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" In the body into a conpound of 46 forrrul a- (I) The conpounds according to._—
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in the greHjAHE BINH ,\/T eh‘@a ampled ﬂan Ndl% ion at®dont
hydr ogen tampératuse. t he group. NH2 y the group or SO2R, 7, or bot

hydrogen at olmeyet anothecenghodine nNHlﬁlg profass an Rmnoatkyltyltple ddin \blych:R;Hs Mreygroup25
Thus for (6 "@ut‘M'@"aﬁns ﬁd‘&‘l"’kgﬂ"ﬂﬂl’%@zﬂ‘@t #‘I nmw-mremamidehvetm gr oup
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has any qjesgr ﬁf"ﬁ? S%m% % r?ﬂ'|°3%ﬁ°5'be x'&%’p’f‘a'ﬁg}’é’? g’gtg‘r’\seor
represents an al k atom such as pot assiumor sodium or with an
activated derlvatlve of elther a carboxylic acid R 1COOH (in which R, is
other than the group NHRL1*) or a sul phonic acid RWSO3H to give a corrpound
of formula (I) in which R |s respectlvely the group 30 CH2NR , CO\IHRO
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fUAt 1 ve of either a carboxylic acid-R 7COCH or a sul phonic acid R1, SO3H -.
ok a conpound of fornmula (1) in which-R is respectiyvely the group -
CHRNHCORL7 or CH2NHSO2R17. Suitable activated derivatives include acid .
halg des e.g. acid chlorides, alkylchloroformates, acid G& 2 an6ya7i Bes 6.
inme_d-nﬁydrldes (€.g. acetic ‘rormc anhydride), esters such as - .

Sl kyl estersg ortho - sters and 1 ua E%r I.din J) est%(rjs or
eriv az or a
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car bor{atrazol- ~ tﬂ gr lblh Wh,c 's ‘%%ge % de The
e R el e@%@ ok ot eI Eiee of
presence of 'Sol V&nt suc |ne e reaction W|th an |socyan§9e
conpounds of formula (1) in which R, |s ot her thaf-ll; hydr ogen are

conveni ently prepared bg carrﬁ g out the reactlon in a solvent such as

acetonitrile at tenper affels 2 hEHeRN HYix. Conpouidis of
formula (1) in which Rae is hydrogen. may be prepared by heating 45 a salt

- e.g. hydrochloride of the amnotriazole (I1) with an aqueous solution of an-

appropr'watcbvc'yanate eg. potassiumcyanate. As a further enbodi ment of this
process an am noal kyltriazole (11) ia.which R21 is the group (CH2), +1NHR16
where Ra is hydrogen may be treated #h a conmpound of fornmula LC(=B)NHR, 7
where 50 L.is a leaving group (e.g.ynmethylthio) to give a conpound of
formula (1) in which R7 is 50 CH2NHC)=B)NHR, 7. The reactants may for

~ exanplaad¥eis hydregeniwhereV isiopyaerns sulphuendR, iste grayo as defi Ry abeve oragioep anot her
entiSdi FRYATIRYE thengtocinder sraoaditions ghina sedisagipr fepetiopioeV'(is N andhY'jihi ch R2, i s ¥Bhe
group {CH2) +iNHRi a where Rft is hydr@gen is treated with an appropriate
aromati c al dehyde, e.g. 55 benzal\ldeh e to give a product in which R is
CH2N=CH Aryl " y* 55 Am noal kyltriazoles of fornmula

n B I’?'.Y*’g%ﬁfﬁﬁza‘%‘%@?i‘ﬂ”@%r RIS e vy 000U Lo those described

@B 2.075 007 B 'cpﬁ_- In an alternative nmethod for
preparl ng conpounds of forrmula (1) infwhich R is the group
CH2NHC( =B) NHR17, a diamine of fornul&NH11) in which R2, is the group
(042)q+1Ner;sﬁaxéxA)mé écwitoBRlis\Weddrding ﬁmeumdmwbéaém@yb%sﬁbhmm which L.is
a |2avdongogrdaiforroda () - et hyl t hi o), followed by reaction with an approp? ate
al kyl am ne R17NH2. The diamne (11) in which R, is the group (CH2)qg+l NH2
may be 5 treated with the conpound of fornula LC(=B)L in a suitable
solvent (e.g. diethyl et h&R)N/BW(@WIQHzMNﬁﬁ—N—E-ﬁeaU ng and™he reaction
with the amine R 7NH2 may be carried out inla sol vent such as et hanol agai-n
optionally with heating. Conpounds of forrru'“al #) in which R4 is other than
nitro, cyano, nono- or dihal oaI kyl, 1 H tetr 5 yl, the group SO2R. ,
ralk ., or the 10

the grou where R, is dro en, alk ar or

or oup e §°' iz bbx§ Er%% f cugh dhteormia

( | V) éL ;&r f Zrepresents two (I'V) .I
n a4 mm en étsm ti offb.sn mséa@z %Eh a bivaléh Yot gréup PABIT

and R vhitiscan redintie raao\dafm ﬂad t\ﬁarydBéefehemg férloxainplé omzynaenewmemh dnl e

t her et sidieddwdrothdoric@pidi préferaly with hérting gl undertsuchconditiortsiceclisation ¥ gives NH and Y

i s 15c°mnau'\¢§9ffyenulmev"érzorma#vycstm phur , guxy ener(&}rv&ls\(lwaeo .P#&%fozr%lgﬂur or
-.?lx)ygqemva\b@:ﬁ@begr@ab S atcmﬂwﬁﬁgfg by ound of formia (v g
y, 20 R3 11
R RRNAI KQX(CHD) ., Y1 CHZ) NHC- B n’ﬁm%ﬁytcu,) Y(CH,) NHfl:lllNHI(I:R V)
V Yl'

where V is NH-and Y’' is sulphur, oxygen or NH, or V is sulphur or oxygen and Y’ is NH. The reaction is
preferably carried out by heating the compound (VI} in a suitable solvent such as acetonitrile or
dimethylformamide.

35 In a convenient embodiment of this process an mtermedlate of formula (ViyinwhichVisNHand 35
Y’ is oxygen may be prepared /n situ by the reaction of an aminoguanidine i)



N-CR4 11 V where V:represents sul phur aqr nore preferably oxygen and@
rgpresents two hydrogen atons,: in the absence of presence of a solv e

e.g. acetone or water, and optlonal ly with heating. It nay be conveni ent to
prepareg in SI tu corrpounds of for r:rul a €V) in vvh| ch Z represaatz dmoo@ﬁg 7

dival ent protectl ng- group 25 which can readily be rem)ved to yield two
hydrogen atons, for exanple a benzyl | dene group, V\ntﬁ*aan acid, e.g.
hydrochl oric acid, pr ef erab conditio
cyclisation to give conpoun éh\cQ)q‘ k )ga?’l')%%’\mﬂﬂﬁ—ﬁr—a@ﬁy occur . &)a

further enbodi nent of the cyclisat | on of corrpoundquf formula (1V)

conpounds of forrrul % 1) 30 may al so he prepared o cI [ satlon of a
conmpound oVt E#: r with an dctivated derivative there dgf@ Yﬁ lﬁ

minoguanidine (V ) heated together, under whic
QX( CH2) . Y( tgégs)atl edjate (VI) tak \znhre ly to nd of fé (éj/athrcaée%f
sul phur s owaamwdeh%nvmna rdt@ st 'érteﬁihy da'tﬁa eromeac Ign

