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- ptépaf ed: fromc%ggg,rg’gc 3]%” ‘I‘ “'r"f‘F Pt &2mre?3P 81 (et psthanddietbperlty houns and
evapor at ed to drymesssruThe,ca d irgsrzdug.dml §.9 8Ph¥Ednl . and acetic . &
aci.d nas added3 fo lgfrOPCTtyB Avhi tr?yt)‘,whhlaor pirltpg&énx(énamgp S%asri?!}i%? gest{rbn -
recrystald i sed g%ﬁ’e}ﬂoro eﬁpﬂ{) ? me hvlth-o 4 pyr}'1emr} (ln% ?wa-lszg E.I_‘g;at hyl o

-2 thiouracil r@ﬁc etiryl 4 mxdazol ]m thylthio)et!
H - -1 l
Su%?sta tution  glro&edurg 2of h&ny cethylg giv > r?:e%) c ly a"ﬁ"e ( W)pﬂthe

(4-- zhlorobe P§°’Y1m‘2"¥m¥%¢t ¢JI Pn (ﬁ,He elﬂmoaér'z gy odedpyrinidéneExanple |

thestitl ugo 275 11
ga\ée N, e2158| 1; er&,mrss %, 4?3 43equi4§e5§??§3§ %%ﬁy éf %%EECT g

meth gdcil for 5 -

2- %52 (5 ‘Met hyI 4-im dazol yI met hyl t hi o) et hy1 am- no] 5-benzyl oxy 4-pyri m done
di- hyc]rochl or| de. (|) Et hyI benzy onfé@é‘ﬂ&&%ﬁ(GO 0 g) was converted into 5 -

benzyj oxy - 2 - 27 &Jﬂl&eﬁﬂr'nﬂ hr@)my mmo S(fechioramm)qr trile/éthyl . |
acet at e, 31 1) byA];,hg,t,plngcel §Y:§ff’ : (|| 5 - Benzy! ox%/
- %omgouracrl )izﬁmeoxg(r\m@ae@nueztad mr&t mmv ) alsohéga%: teHl(()IS 4 )

pyrsr m done fmlﬁBlOQexAﬁmtchalmgltl)e Byctio (munnxacv& HeRedit
_40 _ .-; . ncg ZOFZ B3 guon drygﬁs llawed oby- re¢rysta];bryat|omfdnme (4.10 9)
was reagsed V\(4I Tchl engyly yn 0fok d, ﬁ"mt%é{%{&? ylfj Pganﬁ ne (2 83 g)
.by35t rfe procedure(RoimoE)(arml@ 431 rg,r]eq) -Mfﬁcr )

i-irddzol yl met FAAREes 6) €13y HartiZndl) 13055 S; Lberayl lf ' one R

di hydrochloride;, mp. 161-162 (eth I\/PLE 12 45

2- [2-:(5 Met hyl -4, yl.ne -5-(3-net hoxybenzyl)

4-4gyrii mddone di hy[ Sqﬁ%tﬂ)%i G f,ifnl one rfyethoxzbqnzrrhr ouraci (16.1 "
wds conver t edAn nntonﬂe-m @Bre- ofBt-haX &z,y n ]2 2~ REhIWid hip. - 4 4 '

9)
pyTi rh done ‘m‘ -(iﬁﬁ%gk E{; 7 4b mtdlaz}ol aﬁﬁdtme oBit lﬁxaenrpl e 1(| )

. - 501 5. mc ngf‘;;%le;] rs frtqrrvpermse (3.0 g) L
T wag reaéi ed &l dissbRed in pdo Yoot sl wi; et hy] amne : o
- (21ig) as delsvhérq dl‘lpndeEx:a reeedl(q iiypest, Oangrme rétrcfueﬁ'b 111s |f-Q) on L
) treatérrent vvrt gf mldo |48E h almﬂmth'o teylam@rB:] -set hyl - 4 - bl
" inidgzol yl met yr(r ) @t °° °“de benz 1) - 4
~pyr.i i déhe di By dBoEh 55T Nde53 rﬁ p.0; ﬂ:735$° 5%'37 50

%% iFound: C, -49.6;" H 5.3; N, 1 Z d., 15.8; [err] requrres C,

8 H, 5.5; T eat nt of this drhydrochlorrde;
with tagueous s@gdﬁ’k EMg{hylg ’E'ﬁi%d&ﬁ%té ?Et ‘f%ﬁd@ PofPeryeurehxli t h et hyl .
acet ate and evafips at4 em:hebfrolieh@l)o.rgamemyex I-aRibsrafifwas meth@hté@Syhhe free base |~
V\/nsrﬂch i con\?@rﬂt {aepdﬁfht@ scribd in{ Bxampid B to-give-5 - (4 - chlorobenzyl) 66 - 55

7 (Found- Sesayinio PR ey 3 %{485315 o8 C,55.3; H,
:  46:N,99:,11.4%). IO requires;
(u) Reaction of 5 - (4 - chIorooenzyl) -6 - 'nethvi -2 - methy]thro -4 -
60 pyrimidone (1.95 g) with 2 - (5 methyl -4 - 1m1dazol)!metnylthm) - ethylamme : 60
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3 o . 1,595,201

LE 13 ......

thyl - 4- -L-&s)—-d-a?nl y et th t hj o) et hyl ani hé%'} _chl orobenzyl )

iyl rret hyI t h| o) - et hyl aminotl- -5 - (3 - rret hoxyben'zyl) : YN
~di hydrobrom de by treat rrent W|th two ‘equi‘val ents of hydrobrom

16

62
ne di hydrochl olr|9dg3 bfy m)eEhé'tyJ;d BesedRd et el h CONVETT
2- chl or obenzg#3—20. 2°.-(Ct}btatbwdd:m{ et i), ZZSRPF\%N% ‘?@lsuc comﬁound mﬁ’y
ure descri bedcl 2 74gi7§ ‘Jf-llfaﬁ b 6%%21 mksﬁaz@hﬁms;m)u reqdires;
(5. 05g) was. converted THtO _ :

rocedur e of  Bxapul-Bromo-LhjrikylmethylthiSfelnlainol- 5S4k 1)
[ Co i m dO’iél)gfry l?cﬁh? ml )h};]%:llrdmling)lnde r%aogp?ﬁﬂ)
pt hyI ' ,psgz %5 y?é (amnms (az gdeweadne;d :

