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g o -(3-am nopr o pyl)2-(4-pyridyl)-1 ,4, 5, 6-tetrahydropyrimdine are

di ssol ved Tha sblufion is Gnpéntaited. tb@ilrweaearahtﬂiez&udtﬁa igaifsselvéd/in 300 m! of water. The

4- |socyanaugbl%@ﬁm'egl'@rq?;id@;ﬂ&%"gx"@m@eﬂ@uaﬂ\@‘v%@dea ﬂmee)v\w Nrdomi‘%r FT;‘?#}
preci pi t at@tpgy AR E igrethy-Aapyrimidiyl)-amjpol? & theferem a
is' deca e‘/(T 6‘?’1"%??{5""? P E'E I‘"tal'ﬁgd'@f roghloridg with W@H‘"PW°W§ ?1? nc—?%ﬁ%’rl de,

t he net hy. ride solutionis. filtered and the solvent is renoved in
vacuo. The @hf 1-[ 20266 1dFmEtRY 124 SR hi LRy IHAARG)L L Rliliase it h Sl tANd-Mlethb el BbhyLS €S
‘very sl ovghenyipuraa pbRaired 66l EHMRE RS id BebosAipd i fHeGakeQharingr 68 8éscABediMt Exafple

al cohol i ¢ 2 laffbiding 1-[D[22, -diaifyl-fyyichidiny | dhenisap 2ditiidezolixt- 1y Jethylleh@eataetiony-e
the al k&Diptengbinas With d pointeaftsingdringend 1§0f G (dgicompesiiticrcatt 180" 6k iThe Androtiienide 10
subst ant i aT‘F'}F 2 e tAULL N HFRRRAF T cool i ng 1-[3-[2-(pyridyl)-

1,4,5,6-te d§8pyr| m d| -l-yl]- propyl 3- (4- car boxyphenyl ) - urea

crystal |is 5@ oA DlerBPkihoRb i RRRIRA ] ebibl 1ot rmé&éwm ol iisocyana
hydr ochy ©rbSéhzbate B a.rne.easam fbedYin ERARDIE 28J aft ﬁase inqsg
hot i sopr qRsid@bmikio}-R-irhidasblind 1-OFetRylRS- (Nembmbtﬂohﬁphgf@t)m&ﬂ or| c aC| e
resul-ting 1'5 crystalline solid contains solvent and nelts at 1 23[err]C
vmth deconE G!Plet-‘P‘bn The sol vent-free_substance i s obtained by heating

5

% |th the procedure descnbed in Example 22, 1-aminoethyl- 3-pyndylmethyl)-
23 an? f&g 323?7‘“ B o@;mé; g,}f%% 522; &@tm g-‘bds‘!i’gi'%ﬁﬁ
L e AP L
4- Cyanopyrl |pr0py ene r| am ne and O. of car

di sul fide aﬁniph;eszat aI yst by' heating in an oi | bath at 110[ err] and. 20
boi | s a25a Thembyladstar obined i® Exdnbp Siri} s4podified imtheHpmetmanmer es @dschBed)inof 25
2- chl or o- Fexambles @3candy29. @ffardinan - IR-02(3-Ryridulenetiybt Zrimpidarolin-d ryil-ethyl]-3-(4-carboxy-
2-chl or obéﬂfﬁm yrea| Its agstatomeltya Wn \A2) erivitgrdegempesitiintohol in chl orof orm

and by sat Lson of the resulting solution with 25 gaseous

hydroch&@“? agiyda @rragnaéc&npom ot tetle §HEHI RGN r (2) -amino)-ethyl -(2)3-(.p 3¢
tolyl)urea I ned by the slow dropw se addition of 1 nole of p-tlyl

| socyanate to &ol utionof 3 f diethylene triamne in toluene) are
heat ed: unﬁ VéHOthe il untlil the evolution of ammnia is -

conpl ete rp Ol U\j on is.jconcentrated to-a small' vol ume and
treated3® t 30amxture of

@.{{' acetate (1:10) in small portions3®
and triturated, affordlngthehgrystall 3
z

