixture plaisqniers. Tt broxy 8@ -
met hoxy -thgalkoxg grougp, Wd‘“gr“é e ARl e SNt ¢ u‘l{d“\?n tg‘ﬁ?“@é enf’md%ét‘ér and

alcohol; otherwne it en ad\,antageo 0 mo
benzal ni 355, Heihih 6 hibladihd Broghi i o Mo siibl Hopyribtink A€ F66 i LA 3 X 133 m .
et her. Tfk&ctﬁﬁéaaﬁ partial. When Y is an alkoxy densa11ﬁ1 of the intermediate product Ia and

957, 7970 group different from thats éﬁrmrh Bemvths Hr rN gwéme simm;mnsum phecef apgl and
49 g. [eQyy gioeh A n&gl@ebtrmﬁgﬂzg“ _tg‘Jd g as high IR0 % En@we@%fe%sn ed off.

lete bu t 40—4
The resi dic ﬁed\?féﬁnﬁlﬁ]gconde Bon'Wridht gddnfdindasS 13&@ %% ntlj é’
o

tilled atisOidGimyitiin tei mrsaipeclfm-xs’LBﬁ[ EIEtﬁs]m Tgis seeﬁlls Wﬁrﬁioﬁdalbl@tab on of

sol ven# ltfﬂ\fev@?fi fllmarrrﬁm it mVO*VCS[Sé?sﬁlt]métlhéxym\ﬁé? ettimeb NP ril e
(16% i e oSS Heime i it O R0 L
tory idt SHRaRHURR! 2R a'-s dnfiddM thb Be ald @bl pyrinidide Al cohol

was t hen @iasdidelzhietl The use of amide anion,i feli nel one operation. That is to say, guamdme
of f antf tgmalen paderaideseguite m@adr%m . ifrl 2 added directly to the unpunﬁed 95

vat er andSifiT gb Qggios‘ﬁ ﬂ%“%‘()ﬁ B i AR % nal
The extr aging Wo&ta oM@ I'de RITVEH] ﬁﬁd&ne product IT is 1s01ated vi€ld )
Ver at r al deidobadle Wikers workiss ¢ sietiolicrsol2@@, arabbut the sagte laethe ohexsam shellceazlhlakd . The

produc®’ wads Peg blbh to emgloy acrylonitrijey (Ol'qﬁ' s, 3 sxmnhﬁcatxon 100
SRS e ‘z:tg%;:%o ‘?‘% e e o 10

nitrile adaRets offRroginXRalideq BARSGse Sibrylo! e CMQ In s axgopeﬁ ion@ 2/ Xcliddlir®- Of

[ err ] di mgterMmdena:n@ oi[ e so}vent alcohol - (3,4 - dimethoxybenzyl)pyrimidine can be
40 and forms the corresponding 3-alkoxypropiono- prepared in greater than 309% vyield from 105
nitrile in situ. veratric aldehyde.
During the reaction leading to the inter- The method described above for making

mediate product Ia and Ib, water is produced. the pyrimidines IT and the pyrimidines II
Generally, it is best to remove it, for example when thus made, either from the isolated

45 by azeotropic distillation or by adding a intermediate product Ya and Ib (or one 110
reagent such as magnesium methoxide. isomer) or in one operation from the aromatic
The intermediate product is in general a aldehyde, form other aspects of this invention,
mixture of isomers Ja and Ib {each of which The following examples illustrate the inven-
may exist in geometrically isomeric forms). If tion. Temperatures are given in degrees

50 desired, the intermediate product can be puri- Celsius and pressures in millimetres of mer- 115
fied from other materials by distillation in a cury. The intermediate products, mixtures of
good vacuum, In certain instances, crystalline Ia and Ib, are called “-alnitriles” after the



and 14 g. sodam ne added. The m xture was ethoxy veratralnitrile (32%
yi el d), which was stirred under reflux for 5 hours. After

cooling satisfactory im Subsequent cyctisation WwWtn The
product.- was treated with 25 m . alcohol guanidine to give 2,4 - diamno -
5- (3,4- 75 : and, cautiously at first, with water to a total
di met hoxybenzyl ) pyri m di ne. 15 of 300 m. The benzene | ayer was
separ at ed;— the water |ayer W% 78Ashed wi t h benzene, and
EXAMPLE 15 aromatic aldeh Jeh%d CoRb e Hihensens | AYetagaldiiie (%r ok ahﬁel&’}Z Q'Q-ldlly
1.2 g. Sodium wiaSaldihslst Gi, WEhEldrowd eddfd] Rbntaining  cyclisable with fuasifiheC eyué{e obfl ewed
by distillation 55 fmethfinot. he . E?.| cohol , fol | oweptomyol 18 Cle v@mabanatllhgileh df@%and
y1 an e use or n-
benzene. -The rOd%Ct W" ﬁéb%?frlld B%hoxy- Qr)m(ljéuﬁgla{c %lfr an%l eflux .time 4 70
propyl t hi opr Opl &ﬁth eewe &ed 8D o solunon of iorrs) @% lcg -of erQ\‘HnﬁQ,
obt ai ned at 150- sodRinXihethoRidevS140 el lanby@dusl OdatisfecfofU S subdedubneSdodbhsation with
consi st ed subst aighoal IT ecfpiléqﬁtelr Szﬁ!ltftﬁb& Iow%yr a&qalaﬁmc di stdlr({%l)that | on of gsolgvent
the vol une wag, ;O;f‘;g‘ ou m ‘“aecac Jlek 74 "‘;g TY,d N
d feplacing that amount pf 1] 2~ 75
SUbsequent Wt Rk Eho fﬁ%?gi'loclwoq‘l ur: @flref?o éfho'xox 1 Qlt fle, ) g 57Xel;?lgs;ycils?c1§ved