2.. ) cpidgng to the
(i1 ) , lt]O gi procsdiuFetsFiEdl Mﬁplﬁ lfeyﬁ g%o?t\ ? VSfIL( h ﬁda :
hydr ogen chl Omdmef' blpdde? ev #pcﬁ.’alcd {d drynb®1a he r 1§uew1:'¢t:crwsg:lehseéldla?roc>lrlrcl
met hyl t hi 0) e g’ol tex ED'E‘Z givehl o'brebemz ) (34- 1bromeo -

di hydr ochl dg, hi?)j toepyRanch )-. prrﬁmam:

h

mel

6.4 O, 23‘10% NEXAVPLEA 2
thyl - 4-im dazol yl rret hyl t hi o) et hyI ﬁ! 5 (4 phenyl but yl )

done di.hydrochl de Kanoate (435
Jto 5 (4 - phenylb ngl(e W FIT‘XEZ ? e‘hyh"mﬂ‘o] i?zfpl?ﬁ-ﬂﬂeﬂhrl} (ex
ceto

fater) as2Mescri bél Eihyl Ex-amnalneled-@l) dkf)t "‘é’ iy 4nd ‘E&ﬁ Y i}v
i | %3 05g) weddeddagapluben dfisodurd ethofide in anol ?‘gl)oo"mrt @rag;ﬁ) g?é difim2

: he tur reily fo s ratyy t Mﬂ The s

i 0 -4 - pyri d’f“é Aebicn M‘lfeﬁ‘] °ét h*a@era Odg 4 drgness. The s
- Exanpk ee:plf%'\)zas f“heréca ff t' wd ME 2 G 10 pH ‘o I “7"3’”
§ done. (12589 gPh kﬂnéacﬁ edxemf’hv%“mmr S b ot BT
met hyl t hi o) e “ i “ 2 th@eEd{vl) besd- mﬁhﬁxazrpheou}édm fhr t0
Isi due, whi ch 'm ‘13,1{’, © Eengslpercrdure plichenglerl. gave the

gave 2 R&had I@Gml, H 65 183 mé“;nc H
~ ’ 0.7, sN=QS es; C, 62.6;
il et hyl t3i o) e&"h}é Hf8ele)- 5 - (4 - henylzﬁu’t yﬁ requjf sx_ pyr |lﬁ16c?one

il ori de, m p. 207- [err] (ex ethanol) ,

75 CN 5?439 HS 66 8 8% '%‘yl? mlg nsri;g] 5 Juﬁgtlflc:x;esﬂ C

> rl .

yet hyl - m dazol G Etbﬂh;eht}ﬂnxpa)ceé YZGngﬂ%as g’% §L inBs benzdhs 0I2yI ) -

') - 4- pyr |3 don%"%lf l@l‘i%?‘ﬁdéﬁ( a?etdéimth;chtr@l ace(a5= ii(llb)Btlre p%ac(ﬁure of
ol yl') propi onate nz n\{yeurmtgqbgg o dx 2 5 - bengl

olyl)methyl) 2- &ethyihhd;o r-36didid : ‘?"@ nto 5 - benzyloxy -
t hanol ,,1: 1)Exa 1et%!eepzrye§gégrg es;‘:rl ) 'Eggﬁopbygj(epf“efg;)’%
- (5 - (1, aol gﬁazp r?;xo'l 51“3 f}%ﬁf al’ai‘%‘é?,d y2m9d (?Am%) ﬁmﬁfmplem

(1.2 g) was be8zidxpr-rd] - ﬁﬁbmlmetcmﬁaioeh [g & Eﬁ-ﬂ"g"ﬁf' 5-
i) hyl't -

Benzod? oxoly! j3
-5 - (5(1,3 - Benzodloxolyl)meth 1) - --j me

2' -
et hyl Thi 0): f?ﬁ%&f&%ﬁ%@% fnynammor 5 melssoreiagt | n

‘B~
\—/f—f"_\'

one T
, to gives -3 N’ﬁ&d);@b@xzyl b Clhio !§ ’L %"‘ f’{
hydr ogen chI“E)"It Aevenzydve2 t methy mbe4pr i %}-&ﬁr %r"loft 01)'

(Foundsg C, re °' fNam

ybe y ylth yri one 30 was reacted
6C, 48 '3, H, wﬂth X .1) gfm@!??olvl ethvi‘?lso)“t !amr:’?lg(z t\ gs)descr:bedem

Example 1(ii}, to gwe a_residue, which, on treatment with etﬁqﬂohc R rogen
et hyl - 4- i ni d&hlends prae Ay | Zrnes)emuwamH idBzo{yinhIBI0y yrogen
one di hssdr oc bifn@kd Sb - 4 -EpYitidensnd ydyochlopide,, mtmlidm-r—ausP (2.0

nverted into a%m&cﬁb%ﬂﬁwﬂisﬂcn@%EH@&OSmmmc
e, mp. 136- [ EHHH( (8% Md&B0B) 16;id1e)5.5%) e

reatment of this dihy och]onde with aqueous sodium bicarbonate,

60 extraction of the mixture with ethyl acetate and evaporation of the organic extracts

gives the fre_ base which is converted into 2 - {2 - ;- meth}l - 4 -

yl) - 2 5 nethylthio - 4 --pyrrmdgmmamg 171 [err] (ex ethanol )_ =

s 1 decon -
4.9; ‘N 14 (Eou*}@ 6,,45@}1 gf Jzilgé' iépg-%f J@%&Pﬂequu‘es%4 '
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TR AR ey T Wt b e el LB ke S, i

procedure of. Exanpl e 1(|) . 5- (3 Et hOXYbenzyI) 2 -

n&hyl}hlo-4 - pyrlmdone (2.0.09). was ‘reacted with 2 . (5- rrethyl .
55. i m dazol yl-met.hyl thi o) et hylam’ ne( 1'*':2.5 g) as descrl bed - :
. Eamle 1(if), to gleeareSldue whlch.on treatrrent W|th ethanollc '

hydrog n = cnl Ollu u“, 2i [2 - (8.595mmt hyl- - 4 -
. i'm dazpl yl net hyJ";f @lg;m nethylamifiol - 3 (3 T bee YL i done

di. hydr ochI oride m [r&stppnt (vt m@tdqaﬂﬂr:?s oo %?()bro;m pyrimidgdound: C,
. 50:6;.H. 5.7 -N, . 14, 1S, 7.1 O, Bakpleyy] redurtes &a"‘d 60 50.9; H .
"_5 g ]54 8; S, 6. %‘{%ﬂs M&BYI@%xdazobh%lzgthyitmo)eth)lamx ]5 B i
1,995, :291 EXAI\/PLE( N y! . 4-pyrimidone ‘dihydrochlor 10}-3-(2- chlorobenzyl)- e
27] 2- (|5- Mt hy| cHetobiday 0l 711 fareio)opion; L QR LB Rggysox benzyl)s f
“4-pyrijm done” dF¢s edohIE@am;ﬁie:; c’ (8P 2% ﬁi/l(@:xmbmwll% the 2on ce&ml our ac |