0 hydrochl ori de of 1-
2-[2-(2- chlorophenyl) 2-imda gé I %;hy ]-3-(p-tolyl)-urea with a
mel ting point of 108[err]C T R t free by potassium
carbonad@ nelts at.- -166[err]-1 68[err]C| Exanple 28 35 a): 27.7" g of ethyl40

4-i socyanat obenzoate in 100 mM of et hyIXacet ate are added dropwi se at 35 i
20 -24[er rl nocychc carbocychc aryl group or a hetero-aryl group n isOQor1, m

o rosth e TR R el R ot

solutio pr ecli s stirre ours45
atr a bat t Qrmnrca&a bhdOds c%JEnea irl aamI hle.nc\w&t al Sn&nga@qhbmpaté Barbsdyefid &1

and washedyryég ér £hétyroagt gioap.en isdd 601 dinrig0.11 [02-2[92:d(ﬁ\ks Por 2, with the proviso that if

6- dl met hylm s @y isrQ, di.riy b hydipdereathoxgrdewdsaativl, Alle isyd aver alkylene group having 2-3

r barm | anicA n;a:qrm @éh@'apq@r chaio y¥ }s_ngyggn 7r suﬂgr and Y is an imino group or a direct bond,

3- (4- etﬁb of. 168- rr]C The®0

c lmegmt\:Ma: 10 n whi OI nt bsnu
5l sy S PR R S T

stirred ifs gORigd, Kyis b rAne lseu:nbder di hﬁertav esln Vihg 28attbn! atorh ithe

di | ut ed wuhbartdaansxneow@hmﬁesmurw ¥ris adJimlinG Yedupast ditdctiborsd, dea 38k ebredtf

and t heb& ur #i dA soipburghesi daiclediin élaied 3, ipywhich By and Bpawmveephengt onmridg group 55
char coal . eF¢feof which @t@SP%St'ﬁé&'! pawbgwm Waimnmo“@f alisy a@'!wtyhptmﬂbmmee

and the altk’éh" b1 ‘?"1 w dzn 0’;(

chl or of or tﬁ’é?g 52 5\@ %gae‘gjﬁmf aﬁ'fﬁaﬁ a%;ﬂt?'Bﬁéﬂ A Chaly £dp 81“?95"1?“

45 [2-[&o ( 25 as A141hlt 1 Qb - AIWH] a%.l.d’rhd%% | or 2- or 4-pyridyl 60

-yl]-et hylg]rmﬁréaéh oF BN GauRRBNM tﬁhlae Y kdbstitlitfby Bnibiee, nedtht OfarBoxyi &QfHSorome-
resin. Thitsyl, m &0 or 1. smds 90| ved p i QGﬁJtrMheqfromethane maisd N0, By is adtydvdgeh

49 m of atdrendkisa 2, zwwm grohb.ok fscoxaigerdand’Y yssaminiinaofogn. comtherapevticallver

E]_ " F 2 a? %% Iuagaq(? %{qﬁg‘fﬁ‘o “ﬁ? }hﬁyg’g&%\' h mgﬁﬁcr?ﬂt) ? -&g—[Z-a;g-ldm?\gog%dF\%mfthyl)-z-lm|dazo|m- | 65

-yl ]-ethyl]-3-4-ethoxycar bonyl phenyl ) ur ea hydr ochloride is isolated and:
washed W|th 50 et hyI acet ate. Melting poi n-t 218 220 C The 1 |

o,




rraI I's obtained as foll ows: anm no- m din
‘and 2673 g of ethoxycarbonyli sothl ocyan ,ﬂm wj’gﬁml ﬂg for 40 m nut e
“under reflux i'n 10 m of chloroform Af tion from 90% \&5~
al cohol11 the 3-ethoxycarbonyl- 1 -(2,6-di rret hyl - 4- pyri'm di nyEBR-d1i6iciuBea 11 -

crysta
obt ai ned in b) arerefluxed W th Stll’l’ln . 1 N sodium

h))%l’r oxi deﬂf‘b?d jzont;errﬁ th e §d ?ol Tln 300 m! of water. T'I'he S
o %&@m@‘@ i e SRR,

are refkuxed st rr| ng, In rret a for 1 hour, affordi ngs’j
1-(2, 6- d| emﬁpjdzg pyrim dinyl) - S—rrethyl I sothl ur o- n| umiodide with a R
mel ting poiThe 1@-[2—(&6-@0 Elr4f-i>\®mldInvleﬂ!ram)ra-landazdmﬂ -gl[-gthyld-3- (‘W%tﬂqurhonv'ﬂg, R

