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0024 510 per hydroazepi nyl or 1 -perhydroazocinyl group which may opti of=d

bé’ substituted by a hydroxyl or hydroxynethyl group. 5 Thus, spég
exanples of the noiety ' [ERR] 10 in the general fornula (1) are
1-pyrrolidinyl group ([ERR]), 1 -piperidinyl group ([ERR]).

1- per hydroazepi nyl group ([ERR]), anaaapamdroazoci 'nyI group ([ERR]

wd the above groups mno- sy bstit ted b dr ox
v oy e L] L arry e sy, shpota e B by Syt
1-pi Kev-i d| optlonal |y substitmted by a hydr oxyl group are
preferreds Armng them 30 [ERR] 35 are pr’é(erred Especially preferred are
1- pyrrolsi di nythuanmgedfipepepies offie reiemps. the above noiety represents a
1 -pyrrolidinyl or 1 -piperidinyl groupg /1t is desirable fromthe

st andpoi nt of pharmacol ogi cal effects ttfat [ ERR] should represent a

hydrogen atom or a nethyl group. 40 In roryula (1), [ERR] r sents a
hydr ogeo &h Qk Qdnefdl &mu@ (l‘))farefp- m&.anﬁ% The N-fwiedipentiliyi | gesup 1r ourNE Hor
[ERR] is, for exanple, a neth y ene or et 'E'rrelgroup, especi al | e

met hyl ene gr oup The gr oup pically |ncI udes, a hydr ogen atom an am no
group, an acet mno rou o group, a
hydr oxy pget h@ﬁ”&’ °r%ep 0 89‘5 é%gﬁ‘ rg "y ﬁ%aﬁogﬂnéla%rgw group, a
net hoxy group, an ethoxy group, an acetoxy group, a proplonyloxy group,

pi val oyl 0xaadgthe Ughovel gédipp resroxsybsgitaerh by aa Aydrivb sepyhelroXy o Bsisoxyamethyl 9’°”P
benzoyl oxyl—eeH@p). saetdas3, 4- di chl or obenzoyl oxy group. In one preferred group
of the gpmpounds of general formula (1), Z may represent a hydrogen atom
or an am no, pond- or df-nkthyl am ydr oyetYiyl am Mo\ acet yl am rfo,
hydroxyl, [ERR] gNkexy,\ or N-EBRRP kangirtox : hUSN"I'I’lHé

preferred cl g5 f the ounds of r mul of t I nvention, {
represeg}sHQ 50 hydregen atom or a met hyl ,cH@dr oxyet hyl am noet hyl ,
hydgoxynet hyl , met hoxymet hyl, et hoxynet hyI acet oxy%% or-

r opi onyl ox rrethl gr oup, seC|aI drox "
Moo, Ty ﬁ'leseey1a??g'l°l—%'%6fa"? EP B RrS e P, P 35 ﬁ‘?%?&& 'at? P or
B descri bed RrReTESty % 0 be given herei nbeI ow. N-[3-[3-[ 1
" -pyrrol|d|nyl)ethyl]pmy]pr |17 metho tam de, 55 N[3-[3-]
yl]
o]

1-(1 -pyrrolidinyl)et hengxy] _opyl ] met hoxypr opadonam de, NN-[3-[3-[ 1-(1
-pyrrolidinyl)ethyl] xy] | ]aceto opi onam de, 3-13-[ 1-(lI
B - pyrrolidinyl)propyl] phenoxy] propyl ] h%&é xyacet am de, HNN -[3-] 1 -(1
M - pyrrol Ui nyl ) propyl | phenoxy] propyl ] hoxyacet anm de, [8-[3-[1-(1
- pyrrolidi ﬁybaem@@wsﬂ,@hmmg}raa apY-dyaroidinX yralC Bbiperidihy| gréis. When tRe plRove adfetd
- pi peri di ngbresoptstayl erdi y royn Gm@@le from the standpoint of pharmacologlcal

SN\ ( 2- hydr osffppts "’“BI "‘Ph @?PH 00Xy 1 B VLA AEtene
BN ( 3- hyd? oxypf %M}l g?s ;;'} %ﬁ%‘;@ i‘f PSRN 16 Giu kg
;N (5- h drO% ')E j: :QQI’ aé’hpau inB)é ] £ P LA, &
N-[ 3- &memvl@nﬁrndlgfbu neeh xvmélhﬂmﬂmty bmﬂmwﬂv]deﬁt Iamelneummea hy8oxy! group, a

N[ 33- 1 mgmperrgrdmmyah mh roupham e GeD'VSAOV‘OXV OPPR53 0
S N- (4- rret"ﬁ B nox i9 %B‘EE‘? :E Jﬁ"%éroutp
: natom,
| ol S

| N'(3' pi val O MRINBVQ b - - p| per|
net hyl ] phenoxyhys mwhamprmrred class of tha compounds of formula (1) of this invention, R, represents a
s0 hydrogen atom or a methyl, hydroxyethylaminoethyl, hydroxymethyl, methoxymethyi, ethoxymethyl
acetoxymethyl or propionyloxymethyl group, especially a hydroxymethyl or acetoxymethyl group.
Typical examples of the compounds of formula (i) are listed below or described in Examples to be
" given hereinbelow.
: N-[3-[3- [1—(1-pyrrohdmyl)ethyl]phenoxy]propyi]methoxyacetamlde
65 N-[3-[3-[1-{1-pyrrolidinyl)ethyl]phenoxylpropyllmethoxypropionamide,
' N-[3-[3-[1-{1-pyrrolidinyl}ethyl]phenoxylpropyilacetoxypropionamide,
N-[3-[3-{1-(1-pyrrolidinyl)propyllphenoxy]propyl]hydroxyacetamide,
- N-[3-[3-[1-{1-pyrrolidinyl)propyilphenoxy]propyl] methoxyacetamide,
N-[3-[3-[1-{1-pyrrolidinyl}propyllphenoxy]propyilacetoxyacetamide,
" 60 N-[3-[3-(1-piperidinylmethyl)phenoxylpropyilpropionamide,
N-{2-hydroxypropionyl)-3-[3- (1-plpendmylmethyl)phenoxy]propylamme
N-(3-hydroxypropionyl)-3-[3-{1-piperidinylmethyl)phenoxylpropylamine,
N-{5-hydroxyvaleryl)-3-[3-{ 1 -piperidinylmethyl) phenoxylpropylamine,
- N-[3-[3-(1-piperdinylmethyi)phenoxylpropyllethoxyacetamide,
65 N-[3-[3- (1—pupendmylmethyl)phenoxy]propyl]butoxyacetamlde
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yl am nopropionyl )-3-[3-( 1

‘1 met hyl ] phenoxy] propyl am ne, 5

yet hyl am noacetyl )-3-[3-( 1

| met hyl ] phenoxy] pr opyl am ne ' _
"hydr oxyet hyl ani no) val eryl ] - 3-[ 9924 510 .

i nyl met B 158 BiFeAGnyIMbthyimHbdRkyrbsyimiapr opi onyl ) - 3-T
i di nyl nﬁi(itlrlgih Bgmhmenﬁgew-g@m@ﬂf ¥phéhorghirbyiaataenobut yryl ) - 3- [ 3- (
i di nyl rrmmyivilommomyr]vp Ilﬂmemanvlmbt Blpohehok vlllro vlaml:pﬂ peri di nyl

1 pwenoxy] E%’E ipipRdaminenseRiany -p'mer'dmv et*Nll

FRl: ﬁﬁﬁiﬁﬁ@%ﬁx‘% e e

gaer i di nyl )prﬁ
Ev-hy dr oazepi nyli4e; QopoyD-BLIONY-b aaaiirtvmfet e GRBty(Ropy ik
ydr oazoci nyl{3r- hy(h )pphﬂﬂim()yihplilphpr}dx}']atbevlbxgtmette&ﬁmld,hi‘

am napr opi 13_1 frlpef |du1yl)propyl]phenoxy]propyl]acetamlde

_ :’-h d 1 cetamide,
Nf 3[%/3%)?[% PyE 130 %y ,@em ﬁ%ﬁig@% ﬁx ;Lrsmm'i]acet oxyacet ani de |

N- (3-am|noprop|onyl) -3-[3-{1-(3- hydroxy)pyrroIldmylmethyl)phenoxy]propylamlne
- (B- hydr osey) pi pe{3H3x I-[méBJm h:smmd @eetamﬂdde N-[ 3- [ 3-[

| &Ligs[ gyﬁrgxy% BH_ _35 % g[%dr :Eg‘]@mg ﬁgﬁé&g% °yg'1ta gTygget ani de,

methyl) |per|dmylmethyl]phenoxy]propyl]acetoxyacetamde and

peri di gyl met Rys P @03 Qyidofoy s inPirgthy R ham)db;opahd’mﬁﬁude

- N} 3-[ 3-[ 1- ( 3- hixchooting) tp i indensian.cp itsn Ithep rlgggiomw mples of-
SThestd

Ackor di ng tdhqsmse'tw%g}\ﬁ cgac' ?'Es F}glcac,d sa‘g'ﬁ?f?éassa AR % %ﬁéa %

prpvi ded. BRIHRHS® d HREGRI enelh hidh é@ ﬁa'im
hyfr ochl o, Ccegﬁd ragénguaaml , sulfuric acid, nitric acid and

~ phpsphoric aci din aamldanbsgsaim thisdroientionathe sormmhﬂsaoéfos'allﬂﬁ &) 30?’ their seliscanleq Fé]’°d”°ed by
pr bpi oni c adhqifollb‘am |ver'<ue|pcpcea§|wq "Iz? gf ,.ﬁjfe' ciy d ré@ﬁr’o&enaa%rg
s

p-1 ol uenesul fotr11 a&"‘@qu' ﬂb‘a’ %&\j’v E ma tﬁ&ﬁn%@& ﬁed
are suita .P]Jq'!erejl Wit tekahdYloxy, HaHERHokyO Brd bR ocsmmuﬁ BBeriabydx9 rgnak
(1) and t eldonﬁauﬁdSofqa@fduamagw}mme by the fol | owi ng various process

enbodi ments. (a) Wien obtaining a conpounds of formula (1) wherein R4
represents a hydrogen atom.or a group the formula -R5-Z in which RS is
as| defi negi5| her ei nabove and Neprese he groups defined 30 herei nabove
excepting | ower al kanoyl oxy, 0X and-arsrecHafid,diHshal obenzoyl oxy( D
gr pups, a compound of the fgl/i/ovmlng formla 35 [ ERR] 40 wherein [ERR],

[ERR] and [ERR] are as def Paed h&hei nabove, or its reactive derlvatlve s .

reqact ed vmthaca acid of the.f 0 f { gegg ith 2 Rarbb
rebresent go % g%hg% % re a:lgepned herelnagwtehagd t{ggefamj t‘%tl ac | Cth a[ aERRW
i slas defi necf 4 er el nabove, and ERR] H,£pPcegrent s the sarre gr oups as =~ (-

defined for symbol Z excepting |ower alkanoyloxy, benzoyl oxy and nmono- and
di { hal obenzoeylhemewﬁ reptepants @ hydragsn mamnwomfltma W&E Zwvg ngN 5 alEanH?m &d

“cofrpound &% § pYe. a0 Zy\(PRIPSE g L @%@ 'S
of {the for rmtregzt{(y eEo ta ﬁeﬁ@oylo 5% é?z th%ﬁﬁée‘ﬂ Grogél{hth or agroup
represents aghy fo%ﬂa-atomanh.oa -deﬁﬁed redamrantﬂtkepl'e)sm @ bydrégengtom, or a
al kanoyl am nmpnd-omedu-(&:lvdet))aygvl)qmﬂmdnyeroalkmwemmgr lagiver all@xy. Hakleesh el 09N r Yu -
a phenol &er hajeshinasy gfoue.fephiepPl dafkaitye rbHMIPIEVIERIIMU wherein [ERR], [ERR]
angl [ERR] are as defined herei nabove, is rgacted with a propyl am de '
deyivative of the 60 follow ng rmul a [BRR] b5 wherein [ERR] represents a
hy8lr ogen atom or a group .of the \G{rmla' b n which [ERR] is as definash
5 00245510 herei nabove and Z2 ﬂrents a hy@rhogen atom or a nono- or
di (1 ower al kyl)am no, | ower. al oyI anmi no, | ower al koxy, phenoxy, or nono-
or jdi - haI ophenoxy group, and [ ERK] repiesents an acid residue.
_ wherein R,, R, and R, are as defined heremabove is reacted W|th a propylamlde derivative of the
60 following. formula

C

' ' I ' : _
X,—CH,—CH, —CH,—NH—C—R,, D : V)
65 wherein R,, represents a hydrogen atom or a group of the formula —Rs—Z, in which Rg is as defined
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(c) Wien obtaining a conpound of formula (I) wherein [ERR] and [ ERR]

together forma linear alky)ene group having 4 to 7 carbon atons whi ch/
be optionally substituted by a hydroxyl or hydroxynethyl group, and
represents a hydrogen atomor a group of the fornmula [ERR] in which R
is as defined herei nabove and Z re;ﬂa%ﬂot he groups defined herei nabgv
ByCept i NEer@fdtive dn@VIES replekshid ¥l YogeP RGAY bOX%Ymamsl FFoMQowaNdikyllamino, ldwer
di - hal obelrareylbmiayg, igwenigiexy,aphetnxp i nof ortdibalbmehowigngypf owdri|reprds@ntd ah Beid
(M) \L,ERR]SWES) wheroebi I;ll{l ERR i% as”drefi_n d herej narllb ve, Qrdf ERI“? re rleenseents
s vorcope AU SS AR TS R el e e

def i néd_ Bt HAROMS aaitts 4 klgeh SHBMES 814 G leh il

Y

| 3 plof the Yo+MEI1a9LR U2 inavhi
synbol Zn&siagieé Bad 2FegiesentsQNE groapK adtiayd Barginal®e 2008 btingyantiid) 16 GikaBdyibxy,
di - hal obeerzoydx@rand gnopapand dihaRBenzeday acups. tahcampoorpduhel falbwinh dorfratamul a
[ ERR] wherein [ERR] represents a-linear al kylene group having 4 to 7 carbon
at oms "hi ch may be optionally P bstituted by a hydyoxyl or hydroxynethyl
group, and Hal represents a hatagek atom (d) Wien olfit ai ni ng a conpoumid .of
formula (1) wherein [ ERF-cDr esent s~ @-@.oy,0fH 5N Faal a [ERR] in which
[ERR] is as defined heré&inhbove and Z represents a | ower al koxy, |ower
al kand¥l oxy, benzoyl oxy, of1 nono- or di - hal obenzoyl oxy group, a conpound of
the fol | auérag A, & #8definedOherdiidbBbves nd/\RIE FepkddentERR)drogdnRdim of £6W6lp ainde fdakilk ar e
as defi nmm whish\Rg is hzdaﬁaafbeﬁimh am!@;pm%mm g}i;;q_?; %ps@é defihed for
[ ERR] wh Y CRRng @ e'QWAT kagoy nzgy angrmng- ! ZQYENY @8¥R% 'S an
aci d resieagred. PF;:‘LEEP ?ﬂ‘f*%?%'l“a of the formula [ERR] 45 wherein [ERR]
represents a | ower alkyl, phenyl, og ogo-ypr di-hal ophenyl group, ofgjts
" reactive derivative. (e) Wen obtaining‘ conpound of fornula (l) wherein
[ ERR] r eph@sierf;Semesgntopa linbartdiigleh® group aayingRR}to 7 reathhn ator{s4ih may Besopdiehaliped
her ei ﬁ-'abWetitz%ﬁd by ar[gglrr?éﬂe:mmdra’rvmﬁivhwt;mnélgbsep@is:n@ QMpgealazwf-) aem no, B
o Loyl R e R Sy
f ol | owi NGenzQidk! G midhok hanB z6y1bky a cb nd of oWl m dare a
defined herei nabove, and Hal represents a hal ogen atom is reacted with an
am ne3of the formulg 60 [ERR] &5 8 0024 510 wherein [ERR] and [ERR],
i ndependently from ot her, esent a hydrogen omor a |ower alkyl
group, or one of [ERR] apdch T epicespnieH.a- bngragen-rmi-om and t he(\atifer
represents a hydroxy | r {al kyl group of a fowef al kanoyl group. (f) If
desiresl, the resulti conBeund of formula (1) is converted to its salt.
According to the enbodi nent (a) of the process of this invention, the am ne
conpoundwbdreif Byl B, éid Rs @ ab tdsfined deteinabovdeisi reastadwwith & compaiad of] theyforntuda
" carboxylic acid of formula (Ill).or its geactive derivative. The reac(u)ve
deri.vaséive of the am ne conpound (I1) "uS€d as one starting material in'the

am dat i opy, rgiﬁfcﬁlt, gelg%sémy a Q@ve?ﬁ“[yl Qlfouﬁ m rifpbdehis @h Bcidl fe8idud, Br AcdrbokplcRct lR€tham no

group i Nfokh@a of peptide chem stry.
' o R;—COOH _ (x)

45 X L N
wherein R, represents a lower alkyl, phenyl, or mono- or di-halopheny! group, or its reactive derivative.

(e} When obtaining a compound of formula (I) wherein R, represents a grop of the formula
—R,—2Z in which Ry is as defined hereinabove and Z represents an amino, mono- or di-(fower
~ alkyllamino, hydroxy lower alkylamino or lower alkylamino group, a compound of the following formula -

N o—CHé-;CHz-CHz—NH-'c-th-HaI o (X1)

50

N--CH

Ry™ Ry | | o
wherein R,, R,, Ry and Ry are as defined hereinabove, and Hal represents a halogen atom, is reacted
with an amine of the formula : - .

55

60 -
RQ

HN

65 _ ' T R,o




’6s are listed below. (i) Isocyanates (or isothiocyanates) Q N=C=0
(I'l-a) 15 (ii) Phosphazo conmpounds Q N=P-NH Q

b-1) 20 25 . (1i1) Phosphoram di de conpounds [ ERR] A2 \

phor oani date conpounds [ ERRp o494 51g-RRl 35 In each of the aboye

e, Qrepresents the follow ng 40 , ' _

45  arvehefefrrRy and R {PEFRRNdenthe from epch asbdr, represdnf 4 ieydengen atamcbr @aoder alkyl group,

ent s %A% PHsand gﬁﬁp"?ﬁ"taﬁéw‘!(%e“gf%md the othereRpresents o[ IPAIRLY Iowesealitykaroup

r Ia- lower’ alkan roup

yI"emat BasHed) Y resiind®edibR0Nd SIYEmAliPHPss SMBHERAIPRX Yl C aci d

la &11) Aedingso ﬂ'\bemsbtﬁhbﬂlﬁiﬁm%@fdcégs of iﬁistiﬂ@ntﬁtgﬁé%%hyémoq 6i%8kmula
tion i $ilar kneastive derfyetiveds arhidated byithe icarboxiiid aciBdfifortulFEN) EretsasRttied dehidine

i ch are yesaegzhﬁgea& ‘HSP&Y ')c’r? Ricth éﬂﬂbek%;loqr'éﬂ_U-‘redras_amﬁ.ﬂatimmgtemc_tthe)midmdnhe
el d of p&lhds, chefi®8Y Py MOES AP @& Bed (A @CiaC TP PENPeePURIIN e fighdeof gptide
ghown bel okanfraréfistedThélew dr oup i s present as the group [ERR] of the

gar boxyl i ¢ aci(dl Ifdcydnptes idrdsathitodyanaggspup i S desirably protected by a -
dht hal oyl group, and when a hydroxylqdRQepq (§r gy esent there('”[%, t he hydr oxyl
droup may be protected by an acyl group. These protecting groups can be
split off in a customary manner after the amidatjon reaction, for. exanple
by hydrazinolysis or mld hydrolysis. (i) Acid harittks 55 _

[ ERR] wher ei n(iEPh&phss @BmBowhdblal @agnpat qgésieci al | y ghl\prige or brom ne
and [ERR] is as defined hereinabove. (i1) Esters 60

[ERR] 65 7 0024 510 wherein [ERR] rdjbedents ad+dwer al kyl grodpp-2)
dSpeci alzfy a nmethyl or ethyl group, or an active estex_residue such as
EERR], [ERR] 10 and [ERR] is as defined hereinabove. (.fT'l“‘)‘Q\/I xed acid
inhydrides [ERR] 5 wherein [ERR] repg@sents an organi ¢ or inorganic acid
resi due such as an acyl group (e.g., adetyl or propionyl), a group of the
f.or mul a?] ERR] {i{ili Rhopphiotmidigerrgmpoupdsesent sPa-NHevr al kyl group), or a group
éf the fornula 20 - / e} [ERR] 25 (in which
RERR] and [ERR] are as defined her ei'?‘ilgbove), and [ERR] is as definéd

Yer ei nabove. (iv) Active am des. [ERR] wherein [ERR] represents a ,
substitft ed or unsubstituted 1-i m dazolyl or 1- pyrdﬁ@gfl group, and [ERR]
s as 30 defi ' e Ci ides [ERR] 35Vwherein [ERR] is as
defined herei ﬁ‘gcbbg\t}%hglfﬁ@%g{r% ‘Eﬁ’g{p}%nﬁér ecg?’at%ﬁ'b'ﬁ%?ﬁet \I}:\’éen tpép_a I Ne con'?ound (rn)
or its reactive derivative and the (ii-d-1) A0 i-d-2)

35 )

In each of the above formulae, Q represents the following

40 | - R2\ /El
| | /N—CIIH ~ 0—CH,—CH,—CH,,~
R

Ry 1

45 and A, and A, are identical or different, and each represents an alkyl, aryl or aralkyl group, or A,and A,
together form an alkylene group or. an o-phenylene group. '
The carboxylic acid formula (lll) used as the starting material in the aforesaid amidation reaction is
a known compound. Its reactive derivative may be any of those which are used to activate the carboxyl
group for amidation reaction in the field of peptide chemistry. Examples of the reactive derivative are
s0 shown below. When an amino group is present as the group Z, of the carboxylic acid (ill), the amino
group is desirably protected by a phthaloyl group, and when a hydroxyl group is present therein, the
hydroxyl group may be protected by an acyl group. These protecting groups can be split off in a
customary manner after the amidation reaction, for example by hydrazinolysis or mild hydrolysis.
(i) Acid halides _ - : .
55 : o ' R,,—COE ' : {l1-a)
wherein E represents a halogen atom, especially chlorine or bromine and R,, is as defined hersinabove.
{i1) Esters