(496 ')wqg CON¥Rg gzél ht h'@rob 231) 25’thlou'ac s ony enzy I 5. :

met hylt hi 0 - Athe R¥dellie0g" thio -4 ,} ,e,rcro 5@ %' é!!&@é)—(z by the
procedur e of Elsoerm;‘;lcﬂ;a f g mPe g) 5 : nz@: lors y])zy e?;? yhh%‘t)flylthl - 4
- pyrini done (JZudszy mm'tme)ammglm\en dEgL ng .
if5 dagol y§ met Ryl 4o} %aﬁﬁmm& ‘.\(lﬂld@,ug - E lﬁéﬁm hzasgam,ﬁg (ii), to
give @ resi duepymid@ d%é‘i}\‘ﬁ’ﬁ@)’“h»)&dhyl%ha of% g‘b &Y¢ Thi2ori-de gave 2 @
S [2} (5 - %gylfoundm-%nmd , %"[hﬁm)eﬁiahm OPemR -4 (3 - 15 _—
b.enzy oxybenrzTg H, 48. N, 1501; By . n;nuilgjl@»/" r%éhC@HhGENms}qu,Qc@ ({:err] (ex
et hanbl_/rret hanol , "1:1). Found: C, {ip H 54 N 12.9; S 6.0, d, 13.0;, ¢
perr]i reduires: 62{5(6 Nethyla-iBids0r et £F§4 6.0; O, 13.3% . EXAMPLE. 18 15°

2-[2-)(5-Met hyl - zoI I mau-byﬂ”{, b%’}%}j}gﬁ} 94-3-8 @&nm@hj_ hyl met hyI
15 pyirim donezdi éa'téate \{315 g) p%] S('P - 2 - th| our add’
. (6. 7109) was con\(ﬁrte ”‘;1]‘)3 (ex ethapdiivia i é;‘;“ Yiykthio - 4 -
'_pyrl i daﬂe R nydlum) EI’-iﬂet % rIé[ ?C“ Oitzhes/a E@ﬁ' :ﬂto arrpl e l(i).
_ (1 . Napfﬂr mple (i) 5t f‘; M " ‘ 14.6— @9°(cxethapw)| Q_Q 4 -
g) V\BS reaqtmj : ’Wllﬂz -H5 - fm:d oe.tyfyg:;'oh PyrlmmoreZO :
Cim dazo%oyl rretdﬂytlet mm),@;c /8 P‘fqgé g’)’e aSes 5" t@gﬁ 1(ii), to-
"I ve esi df gmm;mthmmomwm Wt hEE h noli2c d Hl,%’rl de gave 2
- [2:- (5--me hlorjde, "‘H%@lhzzmw (ataaygng PG5 91’)a-rn4rlo]pyrmﬁaone(1 - :

“napht hyl net h y d8ochl 228- | 0
nepn o.y)”ezf‘“f&wﬁom% o 1@*'@%@Mm§m d s

~ferr] rgquires; 95.2; "H " EIxdimbh .6;°S, 6.7; =Cl:,: 14.8% . .
IXANPLE 19 (i) '%t Weﬂyl-!t x(:iaqzal,ﬁnahmmo@a;;em,” hegwyl r opi onate (82.4 g) vas
~ converted intog ?QST'Z’iUWMfmgﬂnm?yb [S]’ E Heedieadil , m p. 4

214-{[err] (ex- ecsha <p ) 0 wmyl)prapmednu £7.9§;

30.(¢iiyp - (Fthengl ﬁhannbuhgmy ’é@% é‘;’:’e 2. -tth wémb;a%f%?ﬁge‘b#t%s convert ed
®ntg 5 - (3,,A° " (5 1 x baa:zoy sc“b t”hfﬁnmlmm) 4 < pyrimi done, mp.

158{[err] (em_emgaggﬁ )@médl)r-@ aran] @5 w'gsccsﬁewed (iir) ¢

5 (3,45 - SEOWE by Qrgc yﬂE:hmpJe; Pytigidons. avme (280 g) 35 .
| Was«relact ed i@ﬁfbed h -((5 -m }1m1 2121 tﬁﬁ: o mmwh& hioyeihylanine (1.37

) by “35 tglﬁ] iy g*y? » Eixaapstiue , o ft8ylampine ({mg)a 5-  nethyl -

49 ga\, v 0" ea )

2 i dazol yl mamgg Hé’g ‘;‘/{,amv bt lﬁp (1 LrnEtmehansnzy| ) 45 4-

‘pyri m done ‘tﬁ%ﬁlr‘@cm c@sg:ndpE[s fﬂ”(@;ﬁgtl;ﬁ;@ eungsl.lgd "¢ 8. 5; H

RN IR IR,

5.6 Ny 13.5;°S, 5.9; CI lreqwres C, H 5.6,

N 13.°5; s6. 2; E»{Z-(JsEMZt i LEI6 a0 T
EXAMPLE 20 2 xdo Ylthﬁ)gthﬂmmbys (Begtmygégkﬁ)) et hyI aminol- 5 -.
(4-7 et hox - Eth Oxyptyfrzylmcto.n j,f; (’ di ssol ved ‘i'n pyridimd (35 n)
and r qu "B& 6#&1%1%%{ htl:@chie §36—13§5th oito 3 -h@urs.” The :

sspyri df ne vvasthérﬁhoeva 3{.{) ; Hl)r esi du@ &ﬂ,;ﬁetﬁ'ﬂﬂfﬂ?)ng wat er . The
et ylamme (1 2;

residue wa %Zéb( !@dhyl Was reacted thh

p _ igsigu? which, on treatment with etha g) as described in Examp!e 1(ip), to givea - 55

- ‘?-, }d- 4 - lm’daZOI)’lmethylthio)et

i 60 py 131:0?1?1% déhydTOChIO;ldP m.p. (ex ctha ]
60 I 50.9; H, 5.8; N5°6HD7N147s71 1147?:0%1

14.8; 8, 6.8; C), 15 O/) 20 z,Cl,N_,,O Srequ:res C,




cl FoundC476H53
ydrochl orjde m p. 202[e”] (ex 2n ), (_:_481 H 5.3 N 14.8;

crystz give 2- - - thyl g SR
and recr stal 1 sed to g| ve 2- 12 (5 e - \
met hyl t hi o) et’ %yl am-no] - (4= nmet hoxybenzyl Ypyrimd - 4 _