Ie t ifipd, i e anyanger, P@mple
??I gmof tnleenv teﬁr% ;i [agrﬁdklrzm wm aﬁawe nP‘i'r i 4%1 o ﬂg “Igg ﬁ Aple
q§ I rln com lon ydrochloride
ner capt n% W{Z %I?é' §ﬁmm) '1? _
GBZOlGOll@ he ‘so Tron 18 concentrat ed to. dryness and the resr--,d=

di ssol VedEké]nﬁQ@()m of water. The turbid solutionis filtered clear an
extracted exnainebthyled-{2- ;(yr:dﬁamiho]—lz-ﬂmsl)zoﬁn fisreadtbdinodtion iacetdte avithxdthytditisacy®

1- ani ndét topbnzdate (iR the-sdimean ?ﬂfpnlbﬂddhrﬁ yarple 2Bnaffording etystalliop i1ri@-[212+
form of aPYislviagyn2timidgreliohl-y ketbﬂ 3‘K+E@°W°a'bPE\§P'tﬂ"M‘}rH'i°8chI ori de with a

mel ting palnt f 208[err] 214[err]C 5. .
5 Exanpl e~ kR Bredinufll dBRLADS ¢ RG] RAEyHIAESD- 11
1-yl] - elphyl; . . g&%&?@@ﬁ yan arryr yErwre‘ganfa ﬁ‘h«ﬂﬁ&? ¢! 2py 'P 'n&&?é)ns 20

saponi f i egbatd) attbr@d m@aﬁp -[25BFidyimeM@Is-2litnidatblindl -yEkahy]- 3-(42&ho érabldﬂmnw)-
-[2:]2-( 2uﬁa aithneemnblyihg peipy ofi 1681610 [Tha ditlydophidridenmeltszal| 219-C fwith decomposition). |

-yl]-ethyl]-3- (4 car boxy-- 10 phenyl) - urea vmth a poi nt. of srnterlng of

160[ err. C{‘T 05|t|on rr3] drochl oride rEe at - "
e same manner as escn ed m 25
239- 24 % % ,dE:Ef‘ﬁ'éd ”5 = ?'
)

. -1-yl} | - -
- Am noet h t de orh m'd?oéﬁ‘ I- H]etthﬁpmgartbmt(ve L
with ethyl-4-i soc ana- enzoate In the sarre manner as descrl bed in

Exanpl e ZBLAwfs‘ordl ng’ crystalllne 1-[2-{2-(2- 1 -

pyri dylsanm ro) -A2ureairbdammdblcnmpdundydf]thehé‘ryei'QI f@miule-let hoxycar bonyl phenyl ) ur ea. 30 o

Exanple 31 In cordance wi.th the procedure described in Exanple 22, :

- 1-am noet hyl pyri dyl rret h 2-imdazoline is obtained from '

3- (cyanorr?éI_y(I{ir Zmr(l_g? react %d with ethyl 4- |socyanat oben-:- 20 zoate .

affordi {mrld met 2|mdazoI|n1 ) ' 35

-yl]-et hyI] 3-(4-et hoxycarbonW-p-h-e urea with a maqtr ng por nt of R

168.5' C. The di hydrochl ori de lts at ﬂ O[err]C (with decorrposrtlon) _

Exanpl e 32 .25 . The ethyl est r:l Fpanple 31 is saponified in the_
%ékExarrpl -

same manner as descri-bed in andl 29, ‘affording . _
1-[ 2-[ #9(3- pyri dyl net hyl ) 2-i i dazol i n- yI] ethyl] 3- (4- car boxy- 40

obenyl) Ul HouRER BhGrdiRLide Ak 421 Groub S hliRERPGBL. o415

1. AIS 03 @1@1%‘6} £ H{IROMR enldiém O a er alkylene group
30 [ err] rg 2-3 carbon atoms in the linear chain, X is oxygen or sulfur and Y is an imino group or a y
40 in w5 difecRbored) @r R3alatheresbnocycl i ¢, carbocyclic aryl group or a ' 45

