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Engl.amtl, a BrdaCi SBO(IIMDBSWZMIB\QDG 2dez.17mvu&nsoasnv ich we
pray “that a pat ent 253893 &89(2(3 20?8&@97( H@5 Wit is to
be perforrred to b;;‘lz@ 63@92 %éﬁjﬁé 7@3@! NS fol | owi ng
stat enent : 367 368 36Y 371 37Y 380 386 387 388 389 401 40Y 43x S This
I nventi on reI ates 4564 “avmmdp mtsmoeszcsampsmnds and in parti cuI ar
to certain substit] I60 3% whi ch have
[err]-adrenergic b $2Vdo Thi's i nvention al so
relates to pr ocessa;s 9)r140t e7prudustvsarvsofgs)smlwszqomounds and to

phar maceutical 7714171311@0(7%13’5{ KH KRIQ_ SKY LF he conpounds of

the present i nv_ent ﬁfo ‘-}llﬁElﬂd:r rruI a l: 10 wherein
two of it '_'gr_r-'o%% _' ogen and the third group i's

hydr ogen, ! : IT @ ﬁOEbI‘ omp, .trifluaronethyl, hydroxy,
~1ower al koxy, | oweRank SL(AWER aidkozycar bonyl , cyano, - CONH err],

« CHCONH err], nit rBD“ﬁh‘rMEFH& E TAYDORwer al kanoylami no, | ower al kyl am no or

di (1 oner al kyI ) ami no; methyl; R5 is isopropyl,

terti ary butyl or ‘phenyl g‘t’h@YB@zmlgﬁ% %IHES speci fication and cl ai ns,

by the terms ;| oWk, smﬁlmawm&mommmmww oxy' and
"lower al kanaydlls, Walwyie@dided! Gy, ;Hedokdabsre, mglhanylmyhmpmykawyl gr oups

cont ai-ni. ng hsxebyrmclﬁre(ﬂie invenyingy for whighh we pray) that; m“mj@d% chain 20:

may, vsr/nere % b@%ﬁ)@ﬁ%& performed, tobepamcularly ribed in

20 I n~a pref e Undhtdi Rela a,mn%%xoawy abiivél rampﬂ.e culitl | RS and Rs
I's methyl, t katainGpbstiuted phenylnigtiiazinoyp: yddazmgsavlﬁr.h b}ocpngaferabl y R3is

hycr ogen. g wwgrmfmmmm Lo @Eﬂem“m“‘i%?%m?&z” .

tr'fllloro resent invention are those of the following 1:
-2 alTyloxy, - %etam o, particularly’ prefer 'y [err] or

‘acetam do. Preferably R4 is ‘hydro en Preferably R5 is isopropyl or .
tertiary butyl - . Exanples of pal Iprly preferred conpounds which fall
within the scope of the 5. ¢ aseaif nvent i on® are:

5 3-[ 2-(3-t-butylam no-2-hydroxyp

ropoxy) phenyl ] - 6- hydr azi nopyri dazi ne

NHRW
2

EMH!I.R b ¢

wheremtwoofthegroups R, R? andR"arehydmgenandthethxrd gtoupxshydrogen,-
lower alkyl, fiuoro, chloro, bromo, trifiuoromethyl, hydroxy, lower alkoxy, lower
alkenyloxy, lower alkoxycarbonyl, cyano, —CONH,, —CH@.CONH,, nitro, amino,
15 lower alkanoylamino, lower alkylammo or di(lower alkyl)ammo, R¢ is hydrogen or 15
. meﬂ:yl R®:is isopropyl, tertiary butyl or’ phenylethyl. -
"Throughiout “the' " specification and ‘ claims, by ‘the terms ‘lower alkyl’, ‘lower
alkox ’s lower alkenyloxy’ and “lower alkanoyl’ we mean alkyl; alkoxy, alkenyloxy and
: alkanoyl ‘groups containing a chain of no more: than. four carbon atoms, which chain
20 may, where possible, be branched. 20
- a preferred group, R, R*andR"areall.hydrogen,oroneof17.l R”andR‘xs ‘o
. methyl, ﬂuoro, chloro, methoxy or cyano. Particularly preferably R* is hydrogen.
In another preferred group Reis hydmgen and elther R'or R2 is tnﬂuoromethyl,

"
P



3-[2-(3-t-butyl am no- 2- hydr oxypr opoxy) 4- et hyl phenyl ] - 6- hydr azi nopydi dazi n

e3-.[2- (3-1t - butylamno - 2 -hydropropoxy)- 4 - nethoxyphenyl] -6 .
. 1 . —hydrazinopyridazine 10— 3 - [2 -(3- t.- buylamno - 2 -
hydr oxypropoxy - 6 - fluorophenyl] - 6 - 10 hydrazi nopyridazine 3:- [4 -

acetmdo - 2 - (3 -t - -butylamno - 2 - hydroxypropoxy)phenyl] - 6 -
hydr azi nopyr.i dazi ne. The conpounds of this invention:exist as dptical.
i somers -and the S-absolute 15 ~configuration is prefierred. Racem c
m Xt ures éié t he: conpounds of- Formula I can_be . 15 resol ved by
convent i oRgl 2net hods, such -as recrvstali?éﬂglon of salts. formed w h‘
optically active amloks, _kmmcmmﬂieiaﬁhﬁmmbepﬂnﬁﬁﬂmﬁﬂﬁﬁmﬁs—Qh{EONHuhﬁ fnd
Formul a 14 are r ewetmidol érebéisﬁ?pgnl;blgqxgmnon w{go hydr azi-nopyri.dazines.. \Were
in the clainms bel ow LB dFrkiany havi n S-C0 flguratlon
there are meaNt. -t hgckOhtter mmhrlﬁd’ﬂedg ST con%g’;ia ’?’ontge fc??er?Ee ves g
without refere t . hese[z-stta:hglamﬁm-zmbxypm yplienyl} <681 ramﬂytmmng A he
resol ved: R—enantlo-,-_,_47 h@g @MH@QW@F*@&ﬁW@Wk*FW '1“";~“* h
processes outllnedh- o ;ﬁ & 25 A EPRTopory. Topin> iy AU8% he sane
singi ficancg as. I & - Wurylahity _nﬁy hyaﬁ@?,bﬁ,xgmgecm J vativesp
t hereof or precursors:j qﬁnﬂuﬁk Ac latio a phenyl ropyrlda2|ne
of Forula 2, wherein3RE 90¢ RS"H‘&\?@“Ph@ 'QMWQW)P @ghcé -as in
Fornmula |, gives a CoRPaiitunts o -Jqﬂbeggo@my\/g@ joll otfere WAl R ¥_aBdfdre@M NO .
gr oups of the si d&nﬁé‘iﬁdnﬂn &rﬁef&feﬂlmfc&ﬁd i Gf LtBEoRpRADES of@ﬂ'oﬁﬂﬂal%antlﬁe acgsyl
group which nmay besilved rbyd crovedtidagl methigs,i: tmh(# ram ipagom of %ﬂBthMMF a

s O 41304 |ons
3 nds are referted to’ as having the 4 figdrati

comound of For R R LA AR T
3 The tri acyd) at edpﬂmdﬁpmw&iﬂmm Wil&udeﬂat;mbe’mgthﬁaitadoﬁzesomgmymda 20
phenyl pyri.da- zi ne¥sudiag dE R : by oni etic . acid is

a. suitable reageg ) SO ma O PR RREYE 8 ,_i 3 bl gup s
acetyl it is pref ef hgOmi ' DQivih - bhCiArscrs itiferedf. Tnot 5
i sol ated before treatnent W|th br om ne hyplr ogenatlon of a conpound of

fved di rectlyeﬁy t he~ U
I Q.r'anl | or _Q;_her si.m

of sedifum

5 Fornmula 2 may al so' be achi _
r fithys# ogenat i ng

3-ni trobenzene- sul phonat e,

agents,- and is followed by und 6¥\gor mul a 4.

Tr eat rrent of the .phenyl pyrl-_ _ gAY{Sth phosphorus pent a-
0

10 ~'sul phi de in:pyriding |ves the correspondl hi one- (whi ch. may be
obt ai ned in 10 mxture wi t h¥the o wesmﬁth‘ng Nt h cylani nopropyl
derivative) which is deacyPt¥t undenwitable con I tians.to give the
t hi one of For mula 5. The acetyl. _ conveni. ently be refibved using
sodi um hydr oyl de i ninet hano Trq@t ment OF. the thlo;'e of . Forrrula 5 with2s
hydrazi ne giVes the requireg Apdeund of - Formul a - I.5_o. ‘The
conpounds of Fornula .5 are _r : erred to as thi onese_.' : .c?ravm as such,
15 but these conpounds nmay @afsh exi st |n?§ tautorrer C ner cabt opyri dazi ne
form Simlarly the pyridazi nnes of F 4. neyl ¢xi st as a tautoneric.
m xture with the corres- pgondlng hydroxyﬁldam nesyY The internediate

S oi

phenyl di hydropyri dazi none Formula 2 may be prepared 20

according. to a reaction seq¥ence shown in Schene 2, wherein Rl ,R2, RS,

R4 and R5 20 have the sane si€gnificance as in Fornula | and R6 and R? are
hydrogen or one of R6 and ' ymbe met hyl- and R is hydroxy, .anm no or any
ot her suitable group such a »=f koxy “or | ower al kyl am no, whi ch can be
di spl aced wi th hydrazine. Many, of the phenyl di hydropyridazi nones of Formula
2 are described and 25 o aimed inter alia in our British Patent '
Speci fication No. 1,488, 330. T ..25:.The ‘conmpounds of Formul.a 6 may be
produced fromthe corresponqugugon} pounds of Fornula 8 [err]

. Acylanon of a phenyl dxhydropyndazmone of Formula 2, wherem Rl R2 R, R‘

and R® have the same. sxgmﬁcanee as in.Formula I, gives a oompound of Fonnula 3,

wherein the hydroxy. and -amino. groups of the side cham are p . A suitable acyl

group -is: the acetyl group. which. may: be. introduced by reaction of a compound ‘of

30 Fo:mulawathaerthdndem&nepr&enceofasultablebase,e.g.,pyndmor . 30
. potassium acetate.. Acv:‘tiylauon the ‘dihydroj azinone ring.also occurs, and “this
acetyl: group- is"remo dunngsubsequent del __ydrogenauon by brommauon. ‘Another
suitable -.acyl. group. is the - benzyloxyca group which may: be introduced by

treating a compound of Formula 2 with’ benzyl chloroformate under ‘basic conditions.




wherein Rl, R2 and R3 have the sane significance as in Fornmula | and R is
hydr ogen 30 or brom ne or -COCH2R4. \Wen R9 is hydrogen, reaction with
succi ni ¢ anhydri de 30 and a Lewis acid-

be used. Wien RO is bronmine, formation of:ah organonetal | ic derivative such
as a Grignard reagent or an aryl l'i thiumderivative and subsequent reaction
of this organonetal lic derivative with, for exanple, N nethylsuccinrmde
provi des a usef ul method. The hydroxyl group is protected 35 ng
this reaction', for exanple by benzyl.ation. . : : 35
[err]= ,.ea.r:h_ca.se_af_c.ow_s.e_t_h.egéﬁﬁin”‘ ' ¥ ci ni m de
may be SUbsThet wiaaldtedyicontpound afefiorppla §riodehydregenagsil i gtve @ PRERYIVEHY | at e conpounds

of F | a B | , th
ghenglmgfalz Wﬁﬁﬁpﬁfﬁ%ﬁg@% ié&forfﬂ%@&r%mg@ di - (Iowere

al kyl3 am rm: tisla ueaupm anéh wher@mpo @fi s | pwer al ky

;or (R10) |s bthheféﬁenﬁ sad‘ﬁ'%t% & ring with the
ni trogen at \@g‘g m ‘ﬁ%? Yy Be"arkylMated to give
t he corr espondriegméiti af ahd) phepylfy@idiziond uiewonnlitam G DhoPHGu benkzor MUl & 4
1,5270712 sulphxde in pyridine gives the corresponding thione (whidh @nay hg obgqmd rredpondi ng
quaternary fure, '\1}"e§°‘ “{‘gfglirf%gb‘ﬁzﬂy om%?qﬁr“% de to give a
cyani de of Ferl 5 Oremotia L{gﬁgﬁ&emg o exanpl e as
~the acetat ethrbﬁetsfrFondmswhhbdimgpéme wired conlpe of Fornula 2 may

readilby be ‘obtHierrouipoundspf Foxmuls %md@@feéftoasth@neFM fa‘!@j%g» by 1Bydrlysis

of -the | atﬁfh‘?ﬁm&i oy Ycoi pounds of
dind! RS pdetai?

_ag':%rrrmg e
Formul a 6 apdac ¢ _';_ i epl ren or epibronohydrin ,an

am ne. RNH2, arithel 1€ 9fIEhrrhgld crwrbedla'epa@dnonezs of
For mR0a 2. B e =r : la22 10 may
be prepared% P A Joint jg ﬁﬁﬁ,ﬁ“ r°’fs&hg| ve the
di hydr o- y?sllsm{;%eﬁ kas dxs'_ Y | Wﬁﬁﬁ%ﬁ)vel y.: treating

d
T o ey T
' po“nli gf l)?gpmd]“ fmﬁ fher n"?‘r’ove

di hydropyrrmsrm%nﬁdwg may. occur: ertes of
reactions is possibe, wherein the vafious reactive group- ings present in

‘t he conpounds of our invention mag e intrdouced at: different stages from
those illustrated in Schene 1. Ongj fies, illustrated as ‘Schene 4, starts
wi th the conpound of Fornul'a 11 ahd}f h& addrtronal doubl.e -bond is first

i ntroduced into 20 the 4, 5- poMn of the pyridazinone ring by
dehydr ogenat i on .under: cgndltlons .20 nent.i gned above as bei ng suitabl-e for
t he dghydr giesa R o’ %ﬁ b e, signdicene g2 dp Hormyla andrRiis ic ggoup is:

then prote mhmgsﬁu' 7 e G, W] REX haid, a1

et hoxycabo fidn ofl G big: o dﬂhm@thsuﬂﬁgé allrighdtd keaghC@ dn ugllitgmet hy|

chl or of or egbmuma @ns vith, derregample, t he pyridazi ne
ri ng ?]5'3 25 g 3 ﬁ%ﬁ 22 Wﬁ”ﬂ@/”ﬂ’?‘ﬁtﬁ% wit h
phosphoryl gﬂTgorr e or os- rus pentasui phi de,  renoval of t he

phenolic  protecting group and" treatmnl of--the product. -wi'th hydrazine or

- an al koxi de or-phenoxide-foll QH-y'dram For: exanpl e; the

et hoxycar bonyl - or "acetyl - prot ectr ng: group: - may: be renpved under nmild basic

condi tions. The hydrazr no group i's then prot ected by reacting it with an.

al koxy- 30 - 5 car bon peg i de Qr Lazide, a ketone an- a’l-.dehyde, and the

3-al kyl am no- dr oxy-- = -proj @ y o8 de cf'faT ni Sa rq%u‘g“gd by.
successive rea PGN Wi ﬁsngpr Ehl of0 __"i“r\““br ~epr? bro |onb§/drﬁ n and an am ne
RNH[err] vfal of  the protectr.n group on- the hydggzino group (e.g. with
acid) -fi naI I ylyggl ds the requi. reri,%onpounds of - For 1. In all the series
.of reactions dese¢ribed the hydrazkivo group may be i troduced 35 by

‘reaction w t hgdapedr azi ne of a sui kakbke protéected dg;rxg ive thereof, for
exanple 35 t-butyl car bazate or: a hydrazone:

1,527,712 © - In each case of course the sucamc anhydride or N-methﬁSuccmnmde may be
‘substituted with' a ‘methyl group to give the appropriate compounds of Formula 6
wherein either R°® or R’ is methyl. When R is —COCELR?, the phenol of Formiula 8
40 is ‘treated with formaldehyde and a d1-(lower alkyl) amine to give a compound of 40
* Formula 9 wherein R is lower alkyl or (R'°), is a polymethylene chain: which forms a
heterocyclic ring with the nitrogen atom shown. The compounds of Formula 9 may be
alkylated to give the cormpondmg quaternary derivatives. The compounds of Formula



[err] [err] An altnative nethod for the preparation of conpounds of Formula
1 which is particularly suitable when the phenyl chl oropyri dazi nes of
Formula 13 are easily accessible is outlined.in Scheme 5. A

phenyl chl oropyri dazine of Fornula 13 is 5 successively treated with
epi chl orohydrin or epi bronohydrin, and an amine RNH err] to S give a '
conpound of Formula 14. The conpounds of Fornula 14 may be converted into
the required conmpounds of Fornmula 1 directly by reactionw th hydrazine, or
by di spfapenent of the chlorine with an1§5¥ﬂélde e.g. nethoxide, or 4
phenoxi § 4hd t hen displacenment o H-S-—a 63 sf—phent ! _ o

hydr azi n&’ - 9.and: the@tmespmimmuimaf! rgatesk ed. fo
phenyl chl oropyr| ?‘F m‘tﬁf pg\a%uﬁexax ’§°“ﬁ°éme K
Preferably a par a"?ﬂg’g- & t%‘a ﬁteho Sireat ed Wwth a- rrucohal ic acid and

an appropriate cat al yst - such - @s-zi-nc c¢hl ori-de, ppl hosphorl C. acrd or
alumnium trichloride to. gJ&,_’ [err] -aryl - [err] R
[err]-crotonol actone of For ,,‘ Al ) e
3-acyl -3-hal oacrylic acid or eg ‘[; Mhen RL; R2 an_,'—“- are aII 15
hydrogen it .is preferred that t-- pa)fa position of tHe. phenol- is bl ocked by
a t-butyl 15 group whi ¢ch: ey _be " ‘eroved at a Iatmnmnage wi.thal um ni um
chlori de and an ‘excess.’of. .a Sul t.abl e .aromati.c..conpound. such as t-ol uene or
ani sol e whi ch can be.gasily. -I | @ngafohsthg idbs &n. The
conpounds of > For mpbauihG oty bP& ;%ﬁ%ﬁﬂ #&%My&d_ unidss ool Fa;yht:ul a 13
by a series of reagdsions. involving 20 " ~dehal ogenat i an,. e. gq.
of hydrogen in the piksempeunds ofyFg &%ﬁf
protection 9 t he SHNCTIOF | ( h‘g@mﬁi- e
versi on of the py;ﬂa'azrp" i by firet i€ L aligmﬂamggtvebyddmirng
phosphoryl chlori qudazinndesdépl?@meletﬂ and @mtﬁ?@sﬂd&bt '_ neRE .