—On

1l \l} QUUDL;LU{IU

13_2,_(}1231R5[erl’] requires: 50159# 4
’ - 7,

(- (2 - inidazol V3 rﬁe(TsJMJ: -AQ%%EJ&YJiS{I&S?d" vlan§$o]5(3-l§’:%xyb_cnzyh ]

y i
rret hyl t hi 0) et hyI ani ne . 4-pyrim ide
: B rhcm]oxybenzyl) - 2 - thidued&h; was(cgnverled jnto 5 - (3 -
OJ ¢ thwl t hlso) ac tﬁ{[g‘/@a Fft:“ l‘ ot h laimdnaae (e ] ({)5’ (el:)c etrzm
4 enzy - -
hyl) - 4 - i mﬂl@'fﬁ’il& Jn o %vas r %E‘%(nz L cnzy
hylt hi o) ety mm!y rrie mh.o{eammm LR %ﬂ) ?
| 1oPYT | menemhﬂz eﬂfihdil& ! rogen chlonde ga 2 -
[ 2 pyr ' dyl Hﬁrﬁ&'&rﬁ m;,dfgf %ET l"y]""““'l?] -5 - (3]- benzyl%xy})?rjlzzyl) - ‘ﬁ
- eX ¢ n
: _ Found: C, 55.7: & g ZPQL é_é)gﬂ %l 12%‘3 QH,s NfOOS‘ requires C,
hyl thio) - et#: éfn-"rﬁel*(ﬂ)lz{’ﬁ((BG Bl S | -
hyl thi o)et hyl - amine (k) 2 - (3 - h droxy -2 - -

MPLE i8 '

e -

?Iylrrte'? Ihgl Enhgl) et ﬁ;‘?zs “ﬂ‘z&yg4-'nlfdaz°ls'im§t'xy( 5*5;‘39“"?]?’(“1,” ~5-(1- hﬁﬂhﬂmméﬁxyl)-tl- -

jol yI met hylt hi 0) -5 ety NaSHik\Bmet y}I;"_m °“° hy r;z% 01%%33 vm o Sﬂh

{ thiadiazolyl rrmhghlymhthy)) 21l Aide e Pﬂ ﬁ)f&" lfo )
120l yl net hyl t h| camrnef {:‘p)mpk ;(:)(5 fi AMEphthyhneh _vn G ﬁ})“’,h,o 3’

| yI)r{rét hyTt hi 0) g acted with 2 -7 (5 - meth - 4 -

thy s desc Aibed i m Example l(x) to gwe a
met:hyl t hi o) et hﬂuﬁm t'me w;lh LSM

ydrogen (zads
| methyl t-hi o) etrhgthldm 41e :mndaiol}ﬁn@hﬂm ﬁ,ea,q -5 . Eg,ﬁ # ﬁ’ Y i
oduct i 0nyPf eﬁlhygsf%"'ﬂomtfmvp naaornaz(ﬁx H‘aﬁtul hyl ¢ hio p T

S (4 - e hoxmqul%qnd %4146 UFP%‘%é Q.)SQCL l{.z Cz,HzteNsos requxres C,
t hi 0) et hyl am.no :

Inrzn)e/lt ;1yl 4I -) yr|y ne (c "2 EX@BapLIbrOD - 4 - _
e b oy i e *h%’ta’z;fﬂw;;*?:z&%%‘i%ﬁ: :&:n%f;ﬁca:z
e (d) 20 [2prdebiie o Eféhtb@b gl e cthanol) by the

| met hyl t hi o) et hytlam-r(mhs -Sring Idiﬂ{ch%yb?nﬁ'wu}ac ¥vas conlverted no

- (5 - hy dro éﬁ bhmahonthdmelz fInﬂfﬂb]hl,vﬂo;- | Olsg—1 9°C

an m 4]

thoxybenzyl) £ 5§ e P th A -

thylthi G}et hyham(gm $d witth = ( neth P@% 1 c llct)h- thpv me( ]37 g) by

- (3 net hythe. mrocedprpr o Imemp yl3t htIoO meth "o

4- pvr m ethy!thxo - ethylamino} - 5 - 5 - tnmelhoxybenzyl) - 4 -

enzyl ) - Py ¢ dihyd ’_ocw :m | R p] r{ 5 - (4-

-(3 - ‘nethyo Fousd: Cd}é g 1% ‘gr lbtﬁ,‘ @r HZB 11\5045 requires: C,
nzyI) -4 - pg&T; rHoEosaeJ (mis §. &, 13( done 30
t hyl t hi 0) ét hyl ani, no] (4 - met hoxybenzyl ) - 4. _y“ m

[2- (3 - anino Z- ]?Qlﬂm Q)ﬁ)ﬁthB 5tz{f.etlll am no -nmg - 5 - 4 -
xybenzyl) - 4 mctﬁw(ybéﬂz rimidore ( ssolw. ’g%ﬂ éand
et hyl t hl et h eg_med ith- 15105 for hour ne was

[2 - 2 h C@‘gsprat "d‘ Fﬁl Imhddw Q)hltgt traMhé freated
benzyl) - 4 - HWdaEBIﬂH ﬁ:yﬁ (5 i meth e

(Found: C, 47.6; H, 53; N, 146 S 132 Cl, 155C oH, N_,,OS requ:res
50 C481H 53N148$l35 Cl 150/) _ e

EXAMPLE 21
() Substhutzon of:

{a)2 -(2 - lmldazolyimﬂthyltluo)ethylamme
(by2-(4- lmxdazolylmethylthlo)uthylamme
- 55 ()2 -(5-bromo -4 - mxdazo]vlmethylthxo) - ethylamme
. {d) 2 - (5 - triflucromethyl - 4 - imidazolylmethylthio)ethylamine -
(e)2-(5- hydroxymethyl) -'4 - 1m1dazolylmethylth1o)ctﬁ)lafmne
2-@- pvrldvlmethylthxo)ethylamme
(82 -(3 - methyl -2~ pyridylmethyithio) - ethylamine
60 : (h) 2 - (3 - methoxy 2- pynd\lmethylth.o) - ethylamine

a3

ISC
1 1 d
Fol yl met hyl t hi ofigihychiorin p’iﬁzy_a % @ “gg‘ﬁ%?ﬂ"fy Jpyzmis 'ilrutlmp@rone
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(n) P (3", (1,2,5). - thiadi azol yl met hyl t hi gl)ethyI a;n ”?]1 2 (5;1 T
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p th h xybenzyl .al C@h st tﬁh eﬁlgf or pgethox;llbeegg?alcoho]
dilc

pr oduc i on of : 3 procedure (bif).and (c) abeve-leddd 16 t tion
: | yl @8t hyl t hi le) éﬁlh | -atfi ﬂm]ethyl 54--(i?h1éazol$51eBﬁ.thxo)ethylammo] -5-Q@2- 35
. hen xy thyl) - 4.- p PY‘E midon mi% '
inmidazdl yl met hyl t hi’ o) %M@, ‘H ._4 Y sy ;‘;‘0%’5‘8}4{}’13 ﬁﬂa@ﬁ’i*y!awmou S- @rini done -
(e). sulpstitution of(e)(sg stifiti hlef(y mmaﬂaha@ndxd((i))z Hen QO marc Sk iVior o

mergapgan f8r 40"“"" ORbrREy hrdsolBER Pydcedire Gliib knd (o) gboecealdsrte tHelirb ucto (c)40

b ol et ﬁyf?ﬁ.‘(‘?;%&%fﬁé&?ﬁﬁﬂ’q - idaad el tigfEinol (00 ) - 4 .
i -Sone 2. 2 - B 2-(5-0 ﬂettt | 4— u£ dazomhdmmimbmﬁmmu bsQ)et pyl ani no] -