hét er o- ar yl|2.groegmpound gs Glaiprediin clainm 3. @, W*llch)Fh Qnd ars monggydfic, qagbocyclig aryl

hydr ogen aroamow hptmerv' srq{yr f '%P Rr F;( slr;as % 31"5' : ﬂF? fha\P qi=e t?agti'f -

carbon at o

gr OUp %I’ %?I’ g' g}%é?i ITII"laal' C ?Ina Slsa ){yg ]UI' an £‘I ino f #Lgt (IP
nbouRd 8 BiBitheld'in Clafih mol 2, I.mwmah ®) afd RRBR FRuibalitaeaRocycl i c

Car bocycl bﬁsu&ﬁt}tbteﬂ lpRbHY OF pyidgk inds Oair i, mois@ya, orr2 ared ©)isot, wlith e ipsovido thatGf m2

and p is Is@®mi20, R isha hyieogenaane.oAlk fisc lower alkvlmeOgroup h@m&; 2 earbpes atentsyidthegen

atom or_ | hmer cm"k;x is oRyden;os salfur@nér‘/ '&PRW‘@R@" dpona galt theigott orr% =

5 n un as gla e { Py
Lllnr 22? 5|b Oﬁ-?f hﬂﬁh |§ t’:'gﬁ (?tltyﬁééé bstltutelﬂ by halogen low?ergralérr carborfél 684 t%luﬂ)rome-
1, 0 or T, s 1, with the proviso that if m is O n is O, R, is a hydrogen
50 atom, Alk isa Iower alkylene group having 2 carbon atoms in the Imear cham X is oxygen and
' .Y is an imino group or a direct bond, or a salt thereof. _
60 5. A compound as claimed in claim 4, in which R, and R; are a phenyl or. 2- or 4-pyridyl 60
group each of which is unsubstituted or substituted by chlorine, methyl carboxyl or trifluorome- - .
thyl, nisQor 1, misOor 1 and p is 1, with the provrso that if m is O n is O, R, is a hydrogen
atom, Alk is a 1,2-ethylene group, X is oxygen and Y i is an imino group ora therapeutlcally
usuable salt thereof. L
65 6. A compound from the group comprlsmg 1-[2-[2-(2 6-d|chloroamhnomethyl) 2-|m|dazohn- 65



"-1 [2 [2-(3-pyridyl nethyl)

23 and.. 29 affording

3. A orrpound as cl ai rred in cIarml and R3 are-a
s(ib9F tuted or unsubst it uted phenyl ml, ‘!ﬂ' " 0 or. 1, mis 0, 1 or 2
and p1ps 1, ‘'with the proviso that if R2 i's a hydragen at om

ALK is- a—touer al kyl ene qroup havi ng 2 car bon atonms in the t;BQQ)arBOC,th n, &(
I'S oxyge1nﬂgr sulfur and Yis an imno group or—a—tit+eet—bend—ar_a_ sal

t her-eof ethv'11=3-(4\tamm}eamd[2qg.(gjc% aim 3, |n which Rl and R3’ are a
phenyl .' ' mtcﬁ&le&cﬁ]&h% ,3?'_ rgﬂ‘f (20’8@-(61‘0!3!%&&1 futed
by hal ogg: fluo?} e“}’ 3-@&0%@%;{(:-[2@1&10%%%&" g °ﬂ"'5?°"!’9‘hvm is O,

or 1. agn ,ea
at omy A|1k[21[2-(a3ﬂn9
chai n, )ﬁw:u&omy%fét -( -thg

't her eof 'lﬂ-GGl]-eﬂﬁ'l]-Wm@H& el A3
phenyl, t°b'1)'uma 4-[?‘!2{2191d:met2%9mm !

hiatoanilindinéthy .2 imid RJ y @rgen
.nmv%qg%mzz-m&emm, Jg{:‘h ,§ i

Y oropbergi)jues! 1l

hy "cI1a[?'r§1?A(IZ-chwn:ozarghJ"I an no 0o Tzare a

I V"P 2- "mdsz.dba-tﬂ-;tl],ﬁtﬁ\ﬂ -Q.r
subst'Pt i %ﬂr&xr'wmnylmmz-.mmamm 1} é?ﬁ ‘(4ttﬂzl)-urea H2@- or
1, mis Ej 'H!)'feaRz- i 90a