6 R ok nappr Oprr at e when

e.g. by treat nent%fﬂ i pr 4pikremphy
derivative. The r fhem% e
Rl, R2 and R3 are such.that they are afimgd_ by conditi-ons. . 25: necessary

oxyl,

'ﬁ“e‘%jzgﬁt‘“%"c e

for dehal ogenation (e §. Whén Rl, RAX OB Chiguar«e feid)y reduced) Jerr] 6
1,527,712 [err] [err] An aIternatlve procedure for the preparat|on of the ,
phenyl'chl oropyridazings of Formula 13 is outlined in Schene ¢7. 5 A
sui t abl e phenol is: ted with a 3, 6- dkr___ Iorop ri gazi ne argA\a suitabl e

cat al yst : 5 e. .umi ni um . _|n a Yftdsl e solate e L
ni trobenzene t.o0 give- conpoumd of Fordf &t 13 Hywa Fri edef- Cr a s 15
reactton. Pr elfser abl y«t-tTtm S. reactron is usgq when—t—he—>phenol iAwan activated
phenol such as resoreizaol “Pref erabl y V\H 1 4 he reaction:. 1.8 fuseh to prepare a

conmpound of ‘Formul a :13sherein Rl,. R2 . dhd R3 are all. hydroen the 10

phenol starting ﬁat&ﬂm&l!s has..a- para pr ekecii.ng group, - such ragate butyl .

10 I n accordance with the above a pr ocess “of. the’ |nvent|on i's ‘one for '

preparing a conpound Axf aldmatiye sexiey 1601” % p‘nd R
S

are hydrogen and tipgs Rfﬁ‘?"t‘ﬁ“ Ggfﬁ" éﬂ% Fogeaim chl oro
, brono, trifluoro ofduta 111 &W&ke al double\wfd ﬂhkem;tbdn@ mtnyano

- CHCONH[. er r'] 20i t I Othe 2433 pt@mi (mahe bﬁndazmdnka'mayl’y
di (I ower al kyl)am ngmoneﬂz

step of reacting a% '-, , R3,
R4 are as defined @ik acetit snhydn& The 3010 subsu
1,527,712 25 converted mto a 3-hydrazmo group by treatment7with phasp ng agd -
defined in For mul aﬂmpsw joval oihe p‘f‘rr ﬂo@ﬁ?gﬂ | *Zis
exatnple, the ethoxyearbonyl or acetyl protecting group may be removed under nuld
basic conditions. The hydrazino group is then protected by reacting it with an alkoxy- _
30 carbonyl halide or azide, a ketone or an aldehyde, and the 3-alkylammo-2-hydroxv-l- 30

propoxy side chain is introduced by successive reaction with epichlorohydrin or epi-
. broasouydrin and an amine R°NH,. Removil of the protecting group on the hydrazmo
group (e.g. with acid) finally yields the required compounds of Formula I. - :
: In all the series of reactions described. the hydrazino group may be mt_mduoed o
5 - by reacuon with' hydrazine or smtable pmtected denvanve ﬂ:ereof for, example _ 35
't-butyl carbazate ora hydrazone T - TR . :



~as to cau

. as cats an

mer capt o, chloro, al koxy or phenoxy, with hydrazine or a protected
derivative thereof, and when R11 is hydrogen or a phenolic protecting
group, protection of an unprotected 5_______hydrazino group renoval of any
phenol i ¢ protecting group present and’’sugécessi ve 5 reaction of
the. product with epichlorohydrin or epibronohydrin and an amine of formula
R5SNH2, fol |'owed’ by deprotection of a protected hydrazino group. As at ed
above, the conpounds of Fornmula 1 are ,[err]-adrenergic bl ocking ()gg ts
and v%sodr | ators. [err] Adrenergr clyﬁ?}(r ng agents:are useful in-th
treat t- - ensi on
‘and vasddilators are often useg | $LEWRE 10 treatnent of hypertensron I t
wi |l be appreciated. that the ’b‘ﬁ‘t’)‘ﬁt‘j‘hd‘s“ﬁ"ﬁ t he present invention which
exhibit congomitant [err]-adrengrgic blocking and: vaspdr | ator activity such
fall in blood pgedsure,w,t f..l.achyag ain man, are
particul ar sef 'Iaf“—i;m%'b—t)[er renéfﬁr%q ocki ng vi tfy of, our
- conpounds ' “ated I P 5 D *en, 50 Shi t abl & Estg*EBar ati on such
Wenmbut al , registered

Trade Mar r.p. | uh apagst.hetd.sed ¢ N| ntra- venous
i njections i soprenal i ne causg. tachycardi,a, and fasodi | atation in the

hi nd- Ilrmmf;l'hese ef fects of |sop|*enal i ne, which are "dose- dependent and are
due to stinula- tion of [err]_cT‘%a renoreceptors, canseewreduced or abolished
by i ntravenous adm ni stration 20 of fromO0.01 to 100 nicronol es/ Kg of

the [err] - adr Anelkepiatveahait fH0he gRPdatos of mPdthds df Foroah TWRiGi 8Sts may be used
in the. est Pmtfdn%ltabkaswrﬂhatp&wmmpmdizhs off F&'mulaf 13 hesesilyt he fall in

bl 0odgpr es§FEEAE o® PRARH B m"L + & B ,‘“ Tidatineoofs F fensive strain
to which r---..J R sla D6 of ceiromchygrn. ldf‘ ' mnistered in a
concentra- mdmrqﬁxrdi Wﬂsﬂﬁ‘&mﬂ:ﬁﬁ'i&@@@b@ﬁ/m hydPdfive, ¢k tgeriod of .6
hours commERACHeEnt plethe ilorine mmnoﬂkoxﬁefearmmmmmﬂmm of the

conpggnd t ig” K]

t?w Or dﬂgﬁ‘ E%S rrprng ored d|r gt!sgct;rlgm

t est vasodM‘htMrmpmed suuxreczdcydﬂmda pobyph@piideic akid u-ascul ar

resistance fﬂﬂ"@@é‘r Sasle) cfrefonglactone pb Sormulail§ éat rats. i njected
intras art%&'f" ﬁmﬁ -%Eﬁ& @fhl‘ Vi ek 3§ ng}lr orl,gs/ Kg. of

a. conpoung wﬁﬂimaybeﬁﬁbmhﬁahuerstagemth alumntumchhnde and an excess
30 Fo_r_the_ ' table ¢ _thPOpMMG@Indgmeatl whctvh:deaanobq:)asﬂyds of the

present . 0 eutical - ._
conpasi t| Oadﬁﬁémiﬂoﬁ,id"gg biih Fﬁm&m@%% aﬁ%ﬂm EWent 3h |east
one such cmquewpcbmcﬁpntdiahdapl&mhcmpag.;ﬁy ﬁsb@eﬁ@r ition salt with

a phar nmace @56-8, by mmhpwhorﬂn with a
. phar maceut kgl ml?gea @%ﬁ it ml%;&”’y@ﬁgﬁ those 35 with
hydr ashl or isas mhbwlrpﬁhé QEGCR!, RY ad such Wab Fhef het -affeifol by conditions’ | C 38d Mal ei ¢
aci ds. Thenﬁmﬁeddtalos@kmod@z ivéen BYRP oy Btlisreadiheduckd)r exanpl e, either a
solid or liquid. Exenpl ary of solid carriers are lactose,- terra al ba,
sucrose, talc, gelatin, agar,  pegidle gcacia, rragnesr um Stearate and stearic
acid. Exenpl ar y. of [i qur d CargistsSHBEL :ie . -SYrup, peanut oil, olive
oil and water.: oo Y Wpnsente: Chloring on Hakhory it o 40 -A wi de varr ety,
of. pharnaceuti cal forms can be enployed. Thus, if a sol idcarrier is used,
the preparat.r on-can be tablet ed,.pl aced in.a hard gedatin capsule in povvder
frrn o) mg the f --of a troche or- a.'%a ~«lhe anmount of
1 wi | ry Wi del y rj’f‘efergbly wi t pAQg gbrm}a&fut 25. ng to
&borit '500—ng—l—f—-aalru ‘E‘ét'r‘f‘laé‘?“ i $*used, tlhe preparation may be
A soft geﬁrrk» Apspl e, sterile
Irpoul e, . or an agyedus or nonagueous
fiti cal corrpositi ons as#-e&, prepared by .
conventl mala_ri_echnl ques | nvol_ﬂ‘,@g_i procedures such,gs, m xing, granul ating
and conpressing or dissolving the 50 ingredients as appropriate to the
. desired preparation 50 The active ingredient
will be present in the conposition in an effective anount to produce _
[err]-adrenergi c bl ockade and vasodilatation. The route of admi nistration

may oe oral or parenteral. Preferably, each dosage unit will contain the.
active, ingredient in an anmount of 55 . fromabout 25 ng to about 500 ng
nost preferably from about 50 ng to about 55 250 ng. The act.ive
ingredient will preferably be adm nistered in equal doses one to three
times per day. The daily dosage reginmen w-ll preferably be from about 100

ng to about 2 g.



60 O her pharmacol ogically active conpounds nmay in certain cases be
included in 60 the conposition. Advantageously the conposition wll be
made up _in a dosage unit 3

1,527,712 form appropriate to the desired node of administration for
exanple as a tablet, capsule or injectable solution. The invention is
illustrated but in no way limted by the fol | ow ng exanples wherei'n al
tenperatures are given in degrees centigrade:- 5

EXAMPLE 5 Preparation of
6- Hydr § 0 & [2-(2-hvdroxy-3-isopr. nnwz]rzl%n- AL OpROXY) nmwﬁ_@ )
Hydr ogeimchl ori de was bubbl ed i nto aﬁgEnLL#—b0|I|ng sol ution of the known
3- ( 2- hydr oxybenzoyl ) propi oni ¢ aci d¥ ¢1®wgy= -0205*hpl e) in dry met hanol . (20
m) until 10 esterification was conplete. The solution was. - poured into

ice-water and the ester ~RQ.extracte to Qe ha The organic
iiar and e ap rared—rU*gl; et

sol ution was washed wth-
3- (2- hydroxybenzoyl ) pr opi onmef et ( 1.0. 55 mb8@© as a'aa]e yeIIow oil (i) A
pi nat.e (63. 3 g, 15

wel | stirred m xture of nethyl 3-(2-hydroybenzoy|) Fopi
0.3 nole), potassi-um carbonhate. (48.4.0.35 nole), eo'-:OnDhydrln (117 m
1.4 nole), 15 and dry ethyl nethyl ketone (2000 m ﬁas heat ed under

refiux for 28 hous Evapora- .tion of the filtered so under reduced
pressure gave methyl 3-[2(2;3- epoxy- pr opoxy) benyl pro fbhate (83 g, 100%.
(Found: M err], 264 ;CHJ errm] requires 20 - (idi) Astirred mxture

of nethyl 3-[2- (2 3- epoxyppo:s\y)benz x[]@[gplonat;_ - 20 (8.3 g,
0.031: nol e), and. lsoproylaﬁuﬂf;(16 fghu,thﬂ nnlg WALS heated under
reflux for 90 mnutes. ‘Evaporfatron ofe—the-solution. u,der reduced ‘pressure
gave met hyl 3-2-(2- hydroxy'; - JelsTlle] )7 ananopropoxy)j”'?
(10.2 g, 100% as a pal.e. bréw*orl. .. hv*uhﬁM&(IV)fqtdraZIne hydrate (4.65
nt, 0.09 nol e) was. added to ay solutién.'of methyl” 2% -

3-[2-(2- hydr oxy- 3- |sopropyh@ﬁhﬂopropoxy)benzoyl]prcgwemete (10 g, 0. 03
nol e)iin glacial acetic aci @-(80. ') and .t he sol ution. was heated under
reflux for- one-hour. Evaporatlon under SepEvE el pressure . gave -an-oil (255 g)
whi ch was: di ssol ved in water,” treat ed ‘Wwi'th an excess of sodi'um carbonate
solutlon and. eX|racted W th dlchloro- 30 - nethg h Evaporatlon of t he.
i ract gave an 0|I (10 3 g) V\hlch was pur|f|-

6- [Z-C .
V)T f--pyrlda2|none

(6.25 g, 66@@ ntp 124 126[~f*-.- : “crystallised from

2- propanol bad m p- 35 ;a. (Found°‘C ' 55. 95;" H, eg. 19; N, 12.09; N,

Merr[, .305. CHJ err], 35 reqU|res -C, 56,22; Hwe? ©8; O, 10.37; N,
12.29% M (base), 305&11 al ufeeﬂr 'tﬂ fof the phmylchlompyndazmcs of

6- [ 2- (2- hydr oxy- 3- Fox@ili QP amoafmawirp enyl] 4, 5--
di hydr o- 3(2H) - pyri dazh suetde h@wmmlaé)@dl

acetic acid (50 mgfs W“‘gﬁ“ '
65-75. After 40 .- Hien |
acid (40 m) was adciﬁ@aﬂraeoompétﬁddﬂl?mmglaéns wl'.lexeintmtsll2 3
r educed pressdﬁe gdmuﬂamn@snw"

elution with m xt uliyd&xpflov@h-' Koy ' {
3-N-acet | i sopridpy| dkseybpinoploxsr) blllt}w or @(&%W ﬁdwﬁne‘d ‘%FShYa gl a2s
45 (89 g, 70% by ®¥do ?&‘Pt“&hﬂti r‘%%'d’é _ 387;[err], -
387). (wvi) Phosphorus pentasulphlde (8.5. 0. 04 nDIe) was added to:a "’
stirred solution of 6 - [2-(2 acetoxy'3“ N
-N-acetyl i sopropyl am nopr opoxy) phenyl - - 3(&H f"g,rlda2|nne (7 4 g 0..02
nole) in pyridine (160 nt) and the stirred mxture was 50 =~  heated under
reflux for 1 hour. phosphor us pent gsfd phi de (4.25 g, O. 02 50 nol e)
was added and the stlrred m xture was refl uy€d for a further hour. The cold
supernat ant pyrdi ne sol uti on was decan¥§§ fﬁ a.vi'scous oil), diluted

wi th viater and evaporated. The residue éolved in dlchloronethane and -
washed wth dl | Ut ewherein- R, R2, R®, R* are as defined above, R® i S



-

‘of 6:12-(Z % P-adrepeg;
3(2I—|)‘;pyrlﬁ‘£§f

hydrochl oric acid and water. Evaporation of the dried organic solution gave
an orange 55 gum (7g) which .was s on a silica colum by elution
with m xtures of chloro- 55 form . and—net hanel—+te

6- [ 2- (-2- acet oxy- 3- N-t hi oacet yl i sopr opyl anmi nopr opoxy) -
phenyl]-3(H)-pyridazinethione (yellow glass,. 4.2 g- 52% ‘and 6- [2-(2-a(2
-3-N- acet'yli sopr pyl am nbpr opoxy) phenyl | - 3(2H) pyri dai net hi one (ye

glass, 2.0. g, 26%. ([err] (acetyl), 403; M403. [err] (thioacet , 419;
M 419)7 60 . (vii) Aqueouslwijm hydroxi de solution (N1, ,57.2 ml)
was =

-t hi oa 't yli sopropyl am nopropox'y ényl ] - -3( 2H) - pyfi'da’z_i net hi .(')'r‘]e (6 g,
0.014 nol'e) in methanol and th was heat.ed under refiux for 90
m nut es. Sodi'um hydroxi de (0.5 rml e)’ was -added and the stirred

m Xt ure watR®beihg ssxdefinefl or Famfilol L) lmelrog& @ ah;ﬁubﬁc prititing peipdled Bkt er evaporation
mercapto, chloro, alkoxy or phenoxy, with hydrazine) or3optotctted dgpirgtivgi theseof,ved in a smal |

8ol urg of %5&“%@%@@%?&%@?&% ?‘iﬁlﬂdﬁ’gﬂ; Q’Eh 25% aqueous

acetic aci éhﬁééh?d: | ect ed and
washed wi t forowdd BINEHLAfol@ved by @épkgtecrionpof a];ﬁ&ecieérhy@r nol%enmpyst aI li-sation from

wat er - gave . 6- Ast{uelt dbig k] €he \orBpousils Rf TRytuRN i Bra@RANSl) blodking agents -
phen}/d] 3( ridocking) agefit§ 5re5wffelrm]t)e trestyint off dginopr epared from 6

e BRI el

requires: Eﬁchﬁ@toZﬁ;seraleﬂaR:pd ﬂ:kessih:’ﬂ vﬁlﬁ&éltd\!hyc Q)n m@/laielp)am&ﬂayl rred m xture

agehegtio, Plogbipk asivicnef o respoynd wt:ared in
: e Efg wratelﬁo m).
d- 90 m nut es.

was heat edvendtd Hjeélis phbialing cauke ALY

Excess of. MrMe@dn&pmMMméd&d@dﬂmmmﬂmduh prsémdure to give
6- hygy azi nSfQ;B W@W ; @f@%ﬁﬁ%“ﬁ%ﬁ O T Heny Y pyr i dazi ne
“whi ¢ b s P 0 e rléﬁn T ST Brat o Tk BhVUrate 1. 7529, 88%
‘mp. [err]a11 R gAML L. (Found: C,
45.23; " H, %,m : anepulylof fof ﬁu“eétifnn&? 45.27; [err]

6.17. N, 160:5@:&0@, orusﬂmp ichbracs g ove| ﬁktarsmzpmngiomay be, i'sol at ed

o1l atfere earigaiedres. \25 13, 00;
o LN amo b ﬁm“zz%&@% R g

20 EXAI\/PLEr&srchemrml -&uinyésﬁeﬁsemfasw xmﬁi-opoxy) phenyl]

6- hydr azin Yolerzinmavegopsfy- Aﬁh qule@ WD)@W@I@A‘KM A\EPmpoun

3-[2392, 3ep¥ ?ﬁrlopoxy&benzo | ] propi onate 25 54€§75 g, él mife),

met hanol (580 ﬁgi heat ed under
reflux for mmm% 1&{9& Qﬁt Eﬁuﬁ@'%m uced pressure
gave an Ooi lor o/ theQfprm mhﬂdﬁ:roysﬂabvh&a mupdble acidtashth * Puri fication
on a3&ili cmﬂmﬂb Br%sh aidlt@fhls‘é CB\d 29t meBhanol gave
met hyl 3- [ ¥ Yq c’ Iy *tnate (55.4 g,
809 , whi chygfi en“xexﬁﬁﬁwfsm Qs are 1 oké&:hh@lba, saa&k, mxzeéaeum ether (b.p.