i s pref er aiwhbiert 2 defixcWher using ah @ey ¢Hglide Bethe e&maumder&mv)a tHelteazticrrhiycdidod
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enbodi rrent"hSF°"(‘¥|‘Fs Process an nterrh!;dl ate of formula in which V.is NH
and 35 yo h9 nargen 'ﬂtavneﬂ@teﬁptefw% hend N'U"Wetpﬁeawesaefr Gﬁ“’tﬁ‘f offheformula
am noguanl I'ne (VII) 7 : 10
G 2 075 007 B 7 R3 - RRNAIk—Q—X(CHz)Y(CFTT ~~~~~~~~~~~~ i )

~~~~~~ RR2 N Al kyd- X( CH2) nY( CH2) MNHC- N- NH2 (VI 1) NHwith an acid R4

COOH or w §a° @nalogeute thrse Hesgritieddn British Bagent Specifichiione 0%18991323%??95 acid and
t he am nog at ed t oget i ons.
e o oser LB Pl DRt S5l 4R R ol .
conpound of @bmumdu,f)fom#ura (i Ry BErEpandd by rédlciRg S LohtoBRl &%rh\matmme an
aprotic solvent, e.qg. tetrahydrofuran may be used at tenperatures from 5
ambi ent to reflux. Wen using .an acyl chloride Rg—thM-=bivated derivative
the reaction may al so be carried out in the presenc of base e.g. a
tertiary am ne such asppyj-+dx e al s solvent. In
general intermedi ates of forrrS g‘@ hd%gz y be reparéﬁ ¥HI)

di am nes of the fornmula 10 (111)

10 R RZNAI is(@nidhtaRlessY oféd 63 D %dnd Dt represents a reducible group and the bﬁ_ﬁer(@fah@ﬂlﬁ aﬁb’i&drﬁt}OUS
to t hose dmsaningredespandirg to famhullH), ehére Speci fi cati ons Nos. 2047238A and
2023133%0res p&maveelpssseﬂ‘r né%,w;z Ptm qsfrnree@ M"Pfﬁ undgy rasiucing copditiens: as 20
descri bed |n 0231 3A. Conpounds of

o TSR S

and zspéﬁmmat /5, cf CHJNR, 30 ,1 8y Kt dnQInAquut Rphuiat e25
meani ng cofMigspehich etgjertD? répoerstamlsa1 RENAIK and’mrra:résants—corm—mp' reppesane=i}R,NCO

RAR2NAI k oandeP" RoepeNts m‘ﬁ)‘bNH‘l—bM,d Rrenresents Bnerararoupdorvert |°dtm%$9 tipdenthe 20 Db
repr esent %I?uf\ NI-‘% the_r % » gm@ bea et m?; m u.@? ﬂdeor
converty I l‘ﬂéj"lg 8“@9
mm 30
of for ”U aRﬁll\)Al* ifyb k-c % ;“i%iug%‘ﬁo&ra r ptcsﬁ\feﬁﬁﬁtﬁ tUl: %
1 Htetr aze&ndiﬁowof .mwmtr&mhed J3mb for Gdmplle a Mty hpoRdaQGGEN 28 Yh alkali or
ar aI kyI am ﬂmmétayth memdl hgrbwdndnaé & yodiurd borotaisidd it ealveny such Bs drietkagel e.gpmE@H&TR8 or
SCOPerethanel 'tmmelwlﬂ ma!wdm 'desQl\feﬂf %&chﬁ tatralwgroﬂvrqn i n
Whl ch ' e3% h@?"abeﬁef’ ; Yifpbleym, 24 J}f’%‘,’é t3
RR2NCO ands“ﬁBafg% g ur er"'ﬁé e Eﬁﬁ}ﬁ.ﬂ% ?ﬁﬂ’a (ga KR, is the
converti bl &o&&‘(@ﬁqt@i \thér R, re etHy dal%ﬂb G’d!féh bﬂi?n eSRyofbe
ef fect ed Uforiga Vil infAERD*Représehts nm,nAmrDbraém y Hl-i-O-l’anaDﬂF&)thMﬂ% hydri de

in a smwetw,)gm}&kcmng,mmwmmﬁwnwkow Badantionrmayibe isfigdtedaising for exidhple lithiurh 40
anot her endjwuinivprhiyddde or bastiunebis (2 inethoxy atbvlbdsmawm hvdnfte of for rrul a (Vi) i n

which DI repr db¥eh '!9"!?03 t RF theped E{ﬁ m Ef?f fnufad ﬁm
e al 8
or a group,egis;fe%u@ %ﬂg 5 t:f’ DS
r educedayiSighiGnyddfurkat 3 Lﬁéan%l Yk bk ‘ﬁﬁl wFby BN sing #r example 8
hydride reducing agent such as an alkali or alkaline earth metal borohydride e.g. sodium borohydride,
or aluminium hydride or lithium aluminium hydride, or with hydrogen and a metal catalyst such as
palladium or platinum. .
: In the above embodiments it will be appreciated that in a process mvolvmg reductwe alkylation’
50 of a compound of formula (Vill) in which D® represents CHO, or reduction of an imine (VIll} in whichD® 50
represents —CH=N—, the choice of reducing agent depends upon the nature of the group R,, and the
process may not be used for preparing compounds in which R, is COR,, where R, represents hydrogen



al kal i né earth netal bor ohydri de e.g. sodium borohydride in a solvent such
as i:\ al kanol e.g. nethanol or ethanol, or .alum,nium hydride or Iithium ;
.-i um hydride in a soI vent such as tetrahydrofuran or 35 di oxan. '

a soI vent such as an al kanol e. g'. rret hanoI or et hanoI In a further

enbodiarekyl. asivheried, rsedewF@m” é;rmc@@ D\;ﬁhe presentsf hyfirogen. alkyl, (arv)N%amlmm ch R4
th U e Utlg "b
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vvher e rEi;r&ahﬁW 85gibup cBhveRible th Uﬂé/leBreBﬁHd @Ezrﬁiﬁ& Sléoruﬁnlaﬁﬂ() or exarm*e
lithium 40 al um ni um hydri de or sodium bis (2-nmethoxyethyl)-alum nium
hydr i de In yet anot her enﬂ@d-ereK(CHth-t—(Célz)Fned‘dl'btron process a dtﬂrpound of

for mu mw V\irs res n ald eurFt’e uc reat I
s en R R R M

and De represents armoni a or an amn in a soIv
such as 48orhsdundd vf eormbild K1Bin mmrchalkzﬁl'd@ﬂﬂl, is @n @ctivatitiglyeoup lsudhras aitdd aiag bbe foI owed
by rechmredrhvheatmgaﬂiamim»ahphléa&I)Mtﬁamwoledﬁommhj& ng agent such as an -
al kali or al kaline earth netal __quj_d e.g. sodi um borohydride, or:
al um ni um hydride or |ithium al u Jiu ide, or with hydrogen and a
nmetal catal yst such as pall adi um or In the above enbodr rrents It
will be appreciated that in a profess | | vi rfg7reduct|ve al k)ll ) on 50 of
a conpound of formula (VII1) in which Da represents CHO or reduction of an
i mne if which)“lsl leavingigwiop Bich aSGalogypre@smm!ne-and:H;:lNas defined ablovs, inghedbsensdoci ng

agaht RRSH tQ“H%a @F"é‘"%af the reu‘f R4 and t he |E)rocess rray nof®be
E;gdof or an ﬁ@ I.llzg n ermedm scompoun sof rmua(l) rin whrichAI(k,repreégzgts aent S

hy roup, Q resen furan or subst tuted fu nng formula (I
@B 2 G Cdl t&egrou CAN NOWHR m ninls ere R 1.

' FEQbESaeﬂbﬁarhMr&@m“ (ﬁhdeyh,, .saryydogarorarka) .kw be p?iﬁaﬁkﬂflromoh&pﬁﬁﬁng)f ‘forgul a
(Vi | | )comineund obformaa MIONH- or -CH=N-, DO is R RZNAIk or RR2ZNCO and DO Is R*
or a group convertible thereto may be prepa%ed b t hods anal ogous to

t hose described in British Patent Specificatson | 047238A. 5 The
conpounds of formula (Viii) in which Do represg Db represents
-CH2NH and D- 5 rae-r-esan JR4—eY—-0C ert et to be
prepared from an an ne of orﬁnul a (I X)Hégm ~~~~~ N 4e =)

(1'X) WOX(CHZ),,Y—-(CHZ 2 Xrn whrch Wrepresents Protected al dehyde

: Eii‘ﬁrﬁ%ﬁﬂ e Ij"ﬁ}’ﬁ%ﬂ YA s i e o S o 0

0 Oorrpouedﬁpdaﬁdmrdmhra (1f ik which R{Rittte rélipi(GHZ.BL 1 vahidh AR GOR, MherdH, at i ng
gr oup hydrofenaydroxy, fatkylary! ob aralkylsg SOgR] niay bl pabaragb\amdilaaﬁn omweccbrréspomﬂga (irn)
Wi t h aompounddn which R fipthegtosp (%).m,wqumr,am deHRSRe(whera P isgthgr thap such as

d 2B e 0 .
o coons e Aot e S Al i SR L, 008, SRS, o 1°
15 Corrﬁsru%d‘ﬁ 9*? BRI e i%i.égtaﬁ‘éft" D SRR 5 AChE 01 OUP
saéwaat Luch BE@6HBromhéthaheS Ul T abI Yot ed; ate.  Thus

c o} rqsou ndscaso;é,mramdh of fodmuld () invehichR Ad the gropp ms-e)pcazuanarm b;ebaaeb\gwmiqmg Q35

repr esttmmrespoﬁdmmﬂdawdeswmutsmeedad‘eunarsolvem ches d\eﬁaml-d in for mul a (1) and

R4 does nGempayndsf formyla ﬂ he WME?’“ er d-s- |
[} r .

(wher ither —4 qTB'r prajR é(ﬁa%doﬁ wher e R, is

oql i
hy%o i%ﬁ% ‘ﬂgﬁgﬁ% % i, o jjric 9o ne '8?)‘7?'?% ou nd gf
3: t ia &,Y sk whake) d 1Dbthbr thin ze 'B%Nbg%%mb& byt I\/Bn nich

react | ali@linéHyhQly ebftwwﬁaépbn iR a&hﬂahxdmmmehyantuamm @lkyidtingal t
t her eabiourddwith aaauproprtataagmdrmnotan*fomw (B it which R,d=ecibaving grdup egnhaie sal t Wi t h
aqueous fl')‘!erﬂi'b GW' lﬂmh'Qt' By pre| DX! bmlia sation pithe n t he am

e e

| ar al ky ﬂre ‘BB RxidB#bh d?&ew.epaﬁmrub dmmtab kﬂUbréHarahb@on@hb&ﬁrB@Wbrﬁﬁla
corgpo lmd'r which/Alis @lberkdénd & filrbverirgy X eafd Y é:%tsach(akﬁeﬁ (hrbthyidnisldy 4bdrid), ane@tﬂ?é "R, 50

( wher anbaturatiorotithiry the branpsdR). R, dmb% or (CH2)qSH.

30 Thus afererepadsof formul d} i wbich G is Pzﬁh‘%o?"l%y'ﬁ * NGk My be erepared Byr oup

(CH2) qCOR,, where R, is hydrogen, alkyl, aryl or aralkyl may be prepared

. by oxidising the correspondi ng hydroxyal kyI ‘conpound in which R4 is

' (CHZ‘) qCHR, , O—l usr ng . for exarrpl e oxal yI chI orr de and dr r| et hyI suI phoxi de, or

T 1 o o o o o o .



®

35 Car boxylic -acids of formula (1), in which R4 is the group (G COZH'
be prepared by oxi dising 35 the corresponding al dehyde with e. ’, _—

silver oxide, in"a solvent such as nethanol. Conmpounds of formla ( n. -~

which R4 is the group (CHZ)qSOzR. nay = be prepared by oxr di g B€07 B 9

t%an hydroxy) or (CHZ)qSH th for exanple peracetlc acr d or n|tr| C

acl d. 2The neetaoo ﬂ‘@mmyoﬂd@wa'bpwe@"tmwd witheansippropriste raamentllRz ifse witehle ¢ aci d,
at room t ethanol optionally with heating.

starting rrateF alﬂ inwh n%@%%} %é’i& fhﬁfﬂﬁgég%ﬁéﬁ ;jég,){‘;gu;@y

d
be obt a'snegﬁnﬁ. Jﬁ’% "’\?Ai rép G hbgiing WitH s GSmpoh
may in t JREL (R httxn%, y@taanex¢ .eakymgtauammwmasmtaepmrmound
of fornmul aor(pip)and.ﬁh tofgrvs n inermédiate bidertiuragi) g.rmm R isghe dredpCH=TIGOR,)ICQJR,st ar t i ng

mat eri al i Subsérueit hikdrolysis 8id desaybdxywaty axamb mmmhsmmnl-qpptasw 45
corres%popdhyﬁ'g’xﬁma %E‘?ngg?#‘g;gﬂm ¢ ﬂé 19
(e.g. potaggl xy may Be N3 "Eth @ Feh 4
' fhe' o e N ) e

heating with ep 5 6F fOHHuRIM InWWhi mdtsqm Sup { n) meent:bn,,%aah;.r@ant.m oI ln
whi.ch R4 |akwdnGn@raupkyﬂﬂmonm.am\gao@xc WLRR) @mrpnpese;ungmo @rOONHCR| ,andy e

appl i calsl epremarddty reactiprEanacivatedolbriatves thedsrresporidingreatbaxyligor spiphonicacighyitth 0 1%
a benzene @mmwti? erranapprepriase asop HNRRe oe'é!%a&w%@b'e agtiMategdderiatives "‘&'“B‘bﬁ&“ and

there is n@§™® kY ﬁ'Y&tgﬁﬁ'ﬁ BT & d_R4 ARARNAS
of forrrul apr%ﬁ} m 9 s 1h %ﬁ%b%e lsres&ﬁt'{ﬂt%ﬂ OB e prepared

by Compounds of formula () in which R, is cyano and q |s other than zero may be prepared by 20
) 9 treating the corresponding compound in whlch R, is a leaving group such as a methanesulphonyloxy @0 2

075 007 B group wittbfor @amplie ag alkdlionatal cyapiieaindsr agueows dopditidnsCimpaguied! wi t h an

appr opri at @ethersg @nmonmmg imetesianavheiprapared by eating tbe I?OfaQ?P‘HldWa ﬁ!ﬂm"y"'k‘/'

optional | ydwetwerreaer gd B an oxlnie o -
crecHoR  phele r':: W F%ﬁiﬁéﬁqéf 3:%%&% :L reale mﬁﬁgi b

- correspondl’ng cg urrm ’m éira%i-sak@&bﬁtpﬁth eqarc,raraacwn

cont ai ni ngtré’dimét lcﬁﬁésﬁ dﬂﬁtc p&ine ogbm (I) rOwhi€R PR As Byyane grioupgnwitinart dicahol
conpound ofe.¢f ethanol)in 2 conédnpraiaXilkeral &iPle i hydndnhloric deid) toigive ah lnydrmexdiate jnkidaty and
R22 i s 30 kwhickemgy then ba/traatddiwith sodjim @ride ig g switalle Sp'ztﬂt guchas dimepyviemelidae to 30