:gf f Tznmrdrrw]—pmmphélmﬁﬁbhﬁ-ﬂ y‘i
tol

) i (18rid-ethosypari yr.sh 11r.m no
group, B{2-pp-f4h i'u 1{Avia .W@'%’éﬂ*lentlhémdiz ' y d’"f’r om '
the @b dmp1-¢l§>arpmsl(mgo|)1|;_ ,f i {2(_ ¥ r gr d&ml)ru-trrearet r.am :
11 methyl-benzoyl-amrno)-ethy:].z-(z.cmomp%y y_)é_| 'm'da"""“' -Yl]-ethv!]- -(4-tofyl)-urea 1-[2—(4- 15 o
G32016@f:1'81'_y']‘e!!‘1/' etk yabribony LoRerHii lm; 3§§|0Memm-rnaaa-due i s

di ssol {7 -W']ﬁﬁryﬁlrhnmpbenylﬂ'dr& bwrbd rﬂ@ Eﬁfz" Tc{‘@f%ew')@"’"@d |
T L e S as S e o
: - ' one

form of & . -Ezl p\qmq:r ;}IX Trethy, thw@rbbdy;dreawp ,Q_.r,l de wit h-a 20
mel ting OI ni2-[@t4 5 thy '-3'(4'th°"¥°abe"Y'-Phenyl)—urea

5 npl ¥-29- rzrrara-ry,[.@mzzm(.é’azémmgﬁ ]3'( F\rﬁhg.ﬂﬁ)ywream no) - 2- i mi dazol i n-
E??ﬂ Ty ¥ G%lqonn@pllamepoarabpbhy r—cra ' ,g fred in Exanple 28 is

saponrr"r S “? np. mAnner. as descri b ar?pméfféhe'akwmﬁvng i 25
“[ 2- [ 26datcfin né’PH?f?° °ﬁ9r'? rrwhsmnarumm)scraeu m.maz.danee fo.any. o

-yl ]-et h)gl]A%h(,(}n&g&mﬁ hené?}' urea With a point of g, nt"?ﬁ'l ng of

1608@rar ticaaimnud ind i‘r', i ""‘Wneuw&mmrwerae oh cBRllng At

239- 240 ;16]1 (with tsbit m§h F'é"aéeaccordmg toclaims 1t0 12, in~ 30

1- Ami no epcofihopyds afydlaiiis nqa,qa fbhsaaaaggl hS,.F eact ed-in ethyl acetate

Wi th A Pracgss\fanthe ptépatatibe of & n i-tumourieetion bed i n
Exagg)le'tw ich GW Ab&! kom ‘ﬂﬁ' 3# ?cr%rgma . as defined in claim

. ?: ;‘%g'ojfalnggnystalllnel-z 2- 2-
“pyridyl am no) = 22ThR“GELo Hergenemal foymelatily| | - 3- (4- et hoxycar bonyi phenyl ).- ur ea.
Exanpl e S%n accordance with the procedure described in Exanple 22, 35

. '1 am noet 2(3-pyridyl
3 R?GW}‘MC%?'M{

= 20 2-inmidazoline is obtained from
nd regdct ed W|th et hyl - 4- i socyanat oben-- 20 zoate

| in-1- yI] et hyI 13- (4 et hoxycar bonyrlophen
yl-)- urea- wrtharreltlngplnt .-2. .5[err] C. The dihydrochloride nelts at-
210[err] € (W| th deconposi th.on). Exanpl e 3225 . The et hyl” ‘ester .obtained in
Exafipl e 31 i's saponi fied. Aika%éVngre manner. as descrl bed Jin 25 Exarrpl es

45

-
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1- [Zyjr‘;)t B-ﬂp'yﬁﬂ dyhnmteh;yjlp)lk grelargrd;m hgfahéc % t hy I] 3. (4 car boxy- '

phen %9%’&'3' Iqus!uadﬂt ate nmelts at 1 \ﬂ'ﬁ#‘ﬂ%é@ﬂmbm cﬁtba};cudCLAI VS -
30g 50 rea or: m do- corrpound of the gener al for mul a- R _
40 in Wr)(ch R1 and R3 are m)nocycl Lc, carbocycl ic aryl- group or a SR