condensati on W tvas gbtamuduemen vacuo to a thick syrup in 58 ﬁﬁln{eﬂﬂ:iol m&m&apn@nsomﬂmmhﬁ
distillate indi cad aguted with 500 ml cold water. The alrcady been dissolved. The solution was re-

t hat as ex pec}secte‘égﬁj xj;eemsxg e%mﬁ }tﬁerque% : B— for one hour, cooled, and seeded with

th eratral follow 80
EXAMPLE 12 the washing were neutff; dbﬁ{e B Govér Pinétify tﬁ&x }E{h:jug mtﬁ: erash oggéj
25 5.8 g. Sodbdium am cmzsaﬂai wa evhidtddC 816|washed dr&ﬁ lisd@eld fnieﬂﬁi\dl which
sol vent. Most ofand ke zdsideshwps dlstllled at 045 mm. phest élssmtrde ‘Ehd derohinivist salis (0i7r g.) ng

n

f 7 19(1 her-li d
to 500 mi. V\@S‘g‘gﬁ o J%Ectlgqxfl |1V§§§ r‘ﬂc ( ﬂ?? W?gm Wt l‘ms e e apora—{éc?txf1 :;oﬁi 3 il an t{
liquid ammoni @ i ghedrebydsl Qb8 Teslboffon Wehlt 5‘ et S Exiacted
wth 2 x 50 in alcohol had ulﬁdvfbﬁh@ﬁserﬁtﬁﬂnlrﬁhxmﬁarﬁm soldll @l ﬁll&rreGO&ﬁ laﬂitg whsdhitdnas N .

et her. The ext ralé @ ri12490) P&Y maodi=upR00)Q Obefore; the residue (0.2 g.) Weled at ﬁb—@ﬁdl um
had di ssol vedy 6@&: EOOO%)%’@% “thfg’e Elfﬁf‘%‘fr‘g. Sl’f?‘ O eided 90
finishing structur liderd - BV EhAR ggsoh {np 79§ Flébﬁ'bfcal
under water - purrpumleacuum The resi dual with the a-veraupﬁdam-mﬂerﬂcbxwrbﬂnﬁm-vvas

added. The m xt ur &-3Aes Gumr&th&éﬁoqﬁhﬂmﬂq ﬂlesolwell gfh'e'éf %ﬂ?}d il Paople Iyﬁel d) and

stirred for 430'“#}’@% éﬁ‘aélssol aéiﬁc}igg“;ﬁ an mt\&f’l ?l.l%*?m %{V s; possi:gp 1o uﬁnt

cyclisation wt hiodmm chloride was filte ashe h re}'ﬂﬁ‘@l‘: ?g’dﬁ@&né BySs8d gxh:ieZS
m . guani dine twthgDwe ndnol. '(ﬂheaﬁlﬁ'dﬂ{hnd washes (12,548 S5-%thoxy veratraln trile Was aixephol

and, cautiously V&te fddedtto 12436 ha- V\ateeqtrylﬂdgne-@)‘l n‘eltfhé%ytserszayl d)npyal’drﬁ‘tjlgneodmm

35 a total of 25 mpr 1tr 3&113& gtméﬁcrl& nglq)e ¢ in 100 ml. methano % 319

5 d: for urry was chilled 0, Th id f d 0
m . ether and3 t he aﬂ)ict.eﬁﬁlﬁ EHeE& id ﬁgyered off and was ﬁltemﬁ iréshed evssrf)th aorlrlntfle
over sodi um sul phsied witl Iaed @dethexiol, vm filira®d 4rld| eelethadd). The) mother Hduordiahd iwagingdlS
added slowy wi t“f‘lltsbes were reduced by bejkifs tnép ml}e yessgopnarsrattil &t 4bpyt §@|mbndrefixedn t 0

give stirri "8 e i&% Eﬁgﬂ‘&’fhﬁéﬁ&ﬂﬁ g%Fi e @&21?5“’ f&?’:é" ‘é’i’;‘sda??foﬁa'f““‘i 13
s Jdeﬁre B h

100 ot . 100 e@oiﬁyﬁé’%ﬁw@h eﬁm PR b,sa’gm

) thc first cr T o ,yl no SHt i ﬁh‘egkyll)pyrlﬁild ea%eﬁ&ld)pxﬁ lﬁ-
met hanol and 3. 531@“‘ ?g'ﬁg mﬁ%@ﬂ lte;iels- 22;3: s densation with
guani di ne. . 45 and reprecipitated by ddm?giuﬂalh bri 3 tondle i ?é?dgtﬁsaf ﬁ%ﬁ?g?a%e Caaﬁ- 9190
after 15 m nut eSee Iﬁ'né) E qi#&c PRied VRS el UBtB&Ry veratralnitrile was stirred with 34 g ﬂ )
EXAMPLE 13 was washed with water Atfdt éen ﬁmt!mS@%t %mrmh@ @tbbmtel iori0that nzeamirend @
t ur bi d aqueous acctons, andflriedsgilYh toves dl;ﬂé’éﬁg‘l et hoyrspcithe sglid was filgeredy ¢a