60- 80 hadpmqn acRi2, Bdgnbsium stearate and steBfy @oﬁxmla@ 0f6@m63amH§ af. 99; N 3.90;

[err PO 337857y uty olly g of antwaten. 09 N, - 4:x15% M-~ 337) 40 (ii)
Hydrazine hy W%: ?’i, R Y %%gﬁbfe@d q,laaéduﬁmﬂdsol ution of
rret hyI 3-[8ela(t13-cﬁpsﬁ'lbl -pelien §oekh,0of \ip i@ [fanyof errizinydr [Igzengni Theat e (48. 8 g;

éa amoppt of) SOlldnlg {hqmﬂavanamétly ut %35 Wﬁ%@%@l ut i gn was
heat und duce®® pressure
gave an oOi %%m@( :mggﬂd &% ‘treat ed’ovmth an excess of

“sodi um car bon’ahee conghosiiioby At Q&pamdt tbydmchhﬁmﬂrrmne Evaporat | on
of the dri Evoldng progetuses «),_ s, ixisE; angljrprapresiips; opHdissplvipe theon asilic
col urn by -'i‘wr.‘“f.., Alehe it BE predoh fﬁfi oG 12 Bl ABH D ARAk: £0 40 gi ve 6

*- [2 - (3 profiuce pRilenersi lMadean’iivasoth&KmEmﬁ)bf)dhhﬂWh&nmaylbc5 - dihydro -

40 3(2H) -o wr;dmmbne 33. 44;»91 2% m -138-.141). =“The h¥drochl ori de,

r@# t i an. amount ¢

cryst ?lllst? 2§t mgmos l%‘gtSOmgmabout 55
250 mg.
¢ i. The active mgredtent w:ll preferably be adm:mstered in equal doses one to three -
;l;u;as per day The daxly dosage tegxmen will. preferably bc from about 100 me t to
about 2 g. - -

60 Other pharmacologlcally active oompounds may in certain cases be mcluded in 60

.the composition. Advantageously. the composmon will be made up in 2 dosage unit _



(Found: C, 57.18; H, 7.41; d,. 9.67; N 11.39; [err], 319.[err] requires:
C, 57.36; H 7.36; CI,996 N 11.81; M (base), 319). 45 (iii) a)
A stirred—mxture—of—6-{2-{3-t-butylamno-2-hydr oxypr opoxy) phenyl ] - 45

4, 5-di hydro-3(2H) - pyri dazi'none (15 g, 0.047 nole), acetic anhydride (100
m ) potassium carbonate (6.5 g, 0.047 nole) and pyridine (15 drops) was
heated in a water. bath whose tenperature was raised from[err] t'o 100
during 60 mnutes. Acetic acid (100 m) was added and the stirred m xture

was heate n.a water. bath hel d at 75. ASQ Brom ne (7.52 g, 0.047 nole)
in aceti ¢ (b : - dodropui P82 ng &0 50 ninutes. and t{rﬁ_
m xture heat ecroinorapmpnmdckbtthoﬂeire&&odm aufdaﬁ:mtr'{ﬁm for srathple @fd eble, -
evaporation was di% \Peem«mblau OBy thane -an e th wat er
Evaporation of th Jeginee] "ﬁfgﬁﬁs g;ﬁsl? '9"? oflowing, exagpleh \\hi ch
was purified on a silica- col um by t 1ot Wt mxtures of chloroformand

nmet hanol to gsve 6- [2 (2 acet oxy- 55 EXAMPLEI 5
3-N-acetyl - t - but yl am nopPEBUREFR ydyazing H&W"T‘% 3 g 70%
obtained 55 as a gl Sh,,&:@&mcm!n&.. e b(,ﬁ@goﬁ,qmo&etﬁes%@n(Found
[err], 401; [err]; 3—(232%@&@@%' Gk -m(uoug) 0~0$J)m1€9 il dry dkardl (20 Wile el

6-[ 2- (3t buuylamﬁ@ﬂ@lﬁw bplers OXbe) 3 1 ponred_mtotce-waterandﬂleesm 10
4, 5-di hydr o- 3( 2H) -§ , e ?g”b? '%

3-ni trobenzene- -6 Cyeliow oik Ul | ' ' ] 022 m SO ﬁalteir oxi de
solution (2.2 g, O. 03&) rmlweusumad ﬁﬁmﬁOofmheﬂ:yl M&hsdro):ybmﬂ}pmm (ﬁd@; refl ux
for 100 m nutigs. ol Pe (24 's'n'_“r ?’PH;gl mele) ut i o

to pH 8, then an ﬁi
z’cmx;effgﬂsg, 75%

[2-(3-t- Butyl am n TIW‘%)?\&HB mjﬂ; |zd¢;

aqueous et ha8l .
257-260[err]. (Fo
requi res C, 57.70; 32
|"30l P w gndacﬂ
6-[2-(3-t- butylamgl yil . b _
g, 0. 016 ol e), pot al| BOeBA B (30 R ‘solididavhis hBaadCyndercid hxcfoe brieChoas Ny dr i e
(27 m), was heat @vsmmumwwducdmwmmmg) 'rwa}dwblvwrmmra:poratlon

under reducedgpr es® P‘%ﬂgﬁ@ F'*%ﬂ
bl Dt

di chloro- nethane., ml

hydrochtoric amdﬁﬁ%:)s_ j 1ok : ﬂ@mé&m@amc -
sol uti on gave¢6-[ 2* __'ys N}? g’ I& s 3 s 35
am nopropoxy)pheny}lﬁ S%S Q%o%)gz /ﬁ?b&h)dﬁosﬁh&b%r 80

pent asul phi de (99, 0. qmmmr@mm 3-isoprapgllarsindpndy n'mv-; '
6- [ 2- (2- acet oxy- 3- {ipwdEa YOG i
(8.149g, 0. 02 gl €) o0 (g Jesry i
heated under refl ud : porati : Y @éivid SanP@N 3
(3g, 0.0013 oil) amdolwilxut@bmhatamnéqudied mmmawmm@p ac:Afandalwater
evaporation, the r c _ A

with dilute Rygdroc
organi ¢ sol ution 0@9eg, A0YEby Owapo
col umby el ution wi tH{viy :
6-[ 2- (2- acet oxy- 3- i ;
pyri dazi net hispne (Headidtgad
requires M 417). (mi)le)Anweddmé

3 .', lhogﬂ cbldvvas
dlluted thh water

b

6-[ 2- (2- acet oxy- 3- .' acil am _
3(2H) - pyri dazsnet gg)(mzl@s 55
m xture was heate

dend rreeftham% ,_
evaporation was di. LT
aqueous acetic aci

propoxy)phenyl]
C, 61. 50 H 6. 78



H 6.95; N, 12.65 M 333). (vi) A stirred mxture of

6- [ 2- (3-t-butyl am no- 2- hydr oxypr opoxy) phenyl ] - 3(2H) - pyri dazi net hi one
(29, 0.006 nol e) and hydrazine hy

at nosphere of nitrogen for 90 m nutes. Excess hydrazi ne hydrate was r enoved
~under reduced pressure and 3-[2-(3-t-butyl am no-2-hydr oxypr opoxy) -
phenyl | - 6- hydr azi nopyr,i dazi ne was isolated as an oil which was
characterised as the henisul phate heni hydrate (2.34g, 98% mp. 180-

Recr y?’gf\l lition from aqueous et hanqlszgﬁ\ée a crystal line material- qf nip.
200- 2 Tt - . - - -. b . --5"8-‘I\/[err]
, 331, CHROHSEpdi mra qu}gn ﬁ nwsnewalgsb base) 331.
EXAVPLE 3 P o ét’;%‘fin j}iﬁg‘%‘e’zwﬂ%}’ﬁ (i)

3- (2- Hydr oxy- 4mjst1"&ﬂ2f dms-ﬁsﬁrq;ymnqﬁlo .h rret hanol -
hydr ogén chIpbmvﬂé(zﬂ)-mmameﬂmnafmmniﬁ&IWEX $isilqly prepatesy femd@stzH bed isn

Exanpl e 1(|) ot ¢ A: I onate, mp.
61-63[err]. °“‘%,\§§E ig_ He 8 %%ﬁ% l?engpi C. 64.84:
H- 6.35% M 223/):1) G 102§B-~iop; hdp&w)phanﬁq-opl onat e was
react e@ wi t 1 pyndswm amb.wfilhaﬁ!rﬂgr%@foﬁyn&lgg:s ydgttd;edureo :
“descri bed i Y o Tt d [2-(2- 3.

TS (275, epmes %“éﬁf Ly '@a‘aﬁf‘o‘!ifoz Fou s lshabho 63] er .
(Found :  C, tydea8Q].75%; 8895 n.p. e"tG

: dsIes C 64.73; H,
6.52%15M 278 I? ﬁf?’ &@@%QI § gQ;% pbzz?y;ﬁé;;é%?s SO,3. H0 5
)-4-methyl b [ ]2 | YR manner to the
pr ocedur e d(gg«;z e.(? | nR’Ex d) ?o gl ve et Eealmﬂ’h&s (flrg’
3-[2-(3-t-but ?Eonndao(:,zl rN;me,)GéHammlwmt@immmps onat e, m p.

82- 8429[err]q(5F=&erﬂ»533€ 5131 }H,8.48; N, 4.02; Merr], 351 CHqurrZ})
requires: C 64.93; . H- 8.32; N, 3%% %%51) (|v) I\/bthyl '

3-[2-(3-t-butyl ammq,aau&yarsapqmty iﬁo-m%ﬂbﬂypropoxy)hﬁﬂip)"]prom onate was
~cyclised W|th h dra2| ne hydr at @hydnazmopyadmac simlar to:that described in

o R RN I

hydr ochl ori cgeqe sﬁrdﬁs@algj wﬁﬂdcﬁystﬂmeivﬁbarm&weatthetﬁnd h?am‘ﬂcmo on AQfich- 209. 5. [err].
Il 52-GtH err], 334.

5
CHN[er ]a hyd x Pt gé{g' % gich 6 Msfbase)
333). ) By S tC,nQ@pe %ﬁa%‘;r 33‘27 U? 80&1250, dmsiroxygmpoxy)

- 4 - methyls, im‘re_ I4]15%,M,B37) di hydro- 3 .- pyrl zi none - to a process

simlar to .th t(") Elglﬁi ?ﬁ 2. 48 soditig
yl -t- b%yl a g “%n “sol washea k T é’fg non@S nmay be
prepared; . ad mag&eeﬁen;gzsg-_ 'a.rwatsalssoﬂvéhthat

“described | nnlieeaﬁ(tg& withi anpexcess, é sodipm athenarel siution amglf extriaqed witker nedi ate 6 -
[2 - (3-t z{%ﬁm@m%;%@gﬁg&%%%%gﬂ ﬁ%ﬁhg?p‘h@u - 3(2H) -
pyri dagpnon rap_.[zaﬁ%-_. uftyldnlido NI 7)ph ;fm %c -bb- acetyl
-t abutyl aémmpr@myane{amg,m p.-138-5141°). The(Hyexodhl 4 - dﬁ I

pyridazi non i&r gf\}‘a%(g ﬁsu 80 b" ltIQ) H&l m | ar manner

to that des (Hné £ X 319)
[2-(2-3set OXy- czetsuhed

mIBMIré/ lof 6— [2-(3-t-buty1amnno-2—hydroxypropoxy)phenyl]- 45

am nopr opoxyi)S-dlh 3D ryeduyingne 3(13 13, - §O47i thele), nettivi- enbpdridenileth mly ecryst allised
from met hantﬂé’"’s gé(iéz’.: Q“:;[' a‘gd At 15 gro Yasﬂﬁ"t"dl—!“ a@’a N, 9.64; S,
7.57; [err] Was add ixture: was' eaﬁéuzﬁ& :ﬁﬁmm da 43% .
20 (VI is) 6 -Br{nﬁne( 52 8 OAG'Btnﬁm)jm acelic -acifN (30-181) @iay bdded Hropwileud uyihgim nopwpoxy) 4
- met hyl - ph@ln‘WS,

sinilar to t was ‘ la‘i F%@Fma@ddmw% mﬁ? l?orﬂfﬁp a manner
6[2 (3-t-b ried . 0! m%ﬁ urified on a silica

anol ‘to give 6-[2-(2-acetoxy-
phenyl k5 3( 2 Iﬂ-Npgerlﬂ mxm@meylwaﬂmcﬂmw (1BSeg 0P mbtained 55

2o T R T G HE A ucepapnpdon. +

- et hyI phenw,s]-dihydm-s(zn)-pyndazmone (7. owg, 0.022 mole) and sodium 3-nitrobenzene-
.sulphonate (4.93 g, 0.022 mole) in sodium hydroxide solution (2.2 g, 0.055 mole, in .60
70 ml of water) was heated under reflux for 100 minutes. Hydrochloric acid was
.'added to the cold stirred solution to pH 8, then an excess of :potassium carbonate was
added. 6-[2-(3—t-Butylam1no—2-hydroxypropoxy)phenyl]-3(2H)—pyndazmone .2
75%, m.p. 104—114°C) was collected, washed with water and recrystalljsed from 50%




3(2H) - pyridazinethione was treated with hydrazine hydrate in a simlar
manner to that described in Exanple 2(vi) to give

3-[2-(3-t-butyl am no- 2- hydr ox

met hyl phepy4—6=trydrazi nopyri dazi ne. 30 -

EXAMPLE 4 - 30 3-

[ 2- (3-t-Butyl am no- 2- hydr oxyprozpxy) - 4- chl orophenyl ] -6-

hydr aziappyri dazine (i) Hydrogen chloride was bubbled into a gent Iry}obm l'ing

sol ut} of 3-(4-chloro- 2-hydr oxytﬁgﬁyl )propionic acid (12.0
nol e) ry ethanol (21.2 cc) unt it ——eSTer] ]l 1‘.%%} qmvm:p corrpl ete.
The proddf ""rys_t.a. 1 sl§a &}ﬂé,_tmswy-lsﬁﬁef’é?h Fo3=(4-"35 ~ = :

chl or o- 2- hydr SRYP).pr Opl onate ( g%z%glgl-,%&@;{mp, M»—fei)‘)‘es’&ound C _
56.07; H, 5.0 3c69752, Nv{, err] re'_'_-l'hre 123881y 56. 15 H, :
5.10; O, 13. 85!7041) H 63466710 e BYAFORE ** okl scaichy | ‘
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evaporated to aliwhbtys LS dcidaandO¥ithm b
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6-[ 2- (3-t-butyl am no-2:hydtoxypr- . yasEe d@;ﬁ .

%ﬁ’é’g; j isEsepple fB 50.
ggrgpa,em, In a

di hydr o- 3(2H) - pyri daZtlﬁcy]@-Hyﬁrow-ﬁ' _
Mrydiﬂiza 49]96‘39&”-“3,- Bt §4rr1t)[:1henylei]’l 6-
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simlar mannegg 3- ﬁ;ﬁ{p

hydr azi nopyri dazin pr epared from jonate Was
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«di f | uor oberpheiyﬂ-4(55ﬁhyg::o-3 By

-20% aqueous

6- met hxybenzoryl ) propionate. (ii) Methyl
3-(2-fluoro-6-net hoxybenoyl ) propi onate was denethylated with al um nium
chloride in chl orobenzene and 3-(2-f Walall |

was isolated.. 20 (tii): By subjectlng _
3-(2-fl uorg-6-hydroxybenzoyl )propionic acid to, a series of 20 reactions
simlar to those described in . Exanple -1 (i-ii) and 2 (i-vi), the W e

com pound may be prepared. (b) (i) A solution of N-nethyl, succifhpide
(49.51p, .0.44 iole) in, dry tet rq_-sz;%gr of uran (300-rr1) was. added, s -'-vvi se
s cF—soi-titi-ob ' phoal

mﬁm’emlmﬂas 1ot
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n1 Th queoys phase was
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39N(264’€Fr’ 767: X HaiNOGS recties: ad,obadoi o a solution
DN D acket? ¢ 2 5 Siga O L1 rm;e in 50% agueous

acetic aci thx(nﬂz}O washyd lge,jli[p migindt Siodfar 6t that érted ‘under
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to give 6-P2M3 _ ® ca column by elution with mixtures of chloroform
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5 phenyl )-3(2H) - pyri dazinone (3 g, 83% which, recrystallised from
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pent asul phi de (3 4 g, 0. 015 rml e) was added to a solution of 10
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pyri di ne 0 (50 mM). The stirred m xture was heated under, reflux for 15
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crude product (1.7 9)(F6ﬁiat ac,nsmw,6n(32ﬁce:t,oaszﬁ-&ﬁhwnrcs)hasujlw 255355
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butylamno - 2 - h§'d dfyﬁ 6b7(%t 227@' - fI uorophegxl (i soprop I i dene-
hydr azi no) pyri dazi pe, (i} oHydrazit _( i -é'oﬁqummg:‘;%g?% lﬁ‘ o .
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acetone (100 m) were stirred at roomtenperature for 20 hours. The
reaction mxture was filtered and the inorganic residue was washed with
nore acetone. Evaporation of the co

whi ch was extracted with dilute sodi um 65 hydr oxi de sol ution. The
aqueous extract was washed wi t h di chl oronmet hane, treated 65 14

1,527,712 ° ) 14 with chay€aqal,
flltered and aci difi ed. The resulting precipitate was coll ected,

: with wait er and cystalllsed frometfered to g| ve:3-chl or o- 6- (2 hydlao

met hory' phreT 1 rne 90/ bb-- (Found C,

 55.64; %%‘é ‘g}, Yi’ ﬁgﬁgﬂ g‘g’“’ daéf‘;e ® 55.82; H,
3.83; a, 1 hrh Evﬁcoﬁhdmrdf e Ay pressure’

* 3-chl of o- 6- ﬁaﬁ paptrer . ke Bive) 6-(3-RoetOxyep: ﬂl1©r°0085 nmol e), and

sodi u rret%%glr Pmdgm(’ee o8 )e"yh‘ 1FF°'éI?";}hst’ef‘Pfar?3F“°é P was heat ed

under reflu Achedtosh, $3AN, .14 CSH 1N,8C kuifes- &, 98l05; ﬁ 86 nole) was

t hen added Nplltd?%)red reactlon m xtare and t he resultl ‘ng suspensi on was e

cted t (ehd Hessbomm hids (2f @el0XSomele) avletion |6 cr ude pr oduct
s ol eci s e o B ik
. 6-(2- Hydr ox m}w e[mt ;@a sed from
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o oxar OOt b g BB BRPRTSD et s SR PSP HETESE 709, m p.
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separated from which the supernatant solution was renoved by de on. The oi
was then washed with a little water, dissolved in chloroformand the

chl orof orm sol uti on washed with water. Extraction .of the chloroformlayer
with dilute hydro- chloric acid, followed by evaporatlon of the aqueous
solution gave an oil which on 55 trituration with hot 2- propanol gave
3- [2-(3-t-butylam n-2-ydroxypropoxy )-4-neth 55 ¢ s

oxypheny 6- hydr azi nopyri dazi ne di hydrochl oride, which was recrystal|sed
from et M4 (1.8 -9, 52% mp. 240-2455%ﬂL(F0und' C, 48 70; H, 6.59; 14.
16. 10; N, ' N ~HCH - ‘

15.79%. 60  with gk “|t;1uewdnnd<" ified.gThe. restlting ‘procpizae ses ollected, washed
3-[2-(3-t-butyl a%l_ h 22 Wﬁ) ﬁgwms-(z-h@@om:-memoxy.-__
hl oro- pyri dazi t}ﬁz/ﬁéze @,ﬂd4 1176 CuH,CIN;O, requires:

6-C SSEAT I

1, 8- bi s- (di néthyla,nssm)uapmmmm mslme;tea For 2 haurs ro" give 5
3-[2-(3-t-butylam sejution ok 3 h s phenl)pyndazm(zo '
6- (2-t-butyl oxycﬁ s‘_ _“f . :Md]s ,1 ﬁ%% ag))l(S