gi ve an i nt er Geupernds effformglartl) inavhidh)R, [sra griobaiormas swnea%rwgawd by treating -
'CH:C(COR resppnding hydsexyali! commered Yith an apReppeiate agidhplide. Tor pxgrppleshiondt , | ¢ by

- heating wi ¢¥P"&t han u 48 dostiitfed i arfd Wphndalenfid g @ -
(1) in i 593 mmesg&g&n&ﬁ&gﬁzb B b%nsg&ﬁte?t ﬁilﬂ@d’ﬂoﬁh @%67 ﬂ%%;bymethbﬂs ass

nodi fi Cat'éH‘&tog uslt ﬁro@b&\é&.hﬁ&%ﬁﬁﬁmeﬁd&m% et fdr@UIEYINGR (vhikh X s oafgealor R4 i s
the group sulghukara@HEbNetbEabltadienzeRd drp ray bepekparey bymayctiog a poregsaindof foryulad )i ng

~an al dehyde of formula (1) in which R4 is CHO W th malonic acid in

sol vent such as pyridine or piperidi AN %?r’p?ﬂ]‘nds of forrmula (I) r?athm ch

R4 is the gf %g—gﬁm § where R, is amno, aIkyIamnoor

di al kyl am ngﬁ)%pgm I's the group (CHL)gR7 where R7_.s SO02NROR10 or -

CONH, 2R, 3 may be 15 prepared by reacting an acti vt ed derivative of the

correspondi ng carboxylic or sulphonic acid with 15 ammnl a or an

derivatives

appropriate amne HNROR , or HNR 2R 3. Suitablé a
esters
vely - C&@

.include those referred to Rj
and car#dxylic acids of foﬁﬁmwﬂn (\%'rl"aﬁm
itrile or ester

-CO2H may be prepared by hydrol ysis of the corresp ‘

20 Conpounds of formula (1) in which R is Cygno and q is other than
zero may be prepared by 20 treating the correspondi ng conpound in which .
R, is a leaving group such as a nethanesul phonyl &y group with for exanple
an al kali netal cyani de under aqueous conditions. The required |

met hanesul pinereadiatis sltlra'mta onigromime.dn the |premce 9@ hesefoliovead tyyernqvalaf theghthpiimide

cor r espondPregeckingigr kyI derr vat lve an a riate a | de
'such as e han‘@iﬁ%ﬁ dY"Pp ?5% ""m '(%8 8@“’0’?"@?‘ gcqqnﬁpﬁfgf
“which R7 i °°"‘|SP% WS UMating an oxime of formila 25 (1) in
whi ch is the group - CH:NC]-l Wi t h gRivARabHgicHpQ agent such as acetXlW) - 4§
.anhydrlae Conmpounds of fornula (I) in which R or RTis al -
H-tetrazol -5-yl group nay be prepared by treating the correspondi ng
compound of formula (1) in which R or R is a cyano group with an al cohol
(e.g. ethanol) in a concentrated mneral acid (e.g. hydrochloric acid) to
~give an internediate imdate 30" which may then be treated with sodi um
azide in a suitable solvent such as dinethylformam de. 30 Conpounds of
-formula (1) in which R7 is a nonohal onethyl group nay be prepared by
treatr ng the correspondl ng hydroxyal kyI corrpound wrth an approprr ate acr d‘

o o Y rr




I'kQ XH _ ., (XI'i) with the phthalimde

ative (XI1l) 0 Hal (CHz)nY(CH -N.

where Hal is chlorine or bromne, in the presence of a base fol | owed
by 10enoval of the phthalim de protecting grogp. Anmi nesG®f2 035 MA7aB( 1119 in
which X' 1s -CH2- may be prepared by reacting a conpound of fornula (XIV) ..~
with a conpound of formula (XV) 45 _ L
RR2NAI kQCH2( CH2) " J : Q_ (XIV) . 45 10 E
GB 2 075 007 B 10 0 G(-CHZ)m (1)

al ORRN and G is a hydroxyl or t hi ol

where either J is a |leaving group e.g
group, -or-J is a hydroxyl I ol o4 and 8y is a | eaving oup e. -
hal ogen. The reaction iset&ﬁ thou esence of a bk hg : SOdI um
_ uch as dinethyl for rram de or
¢r medi at e of formula (XVl)

hydri de or. potassium carbonate, in a
(Nir) *0 from -

acetone 5 respectively, to give an int
5 0 R1 RRNA~kQCH2( CH2) nY( CH2) m

which the amine (II1) in which Xis -8|2 may  be forned by cl eavage of the
pht hal o dndds A 6 dvid Brdih Q'4Phay a‘.l. Bhh m&ﬁ niblfl 4 9%“ 613

thi Opli}%] gfoup Gnd @Q%Jﬁ? 8k g&? bt Tﬁ@r@ﬁc{:gi is i !é&?)gguﬁh bonds
at t he.g2sodimithybride[oP pothdsidiScaridohdt earlila sdlnt suomad dlrﬁbthﬁfohhuﬁﬂi orfdbetaslj acent to

t he g raspetively) tdFive2NAdtirmediate@f fosmala (XMlophen ring i ncorporated into.the g est
of the nol ecul e through bonds at the 2- and 4- po$)tions with an optional

substituent R adjacent to the group RLR2NAl k. (witjh the proviso that when
the group RAR2ZNAIk is in the 4-position then R5 i M n_tke 5- posi tion), may

be nade by a nu Q e rycture of the )
R R ) DT -

15 R2 4~~3 [#s t X(CH2) nY(CH2) MNH2 i n whi ch one of\WR3 2#" RN represents the
group Rl and the other represents the group RR2 k, Xis a bond, nis 1 or
2, and Y is oxygen or sul phur may be prepared fr t he correspondl ng

alcohol of forrrula&XVIII) R24 20 O
pm w hichthe aming{iif ip “Xh'?”sxﬁ'bﬁ'?'nd'a‘ﬁdb’r\f°r'§°dlbydlea‘2“9° ?’rfh%p'g'r‘ﬂ"ﬁ\éd:? of formula

( fl t ti

(XV" .ﬁ&g lﬁs@ BRA e 4 Sigh i b ahggwrhe .naarued by

regegt 'trE}Gug?:ﬂ‘:o sCa? }l- mﬁaﬁ%‘? tﬁm nbi s ﬁﬁ aéjaéla nis jowith

an apRiRNAIkr @ igdthiophé eanob FofdtedSimtb the(rést of thé leidTihRRagh MSHdQShh@I!J ang) I'n a

conc et pasitivds withar rzpltnomt substiteerg R, ifjabentad thergranp B, NAL (&ith the providothares  of

f ornu M\elc pgloroup Rrﬁzbwk dgtin e |4spoaltmﬂndn Ryis inghe@5-perition), may beimpdaLhy arnupblreof
ﬁga dependy pregi 'E%& B‘HGP"‘EH“"f’ornul a (Xvill) in which Xis a

and f?'?‘af"ﬁed' P8 Ot BIPELBENdi ng hal oal kyl conpound using for el8nple

th| onyl chloride.or %I’I broni de, or nmesylate by reaction wth

nmet hane- sul phonyl chl ori de, treatnent with an appropriate

am noal kylthiol (e.g. cystfam F“)—r&r( lﬂV@GHszﬂHas eth noI din the

presence of a base (e.g. pet hoxi de) . 30 Anmi nes ﬂul a (Xvil)

in which Xis a bondR Is 1%r 2 and Y is oxygen nmay be prepared by 30

;[NI r ?ﬁt |,mh|@|‘p o‘? hQLd '%%gfpgﬁﬂéé}% i %ﬁﬁ&&étﬁ bﬁ?ﬁ‘é’&g‘.ﬁ 1 or

di et hgfh\{,ar(mmr de) o ovved by the addr I on of an appr op rate
haI oal kyI am ne (e g. chl Or O[RSS. | am ne) .

hgr us

75 007 B* 11 The al cohol s of forrrul a
( ) bel ow, may be made

entional nethods in {{XWA9Ine 20

Cli c&:hem stry Volume 1, 1963, page 2-116,

ress, London

JéJ as well asthelnternedl
vari et y of processes based .
chem stry (Advances in Heterg
Ed. A R Katritzky, Academ c
in which Xisabond and nis 1 or 2.
Thus amines of formula (XVII) in which X is abond, nis 1 and Y is sulphur may be prepared by
reacting an alcoho! of formula (XVIil) in which X is a bond and n is 1 with an appropriate aminoalkane
thiol salt {e.g. cysteamine hydrochloride) in a concentrated mineral acid {e.g. hydrochloric acid).

25 Amines of formula {(XVII) in which Xisabond,nis2 and Y is sulphur may be prepared by .25
converting an alcohol of formula (XV1Ii} in which X is a bond and n is 2 into the corresponding haloalky!
compound using for example thionyl chioride or phosphorus tribromide, or mesylate by reaction with
methane-sulphonyichloride, followed by treatment with an appropriate aminoalkylthiol {e.g.

: cysteamine) in a solvent such as ethanol and in‘the presence of a base (e.g. sodium ethoxide).

30 Amines of formula (XVIl) in which X is a bond, nis 1 or 2 and Y is oxygen may be prepared by 30
treating an alcohol of formula (XVIII) in which X is a bond and n is 1 or 2 with a suitable base (e.g.
potassium t-butoxide) in a solvent (e.g. dimethylformamide) followed by the addition of an appropriate
haloalkylamine (e.g. chloropropylamine).



and New York; .and Conprehensive Chenistry Volume 4, page 787, Ed. ﬁ@\!
Sames, . Perganon Pregss, 5 Oxford)..Some representative routes and ents -
are given in each case. 5 Al cohols of formula (XVII1) in which
"R23 i s1§he group RR2ZNCH2, X is & bond, n is 1 and the hydsoeyors lop? B . 11
-substitTOeMT 5 T erther the 2- or_3- poSTTTON Ty DE prepar ed by treatl ng

a_gonpound of hf

R AR | ybe HC
EE e il e R

~to give aahthQD GO T ﬁ\Bu%HAn‘Qﬁe i§ 'Véluﬁwe <Wa7 & F‘@?Sarhﬁéﬁb@é‘rﬂ&ﬁﬂ& sy
react ed woxfbrmasoafeoéﬂradeﬁhemédmesrhnammﬂ?& gicéraifledthiegeal acid (e.g.

hydr ochl ori c Algehe)s chfocnue @Vt inadich Ry Os the groopl BFeNCHLeX ispdoudk g ivett amgithegr oup at
"either t heg'v'ifnxvmeﬂulsupﬁswem ig i, either dherdylog S-rositien meN ke p(rm!efi by treating A corppompdiofi 5

t he group b, Xis abond, nis 1 and the 15 hydroxynet hyl _
substituent is at theRza position may be prepared bﬁbg acting a conpound of
formul a 15 (XXI) H0o2C R1 3i

R23 (t) (xxI'l') with fgr eﬂ npl e oxal yl
chloride in a solvent (e_g& ene) and preferably in sence of a

catalyst (e.g. pyridH@Q fol [Fbwed by treat nentRyReNCH ami RR2NH t o gi ve
an amde of forrmula (XXI1) whi m& subsequently reduced pm ya conpl ex
~metal hydride e.g. - lithiumalu hydride in a solvent such as 20

2- hydr oXy g éndsaﬂnp’nbau thid Al D&

formul a (sb tectbdwitlp RieRYde fh S doRELAtrated mitler QdidT(B udaorﬁmia) as
par af or naland Iagedie acid o mranombmbwdadxodethvl peup bt ather tikec2-ay 3-epogitioydr ochl ori ¢
acid or acet i Alcohglspf formula (XVIIl) in which R“ is the group R,R,NCH,, X is a bond, ni9Hantithe hol s of _
f or nul a‘ g :{yg'fwﬂthl Swkstitnenis 3t the 2 prsitign s'abbmq?v rqRoting acoppeynd gefermule j 5 B
bond, and the hydroxynmethyl substituent is in the 3-position may be
pr epar ed, froma thio 3- carboxyl ate of f V) QO2R25 CO2R25

i om A g oHege BRI

-al kyl group. This conpound i
for exanple 30 fornmal dehyde

tetrahygy %%@%n&& LAl uﬁgi‘? J&?&n .oésorghucﬁbédéﬁvlohgn E%M diaf The 10

—~—————

methyl ated e.g. chlorofft hy]lated using
precursor of fornalde e sdch as '
par af or mal dehyde, and us Bydr ogen chloride in veir§” such as
chloroform and in the presence of zinc chloride to g?%e a conpound of
formula (XXV). The amino group is then introduced i nt (XXH Xonpound

7))

tabl e s | vent such .

of formul a\N&"?mxaR GOQG C OI’I ev V arm, ne RA aral e presence of a cata
s einer BRI LN et d;g{z,m.,.; B
reduce ithium alu

u5| ng . for wxmpdomrdutbbivelﬂtdﬂ\mm in a sui tab e solvent such
et her. Al cohols of forrmula (XVII )#@%&glch Xis abond and n is 2 nay be
prepared by lithiating a hal ot hi O mila (XXvil) R24

R24 51 j 7>HHal | Li 5

5 R23 (xX 1) ( f11fXZ@E)e Hal

i s hal ogen e.g. brom ne) using n-butyl | UNSN a suitable solvent (e.g.
tetrahydrofuran) at a |low tenperature (&<. -780), followed by treatnent of

the resul ting g bl aro@letPdrb s%&bﬁ% C Ei%le% i §oinflia M ht
such as tetdrahudfyaéy Wﬁcuﬁ&cﬁ rﬁﬁau W fﬂ& E‘fﬁ@ﬁ&e&mﬁﬁf ﬁ