¥ 3 it] le 'n"
anmount  of pr %' pi i‘%!f@d 1*%63@&&! uéni - filtratc was o g:rl ?{] 'it BT &?v%@e
24.8 gd \Z/Sr at ra|ndﬁfb)lﬁitﬁ)p.oh()hdﬁl@lgisdﬁsi'{ &%jegiﬁ-grtrdaﬁfhﬁv&ﬁ%nf% ﬁ@fﬁﬁ iﬂgk‘r&bmﬁe Tléi tﬂ’s :
45 an I chrbDgaw bmohgdus Bals ogidiohtaired ved filpred off, dS\@i
in 85 n. mgt h[ﬁ c?rglgmn?ﬂe ]f fhjelp zolvent \gqscﬂqqgggy ﬁrS{ g%g ta]:eé w@th m?maequeous !
, ) 1 2,4-diamino-
| mredi at el y,  sswad At o Ly T SHREHHY ST aniibHinayy e 5
and after 30 m muiteyss Wutnéhn@%&g\isﬁmwmu &Lengyleldmg@eszsam et Plynm‘d e gl 120
filtered rapidl yamsfactory for the cychsaﬂontviﬁeﬁg\r?hndmure was fil teEr ed. Tzhe filtrate was
_ re, e {AMPLE
][e 2aﬂd t he fljl L tlg ‘Wé‘o% amﬁgg{gb"ﬁ‘@sgﬁm ?é%ct an N ;% fl uxed
126 m oHrS d.lgg%&@otﬂf\ﬁﬂ) ethf‘xhd hgdaﬁl 42.5 él'urébd?}gﬁcb %mgzy%gﬁ)%hge@m fg
. SS 1 a 0. 1
boi l'ing, refl uxe'eratraﬂehﬂef%m‘f% g &ﬁﬁﬂwayph‘qmetd mllle gnliydmm alcohol, T%ﬁ@?luﬁon waaﬂlglr and
€ 1,
extracted with :?:5{24 itocg- &me?u 15mgg —h L;&r‘(éa%d gcﬁlﬁ}t a1I:2 ﬂgslpﬁg?ree
ether. The exgsr akd pWdmdid o0 WBive CRhyaFouf alekh her
T
were stirred sul phate and t he ether di st| Ied o} he pro-

in. An oil separated and solidified. This solid 115 duct
was distilled at 1 mm and the fraction was filtered off and dissolved in
an et her - 55 boiling at 170-180[err] collected to give 18 g.
benzene m xture. The sol ution was washed




[err]-ethoxy veratralnitrile (49% vyield), satisfac- successively with

wat er, potassium bisulphite tory in subsequent condensati on
—vm—t—h—gtram— —sotution—(unti't—the washi ngs~were—free from —

i di ne. al dehyde), water, dilute

aqueous sodium 120 " . EXAWVPLE 14

hydr oxi de, and water. The solution was dried 60 6.0 g. Sodi um

was di s5ol ved in 350 m. over aPHy8F ous pot assium carbonate, evapor

al cohol , tidnQlal QWL iBZacito B a ¥RP3Ad 2bLRIKASRIRELHast RacREBith Molgimes and
di | ut ed stikrbdiwite20801@l. water at 0°. Acetic acid  S-ethoxypropiononitrile in a solution of 18 g.
957, 797 was added to bring the pH to 6—7 and then sodium methoxide iy 895 ml alcpbol Bam col-our ed

sol i dgs e’ﬁiﬁ g‘?éﬁ’@ Bl ‘l‘é‘%:“%; Le 16 €L°Q§oxg-%h‘*f§*"lciw§%§t idn, DUt di d
was hﬂ\g Wgq f'wal QecBirddCan Ochcgp &{ I DenhBih X309, Rield twad dbkaied 2o r eadi | y.
ﬂ' her\ Or\easlﬁebevltﬁ Qabooelt watdd 5t 0°. The paelyat hsdnnintistlled® pil. M p -73[err]. The

etpliiny Eﬂ’l@fﬁ/ e@j4,énfrdn¢ﬂfr§’bﬂ€§1 duzﬁuamﬂme m 28p §~ hydrochlbﬂld@ difor wei ghed

16-5"g AN er dpre J d nojyway 4 Blerr] 35 g.
5 ©LO op %P%f cli&%jxgﬁ it idinle iﬁg, 4, %rﬁiﬂ?nizﬂ%ﬁﬂeig? %&ﬁ%&%gj;?’ﬁes 35 oil. This

=vva‘sl ssmlma xybanzplifiene - 3 - feﬂhbxtypxﬂmﬁwf rﬂmed tfdre5 béursgindahensled stfbii fak @81 0i | was

e e \vn”et h!&W@I Wéanwlareéfap ja datheﬁmdvélﬂhl g};\tZ dogfe-:é\ﬁlcgp Oéﬂﬂrgaocﬁms@safvyffh et her and
Scol d 70
%2? éléfém 1 ?@@%so o gl \?era n@%%g Jé%he BRihA 'Fg:o?ig%t £ 1.5 9. and
nel ted at 7407g. Guamdmepiydxech%aﬂeamfsabeﬂ mt r héve .in 4 &e-m@tohebat] toggi@rSsefondm 48[ er r].
After on@%@b ng) \Ivasséﬁeqi mfw 4 ‘mat htaheﬂ 32 gleggz?lfhe'fhe §‘F1alllqu¢rsﬂa@| on of the
sol i d,f r?oiét%ﬁgi nﬁé‘ic% et e anglfx’tva%%d a 5% ?Slt eEl and @d&’%&%’o € ?l y for
COMbI NEda A5 wAD B b 88 ARG L O neakolS M Soraricul ok T ML ek Grer &3 N, and

had maxi washss wédré r @dédoliet721 g «TRUS- gaN emctidndgg andl teSinded Foaatfeir &bur). L nm and
absor pt i G‘ﬁle@t’xy wligant er 1 @@WOE%OO)V“ @%ﬂtm anger fedW?sd Pressure IQS 130[ err]. A
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atmospheric pressure to 250 ml. total volume
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crop of the product we1ghted 8.3 g.; a further
crop of 0.7 g. was obtained from the mother
liguors (75% yield). For analysis, it was re-
crystallised from methanol and then melted
ar 174°. It had the correct composition for
24 . diamino - 5 - (3 - ethoxybenzyl)-
pyrmndme
EXAMPLE 6

12 ml. B-Ethoxypropiononitrile was con-
densed thh 18.5 g. 3-methoxy-4-s-butoxy-
benzaldehyde, using the method of Example
5, to give the (S-ethoxy 3-methoxy-4-s-
butoxybenzalnitrile, an oil purified by
chromatography.