%0 ..R“'—COOA;_ o _ o ' (li-p)
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carboxylic acid (iii) or its reactive derivatives may be carried out by
various known nethods. For exanple, it can be performed by direct
condensati on between the am ne conpound (I1) and 40 the carboxylic acid
(I'l'l). The reaction nmay be carried out in the absence of solvent. @
Generally, it is preferred to carry out the reaction in an inert organi
sgfvent, for exanple an aromatic hydp&%liirpsuch as benzene, toluene o0

xyl ene, a e f )

di gl kaEB %SFeﬂ éﬁgﬁgﬁﬂég l&@;r ?%%;H Poell’él{”r%ﬁr%i"\égh%@&ﬁ ﬁéh?ihy acgf[%ﬁ%t:{i%régtgpfesudue
hal ogenat\ed hydrocar bon such as dichl oronethane or chloroform or

di nmet hyl sul f oxi de. The. reac terrperatlp%a and2pressure are not 45
particufarly restricted, a@» L\ear-nNed Wi ael y ,dependi ng upon the
starting materials, etc. , the rea\\wio terrperature is fromabout 0C
to the refluxing tenperature of the reacti & 'gture, preferably room
tenperature to 200C,_ and the pressure is advantageously atnospheric _
pressur'@. and Rgds ps gefined Rereingbgvei on may be carried out in the presence of a
condensi ngyageY acidEXyalids of useful condensi ng agents are Lewi s acids such
as silicon tetrachloride, trichlorophgnykgphane and ti tani um tetrachl mr_b)de

I N- 50 ethyl-N -diethyl anmi nopropyl car bodi i m dé,

N, N - di’€y ahedexy, epfebmi anvodb@nic ar drondahieadcidorsiofe such rais aanydeylpdtogpieign excatmidora

di sul f i deproaiadyls & goup otk fernyine—F@PALInCHEYS rerredents adewsr alky! gravpb ef 3 grgup of

| R-120. TH® faM%¥htion in accordance with this invention may al so be carried
out between the reactive derivative of 1am ne conpound (11) -and the free
{ carboxy®ic acid (Ill), or between the gree am ne conpound (Il) and the
§ reactive derivative of the carboxylic agid (I11). This am dation can al so
be 55 perforned w thout a solvent, if re@fred. Usually, it is advantageous
to carry out this amdation in an inert organic solvent of the type

exeRp) iZ&i tal wirizhel,reab o @renps defined hérgihatiee)| andgR alisceshddfinerd edreinabors. hy| ene

gl ycol or liglActieg gnidesthe reaction tenp r'?_t#ﬁg and pressure are not crigigal -
Usual ly, the reaction tem . perature i f%about -20C to the refluxing
tenperat uge, of, /&sh'g r{a@eﬂ%té QibstTlnsd UF Ensubdiiefe&d fthidazbl06n Qyriz0lyllorS8@andTRE is as

§ reactiop BEfREUWeRinabovadvant ageously atnospheric pressure. 60 In the

g aforesaid am dation reaction, the anmobunt of the carboxylic acid (I1l) or
its react iWécideszident i ve based on the ﬁgr_ng 1) or its reactive deri V@h‘iave
Is not critical, and can be varied w pendi ng upon the type of

am datipg agent. Generally, it is advantageous to use the carboxylic acid
((111) or iwnereincRgis asedetingd Naéihabovd.n an anount of at |east 1 nole,

preferably 1 The aniidatioh geaction betwe ereﬂ@r abiln cﬂmpwnﬂ_ (Hobreits f:ﬁeFﬂVntﬁeevayfle gk the

§ conmpound (’*’P‘i"yw’f agiq 4t Qéé_‘é rgquved r n narrlled pains én mlne co ;:
b oog '%;;‘o“’mxaﬂ“erd‘ 'E‘é{’ﬂ SLGP Vi ‘fﬁf“’ beé;f;‘ dolint & e&ﬁf‘ ' kd; a

.‘ rel QY @érmw toR tin ﬁﬁﬁ' icl soivé efopé)laﬁfple antdradtidt9dro afrbdhan
'ea5| ly be sﬁhh%&fe@tb,nefﬂbl’uet@(é\fmleae dayetiel )sucte aCtetralyd@fcangdioxand, difnethivreyethane or

fol | owi ng dfg!ym?uiiraa BRRich ahdimethwifgrm elosd'atsthd'e'ﬁqtmde Héﬁ'eﬁﬁr'i'aﬁé\btqum@n sych

| comoung gt deeonaty Qg'ﬁ,@;mm V3 gﬁ% oh PR
§ 1 epresefit r@ac cQ'n |rnp«§ is 6 dbbut 8% C{ in ture! I Eié ﬁﬂ:?e gfefﬁ%
havi ng 20 rébni empeatlrd BRGUCCEd the1sHes sud’e mamggeeasmdathomsnc frysstifaelf aasirb)
descri bed reaqtu@emmahe karriet Qpran tikapresence oftd cqmiensmg dgent. Rxad@iples 4fl Gsebul c@ndensmg

. di f tia ?ptst FacIQﬁ sqtlﬁora 0 ﬁ%éﬂ rw ll @nq)ﬂ:a tgtezc %nde N-
| R e R
\M is

g [ERR 30 e t. uu A?ne% &.@B&%Mm@ redc
fol |l owi ng dEtNath of thRRY me compound (1) and the free carboxyhc acid (IIl), or bétiWwkén) thd Freatseri n

;' [ERR] reprce@mmsi L) Fndn&t'arreedtlkglldmﬂﬁ;(é@fu ekvaxbpngc Acid dIliE @wmﬁatmm ajglei ken

may be BpEroH clso nt o X} ified hereinabo :l}r?zi "'° "Hal
i's as def %‘rﬁggf JaveLt raﬁl?tﬁz?%acﬁ’% Sehiture 8 b pﬁféé&f g mg‘eoﬁ"qg&frgg iﬁ%‘ & ng

N formul a fldm about —20°C to the refluxing temperature of the reaction mlxture preferably from
0°C to 180°C The reaction pressure is advantageously atmospheric pressure.

In the aforesaid amidation reaction, the amount of the carboxylic acid (lll} or its reactive derivative
based on the amine (l1) or its reactive derivative is not critical, and can be varied widely depending upon
the type of the amidating agent. Generally, it is advantageous to use the carboxylic acid (lll} or its
reactive derivative in an amount of at least 1 mole, preferably 1 to 10 moles, more preferably 1 to 2
moles per mole of the compound (Il) or its reactive derivative.

65 The compound of formula (lI} used as one startmg material in the aforesaid amldatlon reactionis a



1ERR], [ERR] and [ERR] are as defined hereinabove, in a manner

er se (for exanpl e, the nethod described in German Lai d-Open P
-ation No. 2,821,410) with a co f_ the follow ng. 60 fornu
wherein Hal represents a hal oggﬁ%ﬁ]‘gﬁﬁoand B represents a prote

gr OUppves WoMpdlfd dop BésBAed ITh @R §HoP Warat@eldt tdresasipbd ﬁrﬁbd?gd ArfexdrhiSie, by m
BCt.i ng repctingpa ceBpound of THecfollaydny formga conpound of formil a (I can

erted into its reactive derivative in a custonmary nanner |n t he peptlde

stry. The reaction between the phge#orMyderivative of formula (1V) and
propyan de derivative of fornula ( n accordance with the pr oc§§?”
diment (b) of this inventiongan-bHe Per™agyred by reacting the pheho

ivative (I1V) in the formof phenplate with the propyl anm de derivative

, or 60 reacting the phenol derﬁ1vat| ve (I'V) with the propylam de
Brivative n 510 The phenol ate of
Fe' phenol wiEtin/h 96 b5 TeeRafe culER SopPeing of yia Bl Pervibl & [ERR 10
werein [ERR], [ERR] and [ERR] are asggefined hereinabove, and M represents
an al kall et al | Exanpl es of the base ms\ntl oned above include sodi um

car bonat'g, pot assi um car bonate, sodi um h -tUxi de, potassi um hydr oxi de, (XIv)
sodi um hydri de, sodium azide, and sodj am de. The base can be used in an
anount of at least 1 equivalent, preféefably 1 to 5 equivalents, nore

pr ef er abl y wherkip R, &hdT5, @duiepmb@ns HweeslkyiDloap, of tobhﬁerp&}mlnesi%lkwﬁé Y& HaliMy -
The readli e Z)Faft)maat emoﬂerd@wma@qndlgor(sl M) the metHae dedaded|iriG@mah VaidDpsvi Rdlerit he

qr opy! anmi dgUR§&sY OOT'G'" g #v A P,zf;dd ??ﬁgtﬂ qr (2}t accarsigegsowithothe metholdvierte ber
|n the preSence of a Solvent '"Sr ‘f° PPH &llewingformwle nert sol vent, for
xarrpl e water, an -al cohol such as nmet hapQl, ethanol or butanol, a ketone
guch asz%lcetone, or nethyl ethyl keto n aromati ¢ hydrocarbon such.as
benzene or toluene, an am de such 20 _as thylformam de or -

di net hyl acet am de, or di net hyl NLt;la I de. TheQreaction tenperature is h&Y)
gritical, and can be varied wi dependi ng upon the type of the starting
mat eri abs, etc. Generally, the su tabl e reaction tenperature is fromroom
tienper at urwhdréin RO® #Lldiibed Reih HTL I Xfaur e,

preferabl y from gbout [ERR] to the%ﬁﬁoﬁaﬁ{gn%g?%%h&g f{;)pf.'%‘[ahe reaction
m xture. The anmpbunt of the propyl am ddaldeRi~Hati ve (V) based on the phepa)

qieri vat ssve Vi'f[ rhenoltate of lefgl for rrul a IV-a)] is not critical, and can

he vari ed BLATET P Tea'ta e Py ataine whigh may diei opelorali)

iis at |eas 3‘ b‘;jg?gé’ ?x' Rysvryﬂﬁ grﬁ’d‘? @gd%}sﬁﬂ‘e@?e@r'}?fﬂﬂ?b&v% E?a?'"ﬁﬂh%s
ier nol e of the phenol derl vatlve . The acid residue for [ERR]

iosyl oxy groups. O these, 30 t al oge
t{he enbodi ment (c) of the process oON-ichi’s -i nventiigsn, the compound of
formul aus(Vl) is reacted with the halli de conpound of fornula (VI1). The
reactl on of the conpound (V) Vit h théﬂcorrpound (VI'l) is carried out _
yeneral |y |n an |nert organlc solvent foor exanpl e, an ether such as ethyl

b h
e A S e e e

dl met hyl-acet am de, or di nmet hyl sul f-lax-l—ci-l;—q»rzeioel;-ahl y in the presence ofixan
~acid binder. Exa | es of useful acid binders are aliphatic tertiary am nes
uch as tr"i' 'Ih}H mprréera ath' ﬁl i ¥, Bd?ﬂﬂeﬁeﬁférﬁga'i?ﬁ?teﬁa%@@o gEh Wwsh g8di um
ydr oxi ge,” ﬁesé A e SRR AL and el g Rl SR Bonate,
dvant ageansings intt epa@;d R 'S us I'n an anobun BT fy 3

| es per nol Theofeattive uetwqeouhd pledbi) deriddlive of formlie (wnﬁhmthe(ﬁvopt/iaeucﬁoﬁﬂmﬁndof
v ) “Segfim"'a‘ ﬁ:/% "a%ﬁ%m @ﬂ\t};;gnr?] E%mc?danmms:; é ef/mt-ablc e bqyfoﬂr}gbbves
er 0 3] e \grar
ot criti cg gﬁ%nde gﬁazg be @r'? &9 Thle)f’r%fé endi 17GVUYs s’fr ﬁﬁf“feng 3 base.

terials, the solvent, etc. Usually, the reaction terrperature is from

out 0OCto the :
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or mul a«f V) includes, for exanple, halogen ons (e.g., chlorine, bronine
r iodine), and organic sul f onyl oxy groups as nethanesulfonyloxy and

are preferred. Accordi n\g to .



reflux tenperature of the reaction mxture, preferably fromroom '
tenperature to the refluxing tem 45 perature of -the reaction m xtur

Nor mal at nospheric pressure is suff|C|ent as the reaction pressure. e/'lL '
- conmpound (VI') used as a starting rratgb # the above reaction is a

novel compound not described in the prror erature. It can be prepared,

exanpl e, BYe preaeleterni the chonploderivativé (IVhis dkressenibn ahef falldwihgfonfula

[ERR]~(XI'11) 55 wherein [ERR] is as defined hereinabove, with a conpound of
t he f‘sJ/I owi ng formula 60 [ ERR| where| n RR] and [ERR] are as defined

her ei naldwe, under simlar B tlons @} e process 65 10 0024 5(111 _
enbodi nent (b) as descri bed her 5? opfn @ conpound of the fo o8 ng
formula [ ERR] 10 wherei n [ ERR] A4ndj[ ERR] are as defined herei nabove,
reacting the resulting conpeiynd V\th hydroxyl am ne at a relatively | ow
t enper atgure of about OC to roomtenperature in a suitable solvent such as
an al coholwheeirgR, Rpebd8yarde,aseletvted Heredfabbue! ambDM) reprossatinancditaliirketsl0 an oxi me -
of the foll ovwFagrksphihe aasEBT‘ nEﬂR aB@Ie\AMrcblsadl IEIQR}JoramIp{)tEﬁR]'n @rtenate, weluimned
her EI nabOleléé p?ﬁ%ﬂ" ’| e UW en efergé: ﬁéoq"ég @F‘tqen ed;@F?Tea"(ltﬁl X
in a cust Q&Y Shole the Dhen jon e?ﬂ%ﬁ'?%ri'?m? dseregoht do

process. of t hTffé reawe-nbﬂ taélphehheieﬁ@ﬁv@ﬂmd:r Qfe Jh@r'idi@ié av-aMiit the bopRhhRE 4bhaile®
est er | f i edN)\Mam pe pdw@rrnmpwwsme bfarsotybrat of inXhe presehtrcof @ asHamX i in the PlséhcObf an

formula ( 'VP ts :&% ev\eafeénan \?lftihq}éuch'l?h’l ’QetbQﬂQélethfaFQ!&t bmmqbra ketone such as
vé

est er| f J,Cc 8L P ‘7 %‘?f" fiieluneri an amide such
chr e R e
carried oOuditdble réﬁﬁﬁﬂi itamipediRuré ReF o ﬂh@ rdfll@an %Hﬂﬂal@

with the- @Wp'euwdfe abb()fromTh@uaB@%m tie gefluking henmeeanpe Luﬂd1e01fead°t|6li mabttare( VI | 1)

can gengr ﬁ %EE‘I‘@{ 'Er@ 'V?Wlel(waﬁ ?'bﬁhﬁlﬂ'hq‘o[ Ry tive @Iv¥ [phenolate of
e 8o e R SR A g TR elove ey
r epxesent ghetiol aérkawe (vet al such as 'sod i umnm pot as<Ium AP GRe

al cohol ate ofThb@cldIﬂs&iufFMIr K] in&rmala V) lireclyaes) ebid exaachpliy hdl @R 6 biohg (J.d]&.h@ﬂﬁmsruﬂmqe
(M11) wi Phloamf)a@m AR Eorym gmvinadeh eemethamssatfonyivxaand esyidlyegroups. Of these,
al cohol%t ef'?ﬁ'%fﬁg“’{'l?ﬁem d::eml(l % carr dloutt n.an 45 inert organic
sol vent S%&e@%xtﬁﬂh@ﬁ’hgﬁe 5my ound& frﬁrsz P HE™ P B FREtRyrtideramadey s or

di met hyl sul f axé deactidn & thé?&ﬂﬁﬁo%hdu(\ﬂ) With ﬂﬂ"lﬁﬁﬁb&dﬂ drmochddRbut lg@ndrAR M an inert
tenper at uprganic Wigpnatfod eamblelareqmwble B ethpir @her @bbiydibfdran dr. dloxarg) iav ar@WdtiG,

of "t he *Hal¥° "tﬁe ey ?ﬂﬂ'faetb%tma)n!dern@lmeeiMﬂcefemldafort he

T El f]
resul ti ngal%L b é.;rg« yégs :Wni hyl mme ortrlfg uﬁg anlc - &;h?‘ﬁ'q @quimgrq :
t he absenggirdide Mﬁr& droﬂée h&in@t’ﬂcdr%ra{e afl ﬁ% 9&%’
aromatic Iiy@krrocagebam a6 Wtbumsof .abblt ezt mrmdléa P4E ARdle mhaaa

di met hy?f or mihv drount Oﬂihmsomgduadétlkhnsedén therabalieriegdmyiabyil fooxmdis, pTéf&alﬁlﬁaeé pon
| tenperat ugles e'réggm(zftt EEE%EE: Et' eﬂ‘\éa“ ed a\'{'\n‘idelbf dep endl n upo t he
type of the sdrkg mards e
t enper at Ureflui Senigeriira Rbthe reddd GC )@ur& m;f&@ cg{i}é%ﬂtoh %rmm Iﬁ %a@n metr?:E
reacti @f mmuuarcé thepreedtion aniktyref Naymal atbiphec ;ﬁresmet.eweat Herfhe réém (1S
reaction sppeund (Y8 usedasta startingemateréal incheélovedastion Eleton n5veﬂrtdmrtoesd oD
about 1 hiff { ;gg‘mﬁ‘;‘,’ap""ﬂh&%ﬁu ttcapbet ?T@a&?rrﬁlﬁlﬁ’iﬂ“‘('? XY BErdied acemeRend of the.

al cohol at e s not critical, can be varied _
| | - . (Xun)

" 0=C OH
: S
& _ R,

wherein R, is as defined hereinabove, with a compound of the'followfng formula
. o .

- ' ) L
X;—CH,—CH;y—CH,—NH—C—R,, - xviy

wherein R,; and X, ‘are as defined hereinabove, under similar conditions to the process

10




dvant ageousl y, the conmpound of formula (I X) is used in an anount
y at least 1 nole, preferably 1 to 10 noles, nore preferably 1
s per nole of the al cohol ateném- . The acid residue for in
und (I X) used as a starting 419 el udes, for exanpl ¢/ o
at ONgnboBin@nt (bE Bd Bdseiidd HaFeiAb&R 18 FrorkOSl ctiBpoundBel tHRr faiRNing fokth |5>l1 oxy
such as 60 nethanesul fonyl oxy and tosyl oxy groups. O thes e
atons are preferred. Specif#Ftsexanpl es of the conmpound (1X) are

odi de, ethyl iodide, et hyI de and propyl brar de. The
fissati on reaction of the DO @% with the cdtboxylic aci¢x()
reactive derivative [@hfs reactlveod zﬂbﬁﬁﬁ'ﬂﬁ%cﬁs t hose

pl i fied herei nabove with regard to formula (I11)] 65 can be carried out
ccordance with vari-ous kno met hods. 11 0024 510 For exanple, the
cerificltion Leaghi ®NakdR,Dared s fdfingd nbingiok€ Clea@g dRBSREUIMY beREpUREN Vith
pound ( Vindiepxytandng fa relaﬁ\b(yxw tenReatate EPGboutPEf te ranl temptdatire ie acuitabte sofvent
f ri ed out shetaseenlcehisblemomsthanel. qthvinpl o butaeplkth eovers it {9 apeoximeadl tharfellpwinadermulze
boxylic acid (X). The reaction nmay be carried out in the absence of a

soj vent. ’Advant ageously, the react' By s general ly carried out in an inert
organic 5 sol vent. Suitable sol | ncl ude am nes suoh as pyridine and
tri et hyl ami ne. aromatic hy cakion e and xyl ene{Xix)
et hers such as tetrahydr ofﬁé’gné di oxane d"%ét ﬁ'g ycé'{zﬁgh d| gl yne, -

am des suweh as di net hyl f or mam and di et hyl acet am de, haI ogenat ed

hydr ocar bons such as di chl orone hane and chl.orof orm and di net hyl sul f oxi de.

T reaction t ENRRLIA RUSHR R’J‘néjre BY Gstinel RordfdovtQhndthér dafaNtrcalWWbéeYratufghﬁe resulting
repction t epakakixy @ b Sudtornary alzandr. [ERR] to the refl uxi ng t enper at ure of

t 10 reacti onAqummethe emipaimany (¢, )qfrﬂvrn% Fﬂ;f ﬂt"e)ln ! pp%ﬁq??&? (()\rll'ltll
pr SSure I S lsagjtl e gélg?tgﬁ -Fﬁ‘gt‘%%g%" or es@nl :eéln can e e TS?%\G ccordance with usual

es Q/Iflcatl Ot SCar Boxy [ T'c I'ts reactive
defri vative baS e@ﬂmeh#?&gs.o&mww%pehﬂd (Ml whth ﬂﬁlcbdnecrunarrxm Gsaklly oamddemybactmg
valri ed wadelye ebaipensd (Wil upahe folne ot yrp elcatoldtd @it oimp ufdXXlused.