X=bond agd atid;:2)g. hylitbchloric acldor acetio 8éid. i catlon of this process a hal othi Ophenzs
of formula (XAkdh lspffomula:(KVlmziB which®,,ds thel proud B,RoNCH, AR, | is i dtoden, XARa blssid?n is 1

- (e.g. an aFEFb‘(IgZ oatﬁvlp%gmme%mw Jposition mevbeprppaserfronhethippbane 3Hal i s at
the 3-posi £i'8 yla ted and treated with ethyl ene oxide as !
descri bed above to ‘gi ve a hydroxyet hyI conpound of formula Oo(lébszs

) COz2R25 . o
_E'j| | - xxv) | |
S (ZXISZ) CICHS” S

30 where Ry is an alkyl group. This compound is halomethylated e.g. chloromethylated using for example 30
formaldehyde, or a precursor of formaldehyde such as paraformaldehyde and gaseous hydrogen
chloride in a solvent such as chloroform and in the presence of zinc chloride to give a compound of
formula (XXV). The amino group R,R,N is then introduced into the compound of formula (XXV) by
reaction with an amine R,R,NH, in a sultable solvent such as ether, to give a compound of formula

35 (XxXvi) _ 35



_ CH2CH20H 0 ). . . (XX1) 15
S uent treatnment with an am ne RLRZNH under ,r educi ng condi t| ons as
e

d hed previously 15 for preparing conpounds of ‘the invention affords .
an g cohol of formula (XVI11) in which R23 i the gr oupBRRO¥EHI0XBi s a2
bormmmmm—mmes
of formula (XVI1) in which Xis a bond and Y is % be prepared from alfngd
appropriate haI oal kyl t hi ophene of for mJI a 2’%&2) n)n M11 Hal -

20 R23 l )(|nwh|chX|sa
bond and Hal is hal ogen) by treatnent wilth fYr e )pot assi um

phthal I m de in a sol vent (e fo m de), I"owed by deprotection
of the phthalinido derivative R%N%"?or exanpl e hydra2| ne hydrate. The

hal oal kid ibiteR RRNGE uSihg foP bR iR IuMINRIEhYArids ih & sitabRBGvéRRMuch@s Bthgroar ed

for exanphrokils ot formita @A) Mwhich X isfl bandlgid MaR mag bOpreparéd Byl lithidtiig¥! | 1) Wi t'h an
a, W dialshicrbeheoféorpeladOMB) (CH2) n+. +,Br) in a 25 solvent such as
tetrahydrof uran o, . give an i nter medi ate of fo la (XXX). Am nes of formula
(XVI'1) in which en and nis 2 or 3 Nrﬁaredfrom-an

appropri ate al koxyt hi Il R24 7~ oC (CH2)nj}Y )g] L R23 13
is a hal ogen atom bine or 5

GB 3 075 007 8 U3
brom ne) or a | up (e.g. mesylate), % S/method to that
3forrrul( P1) in which X
1 op

g
descri bed abovee‘?@ the pregzxxypy of am nes
is a bond and Y Is CH2 fromthe correspondi ng hal oal kyl "t ene.
Al koxymheapatis rsogah eigotiraming) usikg ibutymithiulngn Hsuitable edlventie.getéttiRyd@fupan) arecat i Ng
a hal doweergperasuretﬂac} —381)ifioligyred g tredtmintrafi thieaesing/lithip defivativesX¥VI] with
QTR” %@Fé“‘i‘? ap tetrahygirofuran, o G'Y%thﬁﬁ'@s’e#l roesveﬂaf' comReHRbIXVI, g,
n

4 .f.cap no orgcse Oxkﬁq kagm e ﬁse addi ti on of 10
ot g Leiy ,{.tggr poking, Gussitte S EiIRa sl el o rioros
).7- CX and treated with ethylene oxide as described above to give a
(wher elhyﬂrdﬂydtls/lé’onwouadof\t&mci (xmix). be treated with for exarrpl e, thi onyI -
chl oride, phosphorus tribrom or 10 nmet hémesc%al chloride to give
t he al koxyt hi ophene of fornul ). Am nes of fornula
(XVI'1) in which X is sul phur, i or 3 may be prepared by treating a’
lithio derivative of fornula I |) wilt h el enment al sul phur, followed by
reaction with an appropri at i.ne Hal (CH2). Y( CHERXEK MWherein n
is 2 or 3 preferably in prot\ctedl form e.g. - as a phthalimde with
subsequent cl eavage of the piXhaDi m de group using for exanple hydrazine
hydrate. 15 Where the prodduct of any of .the above processes is a free
basgs and_gusiahdent Festrhéht Witk dn aiing REFNK uRdRY relifciktcoh@tioheds bébcrbed PRNDUSIY 0N
mannerfor J&u& EMipoBACRIBPIHE inventdA BRGras AryalRoToEfIaulS (XVEID haehiaR.f ie thwignaupt he
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aqueouB0 | pgterieuppashes Hup. ﬁpe@qm was mathyd @qumw-ar(mwmnmlene*-é%la*r(wrhgvlmrbanvll- 50

{\\glr ec "E‘Ndm at h 1 '
B Bt § %g gf); mﬁ sﬁggff ?jth"”fg “‘f %;"t § %{%agﬁ%aﬁn@?g
& and B (E0 o a%h tats .
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i stfndol -2- 35 yl)acetam de ‘A solution of GB20750078 14 . =~

3-[ 3- (1- pi peri di nyl met hyl ) phenoxyl propananmi ne (A) (1.96 g) and net hyl hd
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reS| é’%ﬂ‘&“ﬂ!"@ U%?i@ s ﬁ? aé"e' &?{E’bus sol ution-
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1
1- et eperatu The solvent was evaporated to leave a yallow oil (5 g) which was crystallised 40
[ ( d| gzharwom)mm biyé dhe 4ﬂémﬁppbn¢£hstahﬂﬂey¢ﬁdrm5 by g B46P.et hyl |l aminol -1 H 1 .
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o T



[[[f4[3-(di rret Hyl am nonet hyl )phenyl ] butyl |l am noI met hyl ene] [1 -nethyl 2

(\ghenyl met hyl ene) hydrazi no] (1.
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co nd as an amber gum (3.0 g) T.l.c. Methanol; Rf’O0.8. 20 Preparatlonu
10 4 [t2 (Am no) et hyl ] t hi ol net hyI NN- d| nmet hyl ; 2- thii ophene met hanam ne
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the tiPré nﬁmmgound as an oil (1.2 g) b.p. 1200/0.1 mm 35 -
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2h48ind “atA B0donlof N, N3-tBimethVik2thiophérethethandmine( 11858) indiy{efehydibhpan B0 /i) andys
extra %’(ﬂ"%dtwitheﬂrqq@ﬂoﬂ qfhlebug(blithbntﬁm 7emla 0oan Behpbrature; ander Bitrogendiftepi | (5. 1
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4B} peri di nyl net hyl )phenoxyl butyl]anino H-1.2,4-triazol e-3-carboxani
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1- et hyl - 5Adid ﬂerhﬁar@iursoparhﬂﬁvwl met hyl )p err?8‘>'<l§/ ra(;]py ?a!rﬁ- trll’gjz‘)lf‘igl-'cfrbfxﬁmt riaz
ol e-3- 35 car BERiytianef tanethyl-6-[3-] -pdedmhodtﬁwpmmyﬂﬁopwhrmﬁo]gyﬂ 2 Rivgyb-3-
chl ori ( rbgxalg Vd&rﬂb‘oaﬂz" H‘P@HF Wem!ﬂmt sliger pxide (B@b The mixuevaststifraios

t enper a ur tff? ha ere ’ G '%Bh a' @et"HfPQnghcmq'ﬁEaclde'mtdlsmlved in 25
m xt ure f Géoprop 9 'soltibn ie y IEr on Vg?é? xdue
with & Sdlutio ttaﬁtfrﬁ ci r?a\:élﬁmpi%ﬁgggls?%s was.

di chloro m&aaﬁﬁolveﬁheet%faﬁhﬂ ttreil’t’@@
resi due wesligotediby filreitidnyto e tlnelzmyafmpa QUi g0 ey,gn

The resulting oil was dissol ved(ﬁl n e”(]: éégge;gtsemanmr eated with a

sol uti of It 4@0 yl a e 48& precipitates wao
col | ect ed by&’?]l"ﬂ’IGI %@ﬁ'q'dk/&zgée“f‘ﬁ%‘ t CtP&-1eotp &R/ MNo. 19956 g) N (CDCI 3):
2.5 t, ( Ie$8to3m(H)545(2H);57t058 s+t, (4H); 6.4
to 6.5, sJP’ -[[37l365-mneﬂdmlmthmpﬁemmlsrosylla-mm(]am znauafue-ac 49. 8;

H 6 3; artrate Dih Yd'ﬂ? 8N. Q .CAHSO. H20 r equi g H,
] mvdture of 1-methyl-5-[[ [:4_| ?’I -piperiding | %@q‘" -3-
N Jc§rb9 Sg”gé@ Zn and dryc]? F@e 3

ic acl ) dj meth Ifo (
Sl m larly (p6 M) Nab ll’ qfl.; glg rals was passe h th‘;rgeT::::anne

_pi peridi nyﬁ-mtehom)rrbh mw ]arﬁﬂhél duci wht sktrdotée Sinethdhle Ofhe Bikthact
acid ( Q dt-mﬂma mhmbdemeqrstdua vas purified mmawertehroaﬁwgra@m Sbivéle \Was
renove °u Fﬁﬂ" g E'é‘ymfhss?'ued in gthi agetate 9ndiveataghyithra spltiordof saakiv add inn 40
di chl orom?f "el!? j@""fg",g 359? p piye the #itfe eamporayd (0.326 g| 1)
(A) (0.32 g) anq SVEIRP-L 19 2 Fraind iy B4 10 8.5 334y 1.
50 piperidi nyI)rre h phenoxy pr oby1 am no- i H-l 2, 4-triazol e- 3- propanani de
(0.05 g) as a yeIIow sol i d, m pFo@ddsoC, FB8NdH, 6,3 6412!49H 8.5, N, 19.4;
C23H26.48. 02 r ecfuittudlsO= éeoaé!mfeqwﬁs gC549.5\ H16.85 B 15.0% (c) (A (o 5 g5
and pyrrol i di 7 fbfbwingBomBavHas weleJinkilary SPB e ok 1-hidirk 25 {18:73-
pi per i di nydipetihylinpinihenckllpopaliminalyl Aa]2.4-tradole-3- a'.lia'd.@iefd (ABbYhb ad,ove meth'%f:l

- OXO0pr o py | eixgapt thet ﬂwlemess(tmochr@ndaWaarebiovezi«ndadednedd plessure ko I6ave Byasidaawhi
0. (was dissolved in dichloromethane {15 ml) before adding the appropriate amine.

5.
‘B 2 o‘ﬁ@ 007 . "A” ine$0.27%g Ny TrimethyB5-H3-[3(1-3 5.4, 1
(1H) 5 8% eri g‘%"%j‘eém& "V'? "’éﬂc?gﬂ@lg“? paganids ng( ‘*tﬂpﬁ)ve"%v wlig. 15

4',(2H) 7.56, m 7-8.3, m (6H); 8.2-8.6, m
(6|-|) Exam;”e 95 NI[3 1 Found: c 642 H, 85; N, 19.4;
- pi peri di nyl met hyl )phenéyﬂé’p‘bﬂ%"}”% (©-84:ety|§.5:1 M- 19.624-tri azol e- 5- ani ne
Hem - &5 hydral (@) (@.69) sbdisyerolidine (0.2 g} gave 1-[3-[1-methyl-5-{[3-[3-(1-. 55
N- ani no- I\Irpfﬂsrlﬁ'wlr(lg_th,glppmox\dprnzm]mmhlﬂH—plﬂeﬁam;o]-pwﬂgyéﬂoguwﬂpﬁraﬁanhwdmwa
car bonat e PriFksief spligdlh-let Bvstem BRIPS.and 2- t hi ophene carbonyl chloride (0.63 g)
“in pyridine (5 M) was stirred at 240 for 1 2h and then heated under refl ux
for 3h. The mi xture was di ssolved in water (50 m), .



ted with ether and ethyl 10 acetate.. The .combined organic extracts .y

@ie‘if led with potassium carbonate, washed with cycl ohexane and

evaporated to | eave a brown gum (1.0 g) which was chromat ographed
usi pg net hanol as eluent, to give a solid (0.20 g). Remsw/ 2t erg iopftg on o
t he roma mxture o

Wﬁmﬂm
§(r:n:t5?§gg§ave é}f:a”tl e CO%&U’% \/\/mteﬂgnjfw?ér},t &][%Zzﬁigsﬁnéa%? 0 15

3-(3-Pyri dyI rret hy F\f‘?S [3-11 -pi per| di nyI met hyl )phenoxyl propyl J-1 H 1
. 2. 4- t Exatipdd ®- 5- ami ne A solution of N-amino-N-[3-(3-(1
- pi ;ﬁarNd3-r|5§ﬁllmtmlymmwrpouhrb?\ghm-mlmﬂﬁyﬁ? aﬂddazﬂe-&@nﬂmﬂdmﬂt rateé (5
and extracted with

g) in !M’E’ 0 th um h dro
et hyl %’gg%ﬂgf ?ﬁgg%me%%" mﬁj g‘éﬁg&gﬁﬁ 3 9) which
s b e"tr é'a?év ?z Her u,per rﬁi re"drﬁh? (1.46

10’ NBasitfe ivith Botd@fintdafoRaty, shéa \chﬁélo eeu tﬁdthw dnB efhpdi UM 19
hyd I OXaddtate. Tiesdoabinat bd@amyeluebtemmwmtm leavé £browh glim ¢1.01grwhichvaaset her eal
ext r ac¢hsoraasographed esingmethanob: med: dive a selid/(0.29 gh Recuystaliisatiahnd thetsolid froma s
recrys;, g;"ﬂf%%f Q'PtrPGFW'el!'MHP § \@nﬁmegwwetemammeﬂwnwmmv@s a cream
cryst a dgfe 25
(e - _nU %I 2%(31{;%“#35 e %41331_(01&" 6.0, (), 685,585 348 l4H: n{:{”
(2H); 303 ; 1-6.13, t+s, (4H); 66665 s+q,
(4H); 7.6, m (4H) 8.1, m (2H) 8 5 m (6H). Exarrple 11 .30
1- Met 3-(1- di nyl th ph Ibt -3-trifl t hyl -
b tr?""""m%,ws%«#w&a&“* é“‘ s £

90 ¢ hdratiags 3 hwatar ‘."5'35? ?@%’“ ?&@mt

Soi B fggag Lﬁ# A '“d;d ?5 B ) 2
thi onypyr m&smﬁy%rdafn rigel 485) &rd‘ammn dteFl5 nimb tgne