B - Ethoxy 3 - methoxy -4 -5 - butoxy-
benzalnitrile was reacted with guanidine, using

10 g Mth!dxyf ﬁanzalﬂnhlee@as haﬂueedbeen
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solution in methanol
and the mxxture refluxed for 24 hours. The
solid formed was filtered off, and washed with
a little methanol. The mother liquor and
washings were concentrated to about 75 ml.
and refluxed overnight to give a second crop
of solid. The combined solid was washed with
aqueous acetone and dried to give 7.6 g, 2,4-
diamino - 5 - (3 - methoxy - 4 _ n - butoxy-
benzylpyrimidine (21% yield), m.p. 135°.
ExampLE 10

A mixture of 14 g. sodium methoxide, 82.5
g. veratraldeshyde, 49.5 g. ;B—ethoxypropxono—
nitrile and 350 ml. dioxan was heated at 100°
for 4 hours with occasional shaking. The
solvent was distilled off at 25 mm. and the
residue was treated with 350 ml, water and
extracted with 3 x 133 ml. ether, The ether
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two other substances are present, A solution
of 2 g. of the oil in 15 g. methanol containing
a little sodium methoxide was refluzed for 6
hours and refrigerated overnight, giving 0.5 g.
of crystals, m.p, 71—73°. The oil is there-
fore believed to be a mixture of position and
geometrical isomers of the veratralnitrile of
m.p. 73°.

20 mM. (4.7 g.) a-Veratrylidene-g-methoxy-
propiononitrile was dissolved in 30 ml. meth-
anol containing in solution 60.6 mM guanidine
(as shown by titration). The solution was
heated at 56° for 24 hours, while nitrogen
gas was passed through the reaction mixture.
The volume of the reaction mixture after
heating was about 25 ml. It was filtered hot,
and the solid was washed with 25 ml. hot
methano! to give 2.4 g. fairly pure 24-
diamino - 5 - (3,4 - dimethoxybenzyl)-
pyrimidine (449 yield). Similar experiments
using 2.0, 1.5 and 1.0 equivalents of guanidine
gave yields of 409, 37% and 259% respec-
tively.

No difficulties have been obssrved in pre-
parations on a much larger scale.

ExaMPLE 17
12 g. Acrylonitrile and 30 g. piperonal were
reacted by the procedure of Example 16 with
a reflux period of 20 hours. The S-methoxy
piperonalnitrile was worked up as described
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Wl ash @daamncblburﬂie bdtia N@parated.
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kbhied
%1"‘ - {3,4 - methylenedioxybenzyl)-
dmu, m.p. 2389 still not pure. This

solid was slurried with 59 aqueous potassium
hydroxide, filtered, washed free of alkali and
recrystallised from 809 ethanol. Well-formed,
very pale yellow prisms separated having the
correct composition for the desired pyrimidine.

ExampLE 18

14.5 g. Acrylonitrile was warmed in a solu-
tion obtained from 2.5 g. sodium in 100 ml
methanol. After 15 minutes, 31 g. 1-naphth-
aldehyde and a solution of 5 g. magnesium
dissolved in 150 ml. methano! were added.
The reaction mixture was refluxed for 23
hours, cooled, diluted with water and ice, and
acidified with hydrochloric acid, The mixture
was partitioned between ether and water; and
the ethereal layers were washed with sodium
bisulphite solution (to remove any 1-napth-
aldehyde}, water, sodium carbonate solution,
and again with water The ethereal layer was
dried ﬁnally over potassium carbonate. After
evaporation of the solvent, the oil was dis-
solved in ether-hexane and chromatographed
on alumina. Some colour was removed, but
no solid could be obtained from the eluate
fractions. These fractlons were finally com-
bined and distilled in high vacuum. The 3-
methoxy 1-naphthalnitrile was obtained in
75% vyield as a yellow oil, probably a mixture
of isomers, boiling at 95—100° at 1 p and
having an absmptlon maximum at 280 mu.

bﬂgﬁs%l acalnchcxﬂeadttha)snlumy wel |
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0.4 g. nore was obtained fromthe nother Usi ng the sane reagents,

quantities and | i qguors on cooling (80%yield). This materi al
-procedure, but adding the guanidine sofution 80  nelted at 240-241[err]
after recrystallisation before commencing reflux, 2,4-diam no-5-(3,4- 20
from 80% al cohol. Its conposition was correct dimethoxybenzyl)pyrimdine
was obt ai ned nore for 2,4 - diamno - 5 - (1 - naphthyl nethyl)-

slowy, but the yield was at least 11 g. (179 .- pyrimdine. At pH 1 it
had apsorption maxi ma at 2%37,m7err] (e —11500) and 281 n[err]

EXAMPLE 23— —fe= 7567—and—a—nrnrnunrar erT 1.0 kg.

Sodi um n@? hbxﬁtféﬁ“féfﬁﬁ %@? oi“rt‘m‘% ;}3&2 aﬁ?wurs nd| g’e ad an-

4
absor pt|%ﬂ4° PePuf I’él‘xfaé Q‘é 3t 5(5; q);]mné hrd ehraﬁcﬁﬁlg ye]lmﬂ?e’ﬁ mes at - 284

nferr] (& mﬁiﬁ@@aﬂ Suon ¥t 1 ¢, guahi@ivd anayd ﬁlami of. ’5hek@rher liquors were con-
[err] 5et Yoy{Md+AP in0230Hll fntthdnel and filtenipgn ceatrat@sr?o hlfeyohjme @isﬂm@)i aghig forned a

was addedt thdprecipiiated éﬂdéﬂwa ridee fTg s 44 hours ang Hl O My sparingly
sohuls T i RO, B T MR

st eel Ve Len R 4 29'?10\9@”1'}@ daloﬁlg %02l df@-AlEEH. The filtrate was brought EXAMPLE
19 10 initially a pale ye‘low didarnt tlcrease qhmm@S up it p& 8 bywlsrrdditién qﬁamna@d l-and 30 8
Sodi uthis ke o i peheipife 2RPE-TR 3?6’0 %éﬁ@ Ioft ‘éf?fr uas}g 36 _hour s