Butyl amino - sdoa)yméqap" ioxion ‘i rgﬁk&@éy" ' %mmd o

met hox ri dzi nedm Weat og addeﬂhothehcstd and ahebarada sollecthd,- wasliad 3100 t
- but y|ypy 65 th water .and. dned 6—(&Hydmxy—%methoxyphmyl%eﬂxo%mdgm ny_EQl am( no -

from 13 137°).
2 - hydroxypropox m‘ﬂ' - = '3%%%{ bonyl -
hydr azi no) pyri dazpyﬂagz,)nefkaa g, 30.0056 4nole), :?plbroxinh drBu@ﬁgmm-mg potassium

hydr oxypr opoRy) - casboratat5t0he 003 exly) bnd-drf butatt-2one (60 ml) was heated under reflux 15
but yl oxycar bonyl hPHL% :?‘H-b% ?" °‘(e?“03mr@§&%§‘“f‘§ éaﬂdéﬂ xhw"ﬁl lute 5
sul phuric acid (0Og 1 ora ﬁﬁ&%’lﬁo gi ve

the tide 5 conpotie )Amx ure of

adl fran eth’éxS(OSLﬂ,

6- chl or o- 3- (¥- hydrox(yl)4Arre@h _,_!9, e __.,.mﬁ&-é aethenr-e anél
1, 8- bi s- (di met hy| ByEzne O ﬁ@g m “dhnlo) ot 6 - (2
-t - butyl oxycar RanishM&He 2 ¢ xgg;é"z.(g_ Rinkiaaenyl ) -
10 pyri dne. hydmxypropoxyﬂ-methoxyphenyl]—s-methoxypyndazme (062 8 70%, m.p 114——

10 (ii) A sPirret6iixture of . IR 25

6-(2-t- butyloxycalg 3\ kil _ : _
ref lux_overnj ght msmaqowomdoﬁlz-ﬁsﬁuwm@ehw-@mmxmeml]% whi gh

was pUI’Ier %y _ %P_ A9 A o B hdr a on si?f

to 15 0i Ve Bpridbipn DBt Hh0 Rk BB 29378 020 Mole) m -

epoxypropo_x__y) - 4potassn:15cmhd’tﬂ&yptge 0 olepyudxgla:iﬂam&me((sm m})ﬁsaakddmm of

6- (2-t - but'yl gQxycarfisr  dpuss: | The filter AT 19_ grgss’ leaving an ol '
A o o g e 1%

stand at roomte ' 2§34 _ (t er‘é &ti'on mxture

gave 3 - [2 - (3 - ZFound M‘1292b£lt 1mmmmmqam M,d&% #y%propoxy) - 4 -

met hoxypheny] | - . -(ﬂ 3°"-F°“°f@ Wtﬁr% rTSSRORY phets ?zi"aam ngy-

e(i) A weII stlr L%?q s D fRepar

: lg hox

- the-solition y_
pyridazine (6.0 gwas(hlsfaaﬁé foaﬁdndwﬂreamoftﬁnhm of s (exth %mﬂ/&ﬂutaeat ed
under reflux. f orhy8rofidaricsacidTRbe maﬂtmnemprtmmwtﬂatd@mofwdmm hydroxxde

6- hydr azi no-3- (2-¥ ?“O&PE }?93340 : _cl;lggorm Th?@gg

col | ect ed, Washedp §Bp ridazihe sze,ég §o; "l t't : 1 35 G 4 25
(ii) To a well stwsn lstﬂeuim&age)hﬂmutfurtherpunﬁmuon : _ S
6- hydr azi no- 3- (2- h (LD x4 well s rrech suixnines o Ryylr kﬂdm(3ﬁ@11$1d16[ 3-t- ugb5 nol e)

in pyridine {5 - "-’ﬁﬁé’ﬁ‘% ] yPRe roo) A Pargid Oy 06

nol e). The reactlgapumdxw%mamss{lwo' “oRfionw (Y - '11$O| U%IOI’] _
of potassi um car benateé (v&hg)wfnhqavu%aﬂeewht(rlﬂxsmvyd ﬁxastﬂtaﬁfdndandﬁhe chlbmtoune 30 .
was partitioned bwleneiashed B Expationa pfcthe da!?ref éﬂy‘tfh‘ﬂé'r.

vashed 30 wigth- z_h '
ks Je/ELGA . Atihylh m&y’@ﬁamsehl Ixy))mﬁil dazine
whi ch vas ‘cryst al ingthagol (ﬂ-ﬁc&‘rﬁk%hmmmf)"@dm_._ 193 194. . EXAVPLE 8' 35 '

3- [4-Allyoxy-2-(3-t& s gﬂs i 2L Spm ,g,ﬁ,,,moszncxmgo 35.
6- hydr azi nopyy i da'ze?r@(é Iopg_q ﬁ% iflje Wasgg -
treated with aIIydi-cHnr ﬁyrdmnH,St- Gfas bed 1n

sisrtitnads
b Tamin Z-hdr -4- ethox 1]-
Exarrpl e 7 a(i) t t_bf? Qﬂﬂsfalgihvgfd t;zgnd;yzm 0-2-hyc oxypropoxy) methoxyphenyl]

. @) 3 -2-3-¢- Butylammo hydtoxypropoxy) methoxyphen 1}
65 6 - methoxypyridazine was hieated wzth t-butyl carbazate to give 3 [2 - (3 t - butyl- 65



hydr oxy) phenyl - 3- chl or opyri dazi ne which was crystallised from ethanol (52%
m p. 40 124-126) .

40 (ii) 6-(4 -Alyloxy-2-hydroxy) .th
epi - bronohydrin in a manner sinmlar to ‘t'He procedure described in Exanple
7b(i) to give 6 - [4 - allyloxy - 2 - (2,3 - epoxypropoy)phenyl - 3 -

chl oropyridazi ne which was crystallised fromethanol (57% m p. -
131-135[err]). 45 ‘ (iii) 6 - [4 - Alyloxy - 2-- (2,3 - @
epoxygr opoxy) phenyl] - 3 - chlorgpymglazine 45 was treated withs

t-bu anpl e

B‘

7b(ii) o %ﬁ“\?e‘; Eﬁi f%gl"??"&%y A= pghqu@myw afr o= 2= I’?Wllpvxaylpmﬂpoxy) phenyl]-3 -
.chl oropyri ¢ WA S al h 7 m p.

151- 153[ere”2 (4 lékycartorly gr oyp fm&?ﬁ?&’ﬁwﬁgi &:ﬁé}%ﬁ?ﬁﬂw no - 2 -

hydr éxypr cple! acid ﬁéh 0]6) and5me solution Svaporatd @ dugnyessi whogivermbe wids treafed with

Eigrrglzrenet;ﬂiua& ésifhxm %lar ?ﬁ&%&i“t’%pﬁpﬁ?&ﬁ uﬁ'dl:é’e fiescrr bed in

hydr&)xypr apexy/yp carboryhel; mpopyrqz deidRgy a9 -Biethx: phﬁﬁvg- title conpound
I h hJ 2% 2-1 e
\Ig?(,SAI\/PiE gt (’lgseArt "%nomng ous nﬁ ‘%c ori de y%razmo)_g._(ghydlré’;y_“_ 38[eld®]).

3-[2-(3-t ﬁuthﬁph%%"éfiﬂ ‘b’° an P° Sioh carbonate in butan,

- ‘the ﬁltered soluuon nx%ydr oxyphenyl ]
-6 hydr azimispyr duﬁechbyélut)onamﬁrﬂu Beaba pyr i dazi ne (1

&-dich]

nol e was &E W“mw)mhat[é ((43 1ePﬂ§YIE9P0m -‘WyridinéSto give
3- chloro-%‘%’%&ﬂgﬁﬁ 3 0% %5 ,er;r.%y AN AN

(ii) 3 - Chhg;u"@yph l]pyr(d&m?(@ ﬁﬁy yc’% gmm?w r- bOpdieNy!l ) -

pyrr azi nefoonsmgme |Eﬂaparamrddsre&mnmumgm35|[ml(3ar to those

des |bed 4 ;}ﬁ%‘mﬁl TPROYY) arf methoxymbentllct 6 diZ&sbt Yaromyn di | @ e sodi um
~ hydr oxi de s an nﬁﬂhﬂétbp@-(’éﬁﬁ?&&d&ﬁo A1) ﬁ h&ky- 01 Ve

3h|[2 (3-1 M owem;uhmwwm%d 3-(2-hyd Bl:%ﬂ%m fe:h 1y)

chl oy.opyr i e precipitate of 6-hydrazino-3-(2-hydroxy-4-methoxyphenyl)- 1, 527, 712
6 Y sw% newe""memmg Sl aa h hthopneny

A3 igNe.005aH01d) B hatiisziddnder sim | ar
condr ti onm&fsa 0006 aplelo dtle ewaZb(:mdrf)’r 4 farthprviB hbdie title
CO und. sium carbonate a g) in w: (l@ﬁo tggq fl"h@mlxture
MRy s &wﬁf o b Sk )

-6 hydrazrhsmpgym slwmdloms éfr : ale (89 n, 0.064
nol e) in dep Péﬁl%{'ﬁydro- furan 480 i vvas “added durr ng 10 minutes to a
stiryed solution y ,'..H.,.- hexane , 0.6 ol e) _under an
at rm%phere of ni t(rg gengo%r%é3 ¥ yd gp%m"”was heat'ed untfer refl ux
for 90 m nut €3, 3-Chbxo-ﬁe(2,gdih§adwzgphc tﬁddrsdzlwlimrmﬁaaroxﬂnﬂk(ﬁ g, 0.68

mole) in imilan g éeBraniplo 7\ai> ». givEte(4iiptaxpze was heat ed
undegy ref %ﬁ%ﬂ?%ﬂ%%ﬁ%ﬁﬂﬂlﬁ%fWIm (3256 &nd ovlfor]nr ght .
The super- nm)am@.mmm@m@m &Hﬁgtﬁilﬁu%aMa@%@ gsed with 20%
aqueous arbmaxohydnin eskribedyiOEsansple aist)@elgivé t h chl or of orm

' The wash al ?ye évéblerroa)tr'é@man@cbms resi due
recrpst al %%?%ﬁ e ngé’ée @E%»llﬁl I\I—g‘reéhm e

3-(2, 6-di met aphity p:mnprmra (Found

C, 62. 18; aneﬂe? b<u)Nt° &V%é- o@-hy heﬁYIB-Z- N, 5.57%.
(ii) N-rret _[46" wﬁ@ ﬁf_mﬁethylated with 20
al ungoni ums céﬂldawyd&th Ch &l‘aﬁé l;r to th

i

-‘-

3- (2- hydr grogedg m Exaxﬂﬁh ﬂﬁﬁl@lﬁ@fﬁ%ﬂWﬁZXG{-bm'lﬂrun&%[ err whi ch may
“al so be »; ,..' %q asz_a?r@.g euccompoundwas .
3- (2,"6- di hyroxy'r)enzcr)‘ilhf“}s 8 aé SaPe i ve et hylation- with
r ni h i odi de and pot assi um caammt,s an acetone. (iii) By Subj ecti ng
5hyI 3- (2 hydrPGmraﬁ@nr@é b@tblhmwg PhydokpropeRyEe to 25
react|ons o jH0-o VRIS B L E R les {i-il d 2(I VI) t he
25 title Qﬂ i‘ﬁ qp‘énm_( treg bon;'glox)%zrE
hydroxyphenyl)pyndazme T o
60 (i) 3 - Chlpro - 6 - (4 - ethoxycarbonyloxy hydroxyphenyl) pyridazine 60 -

was employed in a series of reactions similar to those descnbed in Example 7b (i—ii)
and the product dissolved in dilute sodium hydroxide solution and the soﬁmon treated
with acid to give 3-[2-(3-t-butylammo-Z-hydroxypropoxy)-4-hydroxyphenyl]-6-
chloropyndazme , .



Preparation of 3-[2-(3-t-Butyl am no-2-hydroxypropoxy)-5- cyanophenyl ]

- 6- hydr azi nopyri dazi ne 30 (i) Alumniumchloride (148 g, 1.11
nole) was added to a stirred mxture of 30 4-cyanophenol (44 g, 0.37.

nol e), succinic anhydride (33.3 g, 0.33 nole), and sym tetrachl oroet hane
(260 M), and the mxture was then heated at 1350 for'2 hours. The
resul tant .conpl ex was deconposed with ice and hydrochioric acid; and

3- (5-cyano- 2- hydroxybenzoyl)proplonlc acid was isol ated by st andar d

procedur@mp 177-178C 35 (1%9‘;11‘12 C, 59.99; H, 4 11 N 6 2{36
QOO/A' /l | \ o
n

[err] dé C 6027 H 414 l] \bJ

3- (5- Gyano=2- hydr oxy zmyl[zp(aa-ym Bmylmmﬂi-‘imisoxsmmog()t-édhymw es Of
reactions simlar & etclhﬁlg]mm daging ot pracued; Wthehydrpincobydpare. ydsr sipilgr sqnlitipnsyo. 4
give 6 - [2 - (3 -these desﬁ@?%/inaﬁiaﬁblﬂb@) to ﬂWﬁh“bi'ﬁ}"p?"B‘ﬁR‘W S - cyanophenyl] -
4,5 - dihydro - 3(2H) 0 40 - pyri dagkRMPEE 10~ - _ o
40 (iii) A" ngture of 6- Preparation of 3- [2-(3-t-Butylammo—Z—hydroxypropoxy)é— o 5
[ 2- (3-t-butylanino- 2 hydroxypro _P@:ﬂjdéf:éﬁ_ : _ : : '

di hydro- 3( 2H) - pyr i a%qxﬂ’ (B2 mbL 006 |
n- butanol to give; dL( (35& molej %! A MBuhid@phrere of i THe/ @ilitgre - S -
cyanophenyl ] 10 3( -hestod uma:zreﬂmnm 905mnutes, then a soln)loxﬁof-N{r@thyl {ugcinimide - 10
Butyl amino - hyte: i pwise. Thern 2 “s"h“ted

pyri dazi none was %’E‘g{gfmﬁm e(?d]{l i ﬁg‘;‘mﬁ‘}aﬂ' ¢ super”

pot assi um car bonatgﬂﬂﬂe Shiiéien (280 n;:g ‘and extracted 'with chloroform The washed and dried

6-[ 2- (2- acet qxy-.3- é‘dtrmatraylevipedated dirdmmqsnd te t give 15
3(2H) - pyri dazi noneN- .' m )Igpgon% (; h%@??ﬂé ‘&Eﬁ’ 6& :
T -2 ¢yahophe

acetyl - t - butyl 3

pyridazinone to a Serg SN-x&ﬁiylr B%ﬂ@-ﬁﬂzﬂlﬁ&xyﬁdniﬂy]);ﬁd&pldlm'ﬂd‘lm deﬁedmlaebrmtbed in
Exanple 2 (iwovi); alﬁdnéuﬁn tlihmde omrppb@hglma wvep N b@’(zwm 20
Pr epar ation of 3-[& ' et L g%ecuve r;?;ﬂ; E{;‘,’,’ wft% '

5 & %' )
i sopr opyl am nopr opQXyh Rd) AL

Sa VA bridfe Y e RAd . a) (I) _
4- Hydroxybenzyl cyanids . w&uls;eaﬁg N;in&thyﬂ rs-(zmmlroxm&m@mmbdlzp idpropigpamide
al um ni um chlzri dea mmesaofstpmt?na Goscrib in Fewepies oo And ﬁka‘ﬁ)plﬁ’é 11( 23
to give 3-(5- cvanoﬂ@tW“Z‘llﬂ?& yl ) propi.onic: aci-d,” np. 153+156C.
(Found: C,, 61.80; H 4. 75 N 6.01. C[mmﬂrmequres .C, 61 64. H, "4.72; N,
5.94% 60 ' (i) 13- {':Epaan@yafnb-tﬁ%( utylﬂn@lo-l-hbi DIFRY 'oyI ) pr opi oni ¢
aci d was subject ed t0,. & Series; 'i?"’ &g&bed 30
Exanpl e 1(i -V é?eh u-rf’m -cgo?_ | nﬂﬂﬁhﬁy 333 033 Ie),_ by |
3.- isopropyl am no ' ; y{sltﬁkizhea’lﬁt |13ﬁ‘le£or Z(homs Tl@ [5 -
Cyanonethyl - 2 - ee&ﬂtanthydpleuy-as-de@mm é]
3(2H) - pyridazi nebysx _ §F$’§€g§ “%%3’@ 1AMERZT0PAS yhyc acisd
5 and t he sol i‘S |(3evva afd” néeawallsed_fo glve6-
[5 - carboxam do- -cyanc{az-hyg(&ybenda )iampio c -aci@ was Slzb’ecéedtom :G)sgnsrzof
i sopropyl am nopropmeag@o;mlmm;ak}ro thosg (( m eﬁm—ﬁ ﬁnm xt ure
of 6-[5-car bog(? P mm&%“’; r‘gb{’[e% ggf dmﬁ 3
propoxy) heny] 3( 2H) 3 e 10862 (311oRlF Bin5 2-nidteltypiopoxy SaertepliayI b, S nas
heat ed 10 und@ihy dr@- mcp;aiaﬁ ‘FZ-( dm{ganﬂataedxeamddmderr@ﬂm@dn %‘ﬁgfe to-
give the tide corrpwnd- [21®3(b) b‘(tﬂamlmst %yPYWEFER"SQyBHéW‘P@E@HaT

reacted with succi B¥%d rdr i de and-al unmi ni um C Iorl de * n a. SI m. I ] mannqr
to that described | éz‘r( 15 H‘?}l‘?ﬁ% &%"
with dilute aqueou phenyl]- S
car boxypr opi onyl ) -3(14{)4;, oae<yp enyI ~- acet i-c acl d whl ch,’ recrystaH [ sed
15 from wat er, . BifkuBjectitg 6 QiSEze.rda]mxy 3 -N - acetyl t- butylanunopropoxy)-

15 (Bound:s vaaﬁtﬁ)hﬁlﬂ] +B(2H) 8 pyridazinané to reagtionssimilay 1o (thosey g ogP,
(||) Hydr azi ne hydmdescdbed dn Examply 21Gvrigh hy tifly §°’%iﬁ&ﬂé‘d“’”( &8t r ed suspensi on
of 3-(3-carboxypropionyl)-4- hydroxyphengkmpﬁ;qzam d (30:¢g;+0.12 nmole) in’
water (300 nl) and the m Xt plegrdtios oi B-pd-Caibat ﬂﬁt&fmeﬂ@f—l—@hydrmy—ﬂ hour The
reaction m xture- vvas “di | ut edwﬂ@opylamlm_: '

allowed to co ‘m‘madi)r ngsde ma sum ar A that bed in Eximple 11(1) to glve
. -(5-cvanomethvl-Z-hydroxybenzoyl)propxomc acid; m.p, 153—156°C.
- .. (Found: C, 6180 H 475 N, 6.01. Cn HuNO4 reqmres G 6164 H 472
_ N 594%). . .
60 Gy 3- (5 Cyanomethyl 2 hydroxybenzoyl)propmmc acid was subjected to a " 60

series of feactions similar to those described in Example 1(i—vi) to give 6 - I5 -



phenyl ) -4, 5-di hydro- 3(2H) - pyri dazi none (23.2 g, 79% mp. 245-247) was

collected and washed with water. (iii) 6 - (5 - Carboxynethyl - 2 -

hydroxyphenyl) - 4,5 - dihydro - 3(2H)

~in a simlar manner to that described in Exarrple 25 - 2(iii) (b) to

gi ve 6-(5-carboxymet hyl - 2- hydr oxyphenyl) - 3(2H) - pyri dazi none (mp.