chlori d;a vbﬁliedSMtlfdved'ne&ineZEd &xaractat witk\bther. T\ etlapabéxtracts werddridd1 e
res % % uvdnaepomtecbfelmwa brnwrreqs g !iy%leh whs @crmelh%ﬁ @rom ethvl acetate to give the title %
- methy Rq 3si 9%?\‘% added €hd -
. +t
R B
evapor at ed, - Wwater: ed W I um b’ arbonat hd
extracted w th et hy% acet at e. The extract was dr| ed and evaporated to give
a browexamgle thi ch was extracted with hot diethyl ether. On 40 standing the
titde@ hxmbl[ ['3-(2-ng)er-dmybmwlipbmxvlbeMltamﬂepmetwuti D triapols-6-06- 930 .

40 F C20H26F3N1102 C,
56. 4oqu1m W bu'fu W‘PF"‘N)@H;Y’T“NM [3-( 1 requires:
ﬁr@ ﬁ:

- pi per? ' Wéom y\)’pﬁeﬁoﬁilsdtm%t@wg) &hldﬂ‘yﬂchlo%délﬁtrﬁl) #go! e- 5-
ani gg 5:ethylform9mﬁ:l'd$pﬂﬂﬁi rﬁ&hﬂénetchﬁndﬂm!i'@mbhﬁaaﬂﬁmd €28%fo2h. Afét evagobtionn 3g

al um nthe rasltyé wasléissolved)in methytbing chidiidetaad 1 -areyii-Ofttifluaromertiyl- 141124 tHiaadle-5o0m _
t enper amioe &5 d) wvas addsH anadiie trindure vesistindd for 18 bfat wermitemnpetatire. Thiaeoluticniyeassi on was
treat eevamrmdmwe# wa@uaeeeepgﬁﬂd t!rrse%%raegfwwwmw i‘ tote: Theyi ve

t| t %‘8 c‘@«e o “,’g'ﬁ"?j&g aé;;rﬂgg"?% &ggm'%g' %&QE@‘ N? 16. 7gl st
C20H2F3N50 requires: C, 58.pdund: He, GeB: M, 62 OR0 16.1; F, 137 50
Exanpl e 12 3- Met ha+w|ugmmgduw&+[zt [58:4. H, 6.2: N, 165: F, 13.4%

| - pi peridinyl net hyl) phenoxyl butyl-1H 1 .2;4-triazol e-5-am ne Peracetic acid
(1 8 mlwethvldbﬁklii&mpqdld(ntlﬂnms)l)mxulbdaﬂ-htﬂfmoml-éM-U%Mnavle-ﬁ-

gmingi o
vgg( htfH_ gmgmfnrl]vbgﬁg Q’q 9{% ne (11.49 g)
eta

N i

tirregyabls WRRRWbR RS seliiderro Fﬁt e 5§ﬁ§ t%@ﬁl@@&ﬁﬁcﬁn@ﬂ' ). mp. MRS
deconposed W th sodi um sul phite : I n.water ‘and the resul ting-

suspensi on evapor ated. The Fonad: dL& 5013; nikuBPal Nsaé. 2 t h sodi um bi car bonat e
sol gpi on and extra@,sw,mqrhqtudesor@fﬁﬂm HhéSexNr4d0% 21 50
@B 2 Ozw 21 was evaporated to give an oil which was crystallised
from VISRV ENMELI-01- SR dNyMAGthy BiphbhoskyIbudyivs-1 2@1-friakdiesGemmoUNd as a
bei ge powderacétit aéld (4B mikTh pcetid Seid(l 3. miFveasadded@t 05 ta Bsolutibh of 3-tpthyitthio-§-[&- 9;

ClgH2, 3-03spedrdigvirmaskyliptBnosdbudyll- t4-1.2,42triazole-5-amin2 (4.6 g) 4d sedire acegate (0.69 g}
5 g in acetic acid (22 mi} and the mixture was stirred at room temperature for 18h. Excess peracetlc acid 5§

paRcemstamscrniapip b b et aie oS

hydrochl oride (0.36 g) in ethanol (20 mM) was treated with potassium

€

.



hydroxi de (0.28 g)x A solution of 1 -ngethyl-5- [[3 [3-(1 : @
pi peridinyl -met hyl ) phenoxy] ptopyl Jam nol -1 H ot
1,2, 4-triazol e-3-carboxal dehyde (A) (1.5 g) in et hanol (20.m ) was added. -
The maqture was stirred for 10 1 5 mnutes and then fil G8r2d75T0@7 Bi | t r2dt e
was eraporated and tne resl aue was dl SSOI ved Tn chloroformand washed wth

vefer. The Or%@ﬁé SRR S 1) b e
soI id r esh ated t@h Pta’ fr %tg‘ﬂ teg cf’{ureat ergfpvvl{> a
sol ution ?}I}?urra |§rd§§?§¥$ e \ﬁ(})ﬁg e?%?zget anol to %I ve the title
conpound (0.05 g) mp._173-4q, C. AssayFound: C,
58.2: H,.7.0; N, 19.CmHzNs °ss“°q“"°s c 560, ”13201654%&"02 | 2CAHAD4
requires: Exdmpldfe 6; H 7.0; N, 19.5% (b) Similariy prepared fromA (0.%
g) and rretalhmal\yahwse{[:g-m-mp-ggndmhné:hyI)muﬁn;dy]pEoI{v[]an{nBl-QE! -1,2,4-triazole-3-

pi peri di ngdrhexa h\)qsmam) Vglp b'p}!l"}tam n ol -

1,2, 4-tr] ﬁyzolAép %él)g"m |)W|33t’°?fed\ﬁ$ Eﬁf%?o

S 0.7. 2 s '
0 '5'4 tes n ae?‘ |%'gﬁbsf' itra( se |dd3'h§sd d m@hﬁ&fcrﬁl

5. 18, tes
(2H); 7 6and washed With vodt anmsol s teredlahd evaporated and the solid residue

1- Met hyl - veg dissolvad |ﬁkﬂ19iqoaatethtmyblrsad tlgdteqohennsoydu ofyharigacidinettl 1, 2, 4-tri azo
| e- 3- car banetate/pthanol\tasaive the tife compaund{@OH gl m.B-1783-4°3- (1

- pi per | ',‘fh nyl met hyl ) phenoxyl py, QMH,@@ ngJ s83. HH -7%: 4N, igagol e- 3- 25

car boxa dehyde OX'chﬁ-l ,{I\Po,f}')c oI heqaiFeRl | €, 88l8Yd HI dﬁ‘) (4, rn19)59yvas heated at 1800

for 10 hours fm poyred on ous Honat e
and extra ,gﬁf ‘\gﬁ}% %}#x v$ 4 qptNd
.evapor at e&f’ ch was Crys | 2e0 Fromdr et hy eteﬁgr ggnd
pet rol gym et h@ﬁr(éditl 2¢‘é)s8ﬂ4))2 m 141 NE3.003.3, ind, |301);E0MDH M)k 5(9D-36.02, ta8 (BH)Wh20 €
powder,  m p. 66632—mmd+s (GH)3BI5E) 5, (211H; 7.8—4,88, i, (6BB 83, m3(BH).

C: N9 quires: C, 64.4; H, 7.4; N, 23.7% 30
Exanpl e 14 mdtnyi 80— BpiBbHdiimethpEHeuH bR TaMio3tH-8.2(4-triazole-3-carbonitrile

< pi peri di nyl A(Bybtdﬁwh ofihmeayiyg-§io- ppm? iperidinytméthyl)phendxy]ppy]aminio]- i 124-fiazadedt | C
aci d (25 Obarpdxaldéhyele 6xirie (0L %5ad) intacetiv)anhyride @irnlbwandiedted 3t 100P fid © howrsldtie t o an26
i ce- cool el‘!"’@ﬂ’e wsmqyﬁd@ntownquusm bicaghanatetgnd extie YVHEMW §h ‘3‘1’5"‘!’33 '

- Nef e BYRPEf; vq_f; solid, which was gystalfize n
e e s S 0 o2

stirred at roomterrperature for Iit@hql s©dé4i2n skl pHi t B, 53325 g) added and the -
m xt ur 80evapor at ed t o dr GnbaleO reauireiesG.d8k4ial, Basi Ni €8-7% pH 8 with sodBm
bi car bonaggamssih i 0N, washed with ethyl acetate, basified to pH 10 with .
sodi um cankmmuea-aiafhy&&tphamrael:hvm{e-w-hybnpawmyahmnynp@nus,]ﬁrobﬂhmH(102,46 9).
Thi s was 4#iazolesS/ahimkl | sed from net hyl acet at e-petrol eum et her (b.p.60-800)
to give the tFreracetuw 150R! o Gl Mjaplut nlwasqﬂcuaeld 70"1&2'&% m" '% D'E%Ho 32

ytion of1 met Ithl I
Eou?_g 65:%) sgr%ﬂ% gN_e t\;ga clgv?. ﬁgﬁx Therhl asstl

. met hyl 3- Ef " At E b aH’eHQﬁtﬂe(h%Ya%%fbeb

1- met hyl 6 pH Wﬁhﬂ &Wﬁkt}&ﬁﬂxﬁhéte&wﬁ%ﬁ\ﬂﬂédﬁﬁé h:}dnﬁnﬂoam (0.46 g). This was

hydr az isg e costaitisadifiochohéthy) s¢etaté-petblaym el (b.p. 60—80°) to give the title compound as a white 40
3-[ 3-[ (di relidiQ-Raal me) h2t-h¥22%henoxyl propananine (0.81 g) were heated at 700
under water vacuumfor 1 h. Afterrgp@l i 0g67.0heH] act iNpnets; xt ure was

di ssol ved in tol uene (10ChH,\N@Sireqdires0 Ch§TOPCH] @/; c NaciéB¥% 6 nl ), and

stirred at 200 ring 1 8nh. The acidic |ayer was washed with tol uene and
50 basi 03-[Tmbthylstil mnHmum- _
extract4 d1 éé&) Wﬂ&?ﬁ’%@%ﬁ%@?ﬁ@? err?ati;?orrpounﬂgs 2 as an 0|I

T.l.c. Syst emlléthﬁr 1-99@«9—N Niﬁ'éth((lgmoa)l)acélyllu-(phhnyllﬁléthne)@d@zl&cﬁrboﬂmudé&m;e
5.4, t ,  ( X1.Bl)g) artl. 37E3€(di}nethglar(tld:b*ynath@l]paﬁnoxv]prop |nﬂO.@5 )\gere d at goggndeg

for th li e issoly land BN
6. 93vat<yva qup)for #ﬂlﬂrceo m ?reacpo mMixtyr Tx'ﬁg o hyerwasm o to,uene and 50

(2H)
. _5F5)| é 23 Isgl_ '%@f TL:e z_gg? t5°" fxtracted with ethyl acetate to give
triazol - m, 10]__3 g db.ang MA); 5,780 (419); 6.8+, [(ﬁ-l)( é.45,

- pi peri dI rsylsmp ,Rsmpybha;mennbﬁlml-(-zm)z 4-triazol e- 3-
& 2 075 007 B 22 met hanam ne (0.2 g): and )

Tl B e Al bt g
gl aci al ace .Wl oxﬂ&r%ﬂ&ﬁmoﬂ#—ﬁ%ﬁﬂib?e—é-ayer was

basified to p h e) | pOtaSSI um car onat e ‘and extracted with ethyl
acetate to give an oil (0.1 3g), which was chronmat ographed usi ng net hanol
to give 5 the title conpound as a solidified | enon-yell ow foam (0. 065 g).
5 N (CDCI3):-0.5 m (1 H; 2.1, m (H; 2.80, t, (OH); 3.0-3.3, m

nnnnn



m. 4t~k); 5.78, brd, (2H); 5.98, t, (2HU; 6.48, s+m (5H); 6.63, s, (2H);
7.R85 , (2HM7.67, m (4H; 7.93, m (2H); 8.6, m (6H). Ir (CHBr,):
280 A, 2760, 2725, 1385, 760. (b) Sinilarly prepared from 1-
nmetRPl-5-[f3-13-0 1 -piperidinylnethyl)phenoxyl propyl! 363'2067510U7 g0 22
1,2, 4- trlazole 3- propanam ne (U. 46 Q) anad net ny|

[\I'ngfhg g:%lr o ltl @IZ g) jvnc} metR\ﬁ-tl\Emgtgyl%-nlggnmldothloate (0. 08 g) in water (2 5 m ) wa[s. %tnrred
B ¥

- pi per h@?{ : ter vaculilm T%re‘f;ﬂon mlxt}ul': ﬁayzgd éé::t 1al agetnc acidand
to

yl ] pr opiragte@with Ethﬂ*a&atitaﬁ 1201V 313, vAichdv 0 arb f;_}%ﬂ
0. 345 ‘“'“”’4 @@"’W a*a&omf-menﬁoh-moﬁaa 0085 G111 H) us.T"'LZe ';? g

3|-|) 8 3 8 ( H 9,48 s+m, (5H)  6.63, 5, (2H) 720 b, (2H); 767 m,
15 3-1| ')ar|7p a q?étcﬁ% ég:fﬁ P?F Pl ani noJ- 1-
H 11, 4274[“ 3- ((PE@Q) :ﬁsﬂg i | | at O
- met hyinbth{i-NB-[§-Bt-tmé tthS-HS-'Is —ma’ -t ol- -

H1, 2, ﬂhtmvlhzﬂitm-m-etrm Ve { @73) g)c spab,acl mm §

pi peri di n&iner CON,): anﬂ*ﬁhyirﬂ di. m,-n (275+-3.3 w844 1c3,88,d, (aH); 29, m9((i’H)c 9.1874th The
resul ting sof#iBeirGEemd9tisT-1 orfedi md 13H):BA-18Bemi(6Hlgi ve a brown foam (0.9 g)
whi g Bampléngartitioned between aqueous sodi um hydroxide and diethyl , 15
et her . 3-ThMethyl8[85[3-(1 piperidinyiniethyliphbitukyIppdpyfaminb]- 9102 8dtigdol-34yB-2L he titl e
conpourrarg f@lcflA!g)HwauN\ﬂL&)e solid, mp. 95-1000 [deconp]. Found: C, 56.7,

H 8.0: . R s°' tipnof 1 3-8 -E'Pgmmp@mnhqne’ylpro emiel-TH-1.2/trigzold3- N, 15. 8%
de (D 8g omc acid (0.23 g), piperidine (0.05 mi) and pyridine {5 ml) was heated at
arf't 1 rquE-seﬁ';( as azeotroped with toluene to give a brown foam {0. 9 g) which was 20

m hydroxide and diethy) ether
o per o Bl ang i (00T bid Yiﬁ,i 2 oD JPTSL P, openol
Et hyl 3-El1 -nethyl - = -p| per| dl nyl me hy phenoxyvpropyl]am no]- I
HI1,2. 4-triazol - -yII-2- roﬁemdaté §6.7; H, 8&;siN, uk&.%n of 3- [1
-n‘et hyl -5-[[ 3- [@a'('aNaOpﬁﬁéluQtﬁqusmt:wwphandﬂy];Now!r%am nol -
1282, aliplePre! - 30 3-yl]-2-propenoic acid (0.8 g) and concentrated

hydr Oc%ltﬂMe&kué-talnrﬂ.aerfan.yﬁmmgmhem FJp»nsrﬁ@ fi)ﬁdfﬁ-niﬁ&us {2l oved 3By 6h
at refprapenoSodi um car bonat e was agded an he reaction m Xxture was
evaporEthy 8- ﬂmtaﬂtﬁa[[sdii-@ -pipeddinylinbtigliptieacsdpropyilaiiing]- 14nd . 2)e triazél- BHyibd-

P19 mcar onate s tion and chl oroform The organi ¢ phase was °

bet E‘g&

soluti t ridiny I) Jamino

Syisgwtj%b ahcu:f (ﬁg Igy;an céncenﬁﬁ (yd loric chl (1 miyin eth?r?olw sstt%%d l‘?:g:!: |30C
W at ium ate (5 g) was

Nt ( ted glvzx;n whl wirnch \‘I‘gs %d%g‘t § %%mﬁ*é (4H)

5. 43, s‘olutnériaﬂd)chloﬁ:f&&- gwéltﬁ@ wrl H)

7. 55, (QﬁSﬁBH%ép;?;t&ﬁC mé%&l—b 8 4 8 68 m+t 1 Met hyl - 5-° -1

1-piperid } e it $Eﬁln m!-t):rﬁ%&nkﬂ-ﬁ 58)—58 40

| prgpgnm Rl R an il et Al sk b gagrritubn i gt ey el

40 A stlrred( gbl uti on of the above2-propenoate (0.8 g) In tetrahydrofuran
at 00 G-poNKRthyRE[I30@AA-pifridiny ArdRphé Athing)- 1472, 8% D (0 3M

6. 207 gropenbl Zh The reactlig% m. Xt ar eﬂoay/a]g}dgliumenchg]d %/'VI vvéq?gllr'yg'?lg | t gped