Wth sti %:r ﬁ?ﬁmﬁﬁ? fjend ‘QYE%%%L atyt j Gt e

-

8 ngl oV Evabh dl Ger. 79he solid
that sep ed hot, GB.9.- dlmethoxybenzyl)-
[er r]ist xyemr&mtﬁxaaﬁu vtrasheﬂ @ith anﬂanolwasphenidmtnhp rﬁéﬁ‘héﬁneﬁl ylam,dreetpmféd to give
Thie cnop xf dlperrqm “V}E’Pqﬁlﬁ atandopey “ald cryde product.

KQties
The not het & i%ifo ¢ mf;ﬁﬁ{n fh sa y 3}“5 St d0gel,
whi ch ﬁééﬁgf‘??‘i‘fqm 35;% stzbrl?fasd%ﬁ h K?&@?éx ﬁ,‘fj tﬂrz%ﬁamms-(ﬂ oken up;
heati A¢ msscmswmd Ia tondkbsition srqofmccaammpxybeazynﬁyrmkagne@ dbeaitied b 0- 5- (3, 4-
50[ err] fur 12 { daomimet § i)n(qu naght ai BlowiTHiuE thogisld s i‘fé“raﬁd}ﬁb@ﬁéill ) pyri nidi ne
(25% yi eP¥ ‘dlffﬁ ‘gtmpH,e_{"g ‘?; 1ah the nixturg,stqog overnight =~ 227[err],
was Obta 50 and AhidiRRA mne& @Jﬂﬂe 107 &g N8bdiun0Tmdiaki8e Shdirsigy kg, 85WaS added
the fft 6@()),9 qfld‘ afmpl. B §. hag Landbsbirptien veratraldeh}de were EXGANVERL En 29 litres
100 40 mgadmm lai a&«tme(eai 159) ardgré;;@odmmwgb b B-Cth%@rg d@&&kum was

Stl

di ssol vepumnate®d g, € =900 e e KL O P sdikat ed
et hanol , E“fd(rﬂdi‘londe d°B sPailg%y Jﬂle nettﬁrox?glfe?}tlssd @nauﬁohécomaétmgma eg.hanol

azeotrope boi | ed oEx‘AMPxestnoxybenzal de ehneanﬂht@Qmet nol[ves pddedegndoxy - T at
68[ er A wisth SOdlqmm#fmél@@Was e‘iu’ﬁf ‘?‘“ls?”émg and t he

m xt ure E:g’tél );plrg il)h&l ndT aﬁ flﬁééﬁgl 9557 8 for 2.5
hours. i 1 a-erl at 80°- ﬁftél'/fﬁ—:h@ rudQQir'JdSGt aeo ke m‘ﬁ laftdrer98d. The
cake WaSm[an?s thd WS hadt seomo afgelguamhdlcmeentrmonariewachalfummn kg. éi!%' ended in a
litt] &5 V\msebrokCWQErheetFl gy esume % F?‘B’E?‘ 6 hours.
formed. The “"Ehré? Reps éaﬁ;ﬁ Jnﬁ o' IhdtP-separ at ed
was fi Itgtr & perature. Jilf&dhis sru 9 Water an él ssol ved in asmll washed
with rret hasnmldedafmei ﬁdfateefebnt 6.8 weniie armunt Bfampegt é?r I us a fewldrops of
aceti & gydrtzhldrlde il A 5030511“5‘ me‘Ej"\lde gi"dlumtl was) 1 ?(Qy{’f_The sol ution
was bro”ﬁﬁ?mﬁ DY 9t - %‘)ﬁ? pad ;TE; y enr oxyll P- with
anmoni a Ykl witald 1cpl’eye'{3 oﬂJnft le, a thherxﬁﬁfu)&S\ia@ r&ﬂuﬁaﬂd mat eri al

had 2‘8 addition.adae 1Blu \man iLxe@ for. 7—&13 Vel 1.9 wourat Te‘hemaJIZQO mlpof a 1438% 19®[ err] .
223- 229[ byurs, copfed ndraligrady helc'tkfeaw etW %3:@’6’(‘ of guanjfiper wis -.
h

refluxing contin
tion at Z7EJM! i%st?ﬁ; SRR, Wned 850 g T étﬁaE‘éfﬁO éar @Hkl ng a
2, 4- di amggip-sDnedd d ddsbive mlad@:mnl GbhedWwith nRtkHahE Rhd @ried, té-g@bleaam no-

aryI met hyd@wt pivivaternglusod fdvodmps| & akdtic g, 2,5--(Bydincdt et Boxybexz vl 4-py¥i mi di ne.
EXANVPISE 26d.” The solution was brought to pH 8—9  ethoxybenzyl)pyrimidi lge J(? % y:eld), 113p g. Sodi um

was di ss&’l‘tk‘inegl’f‘éﬁ PL: 1o anl‘liowcryniatﬁgloﬁnaﬁ AN =51, PG PRt r al dehyde

60 and 25 g5od itk hnSkhR SRR B0 t I WERT WRICLARS 1s:—m xture was refl uxed
for 3 hotibs at02r5the aspanand at 285 my at 1. A method for making a 2,4-diamino-5- 115
55 pH 11, identical with authentic 2,4-diamino- arylmethylpyrimidine of forrmula 1,
5-(3,4- dlmethoxybenzyl)pyrlmldme