5. (2f- (#- 45 %2:;?5:fé:yh 2 fgw%ﬁlde ®thyl -~ 4 - pyrinidone 45

454ff.) subst i t Utabors legdsqa P 1 c GEof o ¥ S'P&%’F@Ffé’eﬁi‘ﬁegs Ghidendr(® (a)

and (c) abovd. |2eaﬁ?s ((Somdﬂejlpﬂodmmdmmahylﬂmo)&h la;iln%o 437, Q‘?t hyl - 4
- 1 m dazol y) et hyl propylh- 4 - nmd@ne rre%hox enzylo )propyl)

pheny!propylthlo) 4 - pyr:mxdone T

. . R e e e, e

———-5' l6'(h"2 - 02 - (5 - * et hy] 4 - |mdaxz§§5}§5lm3t hi .0) ethylanino] - 5 - 4 |




% - (% - rrethyl -4 |mdazol yI rrethylthl o)ethylanino] - 5 -
4 60 . — phenyl pt: OpoXy)+ pyri-m done .

[2 - (5'- nmet hyl. - 4 - |mdazol yI methylthl o)ethyl am no] -
pyl t hi g¥8-*4 - pyri.pi done. 18 1,595,281 .

EXAMPLE 28 Substitution of (a) 5 - g(% priZsg -
gnyl ) et hoxy) benzySﬂlbsutuBon of hi our aci F 8'3 I‘:‘}‘_ [3 - (3 - - -
1yl oxy) benzyl ] ) 5t hﬁ30L12 ac{II - nﬁ:*boxyphen)! mbxﬁbmz,ﬁ]& - thiouracil
Benzyl’) - ll _25*?6‘ ﬂbedurtb:omrrachxarrpl e 17
ihe pr oduct i on l@flead ﬂ:)th Zgrg:; lr(;i;)'l())(r h(041r cil in the general procedure of an"np!c

fobenzyl oxy) benzyl.| pyr ldfmgt lthio -4 - pyrim done

1- [2 ! (@y2 rretI/I ) 3 -3 -(3 ﬁF’é%’fB‘F"}Y'H’@‘BWWNm by éleWyItlam ol p)‘[nérﬁdonE:S
(4 - -met hoxypheng)) §tnox hepamil- £ - 4nia p% ety P2 3

4 - i midazol y| met Pl 1(ai- zgaehdxyﬂ:lﬁnyl ox]y)ab Aﬂ?ﬁ ?fm,ﬁo,?;‘“’_ [

| oxy) benzyl | = @ 2yd3 n{sdomethyl1 5 - lmldazolylmethylthlo)et‘iylammol -5.03 -

dphenyl.) gsopi onate in the procedur ez@f{mbrpnpl € 4 leads to the . - .

of: 5-.(3 - cﬁﬂbﬁmml »f eth] 3 - rmt-rubih Henyl)pfopionade’ fofl HRANE ar@p 2

- methyl - 4 c‘“ ‘gl‘;reteqy hgmrqsy@mwaamme]ueadaome(pzoduc

Y1) - 4 - pyrini 5 . (5 0 ml;ﬁ;yl ] _m?::l\]ylg;!ol - 4 - pyrimidone and | ;
30 Tr eét)rrentbrombbene;tlhyh p?nrmdoﬁé ?1 89’6‘3?)'}5“81@%5)’&"6% dnét e( )

i hoxymet hane - and. substitution of- the product for éthyl : (3

for
2.5 [ hlor@&enyl)pmpt @bmthe rocedure of Example 4 leads to the prodycti on
é? 0) ety Parimsdioxymet xy)bemlb mtthﬁm 4 hg¥ihia ﬁ&yfd‘lz g

Tr eat rrent ﬁ:@k ofe TTohap Tﬁaﬁ “é%: Hig ethylaawind] - fgI-VGIS .
, (5 - ‘ ro c)%%lr?cﬁrfh%y }’V' PRy ')eé

benzyl ) - 4 p'yIdﬁmlmnéxlthB‘ﬂethylammo] -5-Q- h)leX)benzyl) 4 - p)nmldone
: 30 - . 30 Phar, naceutlc I

s are screen(-,'s(ﬁea“w&-fh and f| I I ed |nto a hard gel atin capsglné

100 ny

done di hydrochl OH: - EXAMPLE 32
armaceutlcal composmon

e gredl ent g"ga? (eened xe and. Jﬁﬁ?g“’gt i nto a har qngcgll atin
nzy

imilarlys the . al }]ﬂﬁmg}o_ng) @ﬁd{ﬁet Exyblt hﬂf‘é’}m be formul at ed

pyrimidone di hydrochlorlde - 100 mg
Lactose TS o 100 mg

The mgredlents are screened mixed and fi lled into a hard gelatin capsule,

Similarly, the other compounds of Formula 3 may be formulated into
50 pharmaceutical compositions by the procedures of Examples 31 and 32.

The pharmaceutical compositions prepared as in the foregoing examples are

administered to a subject within the dose ranges given hcreabove to block
histamine H,- and H,—receptors

' EXAMPLE 33 ' ' _
" _55 (1) !:thyl 3-Q2- methox}phenyl)propzonatc (65.0 g) was converted into 5 - -

the procedure of Example 4(3i).

s

yl) et hoxy) benzyld) 5 -A3- (m%t(InyIrﬁdﬂto&ypheﬂylyethlayy)w&ﬁpng (,Pe)thﬁth,o 13-

Substi-t ut'i on- of et ‘°b3“23’(‘2§3’)-bew’(bnﬂp-hmw<)qmpopl anat e for et hy? 3

henyl ) pr opi onat e 4,8, ghur 'ﬁﬂ) Qe 4 Ieads to the., =~
hoof-25 - Stimethgxym ﬁaﬁéﬁm r;ésh’ %Y J‘;’;{)guctﬂyumnmq pi ovith 4

} i lh'é]tpromst i3

EXAMP E 31
;- ‘L.ngredi ent S Pharmaceutical compaosition:— - :
12 - (5- Iﬁg?édﬂ%ﬁi 4 i m dazol yI met hyl t hi o) et hyl rgpounn?l - 5

t hoxybenzyl ) 2 -4 R 35(5- meghyri rrudorlﬁudih&ylﬂll&:m?ﬁﬂx&” de TR

0ose . . - ethylamino] - 5 - (3 - methoxybenzyl) 4~ . '5 N '75
] pyrimidone dnhydrochlonde . S -~ 15mg 25

35 Starch Sucrose . R 3"-- R 2 :

. Starch e o '- 252!% "9

id . - Tae ' 2 ;o 40 g 1€

32 Ph t i e -
fasol yimethy i 2‘}"* “‘é‘%ﬁ?#‘%g"?ﬂ £y ad%’"ﬁ@ mw%mwmﬁe |

(2 - methoxybenzyl) - 2 - thiouracil, m.p. 192—193°C (ex ethanol/Hzo Dby

(¥.)