t hr ough histimed sBlution efzhalabeve®sropamie (0.8/gkih teétrahydadTiyre afuscaﬁdea nﬁogdmva@orrbl ned -
filt rétqeteéwaﬁb@m'@wnhtﬂridem}@ma (»3M1#h2 ml)lfowm'EmrmBorUhmrnaMasgnaphsﬂ using 45

di chl g} %mm ﬁ ) i dae Bg%te 'glg/équi@ qrsdttm%coe@mp@und
0. rLOXypro i azal e
gs 13:15 F:(B‘Wre%mm 3%%2? ﬁ ?n|| z ea eca @d g) o%tgm ng}égmbth ég
3.22, dt; NewfEDCLHi2. cud355 51Bh b73.0: 89, rﬁ 653 q56563'532 . 55

m 7.85, m 8551.5) 7185, momué,m marﬁtammeualpsaksﬁs4t 13, tBEm.t; 8. arrpl e 20
50 1-11 -Methyl -5-[[3-[3-( |- -piperidinyl nmet hyl )phenoxyl propyl]am no}- 1

]sr?e1h ll{‘hl;ll;te?ﬂol - 3- I(I et t;agﬂ(r)“r’le 50 a.l ] i i
;i? ol eE _V g Mpg ﬂl;l@ngfn yf)@%y]propyl]amm})’]-‘lﬂ- 2 w.f.gﬁ'-‘:';-mwe so-tri

- (pi perltaAthw 2 robaia ol n%h 12

- meiSh Heatad gyioeRT0 et hr,due TRg h;«drrammaw&m 68 90 MRar ao.m%.d%
heat ed! 2! ®@s adief.gihe mixtrawas Fiwed frir 1 8hiarel heated di 80PFbA4DMinGtes. ThekaRird 50 i )

and 2143y G‘f‘[?é?ﬁdd‘f'ﬁhé%i'ém 6'08'991' @dma)shmytraddm ThElaquevux $alutien was basified 1 ed f or
18h arflfl" rgga%g 1 o et*nrﬁecemtgtm@ exteagtovasairied, filtérecbadwi t h
o T ﬂrmw R doty e ssinn viog (o
baS|f|ed vmt aqueous sodi um gr'6Xi 5 'S)Qt d with ethyl acet a®e.
The -extract was dri ed, flltered and evaporat ed to give a solid residue,

whi ch was crystalli z,ed fromdi ethyl ether and petrol eumether (b.p. 60
60-800) to give the title conpound (1.2 g) as a white solid. mp. 67-680.

<)



Acti vat ed manganese di oxi de (.9 g) was added to a stirred solution of ﬁ- L
Qbove a- net hyl rrethanol (0.5 ¢9) in. di chl or omet hane (10 m). After 48\fouke/’
«the mixture was'filtered through hyflo and the f||trate evaporated to give

&

the tizggl e conpound (0.073 g) as a col.ourless oil. T.I. C. GBYS 098 do7 é\ Rf937

Z5~:2I|§||)m e, T 277, [,' (J. ) JUJJ T \on) 5u4 L, \J. WI;Q

' 6. 37 m

(2H) g 31_- - -(1 xy? 110-3 ]ethanone

P perldlmxﬁgaﬁn‘f&. fE Arg"?]}%% %1 }E,%%Ea i.nxemsJax'- 10
gl Htie

- phenyl wib Gﬁitﬁefmrﬁﬁ‘d éﬁoﬂ ed )asacolourless oil. T.l.c. System
- p| per igl i A)RF 07t hyl ) phenoxyl propyl | am no] - 4 triazol e-3- nethananige

(0.75 g) andNph la):i27FCty bk 130813 2b, (M))somdnm aeetmzmnsm s+uaisHBias £d at

300 for 3h. Thel2tlg7\A8ne (%gﬁe\wﬂ\%d&&w'ﬂvauua 3an8l7tid6Hol i d resi due was .

crystallized fromnethyl acetate. and petrol eumether (b.p. 60-80)- to gi ve

t he t|tIeE,Qg{mynd (0.94 g) as a white solid, mp. 120-10. 15. T.I.

Syst em A, N¥1-fefhyl-5-[[3-[3-(1 -piperidinylmethyl)phenoxylpropyllamino]-1#-1,2 4-tr|azol-3-y|]methyl-

15 Exd@p!W-ghidnyl urea {

N- Cyano- N' - métnhixture|qf 1 eﬂwh’éﬂﬁ 8-{ Gpiperli HM) enylpeipaanyint]-11471 1, 2 freninaod ro
o s EI 8 rgﬁ mﬁuegwnmﬂsﬁamﬂr@ﬁ a1) 0°for 3hﬁ3p i

| ] am noJ- m?‘PF“aI‘"? (gf-’e ﬁ eny cymteﬂ Ia etate and
;_l_nﬁt 2y1!§ 0 rcg %n%trg mﬁg §Hto§/m ne §3nj{§£gp) @W E‘I : 291—51

added to a refI uxi ng sol ution of N - 20 cyanocarbim doth| oi ¢ aci d

di mret hyl Bemple22). 45 g) in ether (50 m) and the m xture heated at refl ux

for 8h. AQ“%_""CU’O‘F‘ '-N'a'[[(!tlmmvlﬁe %-[%-ﬂ-l"l!"(dlﬂm Iipbenaiylrrenyilentinglrd Hnas
d-

col l ecte tripzo}-3-y] F\?ﬂ“’"
o oA e b ?ﬁgfﬂf's"ﬁm;m
ot | i 1
sol | d V\hlalhAﬂ&&oaﬁg d OluYdss aduyltz r )pi’-éamtﬁ é/ d\%%mﬁdbpﬂﬂhmeﬁ S121LL ?!T
conpound t&2°aThischaerfal wasadsed tiod s6l0tiavbf gsthylaimfne (AWBin etharddl, 1030IDIn etlatiol (50K 3) :
2.73, t, e(ng tlpgsolugorgbe@teg at MMHG‘Q T8 mixtyre (vas evaporgted to dive asblid-vhictow®, d,
(2H) : 25 gecxstal%zﬂtﬁrom ethlgcetqte t9 giyp the gth@mpgund(ag |a|)cologle5gsoll (0. %m p.A 3§‘8‘ *R5

ggH)N[[t S é %&&2(8&_&3 (girh ig?@t%ﬁkﬁlls W@H&%ﬁa&gm]_. |

.2, 4- tr|azolfea) yl] rre hy benzam OA) Ben20|c a

added gﬁq&'%ion of 1-nethyl-5-[[3-[3-(1-
PP TR RS2 Berin Y eyt e A £ 202 e
pyri di ne was 56% 8pexniaiasitidided 057 Q) wassdddet to W@6lutibnl ofi | @ebtMA-BA[3vVIBY(Br (50 35 ),

basi f | ed mnelﬂﬂm‘dmlethdl)qbammsdBllouvﬂambwat%-ambleammadmmqm)én pwitinatiOtnall e.
The e»38 Iggv'ee WasAYARGRIP wd\ﬁbrsreﬁﬁwmﬁwﬁ iﬂeuatarsﬂﬁﬂgﬁs

thanol v@ Wit trol eum
e SHiEE eﬁg}g T Ao i

et he
cryst aI S g)B%Qh-te p. 70°.
: 4ﬁ 40 C2SH N. 02 requi res C, 65.6; H,
17 7% Exarrple 24 (a) Found: C, 65.6; H, 7.3; N, 17.6; 40
N—[I 1- Met hyl - 5- [ [ 3- [ 3-%aaHsgNePerenvitery | Geb®8i ) BnéfoxMh g7dHy1 | ani no- | - H 1
, 4- 11| azexampleyddl et hyl | met hane- sul phonani de 45 A solution of 1
- mat hyl - Ela)[I!-H-1él\BetbyI-EB-[[3-[3-(1-plperldmylmethyl)phenoxy]propyl]ammo]-1H-1 2 4-tr|azo-3-

-plperldmﬂynqﬂml ]amno-1H-124tr| |
nmet har®®ni ne @0'5" ofa X&WEWP RX hz Y F'?’B\*r?e 4525
m) was ST?t eratu r18 SOl oI || Ted to
gl ve a b on waﬁ'%mpora lvéa w | S¥a

MI% 11

U'Elﬁe ( 1@ %saate and
petr ol euru,m{e 0 give the t| e corrpoun 4 q9) as a whit

powder, mp.117-1180. 50 Found C, 55.1;
H 7.5 N 18.8: - Found: C, 5550 B AR2MN608B:requires: C, 55.50:
H 7.4: N 19. 2% TheChdaNGap rguitasinpEuRBQ: whr d-4i N 1'%4% prepared from the

appropri at e $he¥Blowdiy dodpodrids A&M!shhilaft d Fnlthb apbrdphatel33arhinoalkyl-triazole:
-pi per i di nyl g e e ol iboalo el e
46 g) reem@nareing QWS gili\q:)helhgﬂe sephatyi dhidri®(01h i) gave BiVB-[1-methyl-5-{[3-[3-(1-

- [B%- ﬁ%?l{\\d@ |Bth muopﬁlgmlno]-1H-1 2 4-triazol-3-yllpropyllmethanesulphonamide asagum 55
p| perldl 141, 2 4- zoI 3-vllp rrethan
esul phonani de ?é){{ign 3?'#)%:0 %%ﬁ’% ?ﬂ" B23-7. N?n?dj'%‘
2.7-3.3, w7 5.88, t, (2H): 6267

m (9H): 679 q (2H) 710 s, (3H; 7.32, t, (2H); 7.6-8.5, m (100H).



~acetic acid

) i S B
\§07 8 24 Cc) 1 -nmethyl - 5[2[[2[3( W,
pNee { di nyl met hyl ) phenoxyl et hoxy] et hyl | am nol - 1H-1 ’2,4-triazol e- 3- '

met hanam ne (0.8 and net hane suI honyl. chl eri de 0 5 .
}22 M\ll(r\ rogng [3ei(d P y ( G% 2%7&68?3 24

Py
pi per| di nyI net hyI )phenoxy] et hoxyl et hyl | am nol - 1H 1 AN
, 2, 4-t ri g@ol-mathyi-s- IIE[IZQBBL(I1Wehﬁﬁﬂﬁb&ﬂhbm]dm)(yﬁﬂ@ﬂmmdmf-a Aftdazoleedn Oi | .
T| C misyrmhaming(0.83j) aid rhethBne sulphonmeIon(ie:maQ) gave NZff1-methy8-[34(2-[33(19- 3. 3 m

p@gwwlrmtr\ﬂ)phqngl ethq;y]g@yl]qmm -j]HH)Z 45r|qgol-35yll ezlm]me a@psglplzonamgem (4H)
(4,3_33 @ &m%@ae ¥ emgj H)le?s bie2(th); 545000117 5.8 & OH); 698312, M5

2xs, (5H); 7.06, s, (3H); 7.65, m, (4H); 8
[[3 [3 X ‘ny émn )nre?h (F grsnoxxs](lgrz)py [%}ﬁr’]o] m. {4 ?] Sm(BH_.

f - car boxal dehyde Fumar ate 10
- -ﬂﬁﬂuﬁmﬂmmhimwwhﬂﬁmyhmmm 2,4-BioNB- | 1-i

2

'5 [[3
, 2, 4- 'rcanbamdlahy&rurﬂﬁaﬁet hanol (2.12 and activated nmanganese di oxi de
(61032 Maésﬁpnmemunu eth\élphmwxxdwbwﬂemmplﬁ mothyhi - 124 triggolesd- 240, The

m xt umet*wa e eact'v "16 @"P?el qxaipf gf di qse %%0 fem'm ch was
chro é@p on Flonsu ré steerree ragétﬁ 3%?;? ﬁnﬁh ethyl
aceta d| 3{ t}bﬁ ate anol and

adge da&&at@/eﬁ@ Y d tﬁ t. bsnaqcv g)arsaew mpamat °e hanol to gijge
the titl eNneoDpm umdo Q1L 283, ﬁﬂanmgmosmi 1311) 38,5, (2838.76,36,.(4H); 6.3145 Nnv
(D20); O. 50 63,3 s¢d.k9H); R1%8, (61); 780 tHRH). 2. 75-3.05, m (3H): 3.3, s, (2H);

5.76, m jlarl‘y pBdpared 18, 5-62-H{5- (B hylaminBmetbyll4-8idhyi-2- 90, t, (2H). (b)
Siml awa l'pvtb athvllamano%l ezh l ﬂhtfl'Pé?' rraqthwﬁ) ) g gctivatedet hy| - 2.

i u?ﬁn '?Wed hipiehlg \6{& ] t?h d AP 2 ﬁ-tfgi%lt'%ml

g) an xa'l a ?% 353'" M1 of oF m W after 6
h at 3 T1 329s(2H)4052Q1H) 57s(2H)6203(2H)63s(2H)645m |

[ (di net hy aru;ﬁp)rmuyyi o, @8):gs; £ 3HIr anyl met hyl [t hi ol et hyl [ am nol -

-methyl-i H1,2, 4-tri azol e- 3 carboxal dehyde fumarate (0.4 g)'m p
14951@3(ambm23(D20) 0.3, s, ;. 3.29, a, (2H); 4.05, a, (1 H); 5.726s,
(2H) BMathyb3-( ﬁtﬂytsulﬁhewl)moﬂ(ygﬂ) 3{{*51-pmpn(igmhyl)gl!pnpxng'opquyld,WH) 7.95,

ofesB-amina
25 | - % I-g-_(T\MWPlgmt%-(l)\lﬁgﬁrgd-n(étmldNyllr\?)ptlryjf)ptninoxy]propyll-1H-1 2.,4-triazole-
er RigsYet]-P -5 Khnbnyiméthyibe)ifdfkifs carbthiiniidottioate 30
ey 2%%%, ﬁi“ﬁi‘ i %’;ﬁmmﬂa bl §aRLFe Coinidudione,
- pi peruaaluﬂwo Bd%ﬂib){' 0d-gl wagthén bdded am the mﬁmuﬂrmadsér a

Met hy | further 2h. (rnetehgﬂoh imiayraces yisgolueu u'rtelubryal (5 mi)(apth BN pydreshieyic agid Hredne
car bo xqt moqjﬁphpgg_@gp for 1 83@n meph S gﬁq rated The aqueous phase was basified to p 10 with

3- [35- (¢ b sbpgpt aehefaang, 38
SRR e
added and 2B X . g 7’faf ma(4 it éei( anse&um MIBHILIT € vas
di ssol ved i n t ol uene d 5N hydr ochl or| c aC| d stirred at

room teﬁpﬁnﬂmpm@&mﬂwgmmﬂhmmase&1se:par at ed. The aqueous phase was
basified to pH 10 with 35 sodium carbonate and extracted with eth

ac éOat EMeth dE“’HW"U!PFW"KM‘n’G'FV"\Na@ [GHF‘G’FP&E 'digvlafpﬁ@ul)qup proggl—ym}g 40

acet at'é"?%? % tti of"ih% veg-ange
br OW“ kit e' and] 2:%% d &0 ﬂ?g: igh, Excedd) ; 5. 87,
t, efah tllt :)os soﬂnum sa |te( :vaﬂ:‘; Ad.drip nﬁtﬁﬁwaéeva{:&h&d 7. 60,

m 4‘.":4 he résidud waSbas(fﬂlﬂ)mth Zorﬁﬁn bigarbdridtd)solufian dhd@xtravted(vgth)chlotaforCHi@reXtract 45
34006 nvas RFSHeted hgjve 2 White sdl88&jch WeB Bacry4Qllised from methyl acetate—petroleum ether to

o f%m:ggc., SRR W i

tlbn of t ove

( MedgYEstalhiphe 1rethy| trlazole (0 69g) and the m xture vvas stirred at rogon

t enper Ni[[5-E2-LBr[(Him3thylamisaiamthytlr 2hedriyimetbyllthinjeshyllsminnl dsmethyl- 1441 o um

sul ph|trmzc(l-]s-g)methvl]mttbaneauldhqmltln xture was evapor at ed 45 T e {3}&3 due was
basi fi ed i solvtiemefiSolf3- 'BE ﬁ':"@'@?‘mq Bﬁ"' E”F a orm
)eas§

The. exiZd v-azowss-wa a sulp \g‘ia : ',“" :
Er%? égga %&ﬁﬁ't ¥ %a kre ol

recﬁfys’f" }e
b Browhdil. TI
: 1 Dcﬁu 5(2443 5.12, bit,41Hf) 5.85,s8@H); aso(emH) 64896.(3!3) 6§E.Id) t2Hﬁ 35,
dt (2H) 6 480, s(ZH)@H)a s,.631857.78.s, (6BH) ; 6. 90, s, CBH) 7.60, m t4H) 7.81,
m (2H); 8.2-8.8, m (6H). 50 Exanple 27.
- 50
- N-[ e- [ 2 |H5 [(D| rrethylam no)rrethyl 2 furanyl rrethyllthlolethyllam no] | -



%

[
, 2. 4-
5 £

254- 5t L a3 rret hanam ne. (0.75 g) and net hane sul phonyl chloride
0.18 m t f 1
5 hours. | Mot f’ifﬂ“f' Smirlndb o ey L bR £ P LT

aqueous_sodi mmwdlﬁrsaua[:ﬁmtmemt/mmmbmtw]ﬁﬂtne&/mwpwmmm anetfiih@Ha2gani C
sol uti 0B tiegole-Bapahaboiie mea)m%d tnbtbarnei sulpbonybejpide(®. 1B0nIEin gy pyfidine, (t5 MBWF ens
Le]

[[ [
28 azol - 3-yl | met hyl | net hanesul phonam de A m xture adB 2 075 007 B 25