EXAMPLE 20 "*Hé‘
3 g Sodium was dissolved in 150 ml. Co=z N
methanol, followed by 41.1 g. veratraldehyde 47‘—CH2-—C/ \C—-Nﬂa
60 and 25 g. [B-ethoxypropiononitrile, and the XNe— N7

mixture was refluxed for 3 hours on the steam
bath, Then 94 ml of a 47% w/v solution of (9



bath. Then 94 m. of a 47% w v sol uti on of

957, 797 9 V\/nerei n Ar is a phenyl
group optionally that the’ ’mujlﬂﬁmﬂﬁum,Jﬂ,COhO| is used 60 .
substituted with alkoxy, as sol vent. di al kyl am no,
and/or halogen or wth 11. 'A ftethod* claimed in Claim 1, sub-

CH CH CH CH., characterised in that a stantially as herein descrlbed vmth
reference 5 corresponding arorratic al dehyde Ar.CHO is to any of )
Exanples 1, 2 (paragraphs 1, %7 condensed in the presence of a ,
strong ba,s&-3)—3—_4-and_8—tm19 65- Mth a
[err]-substig uB@tkr}px)opl-mnhthalmﬂne ofas f guanidina in metfidol vﬁasrmdehcadd dleat-med i h Claim

1, substadded to 100 iyl Gdfid YﬂF ’BrPFePaf ﬂ%ﬂmr@nﬁiﬂm\d f,?,? 24 rhopts e’%ﬁlrsgfsh\l%l i tially
€ MuUXti v

as her elhﬁ, Ialsal%wﬁlﬂon 0% ters. Pﬁ'ﬁl’le ﬁ@q}]&f orysa&g)ere ?c;]n-l nter rrEdI at e

produst (o Bl AADRE ngb,, WD B EncC 1M S gatl oOne or

nmore ni tygale e%ﬁecxpxtat@cﬁsom&nk’fﬂ&kﬁédTﬁd rﬁilx-mafbrlz?i ﬁual mdls f&thb:s'ﬁ@ sohd wasOf f or mul ae

la and Itbr,e was heated to boiling with stirring, boilgq aptl»tgmeds The reeinbinedeser ivhredissolvadh 1 ef er ence
to any the volume had diminished 1o 75 ml., ilute acenc acid, treated well with anpl es 5,

n or 23 hours. The colour; cogl, a rate roug;t
6, 7, 1018\ g@ \w did not increase during g“f [ﬁi" ﬁ oé)a solu-
14. A 2, Gidd Qreaplﬁaie}/liﬁ&ﬁd’dyi PWbirsr db@d lefr to stand for 2 hours The white (1 @)
made by dftae beitxighoegdang |2ad readtion nman yrelbf p@ﬂlm: ntgs filtered off, washed with water

5 1 . nd dried to give 20 2,4- 15
Lo 2 i mp S < g :

- (34 - dlmethoxybenzyl)—
AI‘ ' G{5er pnta washed with methanol' E;rmudme m.p. 228° (31% yield, reckoned
Thxs crop of the product w exgheﬁ Iol3)g. and on veratraldehyde). 15. A
2 4 di armi.4ne- hearwds mdtabny d m| Im:dx]loﬁ‘m‘ Using the same reaoents quanntrs and
made by llqh‘és s 5{1% “ t progsflure, but g nar88malt ic
920

resi due Olﬁ'é‘ f,s&fr{fm > elev ﬁ,gé é’ﬂ«‘g )rgqufégjq ;% E,ﬁ tS al dehyde
starti ng'omt%érdia moa-nﬂ d - fpHilyenetlyBCt ElOwly, but thé yield was at Ieast 11 g (17%

2, 4- di angyrinidear mﬁt Ry %td rEbdiptien phili c roup Y of
[err] Smﬁjﬁ‘ t%% My Spilof atlzandn@)dilpg“‘by the et ho m@i edaln ai mgl0 or 80
nitri i5e R 1 G GUP o6 Ebdopaich f 1Q ald?hyd x@&emdl ged Gk 2ot ﬁtrébv' ous

chem Ca|ma& V&-284 mu (52H13160)tand b GOd10| med@i}d ifde3.3 RE. F-amSiRéponpfidUCt | ent.

i s condensedt i53 mygiani@neltt forofedran wheadded. The mx?mr%wwerteﬂmcﬁ pwr- making a

subst and@rdr@@}yxxdez@ty PRYngY ﬁﬁgl}PF iR H3tffe pight with snmng in a steam-heated stainless- i sting of

steel vess solu kg.
one or more nitrilgg,Rf hornulae la guamdmein 35AelE i*oﬁf?aq‘folq dﬁéj n ai m-1,
char a®-  @npdsbdum methoxide was added to 120  the mixture refluxed for 36 hours Wi stirring.t €I | sed I n

that a [mer binzea, ot bp |1éﬁcsnmrftra!de- i Jhe sohdus‘ed <eparated was filtered off

dqu -pth piononi .

Ar. CHt Cg{'@\? a‘:‘? VIt)rBO ° Aft z;ﬁ rrgd c@% o%lluc* aFrﬁlo* er cmgrl% ea ter (gsai m
(18) 25 p2ies! s@sf; &t g 1harnc NEsmeth ITRL lyfeidad 3k ercondensed
W t h 35he”a5 Bfokdn-pt! la&tmg uisaekumdml 45R90- purification, AR2.26H[kr 1 1,4-& &:ﬁﬁ 5-(5H

nitril e 50f withdorpeuseh @egelofeainl KbiRivde dimetpxybanzyl)pyrimidine (25% yield), m.p. ( | b)

an al cotBik vB 3 “Q/élﬁ't mixture 3‘°°d4h‘1‘1"° t RS EAPRIBELi n O ai m 3, charac-