HY

35

40

45

56

55




50 - phar rrace‘utrcal conposi-ti-ons by the. procedures of Exarrpl es 31 and 32 vy
~The phar.maceutical com:)osrtrons prepared.-as:’in.the foregor ng. exanpl es are '\

" adginistered to a subject within the dose ranges gi ven ' hereabove i(o: NAT

bl.ogk histimine [errk- and. [err]l-reddfbe¥ls EXAMPLE 33 55 (i) Eid® 3

TUZTTR hOXYDheny|2‘(135013(20”%!&0:@6512@ 92 - WesuradiY. O g} et sonenedinto 5 - (2 - 55 (2

. 1:1) by.the prdc %{;i?ée

- net hoxybenzyl“at

axybenzyl) - 2 imsifis b TRYpMideye,.m-p3I63—166RC (ex: pHaRRALY [ err]
rr%léméﬁé )

methyhfio - 4 inidone (2.00 g) wa
1,595,2915 . reacted with 2 - (5 - methyt -4 - tmxdazoiyiyntth)lthio hylash e'(l 37g£)| H;)
® Met hé)éybenzyl ) the 2procetdhteou>f aExalm e9 101; o v@e @odver ed(5| Ntngethyl - 4(-2

.met hoxybenzyl ) "““}ngé £y am!!!°l y'r (Zni ensHhexybspayD -163-gyBpidongex . |

ethanol ) by t hé"Biiaadic sgat ﬁ?f)h‘ifﬁls(,*s)z CLhiuo Srenkds c Bt r:rowbenzyl )

S -5(2-

Be-2 - methyld hi o N, zsg);%)mdone 2. reacted Wth (510

ety - 4 - imidazol yl met hylt hi o) Exgtm;a@ane (1.37 g) by 5 the '
procedure of Exar(ripEerylsl(@M) diethhiypleengl)Zopipidie (8BS g) wiue tduybrted idto 5 -

- i'm dazol'yl met h)(B,tihrd) h:;yraawlm )]2 ltl‘pura Ip mup. PB6-3XY B ey gihpnal) by the

_pyrini ddng_cf m ]d’m‘g ‘%"P i Tm.%ﬁ

I_),, j_lg %(7@g)%;gmvé_llted(io%’- N, jlg 6

S, §9 'dirﬁ&ho pyr:mtdbhe

10 I\/PLE 34 (elt})an receld Breébf-l-xal'nv'!BtlhbX pheny proar onate (37.5 was
- converted into c(é" 53 d%' g’é %af yh)Lh‘Q to)et mlg'i‘ (1 3r‘l§ as 236 [ert]
| (ex ethang&) b){@f‘r nﬁﬁg eE TRl i) G - m A (3 -

hoxy enzylx :dazo?ylmeﬁh trﬁkﬂétﬁﬂh:’nm 617-8-@ 4wa eﬂﬂﬂyt&h y@d-ltep 1mndori|35 15

E §x4et hglnol ) by tzlﬁ%%ug?)‘ge*?ﬂp %2:?? %?t‘%gg;??h ;i14 2p¢{¢H§&1§9% sgﬁquees &2 [err]

Di met hoxyben‘zyl ri m done (1 3 g) was react ed with
2 é5 - m'é:thyl g ;or%rl met hﬁ’@iﬁ% p}ér Oasco )enbaft 25 he
pro édure__ SEX 1%65:1[ T hyl urac m b 219°C '(ex

20 20 emanow.ﬂméauzg by ItHEroV rua)mhyteam)no S5 (3

di met hoxybenzyl) {11)45 ~(3py ﬂuw@mt@“thﬂ )drbc'ml'mrmdé‘o 1geh 38226' ée‘-’i njo (ex -
met hanof ) 30 ( Fo “‘ metﬁ"beﬂzg 1(146' pyringifoneq .- 1857 1 30
ibe 31) hylttﬂié 2% pyn?tﬁdone (25g) -

reqyjres: (m.>-3 triffforonfet

“EXA LE 35 was reacted with 2 - (5 - methyl -4 - 1m|dazolyl metl‘f&ﬁhlﬁ&thy!amme(i 43g) (i) .

" Ethyl 3-hytqu f syl d -
_'Et )(/3 = JfIl(.H‘“%ij m V;izﬁn%l?ﬁ ‘gg? panJ )gjy}beﬂlfg rt?éét_o >

et hanol:/ met han 4 55808 SEX e;rmI B. 94C(@H)2Cl, msc))sﬁeqmrésac |
tri £f uororret thﬁ@nHyH)‘S N, M.1; St.ImSOGhaéB?/)(4O 13 g) was converted into -

30 5% (3~ trifluoronethyl benzgdmprRas Methylthio - 4 - pyrinidone,
m p. 187 aderr]’ (ex- ¢ hasol )A lt-he pmeduhﬁtr@ﬁh@emwtnmoll -i5-30 - 40
(i) §- (3 - m¢th¢>1thrj)g'em e(6ﬁ§ b re :1‘1?11;4a € e dw%ivl&::ﬁnpsg‘ma done
(215)9) was e r 5}3& followed_b :
met hyl t;hi o) et hy, ‘e l afdy. Tﬁﬁ ueﬁétg’“@%%‘amre 0&“:/ cﬁo give 2

- 12 - (545 rret;h 1p1tate4!—a ta&y sohd wmotdmmé htnﬁtrlwytht:ﬂ\woyl wateenmylltammv] - 55 (3

- trifluoronet ‘b I!t)VilaS!ﬁhe'red a“dtg"e? mg"(’% (Iﬂ%dr%‘t‘)‘(? offide, mp.