Adivant ageousl y, Thetricohefere ref tfwfcwmeur@agftﬁ@wlar(&"'hea"cse('%"v 'FR'SSGF"@Q(‘?Y thefollowing -
derivative fogmul general ly at Ieast 1 nole, preferably 1 to 10 noles, nore
prieferably 1 to 2 noles_per mple o e conmpound (M 11). dghe compound
(M11) used as a starti rraterial he enbodi nent (d) “s anong the

compounds of fornmula (1) o | NVENt ™o _candei acH 2 in Tvin-a)
acicordance with the. errbod/rfentl (a) or (c) of fhe 2pro ess of this invention.
2 According to thy“enboditiment (e) of the process of this: invention,

t e conpgynd of fornula (XI') is reacted with the am ne of formula (XI1).
. Thi s reaction iwhgeanary®, Igg aaamg aechs@uﬁneumeﬁmabdveratndm gprésents anl memmetﬁrrmch as
exjanpl e an eoedien, saEssiue . et her, tetrahydrofuran or di oxane

arfomat i ¢_hydr gcHean il spyencby racting o grzsry é%';'::,r"“f base
T bmc ) BRI ﬂ?%mérgm &é?"’sw‘s'gafmaﬁraﬁ%g iy
t h,e pr esencea.rﬁu‘thy@aarfa@de%t%tebrpa

fire 6f gdnBAIIY FHR -EPOCORG Ir dneeérﬂ@eramr@a RY 6t rae
regard to t leauipaiot.asseabiddo mﬂlequ(val)entsTdieh&a.bzsei plyi male of the culsadmacbf/mmhagé‘du)l y

in an armun% ofoaUm'Ofg%{bE f%jg “""‘m% Vijes) w«gbrerg; QoMPpYTS %%ﬁ‘ﬁw rietioyt in g
thie above,r %T r %g %)EEUOX'
~anpunt f°1ﬁ1 eE%tIJH) %eraar@Eeﬁoé’ﬁwca% 'f%' baTVArRd A&y i t |

(X)) . The r aaetirgomatera1¥) cital Guneraiy) Ghe) EEIGBII Badibe térBderatlretis ¢, atﬁaﬂd—oemb@the
vayied w delrsfludiepéemheragure pbtie 3Eactidremixbioe; peefrrablyafnam Oﬁétosrebmemwatsrewn@t these
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exa sof
enpodi nent (lﬁ)mr IC acr cor espon

which [ERR] is aneheataigmoatrémstmmst eaohoaibomdae(vummbmwé wb@@mlac(ud [X) )or ks @6hctive
enfodi ment_ (dajivatifshie aptiva merivative ipeludia thede bxerplifiedhemirabeve ofithtrgasd torformia Gih
defcri bed®®hereibr£pEoe oA asee ﬁ%/é’l“f‘é’é"‘-‘t“é kpewen B8tedssponding salt in

ac ordance with the process enbodiment (f). The salt-formng reaction can.

a ‘lnorganlc




40 or organic acid. Thus, the conpound of fornula (l) or its salt obtained 3

by- the process of this invention can be isolated fromthe reaction m xt E

and/or purified by various "known maari w as recrystallization,

di stillation, columm chronmatography, #d n-1 ayer chromat ogr aphy Th

substituted Bdteaxmptp,rtb@yétmmcmmaemom patsbeperfoonenibyedifekt) condehsétion waldes t

{ ber eof t?aV'QO!tﬂ#e(VHB aﬂadm ceroomiiq adid Kk Preferahi rtbe |ﬂt9|qﬂQ§'f Iscragied qut detweeh dke

on their 38 rﬂ"gt ‘E}Xfeggﬁ "§§ 'ihgf yle agd geE't?p ?ﬁ%"ma‘fﬁc@{'@dd’gbful
vent rally “carrje e

sence o eou Y e re ene OUf in.an.in organic
EE"a"’ A iR AN aBARKE hidrdtarbons

f or k%ats'oﬂgn ééﬁé%&v&rﬁé‘ﬁt d
duodenal \ lbic 64 Banzéf'féﬁtoﬁldﬁﬁédd)iylehé sdtme mn Witahydesterpn, Qoxaid] aigdtHoRyet@ne and
cactivity dndlvmdqenmsrpwradshrmhvlfmamm %. @mwlaaammsmwm socérhens such

fol | ow ngzz;'w& iy eandml%ofogtaaﬂ? dimethy H@J gf;ct@f* tq esattrfﬁggwgfﬁhgta%d
in the
N3 [;ﬁ:‘fz' ms5‘I5‘y Fol |"c’1rb§a$E % %ﬁl %nﬁ%l??%r% y ¥ orham ﬁdege ﬁ'y Wfﬁphfréc [1-
-(1 Pyr rol | gh tﬁylabqﬁll’e(bﬁtﬁhﬁdahﬁﬂﬁxqt]opI’tﬁé)yﬂnbﬁrﬁl’dﬁ’ﬂﬁbd@hc adid (XCor e fedctive derlvative
( 1- Pi perhagédan thet: pdh &M/ iti¢afl andnaar lkevari@l widely Slesgo dipg Uipqnithe type of

S
Xy

- Per hvd dag car@oxy agig { itg react{ve derjvative
H%r)c/) ;/) %%‘ Al yﬁ‘)e’Pmlﬁ'ep?ﬁg m;"é"l““("le

g%‘iﬁs] T T

-Pyrrol | ht;s hmeﬂlp@éh 213 Qﬁﬁéhin GRatenll ifl ehe e@tbomn{egr {3s bmdnd the compounds
-Pyrroli chf m;dngalpmbqsfyh@ tmhmtom;a}tqbcamtbplp eparet! anacderdarial withitheNmbBdifn8nt((d) or (c) of the
- Pi peri dlm%e?ﬁe? 15)' h@(ﬁ'o pr opyl acetamide. 1: N-[3-[3-]] -(1
- Pi per?"dl QQ/ e»)\ 5}?9 9‘1 OFOSRS b thisjinventi rBtI'FgoT\&ound of formula (X1 is
cted Il’le
1- Pyrrol ' ua(?trﬂaw&' ﬂ?sgﬁ ntlﬁoré}lér[t eLrSet[tJr as gthyl
-Pyrroli datﬁéyltémb%ﬁ@h@nmxgé prama ably B %ﬁ%ﬁﬁ@ﬁiﬁl@enz dnie ot é ‘ém esuc’;
- Pi peri dlaﬁyllnmef! sligisphytapat br]1hycbr dlmmlsmlf»muei@refeﬁﬁoly |Mthe|‘ﬁr{s8nc{e3f n‘Lac:d
N e PN %f° R ey A
N-(3- Am r ct o A Il n‘p
N3- %_/ ( ]prefghﬂﬁ'é b%%rg& %}(I)negli’goxgacet am gr
- HereRﬁbrﬁ fumpdtattyé ratdagsbd.rpbﬁnﬁxyr]matpwlc]aaset@wmry’elepéadmblap&ra (
1 P| pe?°| cthwyhtngtthgﬂd)tp mﬁ\now b ceaetiamiy adventageofly ddrrjed ofitat @ temperature of

1- Per hydrgﬁa‘f % %%?fofk sﬁ?é‘d%rﬁ"dféf? sfef
o et P tg G f I T,
- Pi peri d'd&!dnﬁ?dl REaitya. Ricai B&%O&S S thé!rocess embodiment (a) using a
N (3, 435D|oatbbo/|nc)beimz smﬂﬁmqeﬁ n)\uIB-(l[lBrn(vﬂhlch Z,is a halogen atom instead of the carboxylic

-perhydr@a@e( H§‘1dn'EtembP' propyl am ne 10 (1) Measurenent  of

hi st ani ne H2 ?ﬁ{%‘t gﬁ thisinyanti Qb % "?ﬁ;’ﬁby 1‘1
nvert: rres s | n w rgce |ng
400- 550 Y@VE q é%ly Erfg;r i g% stg éﬁa tbé\l egi the%g :f é(l amc
enucl eat afl .orghhie acidg t at ri-um was separ ated i n a Iyro ution-saturated

wi t h oxygen, Thusdtha empbaundtdifeadiaubor is smnetd(bw the pivodsh ok thiksinveptiom gart e

S| |k thr emedatofbtﬁerr{me@ m”t“h'é apgd/pf| wﬁgtggdy Kl aeel “lfﬁ'éﬁe puch as &geaistfizesion7 00
in a h C nt@il ngph ERR]
15 t hr@u%ﬂﬁﬁ%lﬂt{lg I%il Qng aclk et ngn o me Ih

contract | /Bgptoes, bdar® usetﬁheorateétmgmumsrcafsea e gaskric agidf for é)ﬁmdle?gﬁ tacartmaaenal
transduceﬁqersand the nunber of heart beats was caI cul ated. Hi stam ne (used
in the f% rLeH trpfent ,??a.?n"@,ﬁ@'“ ﬁbtérrtwbths\a@“wntﬁ oftforinuteyt) saRed t o
Lhe' g erPREAIDY R 55’435 T gy BB Mok eloeirbi3R sl sl an
.amount thato\,\tshe ogarit he anmount prov S an e I nterva /2,
until a maxi numincrease in heart. beat was obt ai ned. 20 Thus t he

dose-r espbnd 33 -RWFOWI"M)aﬂwllweemats]premlwrmwldeThe i nsi de of the Magnus

t ube -wgs. Yiagh : ‘;’"‘f“i"lf'?,lﬂ ‘;IP‘H‘%V]H' PEPreRmidei on, and .the atrium was.
st abi I‘Tzqgl _5_[ 1) _,s;‘,’;y em o Kzgxy Hudips repeated to obtain the

dose- r es NN 43-LU1V8ydedxy) yrﬁdhatmltaﬂzym@h&y] ﬂ]fd)rﬁﬁl’ndﬁ of the Magnus t ube was
washed sefreNeB- ls-inEstrmﬁdhvﬂ)Hbvl wwﬂwowdaeatamadal lized for 50 mi nutes: Then,
a test ccf{;'rp A “ Py Sl léFetandelvagnus tube, and after 20
mnut e¥, the WoserT & | en g phengjyfpmpyl a%cﬁt:[?ar?fmdel n 26 the presence of the
teSt conppuN 3- L - i)ethy!]phenoxy]propyl]proptonam|de _ :

K: N-[3-{3-[1-(1 -Pyrrohdmyl)ethyl]phenoxy]propyl] hydroxyacetamide.

L:  N-[3-[3-(1-Piperidinylmethyl)phenoxylpropyllhydroxyacetamide.

- 65 M: N-[3-[3-(1-Perhydroazepinylmethyl)phenoxylpropyllhydroxyacetamide.
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g2 value (the negative logarithmof the molar concentration of the
tonpound required to double the concentration of histamne in the
s tube required to induce a certain re Céul on) was cal cul ated f t he
response curve of histam. ne obt aPR4 istamine in the prese f

v est Coﬂpwj(gdAH'uno - -ﬁﬁroﬁch )Qﬁylm%ﬂ]pl@pyld\ﬁméfan Rossu h.
en&ég'n

Phar mag.ogym- [3_( Blprophll@eth68mtetanias.e shown in Tab . 35
5 50 55P:60i- [653-13-(1-Pvfﬁiﬂﬁdvlﬁﬁﬂl]p'ﬁﬁﬂxﬂpmpmanﬁiwm'de P A
_-- B . Q: N-[3-[3-{1-Piperidinydmet xylpropyllacetoxyamide. 50 D _
" 15 &_, R: N-[3-[3- (1-Perhydroazeplnylmeth{gphe y]propyl]acetoxyacetamndg
e S: N-[3- [3-(1-P|pend|n$ ylgﬁ}?n oxylpropyllpropionyloxyacetamide. 5.99 F
T: N-[3-[3-{1-Piperidin ﬁ'gxy |propyllbenzoyloxyaceamide. 6. 52 5. 97 25
U: N-{3,4-Dichi roBéhzbiyloxyacetyl)-3-[3-(1-perhydroazegfiny@@ethyl)phenoxylpropylamine.
679 30 M 6.29 N 6.26 35
: 10 (1) Measuremerg af hispamine H, receptor antagonizing Ecﬂ%
A guinea pig, Hartle ( 0Q<—550 g) was struck at heh ad to let out hlood, and the heart
£ 10 40 R ; i y n‘?vg g— paratgd in a Tyrod solution satgatztaowgtg oxygen, and a silk

was enucleated. g{ei 43

thread was atta both ends. Using the silk threads 83 @othZhds] ehel atiidny wad suspendedh

o Tween 80yriidb QMBibOBF THO rag inesMagrasbe Rt misordaizihg s T\aehwqmtstl mae-@b"ted ayBOIPs

off ddY nt&ethfavgh evhlcﬂ!mf;tﬂre 959éat% Wﬁgﬁ' @‘tcloﬂ yap passe ation ﬁ%ﬁ%"um

wer e observwas fe@prdqdzb rg e-dl [:ERF% % %ﬁeats as calcula
diphos rein

chservat  oni jgé %ﬁcﬁhﬁf JnQr oy 165 ﬁﬁg@e t,’;ﬂ%‘ AlucH We ad eig'ltrﬂ

observat i ONo¥Ré EméEén 8l interval of 1/2, until a maximum |ncre at Wbs obtalned

cgnpoundzdA: TREOMe ﬂlj}s{ehgsp(mse)cu[vERﬂustarhme obtaided- ThQihgide wgbi a nuﬂ Shsﬁ

cd rrpound Q Sell@@UlmQ}/ @[‘yrq:lﬁglytnor[, Wt%ﬁf |hiﬁabl zeqi T?[Jj anlg %P pro edure
e

i fven s eay osgsre again insi agnus tube
tion ngs ?\;gshemverg imes, gja% ﬁ.ﬁu

minutes. Then, a test compound {1 x
105 M) was added to the Magnus tube, and after 20 minutes, the dose-response curve of histamine in

25 the presence of the test compound was obtained.
_ The PA, value (the negative Ioganthm of the molar concentration of the test compound required
Y, to double the concentration of histamine in the Magnus tube requnred to induce a certain reaction) was
calculated from the dose-response curve of histamine obtained in histamine in the presence of the test
. ‘compound in accordance with the method of J. M. Van Rossum (Arch. int. Pharmacodyn., 743, 299,

30 1963). The results are shown in Table 1.
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orally or parenterally (e.g., intramuscularly, intravenously,
subcut aneously, intrarectally, intradermally, etc.) or the treatnent and ;.
medi cati on of men and ot her warm bl ooded ani mals. When the conpound of this 3§
invention is used as a drug, it can dgagosygl ated into various fopA865 :
suitable for oral or parenteral adnlnlstratlon The conmpounds of [
(Upvention can be fornulated by 14 @828 1510 usi ng vari ous non-ft oXj
additives normally used in drugs of fhArs Kind, such as excipi ent\s, bi
lubricants, disintegrating agffposng anti septics,py sotonic agents,
st abi [ isagrs, dispersing agents—anti oxidants, coloring agents, flavoring
agents, and buffers. Dependi ng upon the end uses, these drugs can be
prepared into a solid form(e.d, tablets, har§ @apsules soft capsul es,
granul es, powders, pellets, pilds, trouches elgGg), @ sem-solid form (e.g.
supposiigories, ointnent, etc.) and a liquid form(injections, emulsions,
suspensi on, syrups, sprays, eta@ ). Specific examol es of the nontoxic
additives include gelatin, starch, glucose, |actose, fructose, naltose,
magnesi um car bonate, talc, nagﬁbsiun1stearate,eﬂéthyl cel l ul ose, carboxy
met hyl ,gcelluluse or thé salts tgereof, gum araligg polyethylene glycol,
al kyl p-hydroxybenzoates, syrup, ethanol, propylene glycol, 10 vaseline,
car bowax, glycerol, sodium chl dride, sodium suléftiét e, sodi um phosphate, and
citric acid. The above drugs ng¥ al so contain qther therapeutically
effectiye agents.- 'The content t he conpound 87t his invention in the drug
differs depending upon its pregaration form. Dggbrably, it is about 5 to
100% by weight in solid and sem -solid fornulations, and .about 0.1 to 10%: i
by weight 'in liquid formulation. 15 " The d&&dge of the compound of this
inventiPn can be varied wi dely dependi ng upon hgﬁ subject to which it is to
be adni'ni stered (man or ot her” War m bl ooded ani s), the route of :
adnlnlstratlon the condition gf the patient, %lgg diagnosis of a physician,
etc. GEneraIIy, the dosage is 0.2 to 20 ng/ kg, preferably 0.5 to 10 nu/kg,
per day Larger or smull’er dosdges may be posslfi®e dependi ng upon the
condi t7n of the patient and tRf di agnosi s of a BhyS|C|an The aforesaid
dosage may be adm ni stered 20 "once or several @lnes a day. "Tween"
"Vasel i ne" and " Carbowax" are N ade Marks. Thesbgllomnng_Exanples
illustrate the present invention nore specifically. 25
Exanpl € 1 A mixture of 1 g of B[3-(1 6.62 :
- pi peridi nyl net hyl ) - phenoxy]prqpylanlne lg o% qodiun1fornate and 3 m of
formc acid was refluxed for 1 hour, -and a greater portion of the solvent
was distilled off under reducedzpressure and waper was added to the
residu€ The m-xture was al kalized with 4% sodi um hydroxi de sol ution. The
product was extracted with chl dtoform The ext 848 was dried over anhydrous
30 nmagnesium sul fate. ‘The sol went was distillgd,off, and the residues was
'separated and purified by thin- |ayer chromatogiaphy (TLC) (devel oping
. sol ven#¢- chl orof orml met hanol =19/1) to afford 43 ng of N-[3-

[ 3- (1- pi peri di nyl net hyl ) phenoxy] propyl ] formani de as an oil. IR(film :
[ERR]) 3282, 1632.. NVR(CDCI 3. _{ERR]): 1.30-1. $8%6H m), 2.04 (2H, q., J
6Hz), 22B0exith0 (4H, m), 3.15 (1 H, s. ) 35 3.43 (2H, s.), 3.53 (2H, t.
J 6Hz)5a4 01 Wween BOJ%IP@ lonefaz@smomo Hvasmraﬂv asmmste(f%O goups of gy mibpve
Feact o el pesn e R

corrpounds bsf?’,o vf§ 3 ,0 T SIS pﬁ'@ 8%y 5?8 SIR L te.
ITR(fil 1 , 670 40. . NNR([ERR] [ERR]):. 1.34 (3H d., J =

6Hz) , 3535 1.75 (6H, M), mlméoc(fZanqmdAJZSOtBng 2. 30- 2 55 (4H, m), 3. 04 h
(1 H qgq., J =7Hz), 3.30-3 (3H, J. = 6Hz), 6.65- 7 30 '
(5H m). 815 (I H 'broad L‘a"so? °P5"g3“"” obighs'

N-[3-[3-(1- Perhydroazep|nyhympuhg$%ﬁﬁﬁ@gxyb§59@&%]fornanlde 45 - o
- IR(filsa [ERR]): 3800, 1670 4-2.8 (1 OH m), 2.4-2.8
(4H,- m), 3. 3@, the @H,pomnd)qf f@ﬂﬁl@( Zﬂthlsm)fentmn @@ b2 pdministered 26 lan JantidceB agend
(4H m). orglly o3 P 1ep§rallg( Eﬁg{gg:cularly intravenously, subcutaneously intrarectally, intradermally,

égrmémsaﬁgﬁ gﬁ Lﬁg (ﬂ)gf dgm’[ﬂeg%é Qarious forms

il ﬁ“’gézf g
IR(filgs d or o renteral administration. The compounds -of this invention can be formulated by .

ders,

14




[ERR]): 1.35 (3H, d., J= 7Hz), 1.6 (8H m), 2.01 (2H m, J ==
8 (4H m), 3.3-3.9 (3H m), 405(2H t., J=THz), 6.35 (1H,
6.4-7.4 (4H, m), 8.18 (1H broad s.). (iv) :

- Per hydr oazoci nyl net hyl ) ph pyI ] formam de 55
ERR]): 1660. NVR([ERR], %??wﬂgz (1 04 m), 1.99 (2H m, J

. Bng mﬁouqmyn-toglc'@dgltlveS annallm ed In ggg ofthist k kll‘ld Jsuet'emexcmlegts( p_lpﬁers

Iuencgn dll hrattlﬁ fFPtICB %s%ép )ager(tel) stabilizers, dispersing “agents,
| h

13?“""05%"% Fiva% ot da le° "!%423'5 SaGK B BreRmLh 1nk s BISIR 61, tablets, hard

5*@35@ s, sbf &pdeR@[ﬁ  » o] eIlet’E ms t8ddched, etc) =4 Hém i-solid on(n'l.(('H'b
OOSL(pab*q'ltoms, oigtmelnlt, ;c)andia (idulid) form m;e@o@s 8malsip @,—Isusmn lon,zsyl(t)@s Erbys, ¢tc.).J

) , 6. 4Sperific e[ﬁrwgstgtl)e noetogpc?dqw chu elatpg, Qrch :glq:pseb u ose rgelzo -
aaségfz%aﬁ?gf P R

3 43" (2H,Thb .abovk i¥ iso Gonkin bl therapeutidall) ftécivh apents. J = GHz
1H, - m), -The4orﬂt51ﬂofme Xomgouh§ o( thig, mqgnmdn the)drugdjfferg degefiding] upof ltq_erg_aratlon
-( 3- Hydr ox @yqusm f (%@E& XS/ irotsdie f'fdoﬁewerﬁﬁ"déofs'"'amns and ppgut O11fp
[(ERR]): 3 sinvettiontah 86Mvarlld widkfy/ddpdndink-uoritd slifiédt
T 2 %Fgﬁ ) 33""’, TSRl o T A W
m), 8.11 ¢drdditiohroo#e matignt, the Idlagbosl‘sl—c{f 3-phisidiah, etc. Generally, the dosage is 0.2 to 20 mg/kg,
3-

- ( 3- Hydr oxpiefsravbr 9.8itey O mestHey bar 5091 prra}RYiér| dosgasa miar be persible depgriinpjupp the
[. ERR] ) . 33%@:'2?62‘, the tlm TE%}M qumg of alpI'EsT:ngheTff))reser_d ggsa?eziqay Pﬁ njmlslered
He) , 2. 8 278 asdied® che ShobigSros ok (21 5., 3. 45 {2Hm),

.8 (1 H m), .01( 3(1H m),6.6-7.3 (4H m), 811
1 H broad s.The fdllowing Exa@pme |Ilustrate the present invention more specificaily.

[3-]3- 5[1 (3- Hydroxyrret hyl )p| peri di nyI met hyI ] phenoxy] propyl ] f or mam de
§R(fil m?® [ ERR] 3300 167&)3 ) (e |]n h@ i § 3
ZHKﬁ ) %f L@%fwjé‘o flu[x 28 5]'{ rijt kb oy °py5th§s£| N 'ﬁnstn d%fe% N
4H, ) bbsu r wasZQdded to tHe S|due The mixture was alkallzed with 4% sodium

[3-]3- 141Ry0x’¢e| sodntuuyl ppmpth}nphextca Hgd pillofofapmnEhe esteack: R@# driedhové rEJRR]d)'ous

300, 1070 T S %'r:,;g.; Sl ,;9‘" S0

"30-2. 80 ato Sve pmg ve r%

= 6ti) ?g.% § gy (xi)

[3-[3-[1-(1- Iﬂle(Icobl mmyhc)enhpl( rmhenam](pn il = i), 1280250 l4R(fn)13m5[ERR})
680. Nm( B 3) (2H1 1. IJI6= ¢t 4.Q11. (2H) t6+L|z=)6Hz)16302-7330( HOIOR.), 813 (11 S5

—6Hz he omreegﬂn s, reg]aateglsﬁr)'lg syitafgle a(nm]_es tp give: the follwg corep%me}s 4
4H m ) 8 15 (\LH. 120k 92 3-(1
Pyrrolidinyl 33(%? o QES;&? ")'"V"gth']ph%"r%‘(e]lénﬁémf%&%'ﬁ'fi |L [ERR]): 3300, 1680.
VR( [ ERR} [ERHIWCCDn:laS&) D32 BH, 64, =raHy), 1353075 (84, mmomy 9.3 56H). 2-80-¢2.55]
6Hz) Q;BW .04 (YH, a4 ee7*tz>2|3|3°t—3 7034wy 449 (Bd-t7Y 5@”(’4151651717)30 (BH. ). B4y,
% : * {1H, broad s.). Exanmpl e 2 One gram of
3- 1 - pi per gANIY AR A HhaRE VAT TN i digsol ved in 1 m of
pyri di nes and (lli@’(jfﬁﬂm[f%f 3aogt1£éggﬁhydry9@§ @mglng;péma ‘ll'he m xture was al |l owed
lo stand at roNMR oY) at-4+@-8 (HPH.4n.h 8 ¥r-s2.8 Aemd 31 Ire 7 (Adhan-kiB-§8 {3H. el 4ORf(2H.
kder reduéed-p‘?"@ 74440 Bl 13 B¥Suht s of water ‘and pot assi um car bonat e
re added. Thg, R pstidRe W shed with water,

and drigg. 40 ﬁ nom—t! éﬁ?@?@%@%@%&%ﬁ%&%ﬂ%JTPF{%AA?es| due was =
juri fied by Th@nn(cdelyeé)omaagse,odi veat7Hzic hleotssf erin2iodt REnol, J== B2.)2.6® 4iH.frot.d
153 ng of R3F33.p BH, M., #i0gd2H.di. dy Trizk By36) piheriendye) of-bpy 14 (HcBe-Fhi EHaEw%S’

.|9 6 | 3R(|§£| I'm L?ﬁﬂfﬁl ﬁﬁ%ﬁgd'&a?ggnvg%’5‘5:5%195&5@31%1:["35 40-1.75 (6H m),

NMR(CDCl,, 8): 1.62 (10H, m.), 1.98 {2H, m., J = 6Hz), 2.56 (4H, m) 3.2—3.7 (4H, m)), 4.02
(2H, t., J= 6Hz) 63(1H broad s.), 6.4—7.4 (4H, m.), 8.12 (1H, broad s.). =~

_ {v) N-[3-[3-] 1-{1 -Perhydroazoc:nyl)ethyl)phenoxy]propyl]formamld e.
60 R{film, cm™"): 1670. . '
' - NMRI(CDCI,, 8): 1.24 (3H, d., J=T7Hz), 1.6 (10H m.), 2.00 (2H m., J= 7Hz) 25 (4H, m.), .
2—-38(3H m) 4.02 (2H, t., J ‘7Hz), 64(1H broad s.}, 64—-—-74(4H m) 8.12 (1H, broad s.).