0 :
wher ei n (A0 a&c&d%eog]ﬁ-ﬁylfroﬂ“pye gﬁflmgaal ly 30 teglsgd b1 that a 100 o
[ er r ] 4%al Hy@psshpkia b @i g. rsbdi@n insethoSidd St i 12 UE. €ShdiumWhsha dissavkdO Xy 600 adLkyl , anin
fornmed iim Sglrtﬂu ethmlm "Brer gpixeyrei Mslhe@ nekhdnhle fglipived beti aa0k3| émeﬂmxy-‘*—and/ or
h a| og en an !@:{i 01 dzeotry E@ glm oxybenzaldehyde and 9 {B-ethoxy-
o wx 8 el L t Léi r 1onon1tr11e, and the mlxture was refluxed
b S 6 1 4 C2.5 bours, Then 1200 ml. of a 14 4% 105
hours cooled and ﬂltered The cake was re- w/v solution of guanidine in methanol was
suspended in a little water, when crystals added, and refluxing continued for 6 hours.
formed. The crystals were filtered off, washed The solid that separated was filtered off,
with a little water and dissolved in a small washed with methanol and dried to give 80
amount of water plus a few drops of acetic g 24 - diamino - 5 - (3 - methoxy . 4~ 110
50 acid. The solution was brought to pH 8—9 ethoxyb‘-nzyl)pyrumdme (29% yield), m.p.
with ammonia water, and crystals formed 185°. The recrystallised material had m.p.
again giving 1.0 g. of yellow material, m.p. 188—190°,
223—228° with maximum ultraviolet absorp- WHAT WE CLAIM IS:—
tion at 275 mp at pH 1 and at 285 myu at 1. A method for making a 2,4-diamino-5- 115
55 pH 11, identical with authentic 2,4-diamino- arylmethylpyrimidine of formula II,
5-(3,4-dimethoxybenzyl)pyrimidine.

nm

ExAMPLE 20 NHz
3 g. Sodium was dissolved in 150 mi. (l:__: Ne
methanol, followed by 41.1 g. veratraldehyde Ar— CHo— C—
60 and 25 g. B-ethoxypropiononitrile, and the He C<CH___ NZ iz

mixture was refluxed for 3 hours on the steam
bath, Then 94 ml. of a 479, w/v solution of an



5. Anethod clainmed in any of Clains 1 group, characterised in that a
correspondi ng to 4, characterised in that the internediate aromatic

al dehyde Ar.CHO is condensed in 35 product 1s condensed with guani dine in
an the presence of a strong base with a [err]- al cohol i ¢ sol vent using
from two to three oprononrtrrle of formula 95

equi val ents of guan”m“a[ Y.CH err].CH err].CN wherein Y
is an electrophilic * ¢ d clainmed in any of Clainms 1 ether,

t hi oether or tertiary anm no group the 957§% 5, characterised in that9the
aromatic al de- ﬁtfi\ H i enfil Z) 9&5 g tth hel 59k aic H51 %H h:ylged U&)ed
is a 3, 4-dial kmﬁgg:ﬂé&f) 0 05%,?“%},]9?@%12\/43535 ﬁ%sg ?su (Ii

propi ononitrile dlalkylamrno,vm tddmnt Halogdnheqr swibst i HUeat&ethad d:letmeedrm laim 1 snb- an

al koxy group derf¥ fﬂeﬁﬁ » gchay t‘\‘g’éq‘i t a fafmaﬂy léqda ff‘ﬁ'“’Ci aim
6 charac- al Cotf§ f:p°§1 e pg E ¥‘\i tﬁj@q‘ & agf’raﬂ ég%ﬂ q’— 8¢
18. A method cl & Blsrﬁbs mmfehﬁr 12UL &, lznm&lll 1@-@3‘1@1 sulﬁtan— (3,4
- di met hoxy- t ef.CHEeCHIGN, tvh:artma( [sen hlﬁmbﬂd@xy?tlpps dierein i described wigh Mierence to

rgéoup, to gtve as an intermediate product a

benzyl) pyri.m g

9 or ExamplegZO A et h
clained in d ai mf bs

fagfgﬂgr tig, of onfgr RrHAFHE tga%t rjiggg' et
terised in that tri rret hokybenzal dehydey 15;15 7 q:gt@ﬁaaga QQI se
that the aronmatic |AsOHs€cCN)tODI Zproduce 214- | 2vdlimnindss- éx@l,mét;hﬁpyrmﬂdlﬂkehyde

is condensed with the [err]-@&bstituted made hethh?%zbﬂt%g{v%?dg yi oiCimre
propiononitrile in the g @ﬂﬁﬁ é)ltrx] sal koxi de | ey et n,

any of Clains 1 anion | n & olic sol ventis A 24-&ifhnifo-§- E& ?g;dnﬁ&& | n
that the process is con- A nmet hod cl anaatedbyltlsb fobthidatadred ia ME#ACS- 0or110

ducted in oneg op‘%ﬁrarpr fm ispjhe rtrw;taut : sic:gt iob theo f Claimel2; qbnmltsrpmmégllequ:;amte
[err]-substitut }EF&@ oL SE% edpg%n%mrgid%%‘alfﬁ‘[ rﬂﬁ@? in %gy:n 10 or, 80
is formed in si nasni& [ delifed NeClaim 13, obits & ajaEd 1n

Claim3, or any solmd sevhdl, aidctbhmermeﬂﬁte @édu@l dems 4 to as dependent on
C aim 3, 2} I%C%@tlﬁéd‘m%ga#ﬂr% tp rﬁoralnfye g d o rﬁsmefhod fopmalingid swbstance cgn--

diamno - 5 -“af ct ‘ec?“"r?f‘f‘?f%tf‘“‘tlﬁe"f FBRE o
115 pyri mdltzgg@n%;"@%pa dt"&, oﬁyﬁ gg?%; a aldehyde used is a