[ 3-[ (D et hyl 'am no) net hyl T phenoxXy] pr opylTam nol - I -netnyl - L F-1 '

B Rf O. GS‘Nfﬁ*"a @mt perazursfoz:bg qrqu_iqlzn;@sxemvz@smtmgoe e reg ":“ ye wag S, (1
. sOlv 0, racte yl ace
NEL T %E‘% T mfﬁaﬂ? ne
1 —_— m rsS.
N-[3 [&:[Tl é md J}Xk)(mﬂ% mhhu%shfmxymeapﬁi I-methyl - 3- 10
[ (ph enylsulphon )rrethy ,2,4-triazol -5-am ne A solution of 3[3[[1
- Met hyl -3 sulphonyl)rrethll 1H—1 2,4-triazol -5- 15
yl | ani noj W ia}}%‘" °"V1?"!?l’lﬂén'61’“‘('53) n) was treated
with furf 5S 3 Rriatolcs2D:  The sol ution
was tregt ?lﬂ!nWicﬂ op°tﬂ &E;s ﬁaéuéﬁﬁ%ﬁﬁ.%nﬁﬁdws% fqp -
1 8h at r enrborh eipRFatire!fof 1.5H. eeamtoummaﬁem RIfh Bordhikdrite 120 g) apd el al | y

evapor at esuspersgion stirediforci@h at Ibbm eﬁrifgel-atme.ehamctﬁrowgs gu@nched @dth edater, phtislly was
purified B\yﬂpe’@t@dm WPQSMN getate torgiverarecheilwlichawdsypurifieddy selemi 1: 4) to
give t Q@ %’;’P’Pé‘%’ﬂ SI"‘&?"?P 7'@/63?%3 4’(‘2 giye ""269”’PP"1"’ ‘P,“VRE‘{"h%!Héiz abt h)éb
R B e e e
)°5.93,9. (21 6 ) (4HY: 6 m-l
(2H); 5.48, tp) S?lﬂlv pl'ép fiom AZ1H ) a'idﬂ&yla inel(Z H}nlﬁw -[33{3- |‘b
(5H); 7. QEhexvlal\i'lﬁbi)'netI&I]ﬁlﬁn&w]p('de) 1-nhdiyl-Si{(phérgisbiph@riyhpethyd 141 am-ﬁia(ol slimjr)e and

hexy | a?® né.3 %’Y:ganilp l'vﬁ& rNBt E m:‘ﬁé}igﬁgf%get %o henoxl_ﬁgg)r opyl| 25
th | - 3- " m 3
age a ?/ed 0|[I( %%)%12}? J% I(2 E}s'ﬁ%éﬁbﬁt 3‘("1 By +s. (@H); %ﬂég g)

- 25 Nt (CDC13): 21 2229m(4|—|) 3.0-3.3, m (3H; 543'-t,

'(1 H; 5. Bmple3¢2H) ; 5. 95, t, (21-1; 6.25, s, (2H); 6.43, seq, (51:);
. 3- 7 %0 ta+Eghyl(ump;hylzsxm-lam-pu(eaamyumeaaysp&rﬁxylmpw-ﬁmo]gumaz Actrietdép. 30

Exanpl e 3%:&3@9 |tE{I' ric Acid {1:1)
1- mathyl vifne aninol - 1H- 1,2, 4-triaz
o s sk %@%‘% &gﬁg@@} aﬁ@z‘:ﬁg B ity
3-TI[I 135’®Fn|3“1'yl‘ e] in ] 3-oxo r0panoate (47glwas 35

pi peri di nyéates GriRARH durpVitdur Buiifg mt d QiR Bohpb e:pa:ew al(2.3A

m xt ure of). Big. 8ys(téap1mer65d| nyl met hyl ) phenoxyl propanami ne (A) (3.61 g) and

et hyl 3-]

et hyl - 2- Eﬁgbﬁ%ﬂc fggﬁg Ry ImAtylebap ATy laming - id 2 inspie - setatt opa.
noat e jon o £ Ropafbat 1484 gl B Pl Bt ATy SHIchiBfe bl 7 0

give t e b} Wés HeRt@H GhdeF reflx cﬁﬂn@ﬂﬁ@ﬂ@coﬁ%u ashdd Wit ethybY&et26150mIIXThd). 6
" Et hyl aqueous layer was basified to pH 9 with potassium carbonate and extracted with ethyl acetate (3x50

1- net hyl - B\l)['[f@-S{Jlger(!wa vaporaied toy/lbave & nelk yellowred 6 p \Q_I!Eg‘,HWasrwnﬁe]dbb/IelemQA triazo
| e- 3- acet altrems n("i" %\;%%;gﬂl;{%?‘ F%g"éﬁﬂ ?‘ fﬁmh@ 4'} ;fﬁ%‘ﬁ‘ggfgﬁ# Pthtg{ﬁ (ez;boi
3 oxo p gi 0
(6 )asa owd

a’e'ﬁ' ﬁéqrfrJe%wuf7 (h’hg aﬂ-\)%é%z\ﬁﬁ‘% SREhsbYLD
et hyl acet ate ( 8% 3+q, (DM 735) HE QMY mfﬁ.r(zws shasieh); 8721 (3Pl 9 _
pot assi um car{bi@iraliazly andaredfrdsmeﬂﬁlddwm1t-rhetB¢l-h}(bheﬁ¢lﬁfeﬁfS/ﬁné)B/d)ﬁ5iﬂo](ﬁ\éthyltIBB
sol ven$0 vvaist*%!b Unlavleﬁoxobutlamwewﬂ arbdaA d)wvs 0+nheth}56[ Mkﬁmhdnnwmmhvl)- 50

peihN (3.5 mathpml ‘e é!H W Oi |

(0,47 6) %3"" AR "‘3" et 'am‘%%& rspas ol o
g hi a e
vmthasolutlon of dtqa §%IC% %I%U%&) %H)afg%/ ﬂ?";zé%
give 45 Efwnpgiés1 e conpound (60 ng) as a white powder, m p 650 (softens).
Nrrr (2 &EBC| g-)'\l,lettfivlfﬁe{[m{a-mﬁer?dinvlmth(rllpﬂd)‘oxv&rapﬂhmol(m-ﬂ.2 45trn6zoli-3-a(=ﬂﬂd1§czd2 |5_|) 58,
H) ; Hydratet .
Vﬂyl 4-[1[1

8 1- et he eﬂqp Hg

p i ved
rre”ﬂ}glyl 2 ﬁ){% ?gj&%ﬁ dr C onf?e an st re %D‘ggr ]é% phas::d were |

an T ca te WwWas! wit 80

?%GP e%poralaédqea gayhuae& Ifghdu e:R eﬁem Rhi k¢>aa® p'i)gtvya
2 4 tr| azol e- 3-propanoic acid (A ) .c. nethanol:
(CDCL3) 27530 m 12H); 30533 m (2H) 495, m (1 H); 597 t,
(2H); 6.3, s, (2H); 6.2-6.7, g, (2H);-6.55,  a, {3H); 7.0-7.65 m (8H);
7.92, m (2H); 8.15 8. 7 m _(6H). Exanpl e 31 55

1 oA ~ A

25 ¥ . : G~ v
023 007 3 25| .Exarrple28 ' ‘
N[[5-[[3-]3- [(D| met hyl nmi no) Met hyl ] phenoxy] propyl]am noj-1 -methyl-|
ia
3-

N



ate Ethyl 3-1[[1 -nethyl-2-(phenyl et hyl ene) hydrazinojl3-1 3-(1

' ‘; di nyl met hyl ) - phenoxyl propyl | am nol net hyl enej ami noj - 3- oxo- pr opanoat eu
was di ssolved in toluene (10 m) and 5N hydrfochloric acid (12 ml) a
sg A red at 25 for 1 8h. The phases were 60 separat edsgandoig@oRdG €0USs

| ayeT BastTed 10 pH 10 W T SO unTcar ponat e sotutTom—wastretwrt—ettyt 60~

acetate a Qrat ed to dryness The solid residue was extracted with
ChI or qug{oﬂl ﬁ 17-}\81 as c ro raphe 9239thyl acetate: methanolg:qy\rpg fmwghlch W8% an
oi | (1.9 ' °9'V cc?mr"g'ﬂﬁ’é&“@g?snad”'ﬂte?m& hyl acetate:nmethanol to -

give a foamwhlch was trlturated Wirblihaet lterselsn. @, Vies:t he 153Ie conmpound (0.4
g) as a white solid. Foﬂ:goel,,NCDsl-ﬁer&muréé C. 69.2), Hl@'ﬂ N21:8%12. . H20
reqU|res 2.55 dd, (1

NnT :
5 8.8 ?2 HE: 2 ( 0, t( 593 @ (gmu 664646‘ m 5
5 (2H): 657%? "%68878;@ '3'14 ﬁ? @ As(M% 5. m (6H.
Exanpl eexdrple 32
3- (Chl Cﬁ-mlﬁrb'!'bﬂ‘yﬂﬂFfﬂéd\yll-N-N—[aﬂrﬂEﬁp‘r%rﬁﬂrﬁ&hﬂﬂihﬁij&ﬂlﬁubﬂ-‘)w%ﬁ;ﬁjﬂldﬁybt}lmﬁH- 1,
2.4-tri az erwsureafﬂ -rethill- S 4¢13ul epipetidityimemlippibnday] bekyl] adrio- 1+- 1,2, 4-triazole-3-
- pi p@r |'EH" t7ﬁ HE'H'M losige {4 inB wiep tirrbgliatiroom tetmperatire fuir @h. The thixturewad anol
(0.75 E?rs'ldt!%w seispplyed;{n shiaroform apd washedywith sodivper at ure for
2h. The °° '"'iﬂ“'é?}é(ba&" ?de‘ﬁ'd PYARgLatad o aiveithe fftle campoupdtas g ol (D289 ved

I'n chl Or Ofnmm( W?Qﬁﬁ)‘é@—%%dhu 553 © e}ty act was
driag and evada@m’tﬁd) :7@B50mV(@HS; BO-L8. ng?mfgﬁfge, ﬁ?(zs% h%? ?ﬁ%&i;éte; T.1 4%
‘System E Rf 0.65. NVR (CDCl 3): 2.76,. 3.3, m (3H); 5.53, s,

(2H) ; SExémpled@d t+m (3H); 6.5-6.6, 15 s+s+m P7TH): 7.65, m (4H);
8. 0- 8. 3[\&[2*[[[ etmaaum@pﬂwﬂ-zéﬁh)nvumethyutmolethyll- -metbylBx arrpl e 33
N[ 2-[[tome P

ﬂi:rglp rreth tth| t hyl | I-3-
[(n%hyl‘ m|n ; I)thnls :nyl ctdy ;%‘ gﬁg OXIMIdOthIOGt

1 Py EE i y,ras s zm@pxgm e AT o0 o
ot hi Oatﬁ) midute: E’l'hQ&ly sidd as dissolved in acetonitrile (3 mi) and the solution re-evaporated under

5- [ [ 2- awateraméduy. Tn&u.usakemuh\yhd dissoRedih ZNhdrbéHidria A (3 val and SNehydrbeMbricheid N

acet oni{#ml) addgd3o tikGolution. Ter wlutiemivesheated an gisteamblthifor 1&tmiattaeadiatied coolmgessur e
for 2% rfpmuefsmpwewmwa@r(mml)emaswamwmmwsmmn e:gractvﬂembm | acetetedue 2Ras
di ssol \;'@83 ‘ff ; ?o '“‘él‘er"bP E’g‘ “?pé" | 'lﬁ%, e wat er
vacuuma mg n g Rearaphed J4ene g ?)'BﬁYsb tﬁ@?’ﬁl ¥%%1) and
5N hydr oc Q-FI(@D@ (zﬁ))s Bk, |I|)05 fzb% enl; etzlaomzuﬂﬁasglel}ézl qre.s®s, heat ed
on &ost eam bazR); ISDslrsl-mwmt,esz FEiem). cooling 25 to room tenperaturle,
wat er (10 m) was added and the 0|Iy suspenS| on extract ed W|th et hyl

acet at &xa B ueous ase onat e ind t he
4- az :
\c/)vlalsycﬁl:‘s fs&:ll:lE g I %lgy % oxy]gr)z am -' Thl S
(0. %% @ r:&sp@t?eoqh c:frbo ﬁa% 2 ndloact % an§ Th 2H)as

5. 20, hoxtract whs H)she&wﬁBsodium (lﬁH)xude,ﬁua?& ang bru(ewev dporafed tthmﬁa white foiam G4

30 This foan§ wWh§ diss6lvedin disnetify¥bimanideA80 mi) an gsiuvh c¥8nides(O. as added.
gmg'?qe hp?as stirred at room tgm:g'zture for 2h and thqer?:? 65° for 24h, coole ?mentrated

B I\/E rgp ].%1 %pgﬂ; m%q The_Lepf_trgct was
wat r d tographed 40
s i %ﬁ;ﬁ};ﬁn . Pt
- p| per. |( y] propy am noj azo e- anol

(3.6 9) InNdﬂc 1L,5:12(87] 908136 RE (3M):5.48, Ba,t(mb svebhmm;baneamlxﬁh@mﬂ) :Telori de
(0.85 m) at 0936, (6t 8.8/m, (Bur ed i nt o 'sodi um car bonate sol ution (2M 50

m ), and extracted wi th dichl oronethane. The 35 extract was washed wth

sodi4fm hyd PRIl of Eherasceutivgl goppRtitions gosarrigde thedpyeptengreAs fllowsi t e foam @8

g). This foamwas dissg)¥pfhed N di met hyl f opgmgiegle ( 8fg/pHbler and pot assi um
cyanide (0.65 g) was—added The mxture was stirred at roomtenperature for
2h and then at 65 faetiveldddredi@mol ed, concent rzi@ed, pour4adinto sodi um

car bonat e .sol uti on MIQMWS.’!éJm'lerdeDult&nd ext racte%b wi t h et980 acetate. The
extract was 40 washed % h water. and brine and evaporat ed to | eave a brown
oi | 801.5 g) which WAFnesHDHEIBEPdphed 40 uSthg dichl drBnethane: ~ 80

et hanol : 0. 88 ammnl to give t tle copppaind as a .brown gum
(0.5 g). T.l.c. Sysf"t%g{?%%s%}"%%. NnT (CDCI%OtdZ 57, 3.3, .m (3H); 5.48,

- brit, (1 Hrhe diué)@ sieted trabgh; a Z500:nDsidve, HerRied|with GH)eXclﬁerﬁs anB cOmprapsed Géihg 8. 5,
-m ( 6H) 6.5 45 and 8.0 wradiquheter pofichPhfar ta 20 atd 4Qing swengthsirespentively dalietspimgharo t he
i nv | iengthemasbernsnateddy incregsingthe gorppression weight and using pu site Blitet
fégm et Apgtablets MY be filmsogted with suitable film fortgvgg o'laterlals e.g. methyl cgllulose, ethyl 56
M crocrystal line cellul ose 99.5 199. 0 BPC so B
- 'Magnesium stearate B.P. - 0.5 1.0 50




Conpr essi on wei ght. : 120.0 240.0 The drug is sievgd .
through a 250 um sieve, blended with the excipients and conpressed @ D /A
6.5 nmand 8.0 nm di amet ér punches for the 20 and 40 ng strengt hs

respegtively. Tablets of other strengths may be prepared 3 i ng the
corrpr&eq—ee—w—q-bt—and—usurq—punebm O St Th 27_

filmcoated with suitable filmformng nateri aI s, e.g. rrethyl cel | ul ose,

et hyl 5>§llulosegvhydroxypropylmethyl cellulose, using standard techniques. Alternatively the tablets may be °

GB. 2 075 syercppted. 27 cel | ul ose or hydroxypropyl methyl cellul ose, using

standard techni ques. Al ternat,yié% hhe tablets %yaggu,ésugar coated. (bJ
11

Capsul es : ng/ capsul e ve ingredient 20.0 5
**Sta- Rx 1500 Starch Active ingrediéhtS 20.0 5 Magnesi um
St.ear abe B. P. ' 0.*5Sthifx|150@Bth  100.0 ' *79.6orm of directly 5
conpressi bl e starch suppl |“éﬂ$"wumﬁF°GﬁMPLtd O pi @®on, Kent. The active

i ngredient is seived through a 250 gm si qu ‘b‘@?@'d w th ot her '
materials.” The mx 10 is filled into No. gel n capsules using a

suitable fil Hmemm@hbawcor%rb&s‘bléia&erismwsdm OBlofddA LRIOrbMgidN, Kengr easi ng the
fill wei ght Thecactive ingrediens txrsgiveditragigh g 260 pmGiwe ardblandadwitivothercmeweriaslhe niikhe
i ncr eaOe.is fileyl intp Neo. 3 haecigeRRtin eapsuleT adings wiitable filirg mavhime. Qtberidosesimay bepfiepared 10
80 *" Cut ltwépcriaplg% thefill pv&ghtﬁngcfé\empq{y changing the copsulprsize to accommodate the increase.