$296-299[err]). (iv) 6, - (% - Carboxynmethyl - 2 - hydroxyphenyl) - H)

pyri dazi none was esterified W|th nmet hanol - hydrogen chloride to giv

6- (5- mp# hoxycar bonyl et hyl - hydrpggypﬁenyl) 3(-2H) - pyri dazi none. 1;

(V) 6—(‘5——%H°rox-yta1—bo1'ry'l-n‘et'hy'l———2 —trydroxyphenyt—=

. pyri daziMoneya %s Lolfeckdir=t o 4 éi@?‘P@’?“Bﬁ“P'P@é@ﬂeﬂWs sﬁéﬁ‘)l ar to those
described i FYEYg €r§ (Cythbmdth tﬁ)‘(' 7). £Q BkMN§y - 3 - isopropylaminopro

6-i sopropy! |pﬂamq Nyt ﬂﬁdﬁmé ﬁbawdaaie;bwed hydom%oﬁv;xdih&ny:pﬁm

ﬁy cd- pyr| dazi ne:

(vi) AS mi xtand the solfiticd-go dafralzspﬁvm hyl - 23hydr oxy-

35 pherﬁf@’by?l daz F‘Wém‘gmg 'd?°8'§75511 ?P‘I%PP}EFBH ﬁ&gg #Fi6xan was _

treated W th SEHPNA @ mixmrd5 oft Op-gH- ééﬂam@amidoin&ﬁﬁ mﬂ,& yaind0 - 3 - (5 -
. car boxam dormdpbgyl)uhenyas(thMdiﬂ hlo qayxyd Z hrideethy v1| he&ed

| sopr.ofyl i dm@%ﬂ At fitle compaunghy dr ox y10
phenyl) pyri ﬁ%ﬂ ] am ﬁ?%@%ﬁﬁﬁm lar to those
descri bed I%% rodu S%g&lsﬁe n‘ dikidte) aq quoHﬁm ahaetebanmmwnd

40 (c) (i) Gaive {503 chiboiypn hbdnﬁymxmljdnyl- aitic acmyhicloxey{yhéhsyd) - 3(2H) -
pyri dadi non “&'é:é E&gg Hroduct %E?ﬁ; vg& h phosphor us
e m“s’ﬁ%‘i‘,a Qe Bty amRle 5(v. vi) but

pent asul phi de ik °"§.I' h
the crude prs:@u%ostpm@ @ 0/% Kold ikl witergdoast) Wi t h ammoni a

give 6- Mmebmxtamvds)hqgteﬁ] der ztﬁux for 1 hour The reaction mixture was_diluted

2 h dr8x h 111 éo cool. 6—(5-Carboxymithyl-2-hydroxy- 20
R e?ﬂ%‘?ﬁ%g;%{ﬂ% an%aﬂmre 5% B n ity T S5

pyri dazi net hi ong) was (Sul D— 2 -ddiogyphenfl) F @Gt diyds sB@H) ar to those
descri bed |rP nprie cwas vri méartmenw&g- ﬁ%ﬁ;ggah X?MNPLEés 50
3- [53&mno ) m&t"lg‘rﬁ @ finogs. :

hydr azi nopyr1dagh n€- (§ )} dilibhdymen@ci 21 s | -) méddAg dropw se to
a sti rred swpgﬂtglmiﬁ ofemamo(gdhyﬂlr mmgn%%é%éﬁmm&mﬂao g, 0155

mol e) gl ¥ P Th nperature waspal | owed
to ri s@ sl 0\/\4,3)5 E‘igg ﬂof‘é{‘gg’ﬁﬁ{ ﬂ?‘a’i‘,’“@? es(i}ﬁ ook%'BI ace and
cool i ng was (@ge.esﬁ.)a{oygﬁ,@ eHy@aRr B{5LhBo -h{; ueﬁym 55 -m xture

. bel ow 450, tmdamsul i ng soI ut ion was st rred for a further 60 mnutes -and

t hen poured it & m g@‘f; v§9ﬁ’ Ytﬁel‘ﬂ’@"ya cryge

m xtur® of ﬁ’eldm Mehydgz’;m 5P ah Ay ol R ,9@,{,,;’:3 and

- 3-(2- hydroxyphﬁvu)birrdmnzoy - propioni c acid, was vvashed wth water and

dried (36. 0 (912%6 “hs PI@EHCDJ@@)HHOS@ (.- <=arbomn§lAH (O ZIV[lmim!}Y-ZSQ [err]

requir yridazine, was subjected 16 a series of reactions sim Go d'E)ove45ri xture
@’S (60 9, (

of aci Jﬂ,)% nﬂ"eﬁ“ﬁﬁe e c‘%‘}ﬂﬁa@d iy dlj,yd,gg?{,ﬂg@moL 4#90.m) and

hydr ogen chl gytidinomagas aeylpeaisame dhel produdg rixOpehtasuiphiiol uti on for 2

hours. The sB I‘E"duft Sresidue in
chl or of or m (M‘? mw‘g‘dﬂ’%ﬂgmﬁv&%’%ﬁf ‘E)°8’r"iwge (2g9 m) and
with wdter. Theigdre e@ -atbdk: Yy - Q\-ApesyHIRAYIIUBIE) - peshdfinehidas essure to

- give a sol i dw{s38bj Ma@dmwxdsreas@pamvedothmdesmﬂsd msEnmplﬂé(ves-tnérs on a
silica col unit % ® tfg 9RPPEh chi or of of m-net hanol. ni Xtures. The net hyl

- 3-(2-hydroxy- 5- nltrobenzoyl)proplmm(I%S 3.9, 40% was crystallised from

carbonsg etrachl ori de- Eia'\miﬁﬁli@e&ul&lﬂmim—}ﬁfﬂr&@mpofy)phenyl]-ﬁ- - (Found: s§, 52.16;

K 4.36; N 538 3}:%&%%”% 5 H 4.38; N,
5.53% M 25 te 19.0 g,
0. 075 ol e) 5{%_3% = ;%?s 3;%} J "ﬁﬁgﬁ?ﬁﬁm Z%agggn?n)e and

" heat edsdpn a sacaanwblaplhcefaud'c@hﬂzom necﬁsarxalwfhetpam smpeyftire phibe caabord sahuti on

with dilute n% tirggd for a further 60 minutes ‘and
. hydr oxy- 5- ni glrgﬁq °) }?’B’fﬂgﬁhﬁﬂ @’ﬁlﬁ' predl mmmbﬁﬁtwt er and dried
P (17.4 g, 10propxomc acid, was washed with water and dried. (360 g 97 A,, m.p. 152—156°)
' “(Found: M, 239. Ci H,NO; requires: M, 239). 60
(if) - The above mixture of acids (60 g 025 mole) was dissolved .in dry

methanol (800 ml) and hydrogen chloride gas was passed through the gently. boiling

- solution for 2 hours. The solvent was evaporated under reduced pressure, the residue
~in chloroform (200 ml) was washed with aqueous sodium bicarbonate (200 ‘ml) and




97% m .p. 175-178[err]). (iv) A solution of
3-(2- hydroxy-5-nitrobenzoyl )propionic acid (5.
hydr exi-de—selution—{5N—100-m)—was-—added toa

5 g, 0.023 nole) in ammoni um
stirred, boiling solution of

ferrous sul phate heptahydrate (45 g, 0.161 nole) in water (200 m).

Stirring 15 under reflux was continued for a further 1 hour, ammoni um
hydroxi de sol ution was 15 added to pH 9, the mixturée was f||tered through
Ki esel and evaporated to dryness. The solid residue vvas crystal lised
frome ol,gt0 give pal e yeI | ow- needi’ezs '?I 3 (5- 18

0 i’

anm no--

( Found: I\/[err] g‘

hydr oxi de sol uti

e ”%@ﬁﬁ%%ﬁm?: :

benzoyl ) propi oni C(zmg,dro%awfiseysmﬁlswfﬂo& Qo Jetrhthlotide b BRd s33pl-ved.
Acetic anhydride 9&3 (Boupd : )g% ?E:bléﬁ? ROTEe M*0233h 6., HoNO% raquifepHC183.170i t h 5

vrgorous stirrin
stirring was cont
col |l ected and wash&d::vﬂdidﬁm:het ‘theadael

evapor at i onlo \I;%diomi-m y}»mmm@whldr w
conbi ned sol |

hzﬁﬁﬁ‘? einé M’%ﬁ

onaQeng\@ orbﬁhe ar;ge 5 and
M R R UL R

0]
with dilo h)ﬁﬁcblonc add'&give(ﬁ)&al ned by

d with vt apcésl;rieé @54 #he 105

r/ Sl £ SRkl b 308l iRk nggp(gg Bracieg 205

3-(5-acet am do 2- ,m( rlpx,ﬁm Eirdxide lsehitioR 1151¢; 100
206) . (Found C, s?m ﬁé&;@u@mm NptaEydEa?c (4%[0961 inple)ZEivatet[(MIill) ‘Seiing 1 es:

57.37; H, 5122
was passed throuﬁ

E’ 1 ) 3
wzy:ong or urther out glies telzoletgg%? de gés
e %gd yellow needles of

3- (5- acet ami do- 2- g ))mple:ﬁwdmazas:ktd%

16090.048 - m)T e) in dry

met hanol (20 ) unt(F¢unési\@:r2Q94 €alli. A, mgreeohbl @Q)e The__r eact i on :m xture

was pour ed hto |ce-(1 ;Ol:u?‘?é.
washed wi th sodi el

. SaR8"
gi ve methyl 3- (5-geiwmeh G pef W60k Gieyiangs -5,

Pact s,
at ed to

&. 75 g,

59% mp. 1455 141%)1r02The préqpltated sohd was collected and vrashed wnBMt@:Fmdﬂsele erp] 265

[err], req res

ﬁltrate and addition of water to the residue. The

3- (5-acet am do- 2-§ gzaga zl(ﬁ%gm 30(5(38?§"dr?bzl'hg§mxyanhydrous
pot assi um car bonat gFguid=: 28, NDBED,,M*epilbmmbWMMe(sOC]mm 0. 00565
nmol e) and di eth‘;l’l5 e tNy ._3._ stirred. heat e nder 40
reflux for % ho (ViR & 3&% gﬁﬁ;{

reduced 40 press in)t@,ﬁg@s" o Y STy ,mm p@MW s| I i ca
col um”wi th chl ormﬁmmﬂemadndmthctbmf Regttaatybds washed with sodium bicarborate

3-[ 5-acet: amdo- 2- 12“ Eo&l P&h!étae(sﬁﬁwhm%' mp,
84-87) . (Found gg 265 feg &921). 45 (viii) A

sol ution met hyI _ hen Qadzg 1ef
propi onat e (O 52 gahy%(wu@gbﬁs eérbonitet(uBs'lgammB m&%ﬁb mogi (10 M)

left an oil*4
crystalline meth

hydr oxypr opoxy) becomigl %

394. [err] #%quires (Vlix)[ solu of)
mol e) was addedt of g, ? fﬁ}&

- butylamno - 2 gss my:pemerx

was heat ed under Q%ﬁm ¢)o=md1¢6y hﬂ;ﬂrreethYE\kap@r(aQ

s

O 21" 50

mbrwayé stitted and heated omdemi xt ur e

t%?%eﬂtg“glﬁfl o gi4de

’ xy% /ﬁgnrlnp 1S119)7111?28[err])

ﬂﬁﬂl C.H;, OareqmmM 321) 50 (Found: M [err]

>hqmoyn 001513
Sl
m&r@rg“er@,tserm yl3B - [ -0005

mole) in glacil omeimido afr—daiﬂ hdtylazmmcd Zhbytmxlmbpoar)bmsl]ﬁ'@mate (02iemt ed

under refluf for i he res due art
an excess of sodium at €50 %E
dryness under redgyg i/ €5

di chl or onet hane 0. 00

sol uti on of 55 he rmcdmsiemaﬂumr/ﬁavs?ﬂeldmm Whe xeeidus
di chl or onet hane affes® r@ﬁ%@?@@ﬁ@m@g&?
ethyl acetate gay, "

acet am do- 2- (3-t- &man)pbmaﬁsrw
di hydr o- 3( 2B} - pyr

Acetam do - 2 - '§

di hydro - 3(2H). - py(g d;ﬁ’z

 p—
UI

vaporatlon was treated 3ith

ﬂ'ab&&%ﬁd to.

y)beazoyl]-

TndoRY Ini. gaeﬁp%ﬁdﬁdi rzan.t)i&ﬁsduﬂha v Ueous

rlevwmmmstrwsd with an 55

tipn Eyeppred TR BEAR 60

rated to dryness. An aqueous: soluuon of the residue was washed with two
dichlbrglethinxg

Ot dn- élly Fesidud Gvhich with
-t-bwg;nmol

ydwmgropoRyphenyd-45-[ 5 60

r' ?ﬁeéﬁo' g2 - hydroxypropoxy)phenyl]. - 4,5 -
RS . AL ECpitlain1Y Otk

{pddyl OG-
butanol to 4,5 dihydro '3(2H) - pyridazinone was redcted with chiloranil in bo%ybumnol to



give 6 - [5 - acetamdo - 2 - (3 -t - butylamno - 2 -

hydr oxypr opoxy) phenyl] - 3(2H) - pyridazinone. (xi) A solution of

6- [ 5- acet am do- 2- ( 3-t - butyl am no-2-hydroxypropoxy)yphenyl].

3(2H) - pyri dazi none in acetic anhydri de’ ¢ént ai ni ng pot assi um car bonat e was
heated on a steam bath for 1 hour to give

6- [ 5- acet am dd- 2- ( 2- acet:oxy- 3-N-acetyl -t-butyl am no)- 5 phenyl]

-3(2H) - pyri dazi none.” (xii) A stirred mixture of
6- [ 5;acet am do- 2- (2 acet oxy- 3- '\fﬁ I -t-butyl am no) - : @
phe ]"\ L) _ N a¥ata¥a ala¥aY=Xalar/a¥: a¥a¥a Ak & \Was

heat ed\ﬂng'& r*’5| 9@"—‘?’9\‘10 3 2h'o(ir‘st abtylakieo r éacltYF@WPFPPWI!’P@Y’évapor ated under

reduced p 3 | b Ghoy el ution with
di chl or omﬂégem i Of E:%;“ ZCW&Q;&% b yjagave fractions
whi h cont allemdatﬁfor-l hpxﬁ- to gmcéttﬁmcteimde-}m-ace%@-3-N-met-ebuyylmur@)-- N -Sacetyl - t

- butyl an® daz‘ rig ne.and 6 2y~ (2 - acetoxy -
3 N- ac‘ﬁmu-s(z ﬂﬁéﬁ o éﬁf‘ it SRR, 5o

pyri dazi nedb @t Grs and the reac ﬂ(ln’mkt)re d:bﬁ{ey&mﬂerOﬂceddaSﬂe tessare.col unm fracti ons
frol (xii )Punﬁcathnsﬁ)dlp tmdwy@y dxmdemﬂllﬁﬁhio gmvbmhamrfroml | owd® by
neutral i s “'%ﬂqa"é%m henl]-e(g fion@ ey ag 6 - [5 -

am no- 2- {y [wdﬂ- 3(2) -

pyri dazi ne ﬁﬂaﬂﬁbﬁnon v) Reactlon of 5- amno- 2 - 83- t -

but ¥4 ami ng - (121) mn Qgcuons Tom ide. 15
pyrldazm g’g Hitions to 20
t hose des tﬂ,dae arrpl (w? gave t e oun EXAMPLE 14 3-

[ 5- Acet am doéd) ( Betidowf § - &%+ m@—hy@r—oxgg %

hydt®zi noﬁ’lgﬁ“ﬂ% g#é gtﬂmghmm ﬁhg dr%wderfsmale’éfop “‘H‘ﬁﬁ’ydrl 4 to a
stirred s igfExpmple; 2(v) gave s dile sompound” 3y pytylamino .- 2 -
hydroxypropoxy)phenyl] - 3(2H)EXAMPLE d@zi net hi one. i n an aqueous buffer
sol ution at pH 53-55- g@m@@f(&-h@ﬂmémmxmryum no- 2- hydr OXY-

- pro xy)phenl H n L oRGactdson o sacet am do
Pr ooy Phenyd | adblile Rl dad g&@ 1o ggm SR D At i

pyr| da2| nat;hmerlmffw sbhmhyairpmzs mga 1 @itdbtthgmint-D-hydedxy- 30 foI | owed by

. evaporatldw eral)r zlm ng; r redu ed pressure gave the title
‘% &hgra “@; yani n@@ropoxy) t5

und.
(”Et ﬁyl amgg ey ﬁ‘dn dx@@ea n mixture under ressir® gave AR NO - 2- (3

- butyl anitie cempduad.. ydroxypropo enzoyl] - 35 propi oni c acid, prepar ed
- by hydrolysis: of tg_zﬁgrod , was esteri- fied with
met hanol and hydro ;nﬂ " 3 sol ution under reduced
pressure gaV@)asrqSI-MnM2CM3 Was’ ve namm&psiay}memym quansity of
wat er;, t heprepihigtacidrprepasd h!eh!drmsssediemm Mﬂr éaﬁvm&mas esteaﬂd extract ed

‘-rb
D

“::-_"n

With dichifist #ihsthagol andchydrogen ch ‘Wi‘%@'&f ‘I'i’e aturated brine,
d h1ch te
dried and SiaRORd esirehded Qi Sodi ls@a\ilome aﬁﬁemcuﬁ B Morestians,

3- [ B0ani nOFhe-dxitach wely' @islied3with: Biiiratddali¥ing Ofaied PAK yoafeadion| g rmytiypnat €0 (ii) A
sol ution &ISMQQ@YémWUWMQ%WMWt | am.nopr opoxy) -

benzoyl ] pr.o (nqnét @oljstion d pf; |ppedhyb (el roxg-3itduty ropexess of
trifluoroﬁp %@nﬁﬁg‘%

i , ol xture was
stirgsed u leté. "Water© @il hddkd W chf ueous

Céz@act ' Wil disRlsroaddedsand t he
aqueous pkm:w\mleexlmcamsewhshcdtvhth | dyied-and evapofdiedetgivamethyllhe extract was

washed w thr uo: pfhdze\@apmﬂa?wxes -gi v - muﬁywel-tw -
trifl uoroaffg:g’)f“%ms ° -y-p;‘gom rif.l uoE v&y : N g trifluoroacetyl
"- t s but : nyP Y }fm x;f %@h Euxgor [550

trifl uoroaoeﬁmhamﬁanexc&sof ! j lmwmqbesemm hy&oxxdel\indrﬁo

trifluoro IMffth)tl jodid ﬁaml - vk pader dedusedopsesemaand theas  heat ed under
- reflux forIesl .%Es el gnd powder ed

pot agsi um:ﬁy pym eﬁdapgdu Mikle 30l vegt were

renoved urbdetammeﬂumﬂ-sgmm)laxmtylnm@lmacﬂue “in water, vvas heat ed under

reflux for 1(KhV{n31u1[235(2 THEdmI LBH Oﬂb edmatyummvh-por at ed under

reduced pr DEOpi aesierg &%w ~ and

t he @xt raqﬁf’ﬂ "H&ﬁ f°§’63't' ?m’?‘?fﬂ%xé S'yéhgléiﬁ‘?’@???‘" Ve 3-

[2-(2- hydr oxs(e)?»st - waﬁwnqm&am%pwthytﬂmmwoyl PBr opi onic

aci d. phenyl] - 4,5 - dihydro -3(2H) - pyridazinone was treated with acetic arthydride in a



(tv) 3-12-,(2 - Hydroxy - 3 - t - butylam nopropoxy) -5-(nmethylam no) -
benzoyl | propi onic acid was cyclised by a method simlar to that described
in Exanple 13(ix), to give

6- [ 2- (2- hydr oxy- 3-t - but yl ani nopr opoxy) - 5- (et hyl ani no)phenyl] 4,5- 60

di hydr o- 3(2H) - pyri dazi none.