-heteroaryl group, mis0or 1, -mis 0, -1 or.2, plslor 2, R2is a

: &rb whichtXo M ane Racﬁfé?és@éfﬂﬁ)ﬂméﬂnbl S-a hower aI kyl ene gr.oup. havrg 2-3 -

. ""&E‘drﬂsacqmnduedbfﬂﬂ?*e érdPfolnut v{s oxygen or sulfur and Y. |s an.im no
""group Ok -a 45 .direct bond, ‘or a salt thereof: . : - . BB
45 2. “Ajtonpound-as -cl'ai med in cIa|m1 in which- Rl and RB are m)nocycllc '
-carbaogm) L@mrbegroup or.a het er oaryl group, nis 0 -or 1 mis 0, 1or 2
‘ak® pis of 27 with the provi so that if mis-0,'nis0, R2isa hydrogen
.: atomnophrcroaerpa.huyama%gshém@dll al kyl ene group havi ng 2-3 60

.denvatwe of the general formula VH with a d'ethybne- or drpropylene-trramme ,



carbon atons in the linear chain, Xis anles an imno

group or a direct bond, 50 qr a salt thﬂ,ﬂwmnﬂ"ﬁm(,f”m”

50 3. onpoufid as claimed in claim1 ofr 2° i'h vthich RL and

substitA‘.ﬁﬁed or_unsubstituted phenyl or pyridyl. nis O or cﬁg%@%mhg or

and pis 1, with the proviso'that if mis 0, n.is 0, R is a hydr ogen at om

Ak is a Iomer al kyl ene group haV|ng 2 carbon atons in the linear chain, X
\‘f)xygen HOF-Ciy+-(Cile)-ehhé-Afk+&-YaiRs i mi no group or a di rect bond, or a salt

thereof 55 4. A corrpoundllas claimed in claim3, i'niwhich RL and R3 are a

. phenyl r pyrldyl group 55¢each of which is unsubstltut ed or substltut ed

by “hal o e B)ﬁ% x4 k¥ an§ #. QP&%‘ ai i, QB "in e W urind o §
or 1 and @e.l.e%au il 1 B et e schihd Sufdptuehs %:iegf% 'v§ h'%h{r\ gﬂggen
atom A| of thedefiRitibr o £dh )éh@'ﬂﬂ:dg&@%dhar\/ée'ﬂgra né?arr&gﬂmg X¥Grel ot rh

chai'n, X itse puty gBmates aid @ résolvingi iresutittacanata iro HRCiptiosl Retipsifes andi,ﬁzlr

t her. eoflo Gonverting adtesdwm)%altdo ake fréectompound ocanmither 4alt omconkerting Riesahielg e ar e 1@
phenyl- or compeyndo gsalt dhereof. 60 group each of Whl ch | s unsubstl t uted or

- substitut egi(f)% ':(fl 8t °ﬁéh°2fs3c i 3&% f 18 F“ 1% or
1, mis 0 q?:;gte';qﬂj foi E]i f &$§ és?clgiané%me osf t?dl é:os a-
hydrogelq-, qgom et h na DS an o 5
group, or_a theraoeutlcallv usuable salt thereof 65 6 _A conpound from.
Egrer ?r ?ggr:izm:ﬁ.giragxfowﬁ&%z:ﬁ? ingd LGS RS, S NAIR s Sadelll dazol in- - 65
5in which p, X. Y, Ak and R3 are as defined in claim 1, and, in a
resul ting conpound of the general fornula 1, |ntrodu0|ng,_nDd|fying or
det achi ng substituents if desired, within the scope of the definition of -
the end products, and/or separating a resulting mxture of racemates into
the pure racemates and/or resolving a resulting racemate into the optical =
anti podes and/or 10 converting a resulting salt to the free conpound or
anot her salt or converting a resulting free 10 conpound to a.salt .
thereof. 16. Process for the production of conpounds of formula | as
clainmed in claim1 5, substantially as herein described with reference to
any of the foregoing Exanptes 1 to 26. 17. A conpound of formula I mhen
produced by a process claimed in either of clains 15 or 15 16. ' :
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