Lact ose B. P. 15
Magnesi um stearate B. P. (c"s"sramedﬁe’“sergﬁ%“S Cormreg SSI on wei ght 250. 0
“Cutina" HR is a gradeAedveliigeddiint ne hydr ogenat ed cast@o oi | suppl i ed by

Si pon Products Ltd. LOsttom (@Qistered TradeiMarkiHRg i s si e®8d t hrough a 250, um
si eve ¥8nd bl ended wit hLaawseBdutina” HR and | actose. TH&S 20 ni xed 16
powder s- are noi st ened XegresiuAvaieaste BiP: Met hyl at ed Spiri s 7 ® 74 O P., granul es
are made, dried, screened and bl ende ne stearate The

| ubri cat ed granul es are conpressed ug?areﬂd;r%sén%r%%nc?esero produce tablets
wi t h a har dn¥Cutind” HRO$ a hredsofiniiernfire r@ﬁpg(rﬁtidlcastm oyeupﬁlned;bﬁubon Rrabuctsihpdact i on

forlntra\}-en'éﬂ!'s Administration -~ %w Actlv
| ngr e@Pen The drug is sieved through a 250 um sig v dblended with the Cuth ,The

ers-are moistened with i r iad,
Inj ecti Oi% egfp ﬁfgendedm h.the ma ?S%‘E%f ﬁﬁf@ﬁm gé .fégg%ﬂ. %dé ”St
the toni %lrn)buﬁl‘.fhe }a ht; ﬁwaﬁ no

stability using ert er dil ute acid or |. Tes utlonls prepared :
clarified and filled (mamctlmfprlogeﬁnvwnmmmr ate si z&Wanpoul es 30

seal eg by fusion of heating in %n
aut ocPBve usi ng one of t % € Cycles. Alter ly the .

sol ution may be sterilise y ratron and filled into sterile anpoul es

under asept i Sodiwndhlbridsimsay be ajideByte adijust the tonicity of the solutron and the pkihdyrble adjosted
Active ing thag pfapaximum stability using either dilute acldgm al@al

Sucr O%S The solution is prepared, clarified and fill n mto appropnate sized ampoule
sealed by fusion of the glass. The injection is sferi tin autoclave using one of the 30
d yceri neacceptable cycles. Alternatively the solution may y%i‘ﬂfaﬂ'gﬁ and fi II Efoas\’é?w '

as neces %ﬂ"p\éu@bﬁél‘ aseptic conditions.

4 40 P rvatlve J40 Distille %;p to
5.0 M The actlve i ngr edi e{rrlta"é "Butter. flavour. pr eg" att{ove and col our are

di ssol ved in sonme of thgusasgédienthe remai nder of thezprikg is heat ed to
apprO)SﬁmateI y 800C and Sutresesucrose i s di ssol ved in 27809 mg1d cool ed. The i3g0
sol utions are m xed, a@lmsfined o volune and clarifi &@0®ymdi ltration. 45 :
C ains

45 1. Conpounds of theh Iéral ornul a (£f"eepesay

R2N- Alglp- - XX( ( CHC2) ny( "N>0R4 C L M S 40
' Dlstrlled water to 50mi _
The active ingredient, buffer, flavour, preservative and colour are dissolved in some of the water.
The remainder of the water is heated to approximately 80°C and the sucrose is dissolved in this and
cooled. The two solutions are mixed, adjusted to volume and clarified by filtration.
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CH2NHCOR1s where R,, is net hyI henyl. 8. IR -F—N*-Nblt hyl -5-[[3-[3-(1
- pi peri di nyl met hyl )phenoxy] pr ¢ gminol- 1 HT?Z -tr\ zol - 3-
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t he roupﬁamwd'ff resanh ok, aryf d?’é'k
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R 3 is hy, snﬁf@&*bycl érh dpsded.gmhma nhydarﬁmya:wthea arwogr oup
al kenyl , dtaybublétiont kud/oreﬁaycbyehbsaiuieplby hadroddov bt two CQ 1, alkylgroops;0 8 nenber ed
ring vé#6 ch nm;ﬁ,(bﬂme group GRtro =B, whetedi® g éethydrogey albul@mmmltvbncﬂ %bnlﬁhmeWBy bé5
subst i t utakexper iy Fbm@eGrA is paygen ar3uigh ‘ky
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I S not gre 'S no grea n 5). 13. A process for the
preparation of conmpounds as clained in Claim1 which conprises: a) for the
preparation of conpounds of formula (1) in which R7 is the group
CH2NR, , COR, 5, 55 CH2NR, 8SO2R, 4, CH2NHC(=B) NHR, or-CH2N=CH Aryl or R is the
group CH2NHCORL7 or 55 CH2NHS2R,,, treating an am noal kyltriazole
of formula (11) '
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075 08 30 R3-N-N R1L R2NAI*- OX EC H29 Y*(CHZ)nNHNOR(Z) in which
R, RR™and R3 are as defined |nforrrula(1) ok are grougs readi |
con ' [ | + B 3094504y 30

( CH2) PCH=CHCH2NH2, with a conpound capabl e of repl aci ng the hydrogen atom W

in the group NHR18 by the group CORl*, SO01R14 or R1,7 or the
hydrogen atom5 in the group NH2 by the gr oupé) r7‘ S2R,,, or both
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hydrogen atonms in the group NHR,, where R 8 5 i ydrpgen by =CH Aryl; or

b) for the pre NAfk-e~GreaRC¢ONHs )Rl (C iy R is the group
CH2NHC( = B)NHng?Rféreatlng a diam n% ﬁf (;or 'I"EN%II) in whichPR21 is the _

group (CH2) g+, NH2 with a conpound of fornula LC(=B)L in which L is a
| eavi ng group, followed by reaction with an appropr| ate arﬁIﬁé R, 7NH2 or 10
oLher

f%al;lormug Qﬁ"cr? e arn% ! Onﬁﬁgfief‘% iﬁ ndF (I%ta f o rgtlil 2 ﬁEﬂvert&' reo a BLoup
: = rep 9
S02R% ht/i“ag #ﬁﬁw &ém,, o’g Hngw hleydrBﬁ dfoth or the

group Ghé grdNRﬂH BB GBUMCOR,, anosq;ayml bo& hf,frb}ganlaam(slih/;he group NHR,, whereR,, 5

RR2N- Alikhy@xg +=OH AYRYmNH- C- NNHY' in which V
is NCR 4 1@ for the preparatlon of compounds of formula (I) in whnch R., is the group HC( B)NHR,.,,

5V an '97"“ ‘”Wch 'th eaml A ,%:fﬁ“l‘ﬂ? oup as
def | O?)fB Qb? aﬁ%ﬁ" ﬂnﬁ@ LA %ﬁo- r HBe
.cyc ' S%Hamlk{}leﬁ-ﬁ- e‘trgﬂal-g e group EOR, ,W@Wdﬁ:f n, alkil, arplloPhUT
oxygen aeenkyi\uthé)grm)ﬁca-ﬁ—l §|n@§cdmﬁb0ﬁbf@d?ﬁﬁul\5’ (IV) s CR4
[ NH _ :
20 or d) reducing a conpound of formula (VIII) R?s N-N DaG X (CH2 ) n
YMH26) _j Db/ <NWSD h e Q0 , Db and epresents a
reduci bl e group and thjﬂzot k{'\\é%r]—é) )ﬁé%gﬁ}é)mgﬁpr]pprl e 25 me;ﬁ?lg
corresponding to formula (1), where
25 DI represents RARZNAl k or a group converti bI e thereto under reducing -
condltl'ﬂ)WE'c"YiUsrepresents -CH2NH-, -CONH or -CH=N-; and Dc represents R4
or a group convertible thereto under rgeRici-ng condi ti ons; or e) for the
preogration of . conpounds in which .q i Yero and R7 is an activating 18
group, heatlng a 30 diam ne of forrrulavOllI) with a triazole of fornula
for the preparatlon of conpounds

whi @Rd ¥ is Bydsogep wherg Viis 052 §eURri f
:‘gr rru: é°? ipje ths P%’@?ﬁﬂ'—%‘?’i’?(’%ﬁé mﬁﬂmge 'ﬁ"’ﬁ? i r@{of f or nulng (()X)

GB 2 075 007 B 31 RB-N-N P N ~R7(X] |n which Pis a leaving group and R
is an activating group; or f) |ntrodud"ng the group RR2NCH2-i nt o t he group

compouiersy it 2 KB 3 i € e ROl ) 67 i n i ch R7 is 5

- COR1, (where Rat is hydrogen, hydroxy,Cry kyl, aryl or aral kyl), or SO02R,
oxi gpsing the corresponding 5 conpounil in which R4 is the group 20
(CH2) qCHR1, OH, (CH2)qCHO, (CH2)qSR. (wWMRre R8 is other than hydroxy) or
(CH2) g, or h) for the preparation of corrpounds of formul.a (1) in which R
i s CRL8=NRaledikinkd cbﬁpcﬁm&fkoﬁiﬁmyun

Rz ——N—N |
DaQ—X(CHz)nY(CHz)m—-PbA )\ D¢ (3m)

in which at least one of D®, D® and. D‘= represents a reduclble group and the other(s) take the appropriate
26 meaning corresponding to formula (1), where 25
D* represents R,R,NAlk or a group convertible thereto under reducmg condltlons,
Db represents —CH,NH—, —CONH— or —CH=N—; and
D¢ represents R, or a group convertible thereto under reduclng conditions; or .
e) for the preparation of compounds in which q is zero and R, is an activating group, heating a
30 diamine of formula (lll) with a triazole of formula (X) 30
¢) for the preparaﬂon of compounds in which q is zero and R, i is an activating group, heating a
diamine of formula (i)

R,RzNAIk—Q—X(CH,),.Y(CH,'),-,,NH, ' ()

with a triazole of formula (X)
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t2NR20; or 10 i), for the p;] ounds of formula (1) i A
swhich R4 is the’group CH=CHCOR mﬁ uﬂ!ll lﬂyr' s al kyl or al koxy,
treating the correspondi ng al dehydeé i h is CHO with an appropri
onpound contalnlng an actlvated net hyl ene group, followed b h dronS|s
Bid & X 1§68 o HY 31;
whi ch R4 S the gr oup CH:CHCCR19 vvhere R, is hydroxy, heating a corrpound
of fornmula (1) in which R4 is onic acid; or 15 j) for the
preparation of conpounds of for B which R4 is the group
(CH2) pCH=CHCCR19 15 where R19, i N2l kyl am no or dial kyl am no or
R4 is the group (CH2)qR7 where RPTs RMR_or CONR, 2R, 3, (Zakting an
activated derivative of the correspondi carbdxylic acid or sul phoni c aC| d
wi th anm¥ihieh® r'sa\;wwnéﬁesmqwtmm@ @ror HNR 2R 3. or
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and g i shydtdxgior {OHINS HeFO, treati ng a correspondl ng corrpouna in which R7 is
a | eaving ghbiqpthwtenaranmnalanoumstoafor atiliiniwhicloR, lsr)ZR‘f.,eqNtheRps CRfar=Ron Of
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Htetrazm bt B mpound amm &m@;me BN Tormla
(1) in deday IReatmaaBEmp@naoﬁym (gI'rOME!cHM SCHOWitth ﬁﬂbﬂbadmoa concent rat ed
- m ner als aci ¢ ferahegprem@ragion oftompowrds oftfermiula ( utwherR tthe grotp (GHY) AH=OHCORZ 0di 1§
azi de; oYVhQS Rfseﬁamfmaa' wwﬂeeﬁwvbmlmwﬁoaﬂmrw (%}.Ruwlaerw, is $GNB R7 i S
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o A N Mra o cogpesa 1o

(I ) i §°pmaq.wsﬁ, t“en:o ,rqu ase, opti onal ¥y 30 convérting t%
f.ree base i mtér e ﬁéﬂai'atloﬁéf coﬁ\p&hﬂé oEfedila () @ wHich /) @SdyarioGind @ G itidr SHah ger6,

conpoundtresing & eorrespbnting Edrapaund inavhithd, isladeesing groep witkzart alllli avetel cyanide:al | y

accept abl e @arfqrutlmprenaraapmef@nmpom wcfwmui ) rFerscMmoweatmq anpximesfic ot her

acti v; IEI fogp 'é! ’éﬁ‘!"hEPIﬁ iBthegr gfﬁ; 28
L SRR e,
Sout hanp Q% era we rlril ate i | trGéi&H
ER- ATUM SPEG) EI' ﬁé\-ﬁo@}hﬁb ofo% Z@d@gfﬁoﬁ\ulﬁﬂ@ﬁmlﬁ& R, ld Mo&aalo &hyl group, treating
- O( CH, ) 2B Chimjsfindingthpdrokyalk¥| EbE)cuAd witaa) appriipBatPASEMSIAERF| CE 15t h Sept enber
1983 30 and where the compound of formula (I} is produced in the form of a free base, optionally 30
converting the free base into a salt.
14. A pharmaceutical composition compnsmg a compound as claimed in Claim 1 and at least

one inert pharmaceutically acceptable carrier or diluent, optlonally together with at least one other
active ingredient.
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ERRATUM

SPECIFICATION No. 2075007 B .

Page 28, line 63, for
—Q(CH,),0(CH,)0082—.
read —O(CHy);O(CHa)s—
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