{(vi) N-[3-[3-]1 —(3-Hydroxy)pyrrol|d|nylmethyI]phenoxy]propyl]formamnde
65. IR(film, cm™"): 3300, 1660
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- mixture was T & uxed for

45 3.42 (2H, s.), 3.48 (2H t., J=6Hz), 4.03 (2H, t., J=6Hz), 6.00 (1H, &
s.), 6:71-7.32 (4H m). The foI | owi ng conpounds were obtained by repfatin
t he above reaction using suitable amnes. (i) N[3-[3-[ 1 -(1 - Plpe

et hyl ) phenoxy] propyl Jacetam de IR(film [ERR]): 3300, 1645. 50

NVR([ERR], [ERR]): 1.36 (3H, d., J =On&9$'|925175(6H m), 1.9

Tl £ Gt 5. SRR Db k-

N[B-W[l (1- rrolldlny propyl | phenoxy] propyl]acetamde 55 I R(film
cml): 330€ 1(®B(N [a\nvFi EHRRHydr mglldln@]edﬁlllQ@Hoxvlpropvﬂfomam 1.50-2.20 (8H,

n); 15828@2"%};? %%gmﬁ 1 iy Rk o 2t

H
“N-[3-[3-[1-(1- rrolldlnyl etﬁ@ enoxy r opy acetamde 60 IR(film

[ERR] ) : 1660. (vikVR(8-E=:R] ,3 ﬁm)blperiﬂlr@&e@rﬁﬂbhedoxy]pﬂopvl]fﬁirim)mdel 5-2.8 (1 OH,
m), 193 (3HR(fl§n cg'?) 392

(2H, t. r§176 l;(mﬁi Imvj)_gg EBZ(L@-H m)288(1H6|l;|r%)ads)43%%
-Pyrrol di ) agt?ﬂ% ﬁh r!\oxy pHr’o a‘?)Xcet & %gs ! m)'ls(sf—-f?nw’f IgﬁR]B)”(é%OO

1660. .16 0024 510 NVR([ERR], [ERR]): 1. 60 2.25 (6H, m), 1.96 (3H s,
2.3-2. 9 (4H, {m N-[38- I¢4(3 Hyerox eth\d)pm@idlrﬁinwwlQhéno:s']p)rqpvﬂfo&r&n(@d% t.,

6Hz). 6.65-7. IN- I o] ro
SR D A  C thre
t., J 206Hz) ,(x)N-[B-[3-[6- P(yﬁbl;dlﬂ?l)@ropyl]-pfﬁné;&}d;opm]f):rmaﬁu&- 7 5 (4H m). Exarrpl e 3

10 130 ny of'R(B B 3 rroI | d| n | met h henox Iam ne was
di ssol ved i n " D%!gﬂ(fr‘?’ ﬁ?osé‘j dﬁ%fv é@j £ 9349 The
Undel‘ reduc r ssur e sol vent
was di g4 il | edxioffi3- [:ahdnsw&bltd.mahmlbser@iylquforramtdaot assi um car bonate were
added: The m%t(rrg&vﬁmmracé]ed ngt)h g 2|oqrﬁform(b qa1n5dmﬂr| e:'j ;\Agrégg\?égrous
magnesi um, s z St M f ed ¥ & U q
purified ol oV 3 e}% ﬁ é w§ g’ﬁ'[m)iyggﬁ'f'o'?’?ﬁdosrm met hanol 9/1) to
af fordsd2 ny (af NNs{[&{-3yrE&d.n(|aeJny|mha%aw]paawmran%mI net hyl ] phenoxy] - propyll
acet am de asﬁ\gg(rgga %ﬂ)ﬂda I1£l§g£5ERm :ZHSSOZOQ} (éSSQQ,HNEE(Z;ERR] [ERR])t 1.96
(3H, s:), 1 8 s 9-Al BEHH 238 {2H, s.) =
6Hz), 4. 3%PEfRH .y = @2 "‘(%_‘h-’#f’) (4H.gmgs. 87751“@491’ m). 20 The fol | owi ng
conmpouggls were obtained by repeating E,gg..paebé)ve reaction using suitable

amnes. (i) One gram of 3-[3- (1-pnperldlnylmethyl)phenoxy]propylamlne was dissolved in 1 ml of pyridine,
N [ 3- [ 3-1 a_nd[qs (nBeHydtrccmy ¢ weé addedhd @ixtuyd dvqfdwmeqn]a pradgy rpans eingeiatiee for 4
' Eﬂq ed % :rd gfm Ar:s SRS qﬂw:teﬂanﬂ ppsqgc?um
y rm it r rie
( % ihl ug [30%2 (!Ied a(zal' |g(de ) ngngqns I\?ent]
H, ) - thyliph |
N-[ 3- [3 [éce(a'&ﬂ g ox ). pi per i di o] rret hyI ] phenoxy pr oB'f}e'i acet am %ee"“ﬁé%pf“’py

EERR]) 5)3300 IR(filgEOm™ m;\n(a?'g i i.s 321_' 91 m oq Jfgd (3H s (4'% 822 8
o, - . é o
(2H, t. % %lown im"z:;Jou s \b@gﬁ‘ ot:%n l7y r§pJ; ove sﬁ:

- 3-[ 3- [1 (1-pyrrolidi nyI et hyl | phenoxy propy am ne was |sso
dry pyridinefi dda- [$-Ih‘e(1slbbe1tdm@lMetm)$he-bxy1;rrqdll]mdarda ce cooling. A solut | on of

87 ny of pro '?f %%5 drofuran was ad
dr opwi Te i@o%ﬁ&‘ é%‘ ?ﬁﬁ] ) é #5893 %Eﬂé %
was adj usigd to r(oom errper at ure ZPHQO t? t?}?sé 1\E‘/\aas ﬁlrrﬁe sf or 5‘%

The solvent was distilled off, and 10 m of water was added Furtherrmre

- 300 ng_of pot('aé‘!;iiiu[ﬁr[éa*r-ﬁr)‘mgIevlmwlphenoxvlpmpvl]acetamlde
(film, cm™?"): 3300,

NMR(CDCI o) 0.65 (3H t J = 7Hz), 1.50—2.20 (8H, m.), 1.96 (3H, s}, 2.23—2.90 (4H, m) :
2.99 (1H, q., J=5Hz), 3.2—3.6 (2H, m.), 4.02 (2H, t., J = 6Hz), 6.6—7.4 (4H, m.).

. (iii) N-[3-[3-[1-(1-Pyrrolidinyhethyllphenoxylpropyllacetamide
60 IR(film, cm™"): 1660. -
NMR(CD,0D, 8): 1.36 (3H d,J= GHZ) 1 5—28 {10H, m.}, 1.93 (3H, s.}, 3 19(1H q J = 6Hz),
334 (2H, t., J 6Hz), 4.00 (2H, t., J = 6Hz), 66—74(4H m) '

' " (iv) N-[3-[3- (1-Pyrroldmylmethyl)phenoxy]propyl]acetamlde
65 - IR{film, ecm™"): 3300, 1660. _
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The precipitated oily product was extracted with 30 m of
form The extract was dried over anhydrous potassium carbonate, and -
| vent was distilled off. The resi due was purified by TLC 40.
el opi ng sol vent: chloroforn met hQRR43¥ 1) to afford 185 ng of

[3-11- (1 s isslinpdL I o] as  arn,, oi
o LR e R DA B s ﬁ.%a%%gw £ 2R 854 %
J=6Hz), 1.5-2.8 (12H m), 3.18 (1H q., J—6Hz 3.44 (2H, q., J
\4. 03 (2I¥'I N- I3-Agets&arwmerom®v@r37[34l1((nﬂyrrcmiryllenﬁrllphenoxvlprdvelamme| owi ng

hourts-ser Sy aRe s Vs Lapee NP B R G B oy ek T s

pyl ] pi val am de I R(fi I m [ ERR] ) 3360, 2980, 1642. 50 NVR( [ ERR] .,
R ):-1.19 H, S.), d., JExiHul)e31627(10H m), 3.15 (1H
J= 7’FIZ) ng' 3- -[1-( h\Ld rrohgm(j zli.phegoxy]p@aylgﬂz’ wag d@sc@@dm 1 mi pf

: 7.3 (Z&}&uc % t d tdﬁ \:jva a )%ur efluxed for 30 minutes. Un er
IvEn S djsti tS
bi peri di ny r@B&cﬁ Pl e sl ot e gz@&"@ﬂe i TS %tcaa%i"m ﬁ%ﬁf
er e heat etheatso€00 @ak owisAllddO WHfS . Th'Eheesrce.actWa@n pmnﬂeaurbe w&s e wdisfh ent
Wat er wias tpaderm/megany ft%‘r) govelfordapk and 2t H-[B4{34h1- Iﬁqhvéwu@mwh@nwraethﬂ}ndenoxyl-
gxtracted R’M’ (%m@gt‘fﬁ a@bm extract was dried over anhydrous sodi um
ul fate, fo stglie r 3;L
pi peri di ny4 :matl-hyﬁ) Iﬂmnwydg\)ﬁ-lmpid; h:sl]‘/ %pkgygciet@éﬂ'h@f Qg%(ﬁps%% %\h[t %gg’nt
| 70- 1720C ( ox Bheefokowing Rfrfnolins WeERIgined34 teheaBRABe a6 BeactidiviEi [’IERR]abIe[aEHR};)
. 20-1.75 (6 0-2.60 (4H, m), 3.40 (2H
), 3.50 (2H® F1d13 ’M%g%g*’%‘g&"’t’%ﬁ'"y'&“%p‘ZF“@EYFP(‘iHII”“Ptam'df 6Hz), 5.29 (1H,

o

R(fijm
L ). 6.50- 7. 3QvRIOC ns))1s
he abeve tzreaomammnngs sUIH, ab, 67am3|@a-| o). and acids. 17 00 4 570 (i)

e S, S S el 5 %
. 2. G .9443A05)21 80 :

4 03 (%H 38 J1H, 4\)04 )I;H ,.J =J 6.I)'I1z)9$'[$)(1H)5:18%2'((§{?g %rsﬂ%dégﬁ ‘%?5‘47%')'?

ERR], m). (||) N-[3[3(1

- Per hydroaz yphenox Rg/ acet am de I R(fl I m ERR]f
3400, 330 |LI o3 asa y : ‘i utl nof plO ri
B. 3- 3. %5 ( ,ofrH tet .-2 de Q?Dgttl |t| ’the? m
1.5-4.9 ( 1érhpe|nat§rg vﬁast?nd]?lstéd (dlidpmﬁhrhpere(thﬂel éndl\hé rx 4s stirred for 2 hours The solvent
- Per hy droa‘@e@iﬁﬁl wyﬂe vv 9!1 ﬂI rttuef aweB@and@fb Sassidmrarp <E|RR] as
1660. NI\/R p&@; ;E | formJ Ihemaqg Ct was gn
m ) :lnt o:‘f tHe 9/1) ff ’8 he esIill'd[ |(:>1u ﬂ ohdm I)
4 ) . @ HyII he opiona rﬂnde as an oil. vr i :

- ( 3- droxy) h‘lIrmI qndI‘InyW@t hyI phenoxy] propyl ] hydroxyacet amde IR(film

[ ERR] ) 3§60 f’/ﬂ g;a 1 39 (%-s %3 31H= 6hg), 1. @—Zﬂj)ZH ™7 33 801!(!,31—]
. 3. Z = 6Hz
r_n )6HZ) ;‘ an Q&d ld?llllc?l eg cog‘l éve q5 r‘led Y rfpeftlrﬁ_trg %Qge reaitlc}n(n.lfmg suuta(b?e ammes

- Hydr oxy) pi peri di nyl net hyl ] phenox prop | ] hydr oxyacet am de | R(fl Im [ERR]):

3400, 1650. I\I j 1 (1 Ay nvn@h plerexyinreyllpitalggid¢ 2H, m, J = 6Hz),
(Zzﬁ 2t6 (4H ()CDCg, 4% ?%( 3 ’%éﬁlqgéZZHZI()SE—EZI;;QC:H:’m?31(5(1H tS J)—7Hz) 05
N[3-]3 [ (4 I—Iydr oxy)pl peri di nyI rret en(r)nxy pr_?)py hy"EIr oxyacet am de
IR(film [ERR]): 3350, 1650 NI\/R([ERR] [ERR]) 1 5 2.4 (1 OH m), 2.7
1H, m , 3.45 SZH S. 4HEXQTIF?° 2

1.59 g of 3-[3- (1-p|per|d|nylmethyl heno pyIamlne and 536 mg f’hydroxyacetlc acid were

heated at 200°C for 2 hours. The reaction mixture was cooled, and water was added. The mixture was
alkalized with aqueous ammonia, and extracted with chloroform. The extract was dried over anhydrous
.sodium sulfate, and the solvent was distilled off to afford 1.86 g of N-[3-[3-(1- -
plpendmylmethyl)phenoxy]propyllhydroxyacetamlde.
60 Melting point: 170—172°C (oxalate).
: IR(film, cm™): 3410, 3290, 1660. :
NMRI(CDCl,, 8): 1.20—1.75 (6H, m.), 1.84 (2H g..J = 6Hz), 230—2 60 (4H m.), 3.40 (2H s.),
3.50 (2H, t., J=6Hz), 3.98 (2H, s.), 4.00 (2H, t., J = 6Hz), 5.29 (1H, s.), 6.50—7.30 (5H, m.).
The following compounds were obtamed by repeatmg the above reaction using suitable amines
.65 and acids. - .
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J =6Hz), 6.7-7.3 (5H, m). (vii)
oxynethyl)plper|d|nyInethyl]phenoxy]propyl]hydroxyaceta
: 3400, 1660. NWVR([ERR], [ERR]) 1.2-3.0 (1 1H,
(2H, m), 3.9 (4go ?& s.), 4.00 (2H, 35 s.),
6775(5H m). (viil N—[3[3[I (1

ué 3@@ g}g{lpthﬁTMMmsdymtezvamtmdé R(fil m [ ERR

5"(3 4%3 QJ‘]’s’,é (2,45 @éﬁfﬁf o i1 6T “Jﬁ%%@t %13‘5 i

N-[3-]3- (1 Pyrrol | d| nyI met hyI )phenoxy] propyl ] hydroxyacet amde IR(film
[ERR] ) : 3380') Nead@rﬂ-me@lro lph npRigrgpyiiiydexgacgtaideH, m ), 3.46 (2H,

(fil 00,3300,
q., J 6HZ}\I ' ff % @8?4Qm)39-2—3(72('i'14 A 3.0 2010288k
6. 6- 750 s(4k'03'& 'I;H m016.6—7.4 (4H, m.),

-Pyrroli | nyI ) et hyI phenoxy] propyl | phenoxyacetam de IR(film [ERR]): 1660.

NI\/R( [ ERR] nERR]3)[3 (1-P36wqr3#docldvlmetbvl)ph%om))py']I_’aydﬁoxzarﬁta(rilded—l m) 3.15 (1 H,

§ mm % 3%5»8 12, 80 (2?! OHZ) sﬂz)of’ 6 (tmf 23 da. 7 7 @0 )a o _48 |

(2H, r%) 1( % HZ)
N-[3-]3- % -Pi per| | nyI met hyll phenoxy] propyl ] phenoxyacetam de I R(film

[ERR]): 33106y N:B7B-{10MR- ﬁﬁmy),pyriﬁmn)emyuprenaxyﬁrdpamydmy)a¢etanee (2H m, J =
' 2 151\%(@%3,” Hz) %—; ) I: ')‘) .85 (2H )s) 4.00
(2H1 H

N-(4 Isoéo ﬁe%oky ace ['3é iz 36H pe"rrgl H{.ng% r1'gphenoxy] propyl am ne

LR(Film [ ERRNE-[8B0A rHvllﬁ:?ﬂpupNM%[HERR]]pheBmHDVI]fﬂ/dﬁxylacﬁarﬁﬁlﬂ m), 2.01 (2H,
,.J_GOIH!lmen'Z)wZ460 Vﬁﬂp% .42 (2H, s.), 60 3.54
Fof mPHS

Cly 3): 1.§ M4 EBH2), 3.3-2.8 (4L MIB3. émwasﬁa le
6 24(f)sné5"bfm§ 3*[%?’ 2&' ﬁo@ﬁrg&'r e?ﬁtﬂ r‘ﬂh%—%] pr opyl a§1 ne vva)s di sngved

in 4.5 n of) aias -P4Mydrs: dif HE! Shoxyiffe GbxyacairslaOxypr opi oni ¢
ac'lﬁ'/l n S:R?fﬂmﬂgd?n'gx-ga%?m{ﬁ{gps@g " hggjh oxﬂ)owgﬂmé ?yﬁ‘;ther addi tion of 300
ng of dic éi%gNMﬁ@ lac&rbéﬁra‘hiw& mTH’e7 fiHx trelr 249424, 8. |3r~'=\he%i7é&H melo M99 82H, 500024
510 t8 @l & {5858 Adars3 Bthd™the sol vent was distilled of f under
reduced pr egsu e 21192 S0l vent :
Rt SR SR
pyrrolidiny % raad|s, Hl m
[ ERRI¥: sieﬁ@gn(mayem]z) ﬁ[E-RR]S)(BHlm% (3H, t., J ._6Hz) 1.5-2.9 (12H, m),
3.15 (1H, Quuo d 364H2) 41 J = 6Hz), 6.6-7.4
(4H, m). %"’.,ﬁl [ nl,eym“ éilgghrfgd 8?\(‘3@]%%"0%%8?@%3%9%? uit édpeeatl ng the above
reaction uswmg(ml i &bh.@0 @, &S .J ={ 6Hz), 1.5—2.9 (10H, m.), 3.20 (1H, q., J = 6Hz), 3.50 (2H, t.,

N- ( 4-4°ly dr-oSyabL4-9F W'),s\’&-fge [2H, t.1J pyAHel Bi6d-h [ (3btrk] | phenoxy] propyl am ne .10

I I 50 N R 39 (3H, d., J=6.5Hz

1. E} |2 m [ﬁQ ’.l&l‘)'.i [§§P%§'r i '%%ﬁig% nox@lﬂ?gyllﬁ q_rJJ)vacetanjlgeg BHz) | '3 43 (2H) q..
J = 6Hz H, 81t 1.6—b.8¢16 3%602n (@ H = bHa), 3357-(2ﬁ|‘¥))396(ﬁ1* €.4.d2A4bh, m).
(i) 4B\I- [_EBl-[z) 36{3 —+74RgHral)i di nyl ) et hyI 1 phenoxy] propyl ]isobutyram de 15
| R(f
d.
6

i | R 13 (6H, d., J = 7Hz), 1.37 (3H,
, 5 il 6 g [Eng %&@Wg[’ﬁ* hl’“%“L %W"%’ae"“‘cﬂcm'@ ., 3.45 ()2H q., S: |
Hz), 4.04 ng(c 1y 8)91.36 G4HZ 1., 96 Borfp, 3 d-4kls (10N, m)(5'15)(1|4\'fq[§47?m[z) %ss(éH

- Pyr rsol igionyé DEHNF0B e N0y QORDY4. ;am yh asrsmaaceuam)de
[ERR]) 1650. NI\/R ERR];, [ERR]): 1.37 ., J = 6Hz), 1 98 (3H s.).,

-2.8 (1q§' 13 "(’&Yé‘“ V"Phsnwle'HE\)'TphW!s\ecifmdeq . J = 6Hz), 3.81
(2H, s.), d&%’“ f;t%%‘fo—% S16RHR), 2.0 59, Tn. % L &6y, -2 @ARhE 3 %o (24, 59, 3.54

55 (2H, q J= 60Hz) 4.00 (2H, t., J = 6.0Hz), 4.46 (2H, s.), 6.6—7.5 (9H, m)

3

Eﬁ

{xiii) N- (4—Chlorophenoxyacetyl)-3-[3-(1 -plperldmylmethyl)phenoxy]propylamlne

IR{film, cm™"): 3300, 1670.

NMR(CDCL,, 8): 1.2—1.8 (6H, m) 2.01 (ZH m., J=6.0Hz), 2.2—2.6 (44, m.)}, 3.42 (2H, s.),
60 3.54 (2H, q., J = 6.0Hz), 4.02 (ZH t.. Jd =6.0Hz), 444 (2H s, 66—75 (8H, m.). _

Example 6 '
240 mg of 3-[3- [1-{1-pyrrohdmyl)ethyl)phenoxy]propy!amme was dissolved in 4.5 ml of
chloroform, and a solution of 144 mg of 3-hydroxypropionic acid in 0.5 mi of ethanol was added,
65 followed by further addition of 300 mg of dicyclohexylcarbodiimide. The mixture was stirred at room
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) 180 ng of 3-13-[1-(1-pyrrolidinyl)ethyl]phenoxy] propyl am ne, |

pht hal oyl -[ ERR] - al ani ne and 240 ng of di cycl ohexyl acarbodi |
ed to 25 nmM of chloroform The m xture was stirred at room
ure for 4 hours, and the sol gagaasa0 di stilled off under r

The residue was separated and purified by TLC (devel opi ng

ceinpsratlee H’&{ﬁﬂd the sy yvgs qil pl@ff pressure. The residue was
o (S o g{ AT ﬁf’% T B0 et s G e
- cm-1,1 éHd J = 6Hz), 1.5-2.8
3 mmR(CDdij 6)6]1,36\]31-1: t6lH%)6Hz)31€3—2(QHI2HC]m,) 3J1s:(1BHz)J, 8:HA,.38.3-440 (81, J
6@7408 24t d=)6Hzl7 68-—77.9 (4i.).m ). (B) 190 ng of the ani de
nd obt afffe "W"%F%W"(‘Ibﬂs e © taS'e‘?rPV Eﬁpeﬁ%r"&ez?q?ée FF?EfP&t”é'"&éP'EabﬁcF&lé’& to
et han £ e for 40
S;p The ?JN‘Iugd'm"g‘t"W?ﬁT \ﬁl/aﬁs‘rr{c’gﬁrr%@gthg@y fl\ﬁgrgg‘{'ﬂ#\g and the sol vent
I stil | edNMRICDOhdE): 1t38diBeled., Pe=ctsH, 6.61R2 (BEsmdu22wRsS Bepar)aBad (fndg.,
i ed by=$i502)( 33 b s-nly= S ePrt (2He bl drEHEr APRET AR 82D AH—T.6 (&f.foot d

f N
ngyrzrol o SR AR PR K e henoxlorcavisebuyenioe e[ ermy . [ ERR))

35 (3H, , NMRCOBIHz §); 11336108 J(=EL7HEH 1 371()3H d?917_621ﬂ15—,2 8J(19HGHZ)31831204 (1
iq., J -J=65429) 335421H (d@H, = Hz). 904 (Ziz) J =BHA 6E2H] -3 H4H, ftil) 6Hz), 6.6-7.4

(f H m). 40 . | owi n Ofpounds we obt ai ne perform ng the
above rgactlofﬁ%m'ij?' éﬁgp '&"d'ﬁﬂﬁg}(’@eﬂ%’ﬁyﬁ&p?ﬁj PR 5‘°3°r%ar'?1ése and prot ect ed
aFa-no a MR(CD,0D, 8): 1.37 (3H, d., J = 6Hz), 1.98 (3H, s.), 1.5—2.8 (10H, m.), 3.22 {1H, q., J = 6Hz),
m noaceis'ﬁ (ZH [q311[—16*(zl. JBT (20, sﬂMr@d 2dit hyd F6HEN6.8y1 74 Gy Imadi ne | R(fl | m
[ERR] : 1680 45 NI\/R([ERR] [ERR]): 1.35 (3H, d., J = 6Hz), 1.5-2.8

B T e L

I§ ( bt roothQbmperatte forld @t the solv hdtined drbdttdk) reduked gre Iﬁﬁ
J HZ) rhsndlfe- Was/$ep Fé iﬁﬂ-i,andrpl)r;fled! b\BIDLC( {Hievdjoping solﬂerm?d%)qfor&/rﬁﬁhﬁoﬁﬁs,(ﬂltd, affdsrd)
A 02 (2H, 259.3 mg-of £ )[3 [1‘6(17|Qy.rrphdml) tkwl-]phq:no ylpr WI]T@-phtr:;(;)y;rﬂ:\mo;z;oplgr.;ml;;éas(ga oil.