60 (v) 6 - [2 - (2 - Hydroxy - 3 - t - butyl am nopropoxy),- 5 -"

(nmethyl apiyo) - phenyl] - 4,5 - dihydro - 3(2H - pyrlda2| none was treated
W th ace@anhydrlde in a 20 SR 20 -

1,527,71 20 20 manner similar b,

14(|) to give 6- mﬁ;)ample 14(i) to give' 6-[5-N-acetyl(methylammo

2-[ 2- hydr oxy- 3-t - b@-t[ poxy)phenyl]f, XEW hiaene.

(vi) 6 - [5- N- ) _3(12%1:»0{)}%‘1 >6Mploye3m uence

but yl m no- prg)poxy i in &@@ﬂ) -13 fyprRih 29 g dhevial 5
enployed in a sequemne - reacté -_— lar to those" descri’ bed In
Exanple. 13 (x-xiv) to gl ve }egﬁaéohto} 2-(3-2Buty 3¢ 5.16 Preparat|on
of 3 [2-(3-t- Butyl am no- 2- ﬁ oxpmp .511 ydRizibsppfidasiog |

- 6- hydr azi nop i dazi n®y bg enathyhg-(&%!dquvé-mtrobmoyl)?mp : onate (preplared s in

3-(2- hydroxy n|t ?“E@? {5 Examples i) and o -

13( u) toaserlescﬁ ﬁv_ se gescribed in Exanpl es I(||)
and .10 2(i--iiia), 2(| V- VI) the tltEKAMMradmnd may be prepared EXAVPLE
17 Prepar ation of 3- [2- (3Hrep8mqylltﬁr$rﬁ3r§3-231 W@"

T e S R S e et

m xture of . M b

ni t rophenyl ] - 3( 2H) - Y Lﬂﬁ%fﬁél(ﬁfai Meéﬁnadepteﬂuxlﬁy 16httut$atﬂeive6c ek ene,

and 10% pal | adi um 021 c(ha-rmw Was }ﬁeaﬁcﬁﬂ Uﬁde?“tifl%'ﬂ ogseppppbef ] o HM) 7o i ve
6 - [5 - aning - 2 PYACHE ce, xy = 3AQ6] dbeyt- tt-butylammo ropoxy) - 20
but yl am nopropoy) ph 3(2 azmmé &Eateﬁ@mﬁ.dm%ylwghate um actate [ 5 -
Ani no -(2 - acetix uB ethahd! - wagiee \G-[2:2 goctompild xY)'s'dQO
phenyl] .- 3(2H) - Py ﬂ.érp ghNdlagﬁ,ghylbuWﬁg&xﬁnd

sodi um acetatggin a U" dirae Yl]t 3(2%5\‘ Qyridazinone to a series of reactions similar o 25
6-[ 2- (2- acet oxy- 3- Qs 'Mﬂﬁambnmlﬂeﬁr,dpoidy):enﬁmmdmmpm nophenyl

- 3(2H) pyri dazi none. (| | | ) By subj ecting : ;= acetoxy -3 -Nacetyl -
t-butyl ani nopr opoxy) - - “ Toir 1 £H) -
pyridazinone to a seri. es of re%aé °“b§‘£§l%m ]aahfd_ i i lmpm@%lescrl bed in.
Exanpl e 2(iv-4d), the @) tAlanis ' ﬂdim\addyétq)aeqraﬂdedxmﬁxﬁ\fbﬂ? mso - 30
Preparation of 3-[ 2sycdnic agyis eamdniym?‘-ﬁﬂﬂ"’ﬁ* mﬁ}‘éo@ﬁéﬁm e ad he solvent

car boxam dopher nyl ] fs - Ry ;ﬁg;yo 1)_4_hydmxybmmlfh}d ,&H ni-um
chloride was added t0 @,)sg gr. xyproﬁmylm-ﬂfdnﬁyﬂamrcmﬁymganﬁedwth @hagakc i ni ¢

anhydride, andssynt eydrMbedettMammethuhé Tepiopl-4thdremy 135[ er ]
for 2 hours. The copl eféu)v\dée"&’éé- RomehoRyPrARIOn %8 Bt ﬁ%—gﬁthe |
sol vent steam di sti [FEHe R BB cacarbe %FH?HE‘ FopidI ybenzoi ¢
acid. (ii). 3-(3- Carlgomj My DAY (3) - - xi)vx&s(iee&aﬂmmédl-ed

wi t h met hanol -4035 oxypmb@ntﬂ)Wtechh@hﬂ@bé mh liv@ llydfoxtde solution “nt:d} 40
3- ( 3- car bonet hoxypr 8% Bha %‘f;hm of the

3- (3- car boret hoxy pr GEiAEVIT 4 R Ake p;& I)Wames of
reactions simlar to t(wss sdaibﬁrof ' aﬂaﬁﬁﬁﬂ#ﬁ&ﬂﬁtﬁéﬂ@ﬁhyﬂ@m}m 45

met hyl 45 (3-carboxypropxony1)benzoxc acid and -hydrazine hydrate in water was heated

il p% .pgghisggﬂmﬁ BB R e _3zgta'1 .
pyridaziny wﬁ plo (3 -”c’arborreth i?
oxypr opi onyl ) benzoate was mammlomuaqt-mm@- .
sol udti.on-: unt $Q oxg3-pryidezinylbenacic agid, - ehinfenilopnd ajgmg W‘%o_ _;;ﬁ“x;‘_’ 50
neutralised with aci"F & Py oF prﬂ‘ﬁ’ pressure.
Extraction of thres w'.t(" '@kaandz emwaypmpoqm Gf (u,kse ditiylioad S gave
4- (3-t-butyl ami no- 2-oky €8 o pytdazd Dbeyoicicil 3rag estebifisdyith s lwd peychlgtide t gl (¥
A sol ution of 8&jui notal4 affoui tybming - 23 lydwERpiPPeRH v V'ré’ﬁ‘bx{}) 3-
45 ( 3- car boxyprPEpT P2 04 ¢ B ;gau@ﬂ{j byﬂ;@ﬁ}@o@ydgat(gﬁL&hMer was
heat ed under 45 regflls@s".fpr _ﬂrﬁlaiiggsdizo s wedvdd e thCdcetic lashydudde( it it@rpressoge

reduced in vacuo t 0 ofjiputassidm - ate - tp give ethyl 4-(2-acetoxy-3-N-aoetyl-t—butylammopropoxy)- - e
0?6-dxhydro—6-oxo—3—pyndazmyl)benzoate ~ 60

(ix) 'Ethyl 4 - (2 - acetoxy -'3 - N - acetyl - t- lmtylammopropoxy) 3-(16-

dlhydro 6 - ox0 - 3 - pyridazinyl)benzoate was subjected to a series of reactions




- .pyridazi nyl

butylamno - 2 - hydroxypropoxy) - 3 - (1,4,5,6. - tetrahydro - 6 - oxo - 3
- pyridazinyl)benzoic acid. (vi) A mxture of

4-(3-t-butyl am no- 2- hydr oxypr opoxy) - 3~3+4+5;

0x0- 3- pyri dazi nyl ) benzoic acid, chloranil, and. n-butanol, was heated.

under reflux to 50 pyridazinyl)benzoic acid. (vii) 4 - (3- t-

Butyl am no. - 2-° , hydr.oxroepoxy) -3 (1,6 -dihydro -6 -.-oxo - 3 - .

pyridazi nyl )ben20| c acid was esterified. with et hanol - hydr ogen che to
give dég . L527,712 321

di hy ~ — S Py T oIz ben ErNyT 4--\(3 -t

= butyi @%‘g l;iap%\z?;;; £ A%@‘- AT oo 5
@_gf@- Bﬁtj?lﬂﬁh& 2W Rbéxg) anhyds Ldmydra he presence of :

pot assi um cladsxbonat— yhdazngyl)bmz@«t wdrr @eeauv@dvy Myé;@etxylboxhngbut yl am nopr oxy

)-3- 60 e‘sm |reﬁaz sidu “?‘edEt hyl34 - (2 -
.acet oxy - I?A n:'tpyn ﬁf di hydro 6 -
‘oxo - 3 - aauﬂy .myuﬁﬁyp p-cze -t(m a &&mx@ﬁ: yl-r eacti ons 21
1,527,712 hydtazmo) - pyndazmyl]benzmc acid. . m lar . to those escri bed
I n EXlgrrpl € 2 Kx&) ng* &_I:ZEYI C1 0!11-3 Y an was%{;;::;letglggl;
1 a

pr opoxy) - 3-§?i : -if;s&s,a,ﬁ 5( W ﬁ,g‘ﬁ; pery e babort X) 4 - (3 -t
- - Butyl am raidophényl]-¢¥§2ck yro-- .- thiono - 3 -

pyri da2| nyI ém&o3e Bcn@ -V\!astlwmadva h}'ﬁm 01 n bql ling 5
ethanbl . TH %L@{T?\/&uﬁ@@? ﬁi‘@g‘z g@'? Mand t'Re resi due
,treated 5 wth of orma I N py‘Fl ine Xte evaporatlonthe

resi due was heat ed under refl uxExAMhLEaetone and the resultant mxture

evapor at ed under ré’mwg“fo enl jaoyehydroxypegposy)-f- - butyl amino - 2 -
hydr oxy pr opoxyy m%om o ’i.’f?&rmmmnmoﬁae no) 5 3 -
pyri dazi nylﬂb n‘:an&% cedure descn legﬂl |gﬁé13-(53fluoro-2-

4- (3-t - but yhy ﬁ) b ap%’?gox%gm ¢)6- 2t but | oxy- %
car bonyl hy Hn oY - B 1094 n‘QEhP%‘eﬁ di oxan was
‘treatgd wi Sﬁ' Qﬁ‘@ car ‘"’%fmf;az(‘— qc'ée

3-[2-(3-t-b yI am no- 2- hydroxypropoxy) ‘5-carbox-

ani dophenyl ]-6-(2-1- but oxycar BBAMPREAPazi n ri d,azi_.ne.: (xii) 3-1]2- (3
-t - Butylamno -2 %9‘@1‘?’8%%}“ )ﬁ’e“?])c%’/ WEER0T do- 15 phenyl] -
6 - (2 - t - bt Kl ke BEBROY blNER O Mo biiHhind ik RoMRS14S 80651 Wi th an equi -
15 noBar anms)t 3 % Cqhestie fortuldebide isslutio | (1D.3 ml, ) Memdld) awas uliqpedite  of 310he title
: corrpound EMED- RS @ﬂaﬂ?@flﬁﬂso“ed 0.77 mﬁg&g“s then addedz_aﬂd fhle

- 6- hydra2| ,io., ?1 %ﬂu reﬂuxafg;: ed with
succi dfc a mheheaml taxkiumeﬁmlfm i:lmlumtesdsi the@olvent arappmdltﬁr Ttmnner35to t he

procedur e |“B%Eeﬁt‘ﬁ ithy ol tet”B‘i“
hydr oxybenZZio) TR ﬁgﬁ give o (3 41; (2$UbJ ecting

35-f | uoro- aad&yldfygw )emml Fﬁ'@EHD&ieﬁana(N -dtn&ﬂmzsauuemlo @hctions similar

to thd0 ceamppet inabatypl o5 (1 1), 200 2 M) e, L, gormoued 25

may be prepar
25 EXAVPLE .%‘3?‘&" Sé@f Bl PG, T ViE Gx) Bt sy badea 6- hydr azi no-

4- et hyl pyrmdm-zmme.(l!waa tibt e the yraspmqmrdaeﬂ agdnlsttemaatgnﬁeductaat@yl am ne

hydr ochl or i ez, ufyr 203 & % u for.mal dettyde

e on’ opi otk S e B 1 o GRAR S T,
Aceti c anhygid. if;BGbsxéuegme whith rnqlz-aydroxymzoymﬂ@na dvaandatwmy m xture

sti rrescszlp untstdndaad gepdureodsianiod (8.6 wisibit was reevetallisd from j cyclobedanst G218, was added
2-benzyl - OR¥ 8. ) estlrr m xt e was
heat ed undﬁﬁ% .ﬁfﬁ%’tquéﬁ) 4 d& IE (zai o {,&‘3’;@55 Acet one (75
m) was addadrok )fbezfzb;@btitﬁﬁtbq ozl. mx ure was hea ed under refl ux

for 5 minutes@n iﬁWé meemsé)bw!a@ééli éaf%(’mmb) wigrep % was treated
with ak ex e‘ -’rﬂ Ve gRemirh 3-d45{ 4 PPy, n(é oi | which
separated was ei)< M@ﬂil [2-8F @D&m}ﬂb’t&ﬁuﬁ( 3458 0MoY .mold) era€Xt r act - was
washed vmthtrwaﬂén thecmanpet desteibegVvia Jxnapled (i ggweemethyir%m@-ﬁb\nﬂure (31.4 g) of
1-(2- ammo—Z-hydroxypropoxy)—benzoyl]butyrate as‘an 011 7 g, 83%)
60 (vii) Methyl 3-[2-(3-t—butylammo-2-hydroxypmpoxy)benzoyl]-butyrate 22 g 60
0.0065 mole) was cyclised in the manner described in Example 4(iv) and the product
was purified by chromatography to give 6- [2-(3-t-butyla:mno-z-hydmxypropoxy)-

phenyl]-S methyl-4 S-dlhydro-S(ZH)-pyndazmone :



benzyl oxyphenyl ) - 2- met hyl - 2- pr open- 1- one, and NN-di net hyl

2- (2-benzyl oxybenzoyl)- 40 propyl am ne as an oi L.

40 (ii) The product from (i) above (23.2 g), potassium cyanide (9.13 g,
0.14 nole) and nethanol (500 m,) was stirred and heated under reflux for 16
hours. The reaction mxture was then evaporated to dryness, and water and

dichloro ane were added to the residue. Evaporation ofthe washed and

dri ed-or@c extract gave crude 3-(2- 45

benzyl ox 29y ) - butyr onitrile (20.3 527%3/0 as an oil 2

45 (iii) Th s 0 . -

hydrochl ori ¢ aci d 6 ) bg% sti) .n ' AeRIpheny il‘éxﬂfe@ﬁ? hour s.
Eleporat on“of b R e G e

3- (2-hydroxybenzoyl ) butyric aci.d was I so ated by ‘st andar-d procedures as an
oil (8.6 ich was cr stalllsedfrommﬁéxane 2°49, 50 Tm

95- 9(7[ err?g g\:h %—l razmo-3-[2-(2-hydroxypropoxy- > ygam.m pmpoxy- SR P 5

50 (iv) 3-(2- Hydrogfzngoﬂ%&tﬁyrl[zz @q%ﬁﬁm Bio&e eerlfled_

in methanol in a s ey metlmdfa»rrsommmlaﬁ negcudmo give
met hyl 3-(2-ohydr Hufo Isme&{hlpna*gmmxvaasvhmﬂwmmwxw hyl

3-(2- hydroxybenzoﬁ 133519 9.9 138) pias i ealeds . | e 5510
manner descri bed iphenl ggﬂfﬂh&e%k lréac[:wv(ogh ;ﬁoﬁg{‘: phégm);i’ S&%)m:mer to&p
[ 2- (2, 3- epoxypr opdxsyx)bénmﬁydn}pkmtbw(vynmtelemmndml (3.6 g, 86%. (vi)

Met hyl 3-[2-(2,3 poxypropoxy) benzoyl]bH%% 2 49, 0.009. nol €) was
zlo

treated in tihe manner degefbDef. dudyEeddR st- @-hGdeeno3Bt DY
3-[2-(3-t-butyl - am no-2- hydroxyprop yrate as an oil (2. 7
88% . 60 (Vi th Butﬂan_ {3 meypropoxy 3- (2 -t butyloxycarbonyl-

t - but yl ami no-2- hy ginA hepac :.Tﬂngrgcf;?k ls(x)ﬁg‘ ge ungg“brml e) .
was cyclised in t nne escrl ped 'k fe pr.oduct was

purified by 2@hromato raphy to give 6- EZAMPLE[?Atyl ami no--2- hydroxypropox%
phenyl ] - 5- net hyI 4,.5 ydgp ng &gﬂ*ﬂ; Tpsrg Dpropiopip - acid ‘:; 3-(4-butyl-2-
1,527,712 = - procedure of Example 3 m 3~[2—(3—t~b X_%I_’@P

U Butylanino - 2 SR BHeREABRY I 3 - 5 ~ ot T8 (- AL
3(2H) - pyri%fazi ndwéresampemnphoyiéd 6 1dels@qmiuferewbcwésact ions simlar tas

those described in Exanple 2@ii-vi) toEMLﬁt}g title corrpound EXAMPLE 21

S 6- Hy AiigididAQst: %—chloro—6—(2,4-d1hydroxyphenyl)pyndazme with diethyl sulphate or

[ 2- (2--1-.-;droxypropdwl Bro mpﬂet CE?Example 7(a)(i} gives 3-chloro-6—(4- L -
4- et hoxyphe % D-QE%‘}?Mﬁo oy -6 { (& - bugyoxp- 2 - ép@xvpropoxy)

- 4 - metho enyl] __.-"-f a;ﬁmp dabrolg0i | '
met hanol for 30 m(m.ua hdhﬁ@-p;&id% ,H:hur.-ejgg%rat ed to gl ve.
6-chlor-3-[ 2- (2-hydrbe :" ﬂMﬁhgelﬂmyphmpIDwMé&:ﬂ& general procedure of

met hoxyphenyl) ] pyr‘?‘&?‘? @ v dro

10 (ii) 6.- Chl OF Gyaradnchy gmmé’ﬁtyhm’ﬁﬁ’/drzoxv =YPropoRsh & dest RO %%xy’) -4

met hoxy- phenyl ] pyr| (ta-zunebdm EeaqBed -Wufyl’dmhxydrmhﬁﬁ)xm%@ﬁ[ﬁedy a3simlar
manner to that deéudemdmneEmvele(l ii).to give the ti tI e corrpound
EXAMPLE 22 15 . Met hyl: '

4-(3-t-butyl agi no-2- hydrp?mﬁgw_z@_fm@gﬁm vli- 15

' 40
pyridazi nyl ) benzoat e ‘.._p i h;nydroxypropoxyb 3- 6- (2 -t
- butyl oxycar bonyl - d (ﬂf-B-mﬁ Exanpl e
e haRBE (KGR o

18(x)) is treated e .
hydrochl ori deasof the®i 't did; henl “3-chloropyridazine was employed in a . 45

L (6B«
EXANPLE 23 Substi tm$@hmambns3sxn@xm atﬂlyde*ﬁscﬂl;ednmﬁywuzzw i) epgienthe daci d
‘or. 3-(4-butyl-2- c""“E‘l!!“‘hydroxybenzoyl)E--, | aci.d faor. 3-(2- hydr oxy

-4- et hzoyl ) propi oni ¢ acizgi 4l 4 21l elg O Ie gl VES
3-[2-(3-t-butsgl am no- 2- hy roxypr opox y&ﬂmyme%&y%d@sm 50

et hyl phenyl ] - 6- hydr a of | bderpid ard!yttudcltcea_ snr{edmwpdnmxydf 6-[5-2mno(283—t-bdtyl—
butylanino - 2 - ZgiseZhydmygropayishariigiihpe apieus

respectively. pEL >3 gives 1 ‘f '_ R 013‘%(1_

3-chl or o- 6- ( 2554- dlm%ypxhbny; %yrl 5a2| He W db ?dh fh Q’d’iaz"h lfy 5 i buty55

bromi de under t he general- condifions oEXKMPRBIZ 7(a) (| ) gi.ves: 3-chl or 06( 4-
. : Treatiment of methyl 3- [5-mﬂuoroacetylannno-z-(z-tnﬂuoroacetoxy-3-N-tnﬂuoro-
acetyhsomopylannnopropoxy)benzoyl]-propmnate (which may 'be prepared iIn an
' analogous manner to the procedure of Example 15(i)—(iii)) with ethyl iodide or butyl
60 bromide under the general conditions of Example 15(iii) and subsequent hydrolysxs 60



- b- hydra2| n

et hoxy- 2- hydr oxyphenyl ) - pyri dazine and 3 - chloro - 6 - (4 - butyloxy - 2 -
hydr oxy- 30 phenyl ) pyri dazi ne, respectively.