17 err] (o Rogdeit k- memepeminiophigngl 2 LR aRReINETE G
13.4;, [err] re r(B&undgC 555 sN 3 113 S HACRY.03 ;chssea EXAVPLE
36 40 50 482/1 H,3.2; N5158 I\&ﬂﬁyﬂ 168%) i m dazol yl met hyl t hi o) et hyl anmi3fio] -

(3:- - 40 et hoxybenzyl) m. done (2.35 g) ‘was suspended o
I n dry ‘di ¢hl or onetshang . (@0 KothydNdsg bofnﬁdhzlg%lrzlﬂ@ﬁhrdﬁtr(yﬁn%] g)scag@ef ul |y

added. The mi xt umahmtsensyl) Medymmdmedsyﬁatwam trbrdlm@rtnb@hnde(ea’rkf ul

Rru to give 2 -~ [2 - g y .
.phaselsonTﬁé m&ﬁgﬁ ’aﬁﬁg‘g %“?,Wg%gae,& Eth rﬁ,rirgyfm\/\%benﬁ%S P;%uplrgecoi)r tgg etng

tacky soI i d whi paﬁldrep@ wattce,r;}i;,mlgwozs tequama 45
87H52N158572 Ci lG(J%) _
35 “ . EXAMPLE38
T 60 0 T (a) Ethyl 3-(6- (? 3.. dihydro - 1,4 - benzodtoxmyi))proplonate was 60

prepared by esterifying 3 - (6 - (2 3 - dlfydro -1 4 bcnzodxoxmyl) prop -2 -

RSN




TR RRAS e

en it was flltered and drled Treatrrent ‘W th ethanollc HC:I gave 2
et hyI - 4 - i'm dazol. yl. rrethylthl o)et hyI am noj -. - (3 e,

anzyl ) -.-_4 - pyr| m done di-hydrochl-ori de;” 'mp. 142- 144 (ex et hanol )
N ¢ 20, @Found C 485 H 5. 157 S_73 d, 15.8;

T "‘-F.;.': quiresTC, 5:no thl : ’}ﬁ‘l\l, -%3.5%4\%?,1 1= S-—16 nOA — 2
EXAMPLE 37 2 - 12 dc' p angl in thei prasen ¢ 1¢P§\¢talnd@)lbbhyd acit,ngld- 5
(4 n'.'et hoxybenzyl ) hyd% '?g A c?aé%{’é{ Bt h bor on

genatin P Sg’

b) E 2, ¢

Diom de (14.73 50 °1§’"“i£)‘°?5‘£‘°234’_@ﬁ L s bm s ﬂ@ -l
Mhrouréci p P ﬁh T

ybenzyl) - 4cof &xympm{mn@d the latieh Sonponnel res| dd noemedegztons P.(6 3%(9 lrferr] :

s

Mo Krvmn s

- dijoxinylimqthylk - 2 thyplthigy- 4

a'nO|C) E‘rgognd g ﬁﬁ(cx et am;”n y-}glipro dure %n}? 4 lg (){]_gymn et n.p.

' sdihy d .

38 60 yn (n¥0 g§ was %eacteé 2”%0 IOHP 'a i - eﬂ;%‘,‘é‘ 10 ly‘t

odf- oxi nyl ))pr opi (maiyﬂhmﬁxy!amme( 04 pYeARd Brdcdd yre&stﬁmp{\ E@ (2, 3“’

dro - 1,4 - be ety dmxmq}m jgz?ll) lthlozthylammoze 5-16 - (23 - dnh dro - 1

o yi} - n w i
91 . - aci e)the dih drol} E h2¥4° qsﬂve‘#lﬂ o hxdmbt’mc
e of tolpene an U4l or}qs&z e QM&% dJSI ng
@um on- char coaMl. &aﬂa49"s|’tl 12(21:))3 Eﬁ,hs'd" BI&/) aro :

qdf_om nyl )) propi onate was converted | ﬁ"f‘ﬁé« (2 3- d| hydro -1, 4

F amoi 2&% g ﬁn%r .§

epzoddoxi nyl ) methyl) 52 g 5Mcthoxyb gur
et hanol / et hanedacted vith zby(z ki ﬂﬁ'aemylﬂﬁo)@t

t:3conpoundnas ¢ oot gimt @ -5i2-- (26- thig ZEb&ﬂhyﬁhhydremﬂarﬁg 2
ydgoxi nyl ) et hyl g‘ osybenzyllt-y1 RYFmisione kemihydrochioride me. lq‘rrd%"zugx mmz@ (ex

1) by the proCodiagnelc Bxambe: isk:s, 15k &g o -
Henzodi oxinyl )ﬁesg;fllg 5.1, N- 1o ByIstdhion 4.4%). 1 @"H’ Wil f'n’ o}héé]l ‘?‘%”&so S
dcted w h 2 - (5-,rrethy| - 4 - |mdazol rrethylthlo)ethylam'ne St

by ¢ hebr ocedus ¢ e PXATHLYS. 4 ’é“%“fd (Seca B
yl et hyl t hi Oéda'ixi\‘yg 65 pm&&?tﬁx S m dcéf qﬁﬁﬁ?eﬁeé gf:tcye!:::;‘ T

Boxi nyl ) met hyl {o givel ~hyp yzmthbdné 4\Mrlvmhhms- rgrigiaal2viadydraxysiedhyit €3 4 -

ofon ¢ acrg to givinees onysiordepod o enxtremam) 15 |
C~ 41. H, s‘fsamﬂ:tu; 1v - % ] Yl I nc for 30 E
-H, 4. 4 N, 12(2; mShyl5-461 1mEcﬁEcﬂ}1mcth % uTe amplc l

benzyl ).~ 2 -7npe Zg% ] d)nt‘— mdp anm ofon2 -( 42 79 ( r-\l\laémfeﬂmyed Mth 2
hi azol yl met. hW’idPi aﬁ’é“‘" 1 3864 q)mg "tYP@Z)g obedurigidene.20

2 6 to gise 2 - [2 - (2 - th| azol ylpeifapt o) - ethylamino] - 5 - (33

- ivpimet hoxybenzyl ) - 4i)-4 pMitioni Blemestiayi- iy O et ib@idindeN-Bxife is Hodted BbLeefieX
Propany 2-ol) (Foundanhy}dn@gn@thegun@edgxoqqct iy geagetylged 251 Sducel mtnhﬁi‘og{cenmq HC
Diths: G, 53.2; Heaodt o Fairgoalslo jgiveg 4 o amipo gop2 pohydroxymet o
40 - 40 (i) 4 - Amino - 2 - hydroxymethyl - 3 - methoxypyrRiing i i RER i 2 "40
yl'2-4 - nitr opyrtilhﬂmlnﬂmc(amﬂawus sddiupmigrite whd the dnzenor sammiuns Bovaomed