( 3- Anfhopr [ 1%@7_ g )Jlg By a-
di hydrochl'gr:%gﬂ (féli %a F§ £ é’ 7?’ 'Té 5-2.9 (2H, m),

.0-3.9 (8H, m8))1904md éf t(\? bnidk cbmp&naﬁbt@ab‘h by5§er5(A) and0.8 i .of hyidHZAne Wydrate (Weve
(4- Am nodigey royé )m 8t {t&mm (e pixtureowadstimpd )ae:tohry\lt rpieeaone YdrphooninlitastiTheinsoluble

R(Fi 1 e [ ‘y cy at:o_gpﬁ vent ?:Iled ﬁm/Bd gqquce@ pre U-FGFIEI’ residue

6 2.1 (1@ W{}}i l%gg% I) %1 Iop gg oxy]l];?'rop ha gls agkkt)) affgrdéZ?n@
m) éﬂ ) 15—-28(12H m.), 297 (2H, t., J = 6Hz), 3.20 (1H,

pyrrol | di qiyd 9=$I-|Ia)y ]4pHEHO&<W]=F)6Hq»,y4 mnme tVAS 6blzls 8B-VR (4H) rd).5 M of

yridi né2 and TB& Bllewing torgnqyhdshadre nbtaioed bippevieyhing the gbowdaeastionsdnl stens @ aplifte.

he reactlﬂdﬂ‘i’gs%‘ftﬁﬁ"'r 8RR A hgteEd BINoAisEr 1 ef | ux for 30 minutes, and the

ol vent was d' N'Arﬁ:ﬁ&jacgt(llh[érhe( ?ﬁélﬂH?l)e\fmp y&g p'ro?FQIan)ﬁeTLC 19 0024 510

devel oping s (mem;m ¢:n1 gmo0f or rdprret hanol he resulting oily product

-\as subpect ed NMBIADEHF-@Z0ND] Y36 SH. o, I AEHBaNE—RB/(108, mh 3DasPl(sH, 7n)teoaf(2H)|td

282 g of N tBHanPRoptbMtbrigl)-3-[3-[1 -1-

R ERe] | Lo AREIR RO AR R Bpd MU0, D) 1 65

1 2H, =a ) SNORRDBL(S4H. 32113)4 d.4J 8ZHE2H16-—2.7D (1616 iz} 2.80 (H, 6., 3 =(7btkl, 3ms)—3 60
Exanpl e 9 @H0miy4 82 (2H, t., J = 6Hz), 6.70—7.40 (4H, m.)

00" 160! 4R e"*és‘ﬂ%%%? b U T o R

our- - Thens,), W-enwas mgded and ‘he m xt ure was al kal I zed vmt adguéeous
moni a. The mxture vvas extracted with eth acetate, and dried over

nhydr ous mag ;I ras” 316%1 ~Elopygrafigtin v'lwhmom preRylagiine and separ at ed
nd purified ﬂ;&é" ﬁohwﬁnf 551 PRl ANMSIELNETRY, i), ¥ @HOr,
fford edllp=lehz), Bl61¥
“ai nyl) et hyI ] phenoxy] propyl ] acet oxyacet am de. 15 | R(fi | I m [ ERR] ). 1755,
1 70. , Example 8
300 mg of 3-[3- [1-(1 -pyrrolidinyl)ethyl]phenoxylpropylamine was dissolved in 4. 5 mi of pyndme
and 350 mg of 2-phthaliminopropionyl chloride was added dropwise. The reaction solution was heated
65 under reflux for 30 minutes, and the solvent was distilled off. The residue was purified by TLC

_I__j_
1

I-r-‘ 1

Lo
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NNR([ERR] [ERR]): 1.37 (3H, d., J=6.5Hz), 1.6-2.8 (10H, m), 2.14 (3H,
S.), 317(1H g., J = 6.5Hz), 353(2H g. J:6.5Hz), 4.05 (2H, t

65Hz) 4.53 (2H, s) 6674(4H m). Thefollovving conpounds wer

obt ai ned by repeating the above reactlon using suitable am des and

anhydri des. 20 (i) 0024510

KP’E[ 3-[3- @;Lqefaarrgogwﬂmy&m&#emnemsmmsmr qnylrkamﬁioz.ws%w f4gs Is LetLJnm

RR] ) : HyABZinoliHs’ B, thNkﬁ(le{ fwBRhs in [Eckit}ig 7 t&aﬁora 282 glof M2 aliﬂu)opm%.o]qﬁ) [1-(:‘1 ),
3. 54\L2wvrrqhd-nv3)ethvlh>hm prosvlemwzH s.), 4.06 (2H, t., J = 6.5Hz), 4.

0 ST e A b o

145- 146C 8HCI sal t) . 3300, 1745, 1665.  NVR([ ERR], [ ERR] ) :
1226(12H m), 215 3H s) 3%m(3@|‘9$) 3.54 (2H, q., J Hz),
305¢ . mg 9‘ &[35[359-{1}-pyrtphg5ylxegm phengx ]h@:lr@cy?cem ldlq—pvamlgsolv@d ini 1)00 mg

HETe o %gm s
(2H

2 4(d efoping Hsolenk:, cRioRotorindbthdhol = §/1F or 4(1
J = Cﬁthw)amyllbhﬁﬂ:x depylbchyﬁce&nide?} (4H m) (I V) N- [ 3- -

pef¥ di nyl“?’rﬁ' py ]60 ny (0)4 acet

).
I(||m I_?%Z %gﬁ 5 3"?24 17 HqJ—
(2in e ollé I‘?l ole! undsgw 10()12 ed ﬁy)e]; m antlo usTnéss lamﬂ)‘eg?’

., andl aeidbarlirjdes.4. 53 H,
- Pi pefd di nyI rret hyI ) henoxyl prop I ] butyryl oxyacet am de I R(fl I m [ERR])
33 o 1740, %gpvfm"d'"w f; gy IppRtiEgefoxveseggidesy t ., J.= 7. 0Hz),

0
1.7-2.6 (1 17, J 6
| \Iil-[: 0|—é)_. éSéé) 2y (zgi)z?% E'gfz(él'%ﬁﬁs(ﬂ# I%;Iq )y = 6%H9'?%1(2ﬁ9463&n

Es?, (1-pi peridi nyl net hyl )phenox%/%ropyl ] hydroxyacet am de was di ssol ved

[
S.
t.
I R
6.

(i NolB-I8 I + ieviginylmetbyiphmo ptagiteor i de was added

50
droM se to?@s% nE‘fgsIé )P;};%é FAitg After the addition, the nixture
was stirredygin 5H6m. 9r15%3II19tIr3S43IIhes>%oé4/entqmse@haubé@ﬂ of f
and wat ey, mssagjpleds e esire (aMmmal kal 1 zed h aqueous ammoni a, and
extracted with ethyl acetate. The extract was dr| ed over anhydrous

magnesi um s ;I&I%B r% Vﬁﬁ?ﬁe'r‘ thyipaenatylgropyllagaioypqetamidse 1 esi due was

separated a gff H v‘eIzoIaHngI 58 veilan, ) 25 PLA! &1 TRENANDks =
19/ 1) ast o2@f pr4 — BU2)04.52 (2H, s.), 6.6—7.3 (4H, m..

N-[3-[3-(1-piperi d| nyI met hyl ) phenoxyl propyl ] benzoyl oxyacetam de. I R(film
[ ERR] ) : 1736v) l\wﬂs (1N!m(tqtmthvl{pmm]progylleco@oﬁwqxt@eramrde) 3.43 (2H, s.),
350(3Hq 40(2Ht.,J 6.5Hz), 4.75 (2H, s.), 6.5-8.2

(9H ). I&Téfl 'I’&F 1fqgm>ovnsis G 1ODLAINAdON [ SATINN 80 ABRVE,
reacti ony4gisRg, GOBf( tQ Jaimdﬂﬁ Iﬂ-ﬂ@)a@ﬁ 49 I-nCl '
N- (3, 4-Di chl or obenzo | ox acetyl)-3-[3-[1-(1-pyrrolidi nyI )et hyI | phenoxy] pr op

yl ani ne IR( f'I NrIﬁ % A mhvlmewvlmmwouww?@m'de [ERR]) 1.33 (3H d.

J=THz 4 —
3.54 2H,ogq(ZH 39(3&0337%'% 4?4 (irh }:,?,Hgmg%z‘isl‘zg 9 figﬁ‘ E?“%’ 8.2
(7H, m). 20 0024 510 (i v) N—3 4-Di chl. orobenzoyl oxyacetyl) 3 [3 (1 :

-perhydroaze nyI rret yI Ehenoxy proyn’;alﬂa#ﬁ - dI R( KBr , | ]0
phengxy y xy mi s glisgo e
3280, 17 p r:dl h@ r\;'vas ad%)eg?d pwigfé to t tZkolu lg?under ic cobhn
Dt i

3.53 5(" 2|7T
fteP thé 'ad t| turg was |r d m temperature for 2 hours. The solvent was distilled off
and water was added The mixture was alkalized with aqueous ammonia, and extracted with ethyl
acetate. The extract was dried over anhydrous magnesium sulfate, and the solvent was distilled off. The
‘residue was separated and purified by TLC {developing solvent: chioroform/methanol = 19/1) to afford
85 165 mg of N-[3-[3- (1-pIpendmyImetthIphenoxy]propyl]benzoyloxyacetamtde
IR(film, ecm™!): 1735, 1675.
NMR(CDCl,, 8): 1.3—2.7 (12H, m.), 3.43 (2H, s.), 3.50 (3H, g., J 65Hz) 400 (2H, t.,
J = 6.5Hz), 4.75 (2H, s.), 6.5—8.2 {9H, m.). .
The following compounds were obtalned by repeating the above reactlon using smtable amldes
60 and acid chlorides. .

{iii) N- (3 4—DIchIorobenzoonxyacetyII 3-[3- [1-(1-pyrrohdmyl)ethyI]phenoxy]propylamme

IR(film, cm™"): 3300, 1730, 1660. .

‘NMRI(CDCl,, 8): 1.33 (3H, d., J=7H2), 1.6—2.0 (4H, m.), 2.2—2.7 {4H, m.}, 3.09 (1H, q.,
.65 . J=7Hz), 3.54 (2H, g., J = 6.5Hz), 4.056 (2H, t., J = 6.5Hz), 4.79 (2H, s.), 6.5—8.2 {7H, m.). '
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EoH, t., J = 6.5Hz), 4.79 (2H, s.), 6.5-8.1 (7H m). (V) -
(1- Pr peri d| nyl nmet hyl ) phenoxyl propyl ] pi val oyI oxyacet am de IR(;@

1735, 1665. NI\/R(CDCIS 6): 1.21 (9H, s.), 1425(1 2H, m)

s.), 3.50 (2H, q., J 6.0Hz) . $8%24(FtH 10 t., J 6.0Hz), 4.
6.6-7.4 (4H m). ExarrplellAsqutron of 645ngof

[ 3- (1- pi pier Nef, 4}9!0hiemh9dzpmmwy43pledppbﬂwmghzmwnebﬂ)nhmxwlmorﬁ"arnma)f

i met hyl f%& é }65 aqz&\ﬁg%g‘ger i ce cooli ng to a suspension of 84.3
f_sodi um cee, k140 | :gpzrﬁ the, e
ti r5c..edotq2H5t mLebrs, 4.79emM, 3, 6 u_jlgggﬁéihﬁ o g?1‘3 %n(?'ﬁy? | 0 )gdg)rr n
of N, N-d| rret Iforrram de was added dropw se under I ce cooling, and the
re was st [3f‘ g:é@a‘!’é'B’heW!]@'Pp\t”h@a'swquvmrﬁgldevvater was added,

he m xt u'j s 1t£—w}ér3%,é%§e‘{ wassgf%'; ‘?ﬁ eg%aa% bFElj‘)1"?e

anhy dg ops srmgm%zumr
due was separated and purrfred by TLC (devel oping sol vent:

[k or of or 1 net hanol = 19/ 1) to af f

i A (L%‘fimmnrﬁ ﬂ.?)?rf i ,glrzgr%w fiydronsuagts b
. 'I nt };.3 1 P H 3% ?@g
1::3 Iaf mmh)/l iodidedin 1(nAildf NfN dlmelayl o eﬂce c ;rongg
- 89 ( 2 H @&ture;w $ stztre&Epr(mhhmdtes A&er:theﬁstﬁrlnlm) wat@r ﬁas?adéec(, éfH, th&Mm)xturd Wes extracted

flol I owi ng Thp errase wap yiriedepuen eivdroth magrisgve subiztetdndrthaisolvegt was
lﬁ%{ v@/ fesnd was separated an purified by TLC (developing solvent:
dtd

qui 't abl
UI[ 3a[ 3§(t 3 ka0 ny °h§FTrph%5noo>?1ﬂ S NP wisgydevdrehyighengiyloropyll-
CNR(film cn) MerﬁrEEpole\/R(a[—Eﬂﬂm rHERB]tn 1.22 . (3H, t., J=6.5Hz), 1.40 (3H,

5. 5re). 8 '&“(5"& g o )qésnéHG 1GB5] 01 = 6 508, B3 2H,
=6. 5Hz : ens 5. a
d. 6- 7 4)“5(4ﬂ L g %—Gf %%2 %4?'??“-' Exanpl e 12 300

The followmg compound was obtained by repeating the above reaction using a suitable alkylating .

[?’f 3- [ lagest. hydr oxy) pi peri di nyl net hyl ] phenoxy] pr opyl | hydr oxyacet am de
as di ssol vedm N [3—[3141-UF?yohlndbwﬂétbvllnherambreﬁ/l]agowécemréﬂa c anhydrr de was

ddded. Fhe ni m era r.2 r and
s o R G PRI B Lo a7
gxtracted gl rnpor er dryi ng, e sol'vent was d|s Iedof
esi due was 40 purr fied by TLC (devel o | n sol vent :

ghl or of & n ”Etsg?”?r'rg géflh:i =13 -}}éh i ZE m Ig?he[wo krop etamide was
ydr oxy) Pl Bk A ml e >éd° rné cgﬁﬁrﬁ et u’a&t.rred at
Sdlaturk BHld pdtdeBiin)carbbnale Wad addedo tFTé )eact n bixt(rdland

), 3 45 Ekhrxtsre)was&xtdac&dWw lorcmr . AtterQityirg2tHe sblvent Yyastiztiied 4tf.3De %H,ue a3,
5. 7- 7. 34q Apyrifipd oroform/methanol=8/1) to afford 170.mg of N-[3-[3-[1-(3-

g sojveny
B-[3-[ 1- (1hyﬁ§ﬂ’&‘(g ’H‘ﬁ(gﬁf"r’ﬁgﬁ YareorEssP R ne and bromopr opi oni ¢ aci d
pere reacted iNmA( |S%F"9| Jay, 73(§H'rﬂ)@<ﬁ£@hesﬁst4@ @hfOr84—3.7 (5H, m), 4.01 (2H, t.,
N-[ 3-[ 3- [1a=ésl+zp)4r50:)12u-rdsmd 7)-ei7]3y(l4]-r,prlﬁenoxyl propyl ] br ono- propr onam de. 50
R(frlm:s[ERR) 1650. NI\/R(CD30D 8) 176 3H d. J6Hz 1824(6H

i i e r%r%:en%%z s L

obt ai ned i pogib .Qraq. eate under refl ux for ours
t hanol am ne miﬂlmlcmi")omsot hanol . The sol vent was distill ed off under.

duced Mrg hét-ez . APt 2HHe JmBHE. Fr—Ad4eH, m.),
>e<t rjggt egrﬁgﬂﬂf %@gﬁ"g %1$§ﬂ?‘ej gt Sfae- %l"é’%l"r)red off, and [he r esi due
s purified by sbebm S#QH@LHQE %&Qny@d}gmeﬁngﬁﬁ ) Wa%%ﬁﬁﬁiﬁéﬂ&?or Hurbkn § O

fford 3655mi BDetbinoldniing- 4nd- Nl of StkyRN. e 36VdHD WAk @RtiMYAYDH under rBdiced ptebsure, and
pyrrolidi pgﬂi%seltrmarqc’pﬂemxyqu | maixtiina avas eR(akted wn:E drmS&G@elvelﬁE@s didled

_ rsu LC( ng lv hipr ing=19:1 5
NR( [ ERR] Sﬁaﬁ% e%éy g\gag‘lprti]p?gy ?iﬁ;f —(q“ %rr%ho vAettuﬁ :nm@: ;:%o;%yllt%:frgglw

fol I ovvt rag Commnmdscr 1:9. :ﬁeb(tsﬁl derleny, P%Liin (Emgx)tilﬁ!—fz%aﬁbhcm 3dL-§BeHS n()A‘)
nd tB) us40g (ZH)it, ab gz), B1B-RGS4 (4H, m.).
: The following compounds were obtained by performlng the reactlons in steps (A) and {B) using
suitable amines.

he
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65 21 0024 510 (i) N-[3-(2-Hydroxyethyla m no)propionyl]-3-[3-(
- pi peri di nyl met hyl ) phenoxy] propyl anine. IR(film cml): 3420, 328
NMR(-[ ERR] , [ERR]): 1.3-1.7 (6H m), 2.04 (2H, q., J=6Hz), 2.3-2
m), 2.6-3.4 (84 m);, 3. 43 (2H, s0)0285¥0(2H q., J=6Hz), 4.04
J= 6Hz) 6 7 7 3 14H m). 5 (ii) N[3-(2- Hydroxyethyl ami no) pr opi ony

veﬁwqmcn p%rﬁn@y‘ﬁpﬂ'ﬂ?p?'ﬂﬂ'ﬁ?th\é)phﬂpmmwm) 3320,
\4 ég ,
650 NNR( [ﬁ%%q&éﬂ loH, 3 15%8%;% 043( (ZQ‘ [‘I)]d-lz% 9?‘?-& Al Sn 2?5&6-?3741(‘?{4

| i)
k’\ll_'[ 3- (2""F|yd(linDNya{mwtamyamylpmrnplpmpsﬂhilP—S-K{-G-ppmyc§r®z¢cydlmmyl)ppérpﬂ/ﬂdr@plaminget hyl 1 p
] ERR 00, ., 1650, , NVR b -
5 E%Eigy] piogg ﬁ,}@gg‘& B g‘4§,)§9 Wi o 008 1312 258 e oh o
N-[3- ( 2- HyokrupNxﬂﬁwdmeﬂﬂmrndmoﬂwus-m1(4% Hydroskylbinasesty ey ibharkylkbcmat hy | ] p
henoxy! prappmitei ne | R f| I m [ERR] ): 3280, 1645. NWR(| ERR] [ERR]) 1.6-3.

18
g1$H7 mJ, H‘ylgf%@?)ccl:,()g)) 1.4— (14H m)(.??ZH——3S7 )(7H m)0234£421_2|’H s), 400 ?ZH t., JggHz)

N-[ 3- (2 drox e*thyl am no)prop| onyl | -3-[3-[1-(3- hydroxynet hyl ) pi peri di nyl me }

t hyl ] phenox(yd N-[mz*mﬂlromtmam&apmpnonyl]ﬂ([m[1mhyﬂrERB]p)sndm%&ﬂ\,yupB&&Q,;]prads}Eane
"NMR([ ERR], E -')135&31@4 A5H, m), 3.2-3.7 (8H, m), 3.43 (2H s.), 4.00

(2H, _)71§—-(-Q@.|(1+H )m)( -)—37 {7H, mJ), 3.43 (2H, s.), 4.02 (2H, t., J-GHz)
N-[ 3- 38 —d )&%trﬂ | ari no) propi onyl ]-3-[3-(. 1= (|

-pyrroli d| nyl ) et hyl | phenoxy] pr opyl am ne 30 NVR([ERR], [ERR]): 1.37
(3H, d., J=6). BH3)2-HydoxyRth@latid)propionyll-2- [35-[B(aehy@mxmthm)ognmyﬁnéghwjpr(dﬁbi;v]-m )
4.01 PropY'amms Hz 6- ok {4 m). (vii)

N- (3-Fet hyl, F??S'-s:f i 113(21—37 ), 34 5). 400 (2H, £ =6

- pyrrol b(él_n-y phenoxy] prdp am ne Iﬁ(‘K@r,‘ [ER‘RP): '32%)0, 168587 '1%

NVR(LERR] ERR 138(3Hd J=7Hz), 1.6-2.2 (6H, m), 2.40 (3H s.),
2.3-3.1 8|—Lv:) M- -(38'lvﬂ=08w61v amﬂho)m qnvﬂr3€Ie-(§ m—pvrtolldlnﬂ)sﬂiﬂhzﬁﬁnoﬁvlﬁroﬁylﬂnc(uélH m).