30 Substtution of 3-chloro-6-(4-ethoxy
3-chl oro-6- (4-butyl oxy-2-hydroxyphenyl)-pyridazine for -
3-chl or o- 6- ( 2- hydr oxy- 4- nethoxyphenyl)pyrlda2|ne in the general’ procedure
of Exanple’ 7(a)(||) (.v) gives 35 6- [2 - (3 -t - butyla ‘

hydr opoxy) - 4.- ethoxyphenyl -3- .- 35 hydrazi nopyri dazi ng
[4 - Bgyloxy - 2 - (3 -t - butytgﬁvﬁp 2 - hydroxypropoxy)pheqm
hydrazrno-v- TeS: F e _

[ 4- But -

ph — pyr| da2| ne -was
reacted with Buusutﬁaoaij bti)meﬂlelmmndeﬂ -stm hyalroxy @ 3ck tswmpsla@m-t hose descrl bed
" in Etanpl @ ‘p@c @C{d4glbl§t[5-butylarmno—Z-(Z-hydroxy-3-1sopropy1ammo- _
S-enyl oxy- 2= b L §eg 4 benzadlid ) O
- (4-But - 3- ﬁ :goﬁﬁihﬁgyzspygﬂﬁgﬁg)m&&ggapl oyed in a 45
series of melactlons SI mlar to those descrlbed i n Exarrole 7b (|-| ii) tO

gi ve he tit ropy 33 Yleml%;nr_ henyl] - 6 -
3- hydr Oxypl’h J éxﬂg] L%“?,dr Mﬂ%ﬂ&@ £ Velyydro ?P’gggm lamino-
azl ne

6- hydr azi nopyr| 50 Addition:-of butyric
d suspena%’hﬁ

kA a stlrr ﬁ;@;‘ggazﬁg,é%@ﬁﬁy@lgﬁ%wb ;brﬁﬁf?“@ﬁaququs buf f er

6 [2 (3-1- . 3 eous ethanol gives 6-[ 2%2;.3{0 -2—21::%1:% 1-t-bu i’am:go-
Wymmmﬁﬂm no F |3@Wf
pyri dazi netl\ﬁr MSQ % W@P‘I"We 1‘% egll mﬁ@ﬁ?b &énong t h hydr azi ne
atter two compmmds

hydr ape m xa ple . 2(iv—uvi) 3-[2—(3—tt-(|,:u?‘.ymo-2-hydroxy- 20
35 EXANPLE j—i?-al razmopyndazme and 3 - [2 - (3 - t - buyk

3-[5-trifl somoact WMMPOZY)(-ZS t rdibfutylaminophsayl b x $--3byRkagindpfiidazine -
acetyl i soprEsHRFFRaTnopr opoxy) benwm?rgpl onat e (Whl ch may be prepared in
an anat ogous manners. {234 hgty yréxy po@sgmgg?ht (1)) withpset hyl

i odide or butyl 60 br om denyiegispytidieingener a cond| 1 |c%1n§d of Exarrpl e
b@tﬂeln hepp) ghasote apl@dride and aluminium chloride .
%5(5|2|7| )7lgn(i|n E(lbs mannel; o the proieﬁgdescnbed in Example 113) Wv&ﬁ#@-ghkgo—l— [ 5 -

et hyl gg no hyd'g,bu;‘zo 2‘&;“‘“ (49% 0, P ﬁdﬂp%@m nopropoxy) benzoyl3p-
propi oni ¢ aci (in)aﬂajS-Chlo - ydroxybenzoyl)pmp:omc acid was esterified with methanol-

3- [ 5- but y| Zudregsn shigrie iny g similar- W@Bd&?}%@hﬂ@ﬂ propi oni ¢
acid, respé&’ﬁ(’% Isét-h S @ﬁﬁ% (2 - hydroxy
- 3 - 3ssoprbambli1 ithi m@ﬁ@ﬂ&@)@ &E lje aniﬂmxa&meqaa@d veOl 35

3-[ 5-butyl anwhybs-zs (:tilorhg Mb@mma-as asopr(iiﬁ%jxybenzoyl ] propi oni c
acid for 3 - [i® l ( OTIPIPR %ﬁr& 5

(et hyl ani ‘ft o bczécg i @%é &edure of

Exanpl4ae 15 p('dplbndté )whicﬁaad@crfzs&llfs rdﬂi‘ﬂﬁ&l-ﬁghttpétﬁihuﬂ (90B0) mp 84-—85°C).3 - [ -
ethylamno - #)- N(eﬂxyu hyldr-dd y t—- ?rhenyl] - 6 - 10
; -- Slml y _ 3 _
/ q( az n ot

hydr azi nop%z “ cyclis mbg'
i sopropyl a ﬁyﬁ

draz nopy f espectivel y.
EXAMPI4E 28 Tr ew)t rﬁentz 0(3 6t-b1§tilammcan2ndxyd .' ~5. aclﬂdmxmymyll 3 - MS5- acetyl
-t - buty I4t§ ‘1%’51“0 (2H) - pywidazipope W !:P Wﬁ‘one with
di et hyl suI AT _“‘) & '. | "‘;"' n aqueous
et hanol @i ds%se EZ- -ac*e' oxy-3- acet yI am ho

propoﬁp) 5- di émhyﬁ afd nGpienesyl-33 y-rt| d»atxlammomml 6- chlrQ- (20- acet oxy
- N - by - X @-mﬁ@% s Ph"%““sdi’f@e ﬁF” dphenyl] - 3(2H

- pyr| dazi Q&gﬁyrgspg\f:t @éé’h{ . VSt F g .are subjected

to a seri epydf azﬁeﬂmemmw&&mystaunsealfmneaﬁn cQS?t%;msp. ldlasmzm)ed i n Exanpl e

beros) - Sl (AR SR SR BT (2 " -

6 - [2 - (2 - t - butylamino - hydroxy poxy) -5 - chlorophenyl] -3 ZH) -
pyridazinethione which was crystalhsed from ethanol (57 °/s m.p. 168—170°C). :

60 (1x) 6- [2-(2 -t - Butylamino - 3 - hydroxypropoxy) 5- chlorophenyl] - 60
3(2H) - pyridazinethione was treated with hydrazine hydrate in a similar manner. 1]
the procedure described in Example 2(vi) to give 3-[2-(2-t-butylamino-3-hydroxy-
propoxy)-5-chlorophenyl] -6-hydrazmopyndazme as an oil which was lsolated as the
dihydrochloride. _ - N



amno - 2 - hydroxypropoxy) - 5 - dibutyl am nophenyl] - 6 -

hydr azi nopyri dazi ne are prepared. EXAMPLE 29 25 3-

[ 2- (3-t-Butyl am no- 2- hydr oxypropoxy}-5-ehl or ophenyl ] - 25

6- hydrazrnopyri dazi ne (i) 4-Chl orophenol was reacted with succinic
anhydride and al umi niumchloride in a simlar manner to the procedure
described in Exanple 11(i) to give 3-(5-chloro-2- hydraxybenzoyl) propionic

acid (49% mp. 172-1730C). 30 (Found: Merr], 228/ 230. [err]
requir 228/ 230) . sz 30 (ii) .. | 24

3- (5- ChYOr'gs 2- hydr oxybenzoyl.) propi oni-6™aéttwwas—esTerified W th et Prfnol -
hydrogen CT]TOI’I de .1n asimlar manne XN!‘PF‘P{ 0 _F_%@Myghcﬂﬁpcrl bed i n Exanpl e ;

1(i). to give nethyl- 3(3-[&1@!7?‘65[ 2 )proplonate (iii)

Met hyl 3-5- chI or o- 2 hy Rz Hpropibic. wids WisEperpieq) péﬁ?"ék, 355 '

br onohydr i n a, Si ﬁmilaamtaimrpr Eféﬁiiiig Heje R e- in éxarrpl e 1(| i) .

to give 3 rreth {,e -84(&-@!@825'(“2‘113‘3@'1565'( _?péx.' Odbeldd Wl@nate as an

oil (53%. (iv) Mami153-c2kﬂydmu-52 o ancister: gD '%ibgmg‘yé ];@Fppl onate
l]l}ﬁbpidnate

was treated Wlthbﬂbm a!rmﬁl r.fﬁanaef P 11l bzt : 10
descri bed |n Exaﬁrpllé } ) 2 reph -m.{).ZSOr.-S_é'Q)GEW butyl amino - 2
- hydr oxypt®poxy§om &Wpaeammnmosmmm Sobt E{Eﬁ b) aas

crystallised.from ez, engtﬂg 2-{2c3tepGily il n?ib k methfl0 (V)
Methyl 3 - [2 - (”;’thx.bhtylamxhuin sama @m‘?" Wyl} ﬁropmnem or o-

benzoyl ] pr opi- onaBe- [Wa@c Bﬁxdg °cl:1ydrat e in | r marRer
to the prodédure " “‘gz 2 AR N, 5!;)31.1*1@1*@?‘7@“1@ 65‘10's }f,ﬂ7|9§

Jome:e
6- [ 25(3-t - but yl ang nPgdnhy roxypropoxy)-- '5- chl oropheayl ethoxy-
4, 5- di hydro- 3(2H) - p w - -ymgne[.z -.45_-_-_1;-_buty_lam1_q°\7|. dr‘;ﬁ‘%‘g&:ﬁ( o eriltto-t}l‘ly;tt
butylamino - 2 - Fpiding cﬁsedsv‘{‘l‘hzgﬁﬁ- oy Mj E?" hydrd -
3(2H) .- pyrigazi rtxmﬁbed/als m}%‘ﬂyﬂ? &Ln*( p} 1mner)t oTllen Pbed in .
Exarml e 2(iii) tae 64’ anol cihier, had m.p: 227—2”? 1,/ N;O,HCl requires: '

6-[ 2-'( 2- acet oxy- 3¢ t%miﬁaﬂ‘*ﬂgﬁ???ﬁo%)mg ’cﬁF PO

phenyl ] -3(2H) - pyrc,dsazusnﬂnﬁWﬂC eg,laMm zetl@&a@bmﬁ&?)% 5m p. 25 .
136.5- 138.5(). 50 (v) By subiemngﬁ nzinfeto@syries ofjreactions similgrat | ¢ -
)bgl?(ﬁnyhe]uﬂc @y mb%?"&ﬁ?dnone was

- butyl anmi nopr opo I?“ befti
treated W|th phosﬁh “65 asu h| de ina S|mlar manner - to the procedure

| - acety] .
'_ 3%:0‘?:@& azl net h| Qne V\A”ﬁoch -
. ; serem]u)ﬁed;;nh mettanoly () g
thyl (25-&1;]&119*3@@1%?@9@%‘% ) - 5.- chloro-
55 phenyl] - 3(2H)byd répivinstel wad teperade it FIBTL R OKG di um
hydr oxi de sol uti on |rr?gg.m-.- - g&eg%l?i&ylw% M%?@ ‘Béévsrnﬁ gigls’gg 35
Exanmpl e 2(v) to glﬁgﬁm kvl 2-hydfdZybenzoy )prapiop am no = .3 - g&eapoxy) -
5 - chlor opheq’r%yl] %éﬂngyﬁy_(gmiycmmkm'kh (R ‘hq" from - -
ethanol (57% mp., rieh 6 keddtiy 4ssuml@010 Yaripy 3we )pgogmmc(agid,._ t PR
Butylamino - 3 - 342-(3( hydro W"H rophep xyben,ggl.g(ogibblc “acid
y‘dgﬁf@

pyri dazi net hi one was @d)eai[w-ﬂmﬁ - Ly -Aiﬁ ] Fx’%‘;g‘ﬁ"ner -

t he procedur esgles cmadeydisédwity m&wgpmpoxy)-“’-hydfox.‘li’h l@l

3-[2-(2-t-butyl ani AYPEL el opoxy) - chl orophenyl] " .

- 6- hydr azi nopyri dazrfie; g’ 5 Q_gL \MBh@iammszl ~SyfrePdd) ¢ eﬂﬁmw ori de
\) d inione wWas u Dl

24 : . dihydro - 3(2H) - Pyn azinone Was i3 :

3-[2-(3-t-Byt y45am iapethey oy Bveple iy — ) e &5 e ST
6- hydr azi nopyr dazine (i) 3-(2- Hydroxy- Y

t - butylam nopropoxy) - 5 [2_(3;1}:3@3:1' .'
was crystal IZ sed from et hanol |
- [2 < (2 - Acetoxy )33

}go&ybenzoyl )'propionic .acid was
esterified wi th nmethanal -. Yy l,aminopr@%d)ﬂT l-ar ‘manner to

t he procedure descri bed in g&ﬂﬁﬁ“e 12§£¢xyphanylﬁoyxglaw met byl oo y'll.pyﬂda'z'ihe_' .
-3-(2- hydr oxy 5- met hoyge@z_omha;@mpl [ana(z,é &BO-. I’m’) 2Vdescribed in 50
3( 2- hydr oxy- 5- gt how;b@daﬁmwhr)l ‘ \ wamhmppoxy)ﬁmﬁwmdn n
inasinmlar nannerEtampréwGe 'e1(||) to- glve rretmeéh 3 -

[2 - (2,3 - epoxypr g8l )’V" .
recrystallised 10 s R < aﬁlo-m p.-55
50-51.5[err]) . oxyp henyl descnbedﬁgasl;‘xample 7(biii) -to_give 6_hl$%%g-xgcﬂonde hetmhydrate
o propylammome)*m‘mx“’he“’L]py az‘;fo—Tzhfrc)y
“from méethanol-ether (52 /o: 2‘215’ Cl, 16.38; C“Hszos ZHCl i Hzo

6.38;
reqm(gung’ ‘?,56471;56?;, N, 1631; O, 1652%).




Found: C, 60.91; H 6.07; [err], requires: C, 61.21; H 6.17%. (iii) .

Met hyl 3-[2-(2, 3- epoxypropoxy) 5 met hoxybenzyl | - propi onate was reacted with
t-butylamine in a simlar manner to that described in Exanple 2(i) to give

met hyl 3 [2- (3 -t - butylamino - 2 - hydroxypropoxy) 5 _
- met hoxybenzoyl ] - propionate, 15 which recrystaillised from et her, had @

mp. 70- 72[erg (Found C, 62.22; H 8.22; N, 3.65; [err] C 62.10;
_H7.96; N_3.319%. (iv) Methyl 3 - 12 - W% . hyrylaning o 2 25
hytypr opoxy) {- 5 - et hoxy benzoyl ] EXAMPLEB3t e was cyclised with

hydrazi ne hydrate in_a_si M nentmanneer to tha g descri bedAmpumBxanpl e
2(ii) to give 6-[2-( ‘[12( gg% :ﬁ%ﬁf} r?E"Bé'?‘y) 5rrethox rytallrsed
from et hanol set her, err ound: C, 56.24; H, 7 %

9. 06, N, 10. 75; [err] rSequhrres , 56.03; H 7.31; d. 9.19; N, 19 8%

(v) By subjecting 6 g?' (3,- t - butylamino - 2hydroxypr opoxyzmg 5-

25 net hoxyphenyl ] tegric fﬁihydro - 3(2H) - pyridazinone to a & es of
reactions simlar tomhag&dﬂ@s%lsa%ed, Phiss adipiled 2¢d 4 hard geatin keapsitbie titl e may

be prepared. EXAVMPLE 31 10
3-[2-(3-t-Bul9l mi no- 2- hydgoxypr.opoxy) - EXAWLE3tpheny! | - s -
6- hydr azi nopyri dazi ng.ja. -t-Butylaxmno-Z—hydroxypropoxy)—phenyl]-6- 30 '(my

3-(2,5-Di ydroxybenzoxy| hyirajpo-pyridezidChiethisiplmecst er i fi ed with wewdganol -
hydrogen chl oride tolIgéese nmet hyl 3-(2,5 di hydroxybenzoyl ) propP®mste. [err]

Met hyl, 3-92, 5=di hydr en r ed .chloro-

f offEEe in a5135| mlar%xuﬁ'é%?%gﬁ%grfegdgscr Eddﬁﬁg?ng A%g erlr:iié o give 1>
met hyl 3-(5- et hoxycevmm‘nyWEwaAthmdr-oxybenzoyl )propl onate. [err] Met hyl