O

O‘

t hosdde and the pr &1&: b %%%Wf%ggﬁhtl 'afhhmﬂi%e aniiintcuiieh pabeed to
give 24~ hydroxymet hy latiofl o S PYBi .
3-.--4-" . met hoxwsyr i chomé:gl)l@dtd;é}gtaed W th trﬁf‘%ngl %E’l% é%y]%gfng H%%g%élfct [ 555

ibromobu

g1 dyl nethylit hbaﬁl)s@é produdSor & (a)24-hy<fré: memﬁf(hyl- d:oxélol‘li 5 - c?yndme) ' k

i with 30 cyds qeomeghange ve 2 - (3,4 .- di rrethoxy 22 -
' pyr1 d_y‘ met hyl t hi o) et hyl%%.) i ’bmm“{%q Substitution of 2 - (3,4 - di nethoxy -

i 'rﬁ'-d %1 vi met hydot hi o) et(bWZ.hmDnlB'drm § hehyfo e (Bf. doxapple. @ to so.
“the . ptoduction . of 2 2 (c) 2, , 5h- ggé ygro - W ' posmethyl - (B4 - dxoxocmo[23 - ¢l -
- i me ma c e _ :
-_-_.__.'-pyrl d. § et hyl t hl 0) etFH, (1'3 loxolgEEShOg%%)ﬁl‘:%ylthlé)ethylg%fnbm gone :
- 35: : (4 methoxybenzyl) 4 -
.35 Gida - Nt % - (We% ¥r i dlomeo[msoxﬂdﬁldyls}mhbﬂthed in ss
acet e anhydr  de and*PF o c‘é‘d E”Wéﬁeﬁ’; yASREI S a0d T il Wi th
-ogen and methylth:o)eth)lammo] -5-(4- methoxybenzyl) 4 - pyrimidone, by successive
3 - treatment with.thionyl chloride and cysteamine and substitution of the resultant

60 amine for 2 - (5 - methyl - 4- :mldazolyl - methylthxo)ethy!ammc in the 60
procedure of Example 7. R : .
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paliadl um ‘on charcoal to g| ve 4 - am no- 2-' hydr oxynmet hyl - 3- .
1ret hoxypyrldl ne. 40 - N (||) 4 - AmMNO. =72.- hydroxymethyl -:3 - ...
r‘rﬁ\_poxypyu dine i's diazotised in =40 dilute- suI phur| c acid wt h SOdI um_ _
nitpi'te ard the di azomi um corrpound i sl,398p9ed to giveé.4 - hydroxy - 2 2
~—hydroxynethyl - 3 - methoxy .- pyri dtgg |1_§:,ﬁ may be’ derrethyI ated wih"
d hydr obr.om c aCI’I'Geatrﬁd:mIo)‘ Al kyI at ion O § di- hydroxy -2 - . : :
‘_hydr oxynet hyl pyri éh)riélvmwhn qelibepindingS sodi um. hydrOX| de and -
¥ 45 (-a)-Di gr ono 4 ,, t 'aékdew brlonbémam@thxléyqulﬂoéuwshsmmnme | eads to_.,-_.
e the produ tuon“ﬁm % (H éesmmx;ngaem tenflle0X0l O[ 4,5 =" c]pyridine) 50
-(b) 2,3- D hydro(b) 25 (5,6/T\80H eveatyRioNY1 - isodibnotylEet@Ntni®)| -2t lamifd Wiith,di ne) :
P 50 (c) 2,3, 4, S?heﬂ'@tbﬁtah Qrf@ﬁ%%[g ~ mepelr 0k y mﬁmtylmezml.,htb)—em()m o[ 2,3 - c]
ridi wh
 di gi@l 0[26)5 - ,&2’ g“ SP‘m'WéfPHgﬂéﬁﬁ)%xlammsl : 5('4(4 m‘mi(ybenzW) -
4 - pyrimdone. )2-12- (1(‘%“528-t&?ahvdr(>éoqm o%d)%methyﬂhxb)éﬂf ﬁmmd? o T
di oxi ng[ 2.-3 -~ &pmetmwb)em‘t)hw t pyroidene. 55 et hyl ami no] - g o
rrethoxybenzyl) pyri m done.. (néﬁ P[ij‘n (7 - (2.3, 4 D= tetrahydro R
W1, 4.5 di gyoci ngﬂl&,a%on of] pyridyl)- X M et hyl ani. nok 5 - (4 -
rret hoxybenzyl) G) 5 -y -inesapeEnby) SpCeasshaE tTeat ment vmth t_h|__onyl 15
chI oride and cyst -r(é -dhd - sbstmtilomlmmh\d))f ? hehipasell t ant 60 amine for

ro n 0.

f» (5 - et hylhfl nzy ﬁ}kgﬁléo s)c')dmm yct]¥x1%éﬁgmxmyﬁy—l @Pﬂ‘ﬁb 2 thiggracxll 592 591
"opr OCEdUrQOOf Exa nﬁr - met benzyl) - 2 - benzylthio - 4 - pyrimidone 20
- 21 BXAVPLE 42 Tr e ﬁer{ﬁ Qf3(a%nzbdhy¢1ylmﬂimthyl-$ 118! 1aNEpyriidonied . 7,8 _
" tetrahydro - 1| - @‘t‘yﬁ r éxy#et i Xdybqbﬂnéhmméomxlmwwehnbweyhhm 54 - hydrogen S
© bronide gives. pyrimidone .5 (a) 2
- (I -:isoqurnol mehWEbLn)mtm;dam ne (b) 2-=(5,6,7, 8 - tetrahydro - -
iso |nol2§ll met hyl - edmpouad hgltharfommlams)eh when subst i tuted for 2" -

met Ayl i- 4 - |mdazol yl met hyl t hi 0) ethgam ne in the procedure, of Ex%mple
7 gi ves -: 10 (a) 2= [20- (I - soqui nol yt met hyI t hi o) et hyl-am no]
5- (4 4 et hoxy - --i+-7:10° benzyl) GreohEHely 2 - 12 (1 = -
(5 7:8 - tetrahvdr0| soqui nol yI)rret hyﬂt )et hyI am noj - 5 -_.f'(4~- Y
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@xy 'group wth.beron: teri br ond de- and optlonally .converting. the: product -

ai ned. i nt.o- an, -acid- -addi ti.on"sal't : 35 v 45 A proceSs asselained in

39 or 40 substantlally ‘as described in“anyone 35 of Exanples I to .~
(i), 21(|||) 21(i V) 21(v),,; 22.10:30, 33 to 35, and: 38 ta,42 herein. -
process as’ cIalned in. cIa|n143 substantlally as descrlbed in anyone .
[ i Exanples 20°-or 21(wi7)- Hierein. 40 "__ 47. A . -
gss as clalned in. c4a|n144 substantlally as. descrlbed in anyone of 40‘-'
aLes 36 or- 37: hereln 65 ot : e . '
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A conpound as clarned |n'cLa|n11 or 2 nhenever prepared by a. process;]uf
fai ned in anyone of. claims. 39 to 47.. ‘49. A pharnaceutlcal conpasi tion..
fantially as descrlbed A Exanples 31 and’ 827 herein.- D. NI MATERS -
fered Patent Agent ‘Agent =for the- Applrcants Printed’ for “Nhjesty's - ¢
fonery Ofice, "By .the Courier .Press. Leanlngton Spa 1981 Publlshed by -
Pat ent Office. 25 Southanpton Burldlngs London AC2A T 1AY. fronrmhlch .
Bs nay be- obtalned I L S T o
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