N ). | $=+2.2 {8H, mghd-3-513.0 (10, m.), 3.0—3.8 (5H, m.),
I(\(;: Inlyalf)) etcﬁy(lzlﬁ %T}}gg ‘gﬂl (gﬂ?qﬂé | RF K;S [ ERDR..]F%A’ 3280, 1650. 40
NVR([ ERR] , (Lﬁﬂ@-Meﬂale%m@@Hmoﬁvl) 3157[H4)-gyrlohaﬁylieawllpﬂnoxgﬁr&y@ 1.5-2.2

A 7Gr5n) P &Tﬂ;?gs 1@@ Di=THphy eemzadpzi loRgo (3!3 X ’2[3J f 2 S8 i,
6. 6- P°4 (4HN gyl O 32[3+ m.
- (- pyrr@g tof%- ﬁﬁe‘i"‘ %"bl‘%’hdxﬁﬁ?’%p@ﬁ% @H. '“Hygr o- ba om{de 45 IR(film

ERR]): 32804 ; o inel. 7-2.2 (6H,

| £n 5 ] )2 ?{g&p}g}%vm&ﬁa&w -3- l%EiRl() pér%lﬁﬁ(l(e%wﬂpﬂm W)n T 08 (on (t "
J=6Hzp, : CNNIRCD(OB2): 107 (3E.><:anpmz),114365(@H d., J=6ERIZIH. sot2 250% IR 2rm3iydpH.de
was sus Fended-3-5 (3 snlai*09F 24y 4 -d“r%hﬂ%u?ﬂdﬁ“dé) and with stirring under .

i ce coolinga ﬁQbﬁd‘!&F\slmln%ﬂmﬂ-@fB [1-(—pyrrolndmyl)ethyl]phenoxy]pro ylamine  hydro-~
:3-(3-[ Lotohmigeyr r ol i di nyl) et hyl ] phenoxy] propylamne in 0.5 of

- di net4ayl sul lﬁ(iﬂm.d@ﬂ/\)a§2&@ld‘eﬁ50dr 0 wi se. The m xture was stirred at roo
t enper at eN"f”JBGgS%B ‘?ga (ggé%” ’;zé_l_p;f‘l(’rﬁl . Mt h3? B /Y ArdxT! é%d‘f&fﬁé‘ﬁe was
- added’ dr‘%’b =8H2n & Ph “{ure Was stlrred at roomtenperature for 1 hour.
lce water was added to the reacti onexdmpleUi£, and the m xture was 55
extraot ed w3 mgohb@b eddbmmhydi erax srended|img.8 mi vy vimstheiduittiitis) andivien stirdrid
dried o ?'e' Wq‘ﬁ S%GF‘ g? &(3-fid DJUP'WEWet’etbgélﬁh?en’sfdﬂfqtiﬂvt?g"%m 0. 5;3m|d t he
. emperature for 20 minutes
resul ti en 1 m%%l oafxgggrgl ‘ﬁglg vrﬁg tﬁ:g) seqcré the mixture was stirred at =~
' ' room temperature for 1 hour. lce water was added to the reaction mixture, and the mixture was
s5 extracted with chloroform. The organic layer was washed with water, and dried over anhydrous sodium
sulfate. The solvent was distilled off, and the resulting crude oil was separated and purified by TLC
{developing solvent: chioroform/methanol=9/1} to afford 71 mg of N (2-hydroxy-Z—methi/iproplonyl)-S-
[3-[1-(1-pyrrolidinyl)ethyllphenoxylpropylamine as an oil.
IR(film, cm™): 3400, 3360, 1650. '
&0 NMRICDCI,, 8): 1.39 (3H, d., J=6Hz), 1.42 (6H, s5.), 1.65—2.15 (4H m.), 225—2 75 (4H, m)
3.00—3.66 (4H m.), 4.04 (2H, t., J-6Hz) 6. 60—7 40 (4H, m.). _

' ~ Example 15 : '
. 191 mg of 3~ (1—plpendlnylmethyllphenol was dissolved in 10 ml of ethanol, and 116 mg of
65 potassium hydroxide was added. The mixture was heated under reflux, and a solution of 360 mg of 3-
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», “opi ng sol vent: chl orof orm methanol =9/ 1) to afford 71 ny of
= hydr oxy- 2- net hyl propi onyl ) - 3-

- (1-pyrrolidinyl)ethyl]phenoxy] propylamne as an oil. IR(film [ER
&) 3360, 1650. 60 NVR( [ ERR] &ﬁg 1. 39 (3H, d., J=6Hz), 1.42
3 s.), 1.55-2.15 (4H, m), 2.25-9 79 3.00-3.66 (4H, m), 4.04

: a&ét@rb%))ﬂ Kro@Bprdpahe il 4 dﬂe)han&XWEDJeﬁctl$5 nﬂiﬁﬂre s Meated under reflux for 8
- p| pehoudr lmﬁclvydn]vyﬂseirsolledwﬁsmdhrsmbadmdesswe Mated wa;fadeadhawdhe mixnge 446 Ny
esrc'uootezars?s,q‘t ghlereiofe- t&z&rsozegd&grgg; rﬁdxftvar anhygrqu Egte.rapd |ﬂu§<
a sal @kl Brlse g 1?8Eto SR 205 0 #g‘%ﬁ%ﬁivﬂgﬁn r? 4‘ n3
C

%"
of &t haiakide Gnl AP Qg Db m&.&aear.@ né! BRkct 0B méﬁ ur
7l the solvent was distilled of under reduced pressure. V\ater was added,

« the mxture was extracted w th chiaaipef 6 m The organic | ayer was drred
;‘r anh dr 0836 ma%zﬁéls[BtHin(B—ahha@twl)pmxvﬂMepvgaﬂemﬂe «zaszoar 8 Pﬂ triettjylerhine watker

# u i l o

:f'l auc f %é? i oo lij’?'luf re was stlrred‘g at rlg empera{{t!%?-}]t;1 5
o e

- AT ithCihiRYd 6. fed,an agidist her e
esul t i nqusrpo:mdtbya‘m Wevetk&:d\g\bblkldmtidhbrq:ﬂdrmhambigal)m@affolrdﬂ &ragpd N [R2(3-[B{anpl e
6 2367sng3brdrey- wf{@dioﬂbwmﬂwgwﬂwoyﬂhwmw $Gp¢a4‘acet am de and 202 ng of
{ri et hyl anmi nBiswefeguct goigsidedovith Brofiyst phtajped sy %rofuran, and a sol ution
bf 143 nmg of 1, 4-di chl orobut an- 2- pJoduégoﬁE;gmdpJﬂetrahydr of uran was added

ir opwi Se Wi t Pip&rdirer2®1g) and Bl¥ey eFissditth BoroRyiirias W @dedtto & SENBCh@APEE B 3IFRidxpr 1

hour , idetzalieiim Q0 mi di dtornel. anyltbe mixtige Was. stisred ohtilpobmekielasiugen thoned: Ehe The
pr_gani c | 'E rx%ssa"e {& %8 °Vﬁ'?'9{‘téh108 f PasFturpyidndetip HUFWP&‘FEW‘Y%SW“ -
ir i ed,  arfd, Roe er fg?ﬂﬁ '&} %a Fﬁéﬁi % éﬁm in fﬂc
devel opi xﬁ uQB ARG & hqlddud at/Q' as r.m \gfth aqueous

N[ 3- (& (a]nr{r&na iﬁd 1(131) y.dmwauyrmtrdnalwairemydclatm;hle]zhypmme(y]rq)swpyi as0ddriagd de

hs an; oi |off. Tands ﬂ'p%r oehifue wes ITe¢reieallized tfronpraseigoe/n-bbrane nted affard EXABPY eof3 3-(1+1 ) .
Dy oﬁﬁctrd?‘Pe%‘E ;;ﬁhqr;%%ng gf (26 g) and 4.7 g of sodi um borohydride were
hdded to

et hanojo, {2"'9 Eé m xt ure was Stl)%l’dé%&j{lﬁ?ly i’p’cgﬁg@ e%qrs]%?ﬁ_t_l 281(19grrnrr?ed7o‘{3Th '
50l ution vvasTlaaI foitomerty doonps trava ehed\troducgi iy redeatimgthe stenpesactionusing titeble careetyted
pressure comneUfsﬁ Iavemﬂ"\ﬁas d| s illed off, and 200 m of ice water was added
to the resid e '" éth enoi dified with hydrochl oric acid, and

Al | oweg to's ﬁ,d ,Qr gursgoThe raw materi al was extracted away using

et hyl acet at amnamtrt )eramueerua 906HH).| NF5-WAD5S@RAMAL Re—2En@HaeIeaUS BRY&!
was al kalJ=ble. Gi6eH7. aqm;ous 8 HiMmehi a, and the precipitated oily product

- [was extracte Ctﬁ ”g The solvent was distilled off, and the
resi dug was %&%{é ¥ Pﬁ"ﬁ[:etone/n hexane to afford 1 7. 5 g of 3-(1
- piperidi ny gm@l-,sglyE\Itl ng point: [ERR] NVR([ERR], [ERR]): o
1.30-1.85 (GNMRmD),oD%)ZﬂaemOd( 4&BHAN 1.20-31.48 (R ), :&2()-2656@H7m2@ J2AHH, @ ) ,
7.43 30 (JHAHz)s6p—7rAdH.ahl- owi ng corrpounds wer e produced by repeating the
above(;feactl M (qq,e ui ta%e C conpounds and am nes: (|)

3-11 Pyrrg gﬁ E;e ‘g’é m L

[ERR]): 1(593,,, f 90 v?? RR 558*@3@/7@ érﬁg‘“i e Ta
m), 2.2-2.9 ( .,J6Hz 6673(4H m), 8.44 (1 H,

=S )1@5&% 4H ), q:é%} %@Ri ?ﬂ%n%é “r4a 1528 BB 2 b P07 o1
1 . m

2 . 1Hq,J6HZ) 6572(4Hm) 45

3-[1- (1 Per hydr oazepi nyl ) et Rxpdiiqribe Eedmple 2

2.74 g of 3-hydroxy-a-methylbenzylamine, 2.9 g of 1,4-dichlorobutan-2-ol, 3. 4 g of anhydrous

&5 potassium carbonate and 80 ml of dry ethanol were heated under reflux for 24 hours. The reaction
mixture was cooled, and the precipitated salt was removed by filtration, The solvent was distilled off.
The residue was separated and purified by TLC (developing solvent: chloroform/methanol=9/1) to
afford 2.2 g of 3-[1-[1-{3- hydroxy)-pyrrolrdmyllethyllphenol as an oil. :

: IR({film, cm%): 3300. '

60 \ NMR(CDCI,, 8): 1.32 (3H, d., J—6Hz) 1. 7-—34(7H m.), 4.3 (1H, m) 57(2H s) 6.6—7.2 (4H,
m.).

Productlon Example 3 - '
- 15 g of 3 1-prpendlnylmethyl)phenol was dissolved in 80 ml of dry drmethylformamrde The
65 solution was gradually added dropwrse to a suspension of 3.14 g of 60% sodrum hydride in 30 ml of
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NVR([ ERR], [ERR] ).: 1.35 (3H, d., J=7Hz), 1.57 (8H m), 2.. 70 (4H, m). &3
(1 H q., J=7THz), 6.5-7.4 (4H, m). (iv) 3-[1-(1-Pyrrolidinyl) p&s
50 -~ NVR([ERR], [ERR]: 0.64 (3H, t., J=7Hz), 1.4-2.1 (6H, %

(4H, m), 2.95 (1 H q., J=5Hz), 6.6-70b44Bi0n), 8.02 1 H
Producti on Exanpl e 2.74 g of 3-hydroxy- [ERR] met hyI benzyl am ne,

(1, 4-dichl orSmH"aﬁhﬂfom'am'Qe w' SHFing
W o e e A e
¥ The sQo’I t:ﬁﬁﬂecﬂZSBId df&d-[@@iﬂ-p'ﬂa&dnﬁvﬁﬁétdﬂkbhmgy]ﬁegﬁ)ﬂibiahﬂ u:ﬁnﬁ'a‘ilﬁsu \
TLC (dev opi n R@b&\mnf) 1¢18. d7@0.or m net hanol =9/ 1 z . 47( ). (% sl
L PR AT R o B i
4.3 (1 H, i . -
3 ( 1( bi pe rolm dl) nYﬁWIJ?DGL m% ﬁings @e ?od(sélé'd by%plaat hggﬁ’edébgré @&tﬁﬁm&tgblg‘é\eﬂol
SIhmBg vvas ra ua y added dropW| se to a
suspensi on of 3'Rﬁ 'f’) 6@393"(7@9 A I (6 )
5 gt ol Al ko g

o‘ﬁq’w 1 whieE rlchiried @éﬁa ¥Rhagr eama\éeﬁla 5
fi e
3-1-[1-(3- h%%r
Ildﬂ’@lﬁat ISRt RFo p‘v']b filde Of
di net hyI f or mam glg: 24dve- 2652
di net hyl f g HFP

m xt ure vvas sTt roomte ure fdr % mnutes and

N- br onopr opyl ph(i h&l[3-ll‘3-ﬂe(1waﬁenaiddﬁdwllﬁhﬁmdvip)dpwﬂmthmma eact ed at room
tenperature forlR(LFlmmm") ure was_extracte

o e e R e e B e S e

- pi peri di nyl net (mrImlmsqowbaﬁmkémhnhﬁ)llbl%rféﬁflﬁspvﬂﬂwtmlnhwndel R(film [ERR])
1778, 1720. NVRUMBRRL), §)ERRDY3H, 1, I57Hz).705 1822*21né.EHHz)q260J%I-FIZ)3
3. 47 (2H02 s.(JH, qa-aaH(zmSOt(ZH 5 =lstdpy), SOQQZ%Z‘HJ#'Z) 6.5=68-0 Y8 mB- 7. 10 . (4H,
m), 7.6097.90 N-{308X1-(11Perhydroaz 1)at r hiEiener e produced by:
|repeating the a&guéog%sm 28 (%?dn%g_}'gmitab €1 opl ag%in@?(zw - LIHEE2.6 (4, (h), 3.6

l - Py™eol i di nyis.ei., m,el7}+p>hemo>«gl]+p:r Gy HIPHOR 42K, M, de7bz)p65 —SERRH, 675 mHg.
8 R(film [ERR]): 1780, 1720, 1603, 1590. N W%ERR]) 1.35 (3H, d.
f=6Hz), 13055 1 é&ﬁ aﬂ# [g );Pvrvz" 1prpeyigherory f°p‘/ *1 limiden, " ., 15 J=6Hz),
t.

- u—%ﬁ"‘ib-—z@ Pr2H! n?ﬁzfséHnH”&)J-ﬁ-lzﬁ%% 4, ¢ :
. _ ﬁi‘n J(=hHEiI sesuvdswl )rﬁ:t -L@qunom pr opyl ] pht hal i m de
M R(film ERR : 1772, 1710. NVR([ ERR] - 1. 30 d., J=THz,

RR) ) iy

§1. 25-1. 75’5(6H -[334 xvlp F%#E»)'lethz'lﬂi’sn%vlsmp(' PF“Z'G“'H‘F) 3.32 (11 H?
®q. . J=7Hz), ’Eh‘"‘é’ &%‘tﬁ‘:ﬁ g %2 (2H, t., J=6Hz), 6.60-7.90 (8H, m)..
W(iii) N[3- [3 [1 (1- Per hydroazepl nyl prebleyibd Bleipxy] propyl | pht hal i ni de 3
MNVR( CDCl 3, 8): (B A%o(ulibh oft2.6 gJot BHiFdroxyberizyl dlddhbl lm‘lg) ,mIZfdJBd(rTﬂﬂ)vlsquxldédesl@ yided

8> 60 (4H 4om pv@se@wmstlmng gnder ipevww to3 sygpensieh oft0 mefﬁpﬂé sod'umd) i of dry
: =Hz) , %0 Ifo ftzi ; tnoN_t m 1 ‘{fai-‘j‘"e'ﬂ:'é}rﬁ mmutes and :
T& |m| eact d ratu .

t r an

& et hyI ] phen
ydr&sJSZd lﬂ'ﬂulfﬁk T hd sél ,wag dieti <,4!H)ff Ei\c) the?resuﬁje(w'laH cnﬁtalhzeBZ\ZHZ)ther
- ¢f 90 (2H a5t tq afford 12§ g ofl NEI2-(3 Mrokvmethl/ﬁmgnwlpﬁoﬁll@ﬂ&ll@B!H m). 30 (v)

[3-[3-[ 1-(1 Melipg pinii8 henoxy] propyl ] phthalimde IR(film -
ERR]) 1780, 1§ E%(cﬁggd )[3% 'g%é;m)oagél%bgt J_7|6§J4‘dd"?2)l-r st 455-—477 t%ﬂiZJFL)
m)

' )! 90( —3!(4_
gb. 5- 7.

3 (a6 m : - :
3-[3- 1 3~61wre>s HvBahe mwlp)a d by ssplueq jn @@ m! of
RE i |[ m [ [ E'ﬂ? 0%% mlf gnyl fblfnpm%sqé ?%ﬁm Sh]ZbZ'ﬂ ?e rp1hhour The solvent was
led br reduced pressure, an e residue wa |ss ved in ether The solution was washed

twice with a §% aqueous solution of potassium carbonate, and then rinsed with water. The product was

55 dried over anhydrous sodium suifate, and the solvent was dlstﬂled off to afford 2.8 g of N-[3- {3-
_ {chloromethyl)phenoxylpropyllphthalimide as an oil.

NMR(CODCl,, 3): 2.17 (2H, m., J=7Hz), 3.79 (2H, t., J=7Hz), 4.01 (2H, t. J=7Hz), 4.49 (2H, s.).
6.6—7.3 (4H, m) 7.5—7.9 (4H, m)

60 (C)10g of N- [3-[3-{chloromethyl)phenoxylpropyilphthalimide and a solution of 0.5 g of 3-
. hydroxypyrrolldme in 5 ml of dry tetrahydrofuran were refluxed for 2 hours. The product was cooled.
and the precipitated salt was removed by filtration. The solvent was distilled off. The residue was
. separated and purified by TLC {developing solvent: chloroform/methanol=9/1) to afford 315 mg of N-
. [3-3-[1-{3-hydroxy)pyrrolidinylmethyllphenoxylpropyllphthalimide as an oil. .
. §5 IRtfitlm, cm™'): 3420, 1770, 1710. ,
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hyl sul f oxi de was added 40 dropwi se with stirring. under ice cool
pension of 0.88 g of 60% sodiumhydride in 5 m of dry

i hyl sul foxi de. After the addition R_QE‘ gture was stirred at rod
Jerature for 20 minutes, and 6 g of ronopr opyl pht hal i ni de was added

W@ xture vvasNME(@D’Clgda)at 7+-@0niSHemE3.52 (BHe s, Gr851(2H o K= suz)amc (20 t.NREGME), WEBS
igd. The bkt @Q/va%%‘ﬁﬂr'aétéﬁ—txﬁ {4He washed wi.th water, and dried -
z 4 a-Frhydr ous SBdPIPHGACTRPYIYs e RIRUg ‘t"‘()%i?"lfr ke "éa‘e%?‘?’ usigg, i "taH'é amines.

§d
: l[Jg (hidfg@;&%& %ﬁgﬁg@oxﬁ @%ﬁ%} %ﬁ%gr%yﬂpﬁhﬁ\/gﬁl ng point: [ERR|

[ ERR] ) NMBHADC,, 31 1 3—1.3 08H, nNVRG{—E:iR]ZH PERES)-2.2(485m|), ZsHse (@2H, s FBSIIH,
tt. JMHﬁ)S—ZLSW(rQH7%—FO 4H5m4. 7 (3H, m). 6.6-7.3 (4H, m),

. solution of 2.6 g of 3-hydroxybenzyl alcohol in 10 nl of dry
y ()

}-7.9

7. (4H, éﬁ

| th
N-f3- 13- (?‘yd”’*gﬁ ;S%. ééw‘aﬁ?%w F'f";ﬁﬁ' y §i' '%%Qtaveq 4>n3%%1mmpf
befizene, angog hi)Oﬂlb :onl:dﬂzmes wie RS fefluxed”
fof 1 hour. The sol vent was d| stilled off under reduced pressure and the

resi due was di o+ v v)p'rrtrre"ytmethv ce ith.a b
s B A A R B ANl
pr pduct was" ss “arv ed over an ous sodi um sulfate and t he. sol vent was -
diptilled off to afford 2.8 g of N- [PRodudtion Example 5

(chl or orret hyl )rﬁseqn zgé(érla ﬂv&hatml)dfeenawlmwvﬂwﬁthahNMR(\[VERR}sol ERRRPO nl of 7

(2H, ol, razip he ymixturg Iowgpv;gst t rgo
6. b-7 3 (4 % atur ogrggggéol n wf§63t ille Oﬁ’EQj-l e be‘él ssue ' Benzene ( mi) was’
N-{3-[3-(ch nggl.gm@ 1,) gge,@%y dq;ptﬁf.c oaﬁhlﬂm I mi de and a so ?Jttcr’ f)hr? rg?'du(f gnd the
3-1hydroxypyr r ahé esiveat was distitibd 6ff, asti tie tesiduarhystislflet undenreduesd @édsureedlaffood 1:27 g
hoirs. THE @f @tﬂ:dtprmgmwwrhefﬂphea)vmlptqn@avpmec| pitated salt ‘was renoved by
fifxration. %° N’%‘ﬂf ? P2P<B™B¥t . The resi-due was separated and
purified by TL el pT 1156S9L¥q8H - m. ehoantﬂatzrm—%éxert Qn)afzfébr(QH?‘tlS
nglof N- [ 33L&k ﬁtﬁVdﬂ@@@Wﬁ:thﬁlzﬂﬁ b lannxy] propyl I'pht hali m de
asf{an oils¢ 65 The folldﬁ(lrig kcompdunéRjwvere Brddited :Iﬂ/?ﬁapeélt?‘lﬁ&he Zbove rd@CRh G0y suitable
NVR([ ERR], piRRfimide gonpogndy. (8H, m ), 3.52 (2H, s.), 3.85 (2H, t., J=6Hz),
4.90 (2H t.. JrRHa)a. [maprr;tmnmt,yup@empeprummm) 7.5-7.9 (4H, m). The
foll owm ng conpoynd3oware g2 In the same way as in step (C) using

suilt abl e sam neéﬂ(fﬂﬁ1 cm™"): 34Q

o R BT ey o

mj), 3.56 (2H, (@ 3i3- [3-(WI*myl)BthyI]pﬁerﬁi‘ﬂbmpyﬁarﬁng 3 (4H m), 7.5-8.0 (4H,

m). 10 4 (IIHR()llrrNc&'B‘-):[ EB{O 329@, 3609 d1rE94y ) pi peri din I met hyl ] _

phkenoxy] pr o ¥| INM(ERE g IHZ)[ 70 18t m.h {94142 H, a.pJ-06H2). 2. 6#?55

m), 3.44 (l% Hm )b?r?édzé 5 ~‘=§HHB B HI H.dy = ’84(02 Rl tndoHg. 9@5(‘f|=13° f4H.