3- (5- et hoxycar bonyl oxy Aocompennd of; thedploming Flospilohat e was subj ected

| nannet tka-nlthatp:dett35 to a series of reactions simlar to those
describe in exanples 7(err) and 9(err) t& :
3-[2-(3«t-butyl am no- 2- hydr oxypr opoxy) - 5g
cai. [err]3-[2-(3-t-Butylam no-2-hydroxyproxy) -
acid o
W~~~~~~~~~0aevas. .. subj ectd was cyclise hydr azi ne hydrate in a
simlar mariner to that described in exanpl Guw, (1Y) - Methyl
iyd OX y yro iy benzoyl) PrOT tol gid e 12(b) (ii) to give
6- [ 2(3-t - but yl ani no- 2- hydr oxypr opoxy) - 5-##tbxyphenyl ] - 4, 5-di s

hydr o- 3( 2H) - pyri daihdilﬁlﬂvoo(’hh)egﬁmpsl{‘,ZRLam(R“ arehydrog&myltlﬁnhxtd(gmup%hydroen,

hydr oxypr opoxy® - Ewer plﬂm_}yn]muﬂt,ﬁgm ciasstl xy, oxy, loyer i none20
was subj ected to a% rl %a ?ﬁ(ﬂu?ﬁ%‘;’rsdi ey T lﬁmﬂ
Exanpl e 2(iiib- vi)mdgi'gr, betyC&H : E3

upf R

heHylathy
6- Hydrazi no-3-[2-(2-h dka)qne |en;dlng I:lsimlmlpnm R? and R® are
n‘em oxyphenyl ]Z%yr |( ;4 ghe thxa ydrogen, lower alkyl ﬂuoro, chloro, romo, trifluoro- .25
Chloro-6-[2-(2,3 qu‘t}% MW;?’@’Y;&%‘XW&%%?%& et with
i sopropoyl ami ne i n a si Qﬁngtteefeﬂaeclmhqca tved dhergrdupanpl e
1(iiij to give 6R3 R%andoRf g%mnmwr@g@in fsi §Yd{°sen oyer alkyl, fluoro,

carbonyl, )
3-chl.oro- 6- [ 2-3p2- h% o, %ﬁﬂ% onyl, cyano 30

hengoy! ) propi oni ¢ aci d.
Hydr oxybenzol yl ] - pr opi oni ¢

T i Yamino.
phenyl ] - pyridazi ne A contPotthd of ¢l to3where1ntwoof the groups

Chl or 0- 6- [ 2- ( 2- hy dR®R?-add RS @fer g pipheAcnnd mmmmg@w&ydrmdnomylwhéngrb,]chlm,
pyri dazi ne was 55 meppxycerdysne- descr.i bed in g Leﬁ% h
6- hydr azi no- 32- (23 gQWm?draé‘?? ??p'?la%?'rﬁ“ﬁggf?:%ﬁg 3y xyp enyﬁ 35

pyridazimne. 5 ~~ d B & compoond adcoddifg to claim 1 wherein R? is hydrogen and &th¢ R'udr R? 4
5 5 The di hydrochl @rund@rdmdlshyﬂbﬂm,e—GH yGONIH and @edtafidom

net hanol - et her 2%h P&“ﬂ?ﬁ”&?"?‘%‘f cgﬂbd’ﬁ?j"f glaimy 71, 353 qr 6 whergip Rids 5.
a. 16.38; [e 5%%?2 Eont oAl dfomingCoo chlife' & Whertin R "i‘a’malgar%gx., B RG R
16.52% . is —CH. CONH or acetam1do
25 EXAMPLE 33 | ngr edi 8 sompound according to any one of claims’l to 8 wherein R‘ is hydvags q.
[2-(3-t-Butylagino temﬁ&&WSﬁffﬁV ing 5% y0pq of claims 1 P FRrp Ry 5 fFogeopy! 45 45
hem sul phat e 11. 3- 2-(3-t—Butyla:thoﬂ§:y§oxypropoxy)phc§}lFﬁ-ﬂﬁﬂazmopyndazme
40 ny 5 dSIlZlB rg (3 - t - Butylamino - 2 - hydroxypropoxy) - 4 - methylphenyl] - 6 -

h .
15 mg Talc y ralz?:ngp_y [Zazxae_ t - Butylamino - 2 - hydroxypropozy) - 4 - methoxyphenyl? grg

50 hydrazinopyridazine. 50



Stearic Acid 1 ng The
I ngredients are screened, mxed and filled into a hard gelatin capsule. 10

EXAMPLE 34 10 ln rnrll ent-s-
Amounts 3- [2-(3-t-Butyl am no- 2- hydr oxypr opoxy) - nhpnvl]-

hydr azi no- pyri dazi ne hem sul phate .

50 mg 15 The i'ngredients are screened, nﬁ m l“ittm to a har E
gel atin capsule. 15 WHAT VE.CLAIMIS:- 1. A co owng,‘-@
Fornula 1: gherein two of the groups Rk27,12 and R3 are hydr ogen and tlze ~
third group=es #ydrogem—20 Fower LTUoro, cnroro, brono, T
trifluoronet h?’f hydr oX Yperehioiier al koxth)ower al kenyl - 204 ox¥. | ower

al koxycar bonyl ,. cy&r{d—(&:-&@llh[uﬁcr- -hydrox{gitipoRyipheriyl {-6-0, am no, | ower -

al kanoy! ani no, r dkafh%rnifﬁvmrhe@is'{lﬂ@%er al kyl ) anmi no; R473 mghydr ogen or
met hyl ; and"R5 |s Ig! Fopyl, tertiary butyl or phenylethyl . ggA corrpouﬁd
accord,l ng to clai m cwherein two of . the gr’oups R1, R2 and re 25
hydrogen and the t $teadt geidbup is” hydrogen ‘| ower al kyl, fl uoriomgchl oro,

bronmo, trifluoro- 5 X al ko | ower al kenyl oxy,

| oner al koxycar bonglll% “&?ﬁ‘ﬁ%‘s h‘ﬁl%"‘?"B% éf’ff‘in?f ApA-ETEHY BT, | ower :
al kyl ami no gr di (1 ower al kyl:)am no. BXAﬁpﬁErmound accordi'ng to either dbaim
1 or claim2 wherein_t wnseflietthe roups Rl, R2 and R3-are hymbuegen and the
third group is hydfdd "B‘}‘?_ ndazg é)‘P‘E“Y‘ chloro oobrorm hydr oxy,
| ower al koxy, | owen, ’k nyr oxy, qeomer“l?ﬂ T?oxycar bonyl cyanE) O nitro,

am no, |ower al kanoyl ani no, -1 ower ‘al kyl am no or di (tower al ?<y amno. 4. A
conpound ac®or di ng 'Ithenuwshemae sdreegddamixed dndtfiled3intatvelrasi gelatimoapedle. t he gr oup$

Rl1, R2 and R3 are WX'PW&R?MHEG third group is hydrogen, nethyl, fluoro,

chl oro, methoxy or 1CKake of the fonowég orfirpound according t.o any one of
clains 1 to 4 wherein Rl are .35 all hydrogen. 6. A conmpound

according to claim1l mhereln RS S heror:n and either RL or R2 is
trifluoronmethyl, allyloxy, -CH2CONH2 ann etpnldo. 7. A compound according
to any one of clalns 1, 2, 3 or 6 wher¥i gt hydr ogen and eit her
RlL or R2 is allyloxy or acetan1do S 40 8. A conpound
according to claim6 wherein R3 is hygd 1 and either RL or R2 is
-CH2CCNH2 or acetami do. 9. A conpound acg6rding to any one of clains 1 to 8
wherein R4 is hydrogen. 10. A conpound al®brding to any one of claims 1 to
9 wherein R3is |sopropyl or 45 -t ergdads@lzy but yl .

45 11. 3[2(3t But dro ,0PQ hen 6hdra|no r|da2|ne_
55, il A i R )

- 6- hydrazi nopy.sdy ﬂko 13{1, amm . lower .
hydr oxypr opoxy) alkazioylamnn,t lor di(lgwer ﬂ@l)mmtl}?dmalzyﬂmwlmam,ne
20 25 gy ‘””"ié terumzaryng iy T et ks F b gk R, R® and R '
und acco to claim 1 wherein two' o} ups and R® are

25 EXAMPLE §§ I n eﬁglge third group is hydrogen, lower al ol ﬂuoro,ﬁloro, bromo, trifluoro- Am)ur}ts
3- [2-(3-t-Butyl a&hﬁphyarobggdtmxyuwx@,mew aikﬁi’yﬁ; wer Gikoxbostboml,| o, Mifre,dazi Ne -
hem sul phat e amino, lower alkanoylamino, lower afky! lg gwer alkyl)amino.
40 13_3 wﬁ according to either claim 1 or claim 2 wherein two of the groups

g e hydrogen and the third group is bydrogen, lower alkyl, fiuoro,

15 ng Talc 30 chloro, bromo, hydroxy, lower alkoxy, lower alkenyloxy, lower alkoxycarbonyl, cyano, 3”%
Stearic Acid nitro, amino, lower alkanoylamino, lower alkylamino ot dl(lower alkyl)ammo 1y

ingredients are ﬁpli:gm?ﬂ‘wﬂk e a%ﬁmﬁg&?ﬁz mgem @P‘i‘g?ﬁ'ﬁsul e. 10

EXAMPLE 34 methoxy or cyano.
Anmount s 35 al hsdA compound accordmg to any- one of cla:ms 1104 wherem R’ R2 and R*® are 35
ydrogen.
€ 6. A compound according to claim 1 wherein R? is hydrogm and either. R! or R?

is trifluoromethyl, allyloxy, —CH,CONH, and acetamido. -
7Aoompoundaccordmgtoanyoneofcla1ms123or6wheremR" '
40 hydrogen and either R! or R? is allyloxy or acetamido. 40
° 8. A compound according to claim 6 wherein R® is hydtogen and elther R1 or R?
is —CH,CONH, or ‘acetamido.
9. A compound according to any one of claims 1 to '8 wherein R’ is hydrogen.
10. A compound accordmg to any one of claims 1 o9 wherem R5 Is isopropyl or
45 tertiary butyl. - ' 45
- 1L 3—[2—(3-t-Butylammo-Z-hydroxypropoxy)phenyl]-6-hydrazmopyndazme
1223-[2-(3-¢- Butylammo 2 - hydroxypropoxy) - 4 ~ methylphenyl] 6-
hydrazinopyridazine,
13.3-[2-(3-t- Butylammo 2- hydroxypropoxy) 4 - methoxyphenyl] -6-
50 hydrazmopyndamne ' 50



3-[2-(3-t-Butyl am no- 2- hydr oxypr opoxy) - phenyl ] - 6- hydr azi no- pyri dazi ne

hem sul phat e 100 ng Lactose
50 ng 15 The ingredients are secreened, mxed and filled into a hard
geratin capsul e. 15 WHAT WE CLAIM1S:- 1. A conpound of the follow ng
"Formul a %mefefn—t—we—e#—{—he groups R, R2 and R3 are hydrogen and the
th|rd gro : | ower aIkyI fluorg, chloro, brono,

uoro ’[ﬂ m%m ower al koxy, | over al kenyl - 20 oxy, |ower

'«- carb .- CHZQCNH[err] nitro, amno, |exger —
Anggy| ami no, "l ower  al kyl ani nd;ﬂ__d.LLLomex_aH‘@w-e-a-mﬁﬁ-—R&Q‘s— hydr ogen

’ e ) o et R and R’
corrpoun a dlhec! ai m erein two of the P - an ‘are
25 hyd% eslsar[d -tAvganifid 13- @r“éub“‘fl‘ém‘ﬁ?/d?o Al %0\/\%?] gﬁ? fl ugr 0, °
chloro, br (ﬁm)hydl-’aﬁmw Ly lone BYY XY, ol Isv\ﬁrthaIS@%&ute | owe

al ken§ll oxy, g RPRBR caréﬁ’ﬁ;}F cfgeno nitro, OVBT 4 al kanoyl arfi no,

| ower ~ al kyl% a 170A° chmpdm(dnawnsm K n)mmdr?éw‘d:!‘g t\a mﬁqﬁgﬁdl ng to either
claim 1 oran¢I5aor102ner?e¥°e1l5rin1°9%P“8¥‘°“tW§‘ bp%’up ?ﬁ?&z and R3 are %dr ogen

and the thiarcs 2 boRipBind akdsiding tafv lclaioy Hor G@m 11 ighl or'd, brono,
hydrd?y Iom K mg{’%‘“fgﬁga %H%k;i?zdpakly dﬂile@ %“oxc\{cxgrl |, c.yano, 30
nitro, am no, ﬁom@mcaﬁ foaﬂ:@ @mﬂm; T ElGhy @wer - ;
al kyl ) ani norwoébf ﬁ)% R %&f r@p o ; EMIMVle!,O 3 yherein.

two of the ﬁoupl
hydr oigen, l%ﬁﬁn 1§Jﬁi&iogeri; ok owidyl, wbchwmf‘%‘r m&?’éﬁ’lﬁf 'e‘;‘%“g ac

conmpound acgmdlohgommla%y one of -ctaims 1 to-4 wherein: Rl, R2 and R3 are
35 al.l hydrogen. 6. A compound accprding to claim1 wherein R3 is hydrogen
and either RL or R2 is trifluoronet al l'yloxy, - CH2CONH err] and
acetam do. 7. A conpound accordi ng . one of clai n 1, 2, 3 or 6
wherein R3 is 40 hydrogen and eptf\ger RlL or R2 is allyloxy or acetamni do.
40 8. A conpound according to clatm6 Wherein 'R is hydrogen and either
RlL or R is -CHONH err], or acetam do. 9. A conpound according to any one
of clains 1 to 8 wherein R4 is hydroge . 10. A conmpound according to any
one of cl ai ReherkintRS, BP Bihel'edrgas defined abg (r}f)r%pyl or 45 tertiary butyl.
45 | 1.

3-[2-(3-t-Butyl ani i no- 2- hydroxypronox henyl ] - 6- hydr azi. nopyr| dazume 12 3
- [2 -2¢3 -Butylamino - 2 - hyd-r@ﬂﬁ%%ﬁ%y- 4 - methyl phenyl] 6- .
hydr azi nopyrlda2| ne. t ﬁheﬂ& JoGeBting @roup,Zind droxypropoxy)
- 4 met hOX(- 6&"% efzax?? or r;}:mdﬁ vatxveﬂmreofy

500 1,527,434 Ruﬁ)’hydr{)iner ﬁhenohtpmtem res? gpropoxy) - 6
- fl uorophemyjdiazmo ﬁroup,hprdwelz? n?& ;1 “ng BB Affieasti do 252 - (3

-t - Bdtyla m&;&%@m& . j"," ogroup ~16. A conpound

accordi ng to® s dedo Jclainoliﬁvhemniﬂ‘}es So confi gur ation. 17. A
.conposition conprising a corrpound aﬁordl ng - to any one of clains 1, 2, 4.
and 5 to 10 and 12 to .15 in conbi na‘? on with a’ phar rraceutlcal l'y accept abl e

diluent or carrier: .10 - _(iﬁc[{emm{mom tion conprising.a conpound .
according to clai m3 or' cl'aim 11, in_ 10 conbi natlon with a pharmaceutically
accept abl e difdr tisnproductionzf raj compouiid) ac 3& 5 £%) for..the production ogga -« -
conpoung, of For IAanP“?sr?c‘E? rﬁ R gr 31% b&@rommsncﬁﬁxy R2 and R3. .
are hydrogen .ar P ) mh&ohiyglmogmzlovmr .doro chloro,.-
brono, trifl uor o l:ess 1p, any oneedf g}%“z . Yy, 15 C
cyano, [err] produtedos 3ani2n0(3 ’rbwé’i“ty%nw al kyl am no as 1

di (1 over, 15 b L1 %Iédhmdbegm%mmﬁmamm&amn ses the:
step of “Teacty, lggm ,

25. A ‘process accordmg to’ claim 19 as herembefore described in. any one -of
ExamplesA3 torocess" % ‘ tt(;1e2 5 rﬁiﬁoﬁo o? 2a cozhpound of Formula Iin claim 1 wherem 40
or
40 tWo <2)f6 the Iérou.p's R, R? aﬁd R? are hydrogexll atlld the third group. is —-CONI-I2 sub-
stantxally as herein! before llustrated in. Example 2of Formula ‘m clalm i

oduction of a compou.
two 0f7 tﬁm fﬁf tllig gtrld 111{3 are hydrogen and the third group. is lower alkoxy—

' - carbonyl substannally ds hereinbefore illustrated in Example 22. din 45
45 28 A compourid according to claim 3 wheéreever produoed bya process acco ng

° 29. 154 compound according to claim 1 when_ever produced by a.proces_s.aqoqrdmg

to claim 25.



pound of Formula 2: [err] wherein Rl, R2, R3, R4 are as defined above, RI11
is [err] (R5 being as defined in Caim1), hydrogen or a phenolic
protecting group, and Z i s nercapto, .chtereatkexy—or phenoxy; wth
hydrazine or a protected deravative t her eof ; a phenolic protecting group °
present and successive, al koxy or phenoxy; mnth hydrazine or a protected’
derivative thereof; and, when R11 is. hydrogen or a phenol i c protectlgfgaI
a2

group, protection of an unpr ot ect ed hydrazi no group, renoval of any p )i c
protectipng group present and succesgi 125 reaqtlon of the pro ith
epich#aézn%

f ol | owned d tighl compnsigp: acigh process
acgording to fﬁ "ﬂjﬁ'ﬁ% ‘fmn?aﬁﬁfe%wf‘ Fingr g conpound
according to cIa|n1 K rocess cco |ng {0 Clarm20 wherein Z is
mer-capt o. 30 2Q. HAHARGBBA¥ESaccording to either claim19 or
20;wherein Z is chol oro or_net HersgersdoParmh dg8k oduct i on of a conmpound
according to cl ainted Zor HEMajedly offige. ByQkellotirgr Bras, aeayi ezoimsl ains 19 to 22
i n-which the coﬁﬁ%ﬁ@yﬂf‘b%ﬁ?fé’ﬁk c%;:’ﬁ:‘“; B“"‘{}, 5 Longon, 93“'37 difo - 2 -

hydr oxypr opoxy) - phenyl] - 6 - ra2|nopyr|da2|ne

35 35 24. A process accordlng to claim19 as hereinbefore
described in either Exanple 1 or Exanple, 2. 25. A process according to
claim19 as hereinbefore described in any one of Exanples 3 to 17, 19 to.
21. and 23 to 32. 26. A process for the production of a conpound of Fornul a

Il inclaiml wherein 40 40 two of the groups R, R2 and R3 are
hydrogen. and the third group is -CONH [err] sub- stantially as _

herei nbefore illustrated in Exanple 18 27. A process for the production of
a conpound of Forrmula | in claim1l wherei wo of the groups Rl, R2 .and R3
are hydrogen and the th|igﬁngup/rs/T6ﬁ§tﬂ/tkoxy carbonyl substantially as
herei nbefore illustrated 45 45 . 28. A
coi npound- accor di ng toclal m@g uced by a -process according to
claim?24. 29. A conpound ac “cla|n11 whenever produced by a.

process according to claim 25

1,527,712 ' 27 30. A pharnaceutlcal
conposition conprising a pharnaceutlcally acceptable acid addition salt of
3-[2-(3-t-butyl am no- 2- hydr oxypr opoxy) phenyl ] - 6- hydr azi nopyri dazine in
conbi nation with a pharnmaceutically acceptable diluent or carrier. G H
HARGREAVES, Chartered Patent Agent. Printed for -Her Majesty's Stationery
Ofice, by the Courier Press, Leamngton Spa, 1978 Published by The Patent
O fice, 25 Southanpton Buil dings, London, WC2A | AY, from which copies my.
be obtained. [err] - ' '