3, 4-di al koxybenm&lddehyde phenyl group havi ng anraltk GON)SIt i t uent
with or withagy WO%%SIM infdsingl 4rClaihe (RO in{de 2 or 4

posi tion, chara sr wt rsfﬂﬁ m‘t“‘mparf;hyde 10 Ar.CH, C(CN): CH

957, 797 mle gh al m 21, char ac-(ib) erer n Ar has

from6 to 15 carabehotﬁmmem ter| sed | n that the aromatic al dehyde used is

and is a phe %’ |C’@$n§ti li étyfbé,t qharaC; ;ﬁfg’stﬂaﬁr alb cre Iphahel grgurJ optionally

H 1 1 m.
s b RS A SR R Tl -

&nt alc d l

terised |n t hat theAaﬁeﬂmmtclamealude:tyydemumed | gBoup, cthch:erAedp orﬂulcd c&i &plo
Cl ai m 28 whi ch to 4, Shamcwrised jimyhah b@wzegjaqge tic aldehyde Ar.CHO is condeqsgl ma
[ err ] j al kOXy eIpC(fl'llé(ifC lgdlv Iiltenu Ill g’g:kwggz raefcldéﬂl S-pretseednce 050 St::: PVHH;OM\J I r@d
in daim 17, sdhvaieRt PT1e Wit VEHTOHCH URLBE R & W iecnonitic

stantially as her&is Mmt rclaimedi imadyhof r@4ins enee:er Shidethde Bt frtiafy 4nkifd rowp) the

to any of Exggpllh % <.j]arac2er é’:ﬁ% %%z t1c gd nd:lectgxghth gqo g befg?ghqp upgt%iqze -
-substituted propiononitrile
[er I‘] rrEt ho z) i:ﬁoe&{:)‘ furth tuen e’ rz n(’grtg oxy group derived ffompa solvent 100
nitril 7. A method claimed in Clazm 6 charac- alcoho]
terised in that veratraldehyde is used to pro- 18. A method claimed in Claim 17, charac-
duce 2,4 - diamino - 5 - (3,4 - dimethoxy- terised in that a ;B—alkoxypmpxonomtnle is
45 benzyl)pynnudme used.
8. A method claimed in Claim 6, charac- 19. A method claimed in Claim 17 or 105
terised in that 3,4 5-mmethoxybenza1dehyde Claim 18, characterised in that the aromatic
is used to produce 2,4-diamino-5-(3,4,5- aldehyde is condensed with the B-substituted
trimethoxybenzyl)pyrimidine. propiononitrile in the presence of alkoxide
50 9. A method claimed in any of Claims 1 anion in an alcoholic solvent.
to 8 characterised in that the process is con- 20. A method claimed in Claim 19, charac- 110
ducted in one operation without isolation of terised in that a B-substituted proplonommle
an intermediate product. is formed in situ from acrylonitrile and the
10. A method claimed in Claim 3, or any solvent alcohol.
55 of Claims 4 to 9 as dependent on Claim 3, 21. A method claimed in any of Claims
for making 24 - diamino . 5§ - arylmethyl— 17 to 20, characterised in that the aromatic 115

pyrimidines of formula II in whloh Ar is a
phenyl group having an alkoxy substituent
(RO) in the 2 or 4 position, characterised in

aldehyde used is a 3,4 dlalkoxybenzaldehyde
with or without furthet substituents in the
ring.



25. A nethod clainmed in daim17, sub- 31. [err] - Veratrylidene - [err]

- et hoxypr opi ono- stantially as herein described with reference
mtTrites toany of  Exahpl es 5,7 6,7 and 18. 32. [err] -
3,4,5 - Trimethoxybenzylidene - - 26. A product made by the nethod

cl ai med nethoxypropiononitrile. _ : 35 15 in any of
Clains 17 to 24 or its obvious 33. [err]- 3,4,5 - Trinethoxybenzylidene
- [err]- chem cal equival ent. ~

et hoxyp® opi ononitrile. 27.95A37%3r oduct nmade by the rret hod cl ai ned

34. [err];Pi pex i HONE CLlof 31, tharac LAY RE QR L@l 25 Or its
obvi ous ¢ %%ﬁfoggiﬁg;ﬁeamehyde ﬂ}iea id | nd is a phe%g&g:r&ptfeﬁtfo §UJQS§11- t ut ed [er r]

- aryl n&&hy-ﬂddﬂme- 20 propiononitrituedo#itdf eikeryl adfa@, halogen or with
R F. HASE?AM. method claimed in Claim 21, charac- .CH:CH. CH CH and Z is an alkoxy group. 25

Agent LN %@%ﬁgn;;@m:“m SRR Y 1-%&%@@5&@:&-

Chartered; Ehktho\Qfafhed in Claim 17, sub- proplonommle with without further sub-
Leam ngtsmﬂnafﬂpas tﬂfeinnde&dlbédowltﬂ-ledfer&dbg_ estyens irSthatinpnery O fice, by the Courier
dn

Pr ess to any of Examngl@elam(mgwg@w)s 1} 2 @nd 19484 ~ -Pletatyiideecd ﬂnynemméwszp@nt X fice, 25

nitrile.

Sout h ?1 4§ my tl'od cgﬁn d in Claim 17, sub- 31. o- Vé%h]dz\ne Lﬁ@%&%&%ﬁ 2, fromwhich

copi es r@aﬁna@ efin&Eribed with reference nitrile. | CATI ON No.

957, 797 toBﬁgﬁf Examblemg 658,and 08. " ani mat ed" » r ead - Tnmet'haxybmﬂﬁ e -Bage 3, line

117, or 260} g@di?égiz ‘:&’ %glmezi%d ﬂ%?e; 4methtrxui@0%<:%n0m\‘;% écr |n|el %ed35 read

"recr IEI“V ! 4, n& %Y or 10' dJr g5y E = anol" Page
£ h ile,
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