Jg7Hz 4.02 x i 7.6-7. 4H, m i

N[ 3- %3 Led- (4( ﬁ'&*a%&& %‘ﬂzg& p'@p?rpﬁe"% Mbl?tyédr?oiey] propy! | pﬁu ol | e 15

Ngfn( [ERR], m% A(CaCiS 3. QY Bk tm%SHzrzm—zz O (8101, h2)—2.3 144, (1), @71 (318 rab
H

(4H s.), H Je6H2)g88rph4 @H o) (2H, t., J=7Hz), 6.6-7.3 (4H, m),

679(4"' mu)lsédcﬂrdﬂﬂ L?thh 1
NH[ 3- [ 3- (6d-- pi péﬁ(haﬂf@&%ﬁ%ﬁdﬁ nmgmprtﬁ)%y gﬂprﬁ%vallmn'{‘%e was di ssol ved in
0O m of 20 ethanol, and 46.2 m  of hydra2| ne hydrate was added. The

xture was al I(‘dlsi_ﬁe@ ttd’es‘wanazear\vlmumqhemwp@pua@w or' 1 hour. The sol vent '
s distilled ' e e )= ?ﬁ
| | oned 5py(2q1|zeog Egges @L%%Jgéq:,%ﬁéfghﬁzr g?%ﬁﬁﬂ(iééqm ;ﬂ mz\@z &H S) 402
rdsi due, and the insoluble matter was renoved by filtration. The sol vent

s distilled cﬁrf;i [&hﬂ([?tﬂénqelmdgnpmwmhydpm\oivlpe@vlander reduced pr essure to
affford 137g yl net hyl oxyl p ne ing -
R Tl o A LR QR BENS J_er.wtsaryH &, a3 ! s

{vii) 3-[3-[1 (4-Hydroxy)prpendrnylmethyl]phenoxy]propylamme '

IR{film, cm™"): 3360, 1605, 1590,

NMRI(CDCI,, 8): 1.6—2.5 (11H, m.}, 26—29(2H m.), 2.09 (2H, t J=6Hz), 3.44 (2H s). 3.6
65 (1H, m.), 4.01 (2H t., J=6Hz), 6.7—7.5 (4H, m.).
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3360, 1803, 1585.

gma-. . o . s e et e e e e TN s TR LT VL Y SRR bl R

NVR([ERR], [ERR]): 1.30-1.70 (6H m), 1.95 (2H, q., J=6Hz), 2.23-2.62 (6
m), 2.90 (2H, t., J=6Hz), 3.42 (2H, s.), 3.99 (2H t., J=6Hz), 6.6Q.7.

(4H, m). 30 The foll owi ng' conpounds were produced by repeat
above reaction using suitable phthalggedesgemounds. (i) N-[3-13-]
-Pyrrolidinyl)ethyl]phenoxy] propylamne b.p. 170-176C/ 2 mmHg. 35
N film [ERRVii 34 1-(&Bmoxv)psmldmmm(vﬂ]Emvalp[r@m]n)ne 1 36 (3H d J:6Hz),

1.55-2. 15 (8Hﬁ(fm?) m~%): 3360, 7160A.H 59 { g . O,
J=6HA_ 4 %212 p 6)JL§§_|£ d6J6=GHz;) 33—(34% 14,1;”n) f,og)(zH t J—6Hz) 4.37(1H, mJ),
3- [3 [15 WP'ER ﬂ)lgé Qg’ h%%rb&dalx&h@ﬁ&?&)’rlé}mwﬂ @l’%é?ﬁloﬂpcontamm% B‘ef éan'{Bo &Fgf)the
3340, 329@resekHientbaPe gived % [ ERR] ) : d., =7Hz), 1.35-1.70
(8H, m), 194(2H q., J6Hz) 221255(4H m) 2.91 (2H t., J=6Hz),
3.32 (1H, q. . 7Hz) 4.02 (2H t., JE@®mPe AG. 65-7.30 (4H, m). (iii)

3360, 3860 hﬂﬁﬁt{sgﬂ’ﬁ‘ﬁ BB ST 210 M ol G

2.2-2.7 (4H, m), 2.7-3.1 (3H, praskriptién Q2 (saHng&abueﬂJ 6Hz), 6.6-7.4 (4H, m)
(iv) 3-[3-[1-(3-Hydroxy)pyrrolidinyl methyl]phenoxy] pro yl am ne 50

| R(fil [ERR]): 3320, 1600, 1580. (v) 3-13- tablet .
1- Per hy r oazepi nyl am ne ]): 3360, 3280.
NVR([ERR], [ERR]): ]pzojmx Eﬁfm,ae4 2.8 (4H, m), 2.90 (2H, t.,

J=7Hz), 3.58 (2H, Sh\adroc ofide 55 (2H t., J=6Hz), 6.6-750 (4H, m). (vi)
3-[3-[1 -(3-Hydroxy erl di nyl net hyl ] phenoxy] propyl &i2ne I R(film cntl):
RR| tlﬁq]%“ 1.6 (4H, m), 1. 7‘0296 (9H, m), 2.88

'EFF 2"" YA H m), 60 4.009(2H, t., J=6Hz),

6.7-7.3 (4H, m). (M'abr)esnum stearate 1 '

3-13-11- (4- Hydr oxy ﬁ%ﬂ%ﬁ%ﬁjﬂﬁh&ﬁﬁ;ﬂﬂWRﬁllm [ ERR]):

3360, PB05, 1590. NVR([ERR], [ERR]): (11H 900 mg6-2.9 (2H, m),

2.09Q (2H, t., J=6Hz), 3.44 (2H"fe§°")’“°'3178 ‘6%0 matepleth, %g/taﬂle (2H, t, J=6Hz),

6.7-7.5 (4H, m). 25 0024 510 (viii)

3-13- [1 1- (3- Hydr oxN){@.yg-(1od>.b5hdn,y|ln-]ee{yhyI ] phenoxy] pr opyl a mne | R(film

[ ERR] ) #3360, 1600, ptieb@&]profyiRicetab¥vhcetyrli®y] ) : 1.35 (3H, d., J=7Hz), 1.7-3.3

(14H, m), 402(2|—hvdtf°°h'00<496Hz) 4.3 (1H, m), 6-7.3 { m) 5

Exanpl es of the pro §°§Fon of pharmaceutical preparati containing the

conpound of the pr eggacgmlc%g,gmemmcgn@osgl ven bel ow. Exajgle A Tablets:- 10

Tabl et $5each cont ai maieig 50 ng or 100 ng of the active conpound are prepared

as foll ows: Prescrlmagrcﬁalums&ea(’%i) ng tablet) ng/tablet 16 N-[3- [3-(1

- Pi peri di nyl net hyl ) PENOXY [ Pr Opyl ] acet oxyaceta m dez(gy(gr ochl ori de

50 Lactose

Starch <o 44,8 Cal ci um car boxynet hlyl
cel | ul ose Crystals " N-{3- [3-{‘!L-Blperldmylmethyl)phenoxy]propyl]acetoxyacetamld hydrochloride
pulverized to less than 70 microns, and lactose and starch are added, followed by thorough mixing. A
10% starch paste was added to the mixed powder, and they were mixed with stirring to prepare
granules After dry granulatlon the particle size of the granules was maintained uniform at about 840
45 microns. Talc and magnesium stearate were mixed with the granules and tablets were produced from
the granules

(2H, t., J=6Hz),

: ‘Example B
Capsules:—
s0 : Prescnptlon 2 (50 mg capsule) :
- mg/capsule
N-[3-[3-(1-Piperidinylmethyl)
: phenoxy]propyl]acetoxyacetamlde
55 ' hydrochioride _ - 50
- Starch ' _ : 30
Lactose : _ 27.8
Magnesium stearate _ _ 2.2
60 ' . . 110.0 mg

N-[3-[3-(1-Piperidinylrheth?l)phenoxy]propYI]acetoxyacetamide . hydrochloride. was finely
pulverized, and starch, lactose and magnesium stearate was added to the pulverized product. They
65 were mixed well, and the mixture was-filled into.No. 5 capsules.
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2 Magne5| um st earate
3 : 200.0 ng
X r| ption 1-b (100 ng tabl et) rrg/tab et -[3'—( 1 - Pi peridinyl et hyl )
' phenoxyl propyl ] ace09% 96&13 m de hydrochl ori de
Lact osela,ms - 42.2 Starch
‘Cal ci.um car boxynet hyl cel | ul ose 10 35
1. A phenoxypropylamine derivative of the following gerprajfaymeiei um st ear at e

DONMY My 40 COrystals N-[3-[3-[ |
goeri dgl met hyl ) phegoxy] pr opy t oxyacet am' de hydrochloride are
pverized to | ess than2®Q nicrghs d lactose and stlirch are added, (1)
f &'l owed by thorough i xi niN—OM 109% st arwmﬁﬁr%“'ﬁaﬁéﬁuo the m xed
pdider, and they were mi y€d vl th stirring to prepare granules. After dry
anul at’?on the parti &e si Z& of the granul es was mai ntai ned uniform at

o 220 S LS B AR M 501 ek ok @f%' %

hydroxymethyl group, and R, represents a hyd?digéﬁ GfdnPbri aQgroup fa@uﬁa-pa Jn which
j/ capsu¥ eR\rep@sqris analkﬂrpmtdmyab e Blpatbpn pleerso reo ¢ritne bydingeaceeranT ee
amino, mono- 'Tﬁ/'allkﬁ ypdo 6 carbon atoms in the yl group, hydroxyalkylamlno cﬁep to 6
slarch carbon atoms in tHe alkyl group aIkanoylamnno of upto 6 caww % alkanoyl group, hydroxyl,
] koxy of up to 6 carbon atoms, alkanoyloxy of up to ar B enoxy mono- or di-
27. 8 Wgneﬁéléﬁﬁbﬁx abdhk@loxy or mono- or di-halobenzoyloxy group, rovnso that when R,

1 0 0 mgo Nrepdsdrite & hidredeinpedrh,cthayrlorart hyl ) phenoxy] propyl ] acet oxyacet am de
drochl ori de was finely pulverized, anB, starch, |actose and nagnesi um
earate was added to the pul verized proﬁuct. They 65 were m xed well, and
e mxture was filled into No. 5 capsm es. 26 0024 510 Clainms 1. A
henoxyps opyl am ne derivative of the fol |ﬁWI ng general fornula [ ERR]

erein [ERR] represents a hydrogen atom or a net hyl or ethyl group, [ERR]
dLERR] {sa@ehhehsuibsitived 1ldyre@inyadisyd; ane aga®itierddavi ng 4 to 7 carbon atons
i ch may be @pA @mmbind sodrding tutleidh bywhardny/theawoidty or hydr oxynet hyl group,
'd R4 gepresents a hydrogen atomor a grpup of the fornula [ERR] in which
p [ERR] represents an al kyl ene group of/pr to 6 carbon atons, and Z
epresents a hydrogen atom or an am neN nono- or di-alkylamno of up to 6
Arbon atoms in the al kyl group, hydr oxyal kyl anino of up to 6 carbon atons
n the gl kyl group, al kanoylam no of up t® 6 carbon-atoms in the al kanoyl
oup, hydree¥dnts &l1lpediaofy 81 -biBerfIinG PEOR WAL iRy ba iRyl RKstitbd upathodréxyu
ar bon at ogmyp.phenoxy, nono- or di- hal ophenoxy, benzoyl oxy or nono-

- hal obenzoy|3o»%yccg'noem:;I acgprding th elaipy buyhetein Rareprapeats § PRIRYledor epv'e'eem@ a
ydr ogen, at O d ing to :lalm 1 wherein Z represents a ltwldrogen atom, a?] ammo| group, a
ERR] is n@-—-@ zla’lkﬁi%?é mu Eci ah&rﬁ?ﬁgu armoprog? 3" aqe ya dnogro%lﬂ? yf%oxyego?up a

5 A compound accordmg to claim 1 wherem the monety

gm'

'_‘:TQ.OD_'O_‘HQJ

45 _ _ /

50 represents a 1-pyrrolidinyl or 1-piperidinyl group. _
6. A compound according to claim 1 wherein the moiety

. : R,
55 o | " —CH—N

R, o R,

represents a 1-(pyrrolidinyl} ethyl or 1-piperidinyimethyl group.
60 7. A compound according to claim 1 wherein R, represents a hydrogen atom or a methyl,
; . hydroxyethylarminoethyl, hydroxymethyl, methoxymethyl ethoxymethyl acetoxymethyl or
! . propionyloxymethyl group. '
- 8. A compound accordmg to claim 1 wherein R, represents a hydroxymethyl or acetoxymethyl
group.
65 9 A compound accordlng to clatm 1 which is N-[3-[3-[1 -(1-pyrrohdlnyl)ethyl]phenoxy]propyl]-
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2. A conpound according to claim1l wherein the noiety 30 [ERR] 35
‘represents a 1 -pyrrolidinyl or 1 -piperidinyl group which may b
optionally substituted by a hydroxyl group. 3. A conpound accord
claim1l wherein [ERR] represents a Q2451 or ethyl ene group.

conpound ere nts.,a h en m an
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al kan' @ﬁ?ﬁa?ﬂi@u di-[353- I Meﬂwlhlhemhxvlgrobﬂlhsldr&tv%eia rl@-lsllat(hepnﬁs%ﬁ&ly

[ ERR] 50 e P:n Vﬂa p 3d‘r -piperiginyimetalilinke nmaroxﬁacea). mai2lind

afﬁ;{ din oi( ]g;ogvl Eoi eyo!azepl lmeg\lﬁ)yc)giiigu d?% g%yffga%'tgﬁgnyl ).
“ar-sa

claim1 wher ei.m B’AmﬁcﬂﬂBQS&m a: éwﬁl.r og\mha&% 8- I -

hydroxS?etahytbzemmmué\yt l,ts smdfgoxyrret hyl, meth ogyrre E&HM meetﬂhygﬁhenoxy ery”

acet oxymet hyF2 ’bF hh whe fdavms 18to i (m) amleh ambmlndlaggwtto
0| ati

gl ala\m 1 ‘W%Fe %o%jnacﬁ'\%tng lll I Sﬁw 'Ebgség@ medg:‘rl?glg:rrr:g;hg%pz 05
N3 [3 [ [nion(aaemmberdwv bRUBY SHeFdeteARM ty reuhing 3 DBl IR de.
N-[ 3-[3-[1-(3-hydroxy) pi peridi nyI rret hyl]phenoxy] propy?] formam de, or a salt
of any one of these gonpounds. A conmpound according to claiml which is
N-[3-] 3- [1-(1-pyrro|i€ﬁqul)eth enoxyl propyl]- acetamn de, : :
N-[ 3-[8-[ 1- (1- pyrrol i di nN-aetfiyl [ phenoxghiprapychboxyacet ani de, (1
N-[3-(3-1-piperidiny Rla)phenoxy]propyl]acetamde N-[3-[3-(1 '

- pi peri di nyl net hyl )ph%noxy] propyl ] hydroxyacetam de, N-[3-[3-( 1 :
- pi per i diwhgleiek i analrg RAXE] dakikaYh Lt F Y18 pak AV ddfvative i 3c£r§o‘:¢%liclacid of the
- pi perasdiferyiutaet hyT ) phen- oxy] propyl ] met hoxyacet am de, N :
- per hydr oazepi nyl net hyI )phenoxy] propBrJ,-]—Clb)y)ﬂr oxyacet am de or a sal t o) any
accor m 1 Whl fed
IB [

' one@ tRgSSin &0 ourc]-‘.ns
v IR Rt SR nivﬁg;fqmsﬂ el
salt. 33.2carlﬁ9nC£tBﬁ§) zopoRP b ﬁhgn&cbr%lﬂb{al%ﬁzog it Qa; e déﬂg ﬁé
ant i - ul ceesiredjeotvertii@ the/requithgasspbid ¢ farehuli (ngmb sattRdreRfy Pr opy | am ne
derivatiye df- 'f\@quﬁsém duéesthelpbefdevmomdamlrmdbnvaJWEsméfqrm{ulEmQ]escrmpd nstahs a

hydr ogen; a‘g;?,-s;ﬁﬁ AE Siﬁ;emsah[jg BRI AIITLR %}’ Frmpa R iwhich ﬁsnsa@waimﬂl

and Z sk it 5RI Salk RGBS BP o 6] & Hatind He %,T' %@&E X
to 6.car xoms aﬁt@ﬁ%agy d?efﬁlﬁy oﬂkﬂ;gha&ﬁﬂ rbRy GRUE- oers 2 ? Eﬂilk@ %p":o a ca'%
i ts sal t derivitive of ttheer foreda by reacting a conpound of t he forrrul a [

wherein [ERR], [ERR] and [ERR] are as defined in claiml1, or its reactlve

derivgpive V\nthacarboxyll acid of gAhe 25fornu|a[ERR] wherein R4,
represents a hydrogen atom%%ou the formula [ERR] in which £ ER]
is as defined in claim1 and | epresentgy t he groups defined in m 1

for synbol Z excepting al kano of up to 6 30 carbon atons, benzoyl oxy E
and mgpo- or di - hal obenzoyl'i’zxy gr or its reactive. derlvatlve and if |

desi r ed ot i £ nd, of forrm a salt l
t her eof . &ﬁyﬁ/ﬁ pﬁrlgaggts}g ¥ o?gJJE)%f'h%glcﬁ{;mﬁﬁé'v 'tBhaeglr(g am'd%yé g%r‘“'ﬁe&&'é 7Bt ves of

formula (1) described in claim1, wherein R4jrepresents a hydrogen atom or
a groyp of the fornula [ERR]—CHB—EHJ—GOHI—ERR]—U:—S—RQS defined- in claiml and Z
represents a hydrogen atom a nono- or di-al kyI amno of up to 6 car bdM! \

-at ors | nwhelgin R,; represents a hydrogen atom or a group of the formula —R s—Z, in which R, is as defmed in
claim 1 and Z, represents a hydrogen atom, a mono- or dl-alkylammo of up t0 6 carbon atoms in the '
alkyl group, alkanoylamino of up to 6 carbon atoms in the alkanoyl group, alkoxy of up to 6 carbon i
s5 atoms, phenoxy or mono- or di-halophenoxy group, and X, represents an acid residue, and if desired -
converting the resulting compound of formula (1) into a salt thereof.
15. A process for producing the phenoxypropylamine derivative of formula (1} described in claim 1,
wherein R, and R, are as defined in claim 1, R, represents a hydrogen atom or a group of the formula
—R;—Z i m whlch R is as defined in claim 1 and Z represents the groups defined in claim 1 excepting
60 ammo alkanoyloxy of up to 6 carbon atoms, benzoyloxy and mono- or di-halobenzoyloxy groups, or its
salt, charactenzed by reactlng a compound of the formula
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kyl group, al kanoylam no of up to 6 carbon atons in the al kanoyl -

p, al koxy of up to 6 carbon atons, phenoxy or nono- or di-hal ophen

ip, or its salt, characterl zed byormts-]rm a phenol derivative of

| a 40 _ [ERR] (1V) 45 wherein [ERR], [

* [ERR] are as defined in Nn 1, with a propylamde derrvatrve of

qul a [ ERR] wherein [ERR] | gsents a hydrogen om or a group- of: t(h,e

la [ERR] in which [E s a %eéi n_g'tg_‘ _,@_é Jrand Z2 represents a
oyep .atom a rron(‘i'eN‘z di - al kyl am up @ carBon atons in the

yl gr6efl, al kanoyl amigo of up to 6 carbon atoms in the al kanoyl group,

toxy of up to 6 carbon k5 atom; phenoxy or nono- or di-hal ophenoxy

aibup, and’vlgre' ﬁ wd 5?% eetRi2 hrdreResiatase ot guep tof Hy foimula
T@ul tipg pgmg no! G 3|2} % ttoc?u}gb ?’Fs ﬁg?%%’?”pf ined for F’BE' clpigy

foduci ng dehmyiehe mwm@w RpBEhdCa T thy r’nM Tormrd' <t Prdd "r°l S A"
aim 1, wherein R2 and R3 are as defined in clarml R4 represents a

drogen atomor a group of t he for mul Hel-RRBalZ |n which R5 is as ‘definedllin

ai m 1 ﬁ%eg I‘ﬁp \Fre ssa ear lF(qu eS rcgiefl Oled J n m i eXCErFtI n9,8Q,&m no.
g S e B hishk pani
- hal oberaasrmgiheg re3lifsg cd?ﬁpduﬁ@oﬁﬁl’rﬁulaﬂ ﬁf@-@fsﬁf {héf%f by reéac und
the f or mul &8. @aorQ@ssforrﬁ@@xdﬁi&e[pﬁRﬁkvawlaeine dpfRie dfﬁ)nﬂ&laﬂﬁcidsﬁfbdd Inrtlai}h aj m
e e
|ch [ ,‘ffg\;'i 5{;& @F Yi9&¥ Phed
% epms?rggﬁaﬁanoe” noyr oxy °°"f"°°ﬂB mg) e TkEon
ey o- benzoyl oxy groyps, with a conpound
the formul a [ ERR] %erer n represents a |in&ar al kyl ene group -
ving £ to 7 carbon ato Ty be.-eRiisnal &y st udgd by a (v
droxyl or hydroxynethy grpup and Hel r%pr@sent?s a hal 8gen atom and if
sired converting thesesul®jng conpound-of formula (1) into a salt
thereof. 16. A process for producing the phenoxypropyl anine derivative of
or nul a%( I"ﬁheffé‘sgf Rt and Rg |agg #/ defingghiardtaim T mig)a saspmourcheft e forgeldup of t he
ormula [ERR] in which [ERR] is as defifec qirn claim1l1, and Z 20 represgats -
al koxy of up to 6 carbon atons, al kadoylPoxy of up to 6 carbon atons,
nzoyl oxywhereim®vepresentscin-aiiql g}bl&ﬂdf@ly @8 gargoroatpms,@hd K| @pRadnts anCaeri rabidul d:rZaEd
by reactsi fgroaxvioapid @hihedPrmuiee formul a [ERR] 30 wherein [ERR], [ERR], [ERR]
and [ERR] are as defined in cI ar m 1, \ﬂsﬂﬁ?OQHcorrpound of t he forrrul a [EFQR]
fherei n [ERRlernrﬁpr St2sen Sn%ﬁ'(yl of cargot?'l aQom hetnol e Car 7 a? ro
/€D eSeNt o fueieriCoth s shdl H Sesyidh caw fa\@ Shoy| %tTh
(;X) whesoei n [ ERR pré sy fe5ReHuSing the dhéib pyIHﬁu ﬁ@r wanas Om?escri&b&iﬂy: airfll,
fono- or ovhetsid Bpl'eereyéntga(y:qmp afithe toernule&eﬂsr—%mdmm/m is\ag defined in tlaediand &
convertin nrmntﬁesammn tfﬂ‘dlao'fmfooldm ca(f‘P ﬁ“ﬂt‘%‘“ah Vtng'he etsgxyaliayh-
17, Apr% 8 ec@ e e @IC o HPREI"
|) deseri e[r sen group o “Fhe formul a
ERR] in Wmch [ERR] |s as defrne in clarml and Z represents an-anino,
tono- or di-al kyl am r@g of up to. #dr bon atons in the al kyl group,
0

PO O TOT

br synbol % n c ar m

e a anoy

hydr oxyal kyl - am no to 6 _cexbaq atons in the al kyl group or (X1)
al kanoyam no group of upNt—j}H car bon " @-Ghip—Fhip,-tCHig -tk ayr oup, or its
salt, characterized b eac |ng a conpound of the fornula 50

ERR] wherein [ ERR], "BERR], BERR] and [ERR] are as defined inclaim1l and
| represgilehm AR, ﬁ'ah Qﬂl@'ﬁ e QU berMed I ciiim REhd¥al ﬂiprer%&\t; ;‘ﬁ‘alég@h %hﬁw[tlEBﬂmme of

55 the formula
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60 : o : R,o
wherein R, and R,,, independently from each other, represent a hydrogen atom or an alkyl group of up
to 6 carbon atoms, or one of Ry and R,, represents a hydrogen atom and the other represents a

hydroxyalkyl of up to 6 carbon atoms or alkanoyl group of up to 6 carbon atoms, and if desired
.65 converting the resulting compound of formula (l) into a salt thereof.
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60 wherein [ERR] and [ERR] independently from each other, repres
hydr ogen atom or an al kyl group Of'ﬁ?)};ﬁsq carbon atons, or on
cand [ERR] represents a hydrogen ato tHe ot her represents
hydr oxyal kyl 1®f Auphatraacgutizal loanpaattionrscooiprisithd< an plydrmge tigaino feffeiqlivé af 1 ale
at os, arsgmpgunggstordiny tg3meane wEeiaing ( 1o hb apdgpiarmasgutizelivaocapthbisfcafrier avdileent, |
into a salt thereof. 29 0024 510 18. A pharnmaceutical conposition

. ,conprigi Rgtestameripiceuti cal |y effective anount of a conpound according
< any one of clal e h I ceptable carrier or

Bk x%%rL la:l'rur;l‘ Deri}lggﬂ%efﬁlgg{dgﬁ‘ggg{éﬁe%% 'F%em%f;

diJuent. 5 Paten spruche Xy am n-Derivat der folgenden

al'i gengjshen Fornel io <~R2 , _
0. N-% | %%-mzc-R4'R3'_5wo n'Rein
Wasser st of f at om oder ei yRROver Et_’hy' r__%gp%g% leutet; R2 und RG!
‘zusamen ei ne Iinesarezél«'ﬂyvi’éngruppe AP Bles 72 REBTEn%t of f at onen bi | den
di-e gegebenenfalls dlﬁs ei ge Hydroxyl - oder Hydroxynet hyl gruppe
sutsti,tsui ert sin kann;® und R4 ein Wasser st of f at-om oder eine G uppe der
For mel™ - Read RPES Qb &t storRint 8ueRind Metr§i- Ber AlrihBpEbddBREL; A] dnd!H, Susakfn Uie
ei nschl i ehedtel MkyidngKppd Ait-4 GO 7 Kohlehadfrattienddiledr, did gegeBeddorali€dutch eine Hydroxyl-
Wasser st oddr dtydmaarahyigrinpe sarstiwest, sifvikano: unstiBy eiiV¥dskeysteffeitgrn gdersine Griuppebdes zu
.
[

R R Dl ks

Hydr oxyl g iOX B KBhibnsRiffatofen i dr RIKEWOYIA! iEB1S £0nb 3InSdMERIich 6
Al kanoy| e¥perstdifataivinzAlkanogoi mis bialzis @Bl einichBefiich b dnsitatdifatoosa P he g Nxsyo-
Mono- odeger Ditteitigenpiaqshre risrzpyloBesdep vihe Mpnorchder Bihalegehbaneoylayyasyppe steht, mit der
Di hal 8§eM3BerPsydaBy Ygp Bpein Waskirstofiqtem fadeuses. deyMalskitlte! 4aB  wenn R ein
Wasser st of f at om bedeutet, der Ml eklultgil R2 -N 30 R3 nicht fO eine
unsubstituierte 1-Pyrrolidinylgruppe §Xe’ht; und ein Salz davon. 2.

Ver bi ndung nach Anspruch 1, dadurch—g,ekennzei chnet, dai & der Ml ekulteil 35
R2 --®0 40 AN | R3 eine S

1- P\yp’r ol i di nyl oder 1-Piperidi nyl gruppe Bedeutet, die gegebenenfalls durch.

ei ne Hy dg;oueyh O5iMP Rsubitidrte! HpGtdiaRfsdlodedReht: cha ESRE BEKAY nach Anspruch 1,
dadur ch dgﬁenna'@inameﬁu ach OG> éléa‘g.?r&%&ékﬁi}:é&chr@eﬂ%s Eﬁﬂgﬁﬁﬂmeiﬂ5 gr uppe
bedeuvet. 4. Verfahren nach Anspruch 1, dadurch' gekennzeichnet, da3& Z ein

Wasser st of fat om ei ne Ami no- gruppe, eife Mono- oder Di nethyl am nogruppe,
ei ne Hydroxyet hyl am nogruppe, eine Aﬁe{yl am no- gruppe, eine
Hydr oxyl gruppe, eine C,-C2-Al koxygruppe oder eine C2-C3-Al kanoyl oxygruppe
be- demtet. so 5. Verfahren nach spruch 1, dadurch gekennzeichnet,
dag der Molekulteil R2 -N R3 eine 1-Pyrrolidinyloder 1-Piperidinyl gruppe
bedeut et #ing 1-F 'li:?nﬂ’ilgg'f@ ‘Rigetirinasyppe brdeptet,dis) gpdehengafiinfiy el oipm Eydroygruppeier
Mol ekd t el F 36‘ er@%dung nach Anspruch 1, dadurch gekennzeichnet, daR Ry eine Methylen- oder Ethylen-
45 gruppe bedeutet. N : :
4, Verfahren nach Anspruch 1, dadurch gekennzeichnet, daf Z ein Wasserstoffatom, eine Amino-

gruppe, eine Mono- oder Dimethylaminogruppe, eine Hydroxyethylaminogruppe, eine Acetylamino-
" gruppe, eine Hydroxylgruppe, eine C,—C,-Alkoxygruppe oder eine C,—C,-Alkanoyloxygruppe be- -

deutet. . .
50 5. Verfahren nach Anspruch 1, dadurch gekennzeichnet, daR der Molekiilteil \
o | y S
. ' —N
55 L S N
. RS

eine 1-Pyrrolidinylode‘r 1-Piperidinylgruppe bedeutet. . _
6. Verbindung nach Anspruch 1, dadurch gekennzeichnet, daR® der Molekiilteil -
60 - : _ _ o

R, R, C —

T L
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R3 30 0024 510 Ifr

eine 1-(Pyrrolidinyl)-ethyl- oder 1-Piperidinylnethylgruppe

il V 7. Verbi ndung nach. Anspruc
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Asser st26f f at om oder di e G uppe -R5--Z bedeutet, worin R5 die in Anspruch 1
gé@ene Bedeut ung bes‘;‘tzt und Z in Anspruch 1 gegebene Bedeut ung
si-tzt, mt der Ausnaham\von AI- oyloxy mt bis zu und einschliellich 6 = .
hl enst of f at omen, Benzoy! exgH bNR—ChiteCHpR B Otlen- benzoyl oxygr ULE
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Fqrmel 25 NNCH - Rs O'C H2-C 2-C 2 - H2NH2 30 RB worin Rl, R2 und R3
dile in Anspruch 1 gegebenen Bedeut ungen besitzen,” oder ihr reaktives

grivat m yorihR,SR, PG R@k%ﬂ%pﬂkﬁ1@€§eb5@’n@ﬁeﬂ%em&en oder ihr reaktives Derivat mit

% wori rvs Relder darbowdiaeedes Foffeat om oder ei ne G uppe der Fornel -R5-Z7Z1
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Deri vat uanbnaa mder@l@pﬂadgentanzoyh&}gh&pw ederitrerh eéuiticio Ddevabumdungxndsegeﬁmenel

(1) in ihrfaafie eqtstahpndererbindyng VerrFfoarmléh iry iy Spig Ugertihrtyn
il

e U

Anspruch 45|s iu groRbeneR! dmhmmofhwdnzﬁ det ddkyldrubpd, cige mkmmamgmﬁﬁeahmms zu
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Al koxygruppe mt bis zu und ei n-. schlie wch 6 Kohl enstoffatonen ei ne

Phenoxyoder Mono- -oder Di hal phenox pe steht, oder eines Sal zes
dessel ben, dadurch gekennze| chn s '_Phenol derivat der For mel" %0 -
RKIJIZ gK(IV) NCH /d}r |
' worm R,. R, und R; die in Anspruch 1 gegebenen Bedeutungen besitzen, mit einem Pr0pylam|dder|vat :
der Formel . .
60 - : .
' 0
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o | ]
X,—CH,—CH,—CH,—NH—C—R,,

65 -worin R, ein Wasserstoffatom oder eine Gruppe der Formel —R;—Z, bedeutet, in der R die in An-
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R/ R worin R, R2 und R3 die in Anspruch 1 gegebenen Bedeutungen
‘ beS| tzen, mt einem Propylam dderivat der Fornel 60 O : (@)
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or uppe, m._ts r6pp§l$téuﬂ n@XP&ﬁJHSaﬂre dsﬁlfbd@ut hrh@i!ﬁh eﬁtﬁﬁﬂhfhnfaﬂs Gf@éntstehende Verb.y :
WAl kanoy! ﬁuptplaag der ﬁr&mﬂl dﬂo quqoeavommbtbfusrtzu und e| nschl [ e i ch 6
Kohl enSt Lat @ié: § ﬁérh ? ﬂg eb p:é&onedn-gsz ﬁ@j asser ff(z:a?o/:i%r;?:
fgr uppe ste to ort %t CEE "%ﬁ;ﬁ gl besi ine

gew unschie hieh ennaeﬁq Rnarity do QMSEE G il Bie 61 Hnaset
davon Qberf LH&ﬁlieBh 6 Réplehs mamUBeIHGVIGiye luhdii mgpnee sder Dlhalogenbenzoyloxygruppen steht,
Phenoxypr opyddaneinesDégiies alesseltien. Wﬂabekemr)zelnlmh daf spnLedte Vierbinduing weREormeid R3*
die in Anspruch 1 gegebenen Definit en besitzen, R4 ein Wasserstoffatom °
oder sinejy; Guppe der Fornel -R5-7 ut et. in der R dpe in Anspruch 1
gegebene Bedeutung besitzt und Z die in Anspruch 1l definierten (V1)
8G uppen it Ausnahme von ArpNeGH Al kanoyl OxyCHhg-CHT e 7HTfa Red n-
Bschliealich 6 Kohl enstoffato , Benzoyl oxy- und Mono- oder :
D hal ogenpenzoyl oxygruppen st _ oder eines Sal zes dessel ben, dadurch
goekennzei ChR@din RJGRIMARRpREN S gyﬁbmerﬂaélgur@&fesﬁﬂﬁm &ih Wasserstoffatom oder eine Gruppe
1) H2N- CH der Formel —Rs—Z0bédeutdt, GHddEHR, 2ieNh-ADsdch ﬂ@egﬁbeneanaputdmgahatmnAﬁs fir witeh
1 gegebene [Gaehper gight iiesin tAnsprughd! f JaPyinhnl £ slefiniqriywprdens mi *E“%@"G"wdpg)é\l-
e For e o T A T RepFUER Sy D hoomn
Bedeut ung hate oha Y23PPY _ ?1 en die in Anspruch 1 fOr das
Synbol  Z definiert V\,urden mt Ausnahrra-lal.oa _Am,lno Al - kanoyl oxy mt bi sivau
nd ei nschlieilich 6 Kohl enstoffatonen Benzo | oxy- und Mono- oder

Di hathbgen-  3rin8g 2o | 'rem fippeit 4é’|'sn7e'F°NPé‘F‘B ytetrdp ebﬂzfnfal%d
i vorto e e A ﬁz?évngi%'" S
pedeut et, die Q%#é\% rivats der Formel () nach Anspruch 1,
abder . Hydroxwaahm)(bgémmeauh&imélwe;-t-z B&leﬂteka’fﬂhrﬁ aid it spfuch 1 @edebene Bedeutung
al ogenat omhst @it Z fip mBeABDXVGMp ew@ngg hn@ﬁhsdhll@hm %Kelﬂttngmé‘hfeme@ eWr%aani

Bt “For o (arupor PR 2 Spsoti grstofigtomensyzl
Bicc Phenoxy 7 E pEerey oo P By 93o9bgE S PRSP e R

i ne Gruppe -Z bedeutet, in der R die in Anspruch 1 gegebene.

@Bcdeut ung hat und Z fOr HEI ne Al kox pe mt bis zu undegeinschlieslich 6
ohl enst #?f at onen, ei ne anoyl o gruppe nmt bis 4u und
binschlieilich 6 Kohl enst of € n@OBoNze5H ox G, DECRnBE oder DIVHD

al ogenbenzoyl oxygr uppe s(gﬁt |oder ei nes Sal zes desel ben, dadurch
eckennzei chnet, daB man Rer bi ndung der Fornel N-cH2- CH2C CH
NH- G- R548H (Vi1l) worin R, R2, R3 und R die in Anspruch 1
hegebenen Bedmutﬂ,ufgeﬁh Und s diedm Angprych émeqbewﬁﬁdﬁﬁmﬂj" Besizgny Pifgfnerer 8{2"”“9 der
Bl X) 50 woriFR™® eine Al kyl gruppe nmit bi $ 2L und einschlieglich 6 (1)
ohl enst of f at onen bedeutet und X2 fOr ei nén Raurerest steht, oder mt einer
ar bonsauwp e waben RFainendikyigtuppeG@Dkis zu und einschlieBlich 6 Kohlenstoffatomen bedeutet und X)RE) el
Borin RS ei MEURICRYHETtUPAFE i ¢ingsiCorbppsayreadeiFRsthl i egl i ch 6
gkohl enst of f at onen, ei ne Phenyl - oder Monp- r Di hal ogenphenyl gr uppe _
@cdeut et . oder ein reaktives Derivat dav8n unsetzt und gewunschtenfalls of( e
nt st ehervee wde B} itk AllyIgapperoit bielzu (Jrit)emsﬂhIEBIR:h$a¢ohledﬁmruéleetftejﬂ’ﬁehyl oder Mono- 3
oder Dihalogenphenylgruppe bedeutet, oder ein reaktives Derivat davon umsetzt und gewunschtenfalls ;
die entstehende Verbindung der Formel () in ein Saiz davon liberfiihrt.
" 17. Verfahren zur Herstellung des Phenoxypropylamm-Denvats der Formel (l) nach Anspruch 1,
: worin R, eine Gruppe der Formel —R,—Z bedeutet, in der R die in Anspruch 1 gegebene Bedeutung
. . 60 besitzt und Z eine Amino-, Mono- oder Dialkylaminogruppe mlt bis zu und einschlieRlich 6 Kohlenstoff-
atomen in der Alkylgruppe, eine Hydroxyalkylammogruppe mit bis zu und einschlieBlich 6 Kohlenstoff-
atomen in der Alkylgruppe oder eine AIkanoyIamlnogruppe mit bis zu und einschlieBlich 6 Kohlenstoff-

atomen in der Alkanoylgruppe bedeutet, oder eines Salzes desselben dadurch gekennzeichnet, daB
man eine Verbindung der Formel :
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gr.f ahren zur Herstellung des Phehoxypropyl am n-Derivats der Fornmel (1)
gnspruch 1. worin R4 eine Guppe der Forml -R5-Z bedeutet, in der RS "~
i Anspruch 1 gegebene Bedeutung 60 besitzt und Z eine Amino-, Mno-
‘D al kyl am nogruppe mit bis zu und einschlieglich 6 Kohl enstof f- atonen
& Al kyl gruppe, eine Hydroxyal kyl‘aﬂ%ﬁﬂgppe mt bis zu und ,

'hI i eBlich 6 Kohlenstoff- atonpq in der Al Kyl gruppe oder eine
soyl am nogr uppe t b| s zuchl i eglich 6 Kohpenst of f -

n
«anoyl gr uppe bed odergiHes Sal zes dessel beh, dadur g 4
.ZEIE:h‘I'let daBl | man Bi—?’é Ver bi ndUfgCHgrChoCgtNH-C—-R;—Hal (X1)
ues: 3211 L Ms * |
e 53_\/-15:;_5*'5 L - ta A

1 1 N 1 __I 1 ~ o~ e e e e e e e e e e e e e e e e e m——————

510 | w@hin ‘BL\I—FI;CHEJ un@Rs JIEHR Anddricl-1 RIBgatientr| BageytingeRbesimen urHal filg eir, Hamgen in
r uchio1 atpsyesln 8Vt %@ﬁ%ﬂf’ﬂh@%rf%%ltzerh und Hal fOr- ein Hal ogen- io atom
t, mt einemAmn der Fornel HN (XI|

R'qd worin RO und Rio unabhang| g vonei [y der - el n Wasser st of f at om oder ei ne
Al Byl gruppe nit bis zu und einschliel ~IN¢h 6 Kohl enstof fatonen bedeut erX!!
odqr ei ner der Reste R und R( ei n Wassefst of f at om be- deut et und der

o {805, IR LIRS b el ol ShSH Akl ihis 2
Kol)l enst of ﬁ”mﬁ&naﬁcgé‘%e R S R G ,_,ue'"e g Fulbis o

ei fischl i el dkdtetun@ déosﬂdeﬁsrmoéufeamwfmvhn&tgabbe it Beiuzind crgem@ﬂscadame:ﬁ&aiak@nedl e
enfst eheaadedareeldm Atkamylgdepe Fot sl zu( dnd emscelleﬁlnfbaﬁ Kotlustoffaiyesnf etbmt umgedzt und
Phhr mazeut igg‘e fﬂ@keq'wr;?‘ eh E!MF' wd @te'" 8lF gavon %%

phpr mazeut o5 ines 9035 &HE &%’Lﬁg ﬁ"ﬁ@.ﬁf&é‘ﬁ );j ﬁ@"éﬁi’hﬁlﬁk 1
big 11 Un iséh Bdiduhh@gemitROed

phhr-mazesst | sch annehnbar es VerdOnnungsm ttel ent haI t. 25 Revendl cations 1.
Un

d%{’ql ve devendiedtionsypropyl anmi ne der formul e gendral e 30 R

A ~~~~2- 2- 2
N4 35 R3 1. Un é%ncyde%h'énoxypropylaﬂmg%e&fdrmulg ger(l:]éﬁaéel es sels de ce corrpose

formul e 51I,ans | aguel l e R, represe n atonme d' hydrogene ou un groupe

met hyl e ou 6thyle, R2 ét%R3 forrﬂerﬂ)le un groups @l kyl ene lineaire en
f a C7, pourvant etre f\ukt tlggyd 1 dparniDc. Q% oups hydr oxyl élhou

h droxyrret hyl e, et R4 repr se te un atorre - 2’nyd?ogene du un groupe -R5-Z

dans | eqyel ‘RS est un ak pouvant avoir jusqu' a 6 atones de carbone et

Z un atone d' hydrog ene ) oupe anm no, nono- ou di-al k Iam no jusqu' en

C. .dans I e aipsotHe s'e%l‘f‘ ligy @&aﬁﬁ f Vi @ uun
F e ourvant
al kyl e, %‘W&ﬂé tsuégﬁfu% %Tﬁd&“ Ih%; m ét’a ;?er} A 55@ tgluﬁ’atome
al coxy Jibscﬁ“ny&% 1ou nGOUDY c-est U {are/ pod@’ﬂﬂ@vm@sz ta-dabPes de
phenoxy, ~beabai @WurOttodﬁBIamydreg&ndlou algalpdaraiyib.angho- avdialkyaminondiqtena, dane lesi

R, est un aroswpe akPe, d'iyh;gskatk bmgno Nsau Egda@s R;grcjupe Nkylg@lcanoylammo jusqu’en Cg dans le

fea ; Cg, phé I-
RREREAE (i vaéif;f"é‘? %’F‘“ﬂm AT PO S
Vs
—N .

ne soit pas un groupe 1—pyrrolidinyle non substitué.
' 2. Composé selon la revendication 1 dans lequel la partie

55 . ' o Ry
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est un groupe 1-pyrrolidinyle ou 1-pipéridinyie pouvant facultativement po'rter' un hydroxyle comme

- substituant.
3. Composé selon la- revendication 1 dans lequel R, est un groupe methylene ou ethylene
65 ". 4, Composé selon la revendlcatlon 1 dans lequel Z est un atome d'hydrogéne ou bien un groupe
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655. ° R2 -N R3 60 est un groupe 1-pyrrolidinyle ou 1-pipdridi
facul tativement porter un hydroxyle comre substituant. 3. Conp
revendi cation 1 dans |l equel R est e mdt hyl dne ou 6t
4. Conpose sel on | a revendi cation qw(?ans Pg uel Z est un ato
ou bi enagino s°UB¢3-méthm2m M@rwarmhmlemmnmmtvlammdhvdmwhyalm C,—C, ou
droxy ﬂvg? E) al COXy 1 2 ou al canoyl oxy ei¥
&l sé &g I%(Sevenélcahg'él){ Jr’?"f §q?éévae9ﬁi %at ion 1 dans lequel |a
partl\e_JRZ 2 -N'R3 10 est ‘un groupo 1l-mgyrrolidinyle ou 1-piperidinyle. 6.
_Corrpos6 Ezgkon | a revendication 1 dang’lequel la partie R2 15 '
~~~~~ Rl R3 28 _est un-groupo 1-(1 -pyrrolidinyl)
6t hyI e ou 1-pi per| di nyl n6t hyl e. 7. Conpose selon | a revendication 1 dans
| equgb R4 est un atone d' hydrogene ou bl en un groupe nbthyl e,
hydr oxy edt hupl caavipe dedvimplidigyldgud f eipgridiowey| €, et hoxynet hyl e, 6t hoxynbt hyI e, 2
ac6t oxymnet 9y Cempesémelopila reyprslicatien hydeers 'eﬁe'@ﬂme selon la revendication 1
dans | equel R4 est un groupe hydroxynﬁt hKI e ou ac6t oxy- 25 nmet hyl e. 9.
Compqge selon | a revendication 1 qui te N- [3-1-11-
pyrrolidinyl)6thyl]phenoxy] propyld-cH mam de, le N- [3 - [3-[1- (3 -
hydr oxy) pi peri di nyl n6t hyl ] ph6noxyl ﬁropy formam de, ou un sel de |'un
quelconque de ces conposGs 10 Coffpose 8elon |a revendication 1 qui est le

% E,ﬁ ~odod 1201 QDJV rolid dc;un i%ér%fﬁl‘gﬂ;weenoxy] -30 .
pr opyl | &c 7 CQ: ﬁ‘osé |cat| 131 danslequelR] est un atome d’hydrogéne ou bien u groupe

pyrrol i sisthyle, eivyee rnimwe er Wﬂydxhhétdﬂaxwém&ﬂtlr&é’fhﬂe &tHogynéthyld, 3cétoxy ylél -
pi per i denplonetieyingtheaoxy] propyl ] acet ami de, le N -

3-13
p| p6r din Isnﬁ?’ﬁ!}qsf Se'ﬁ%@rfﬁﬂ'/‘]"ﬁ?‘t?ﬁw ‘fﬁ'??éﬂ%%!)?&@é‘t‘ﬁ'rﬁ’?}@[e hl'/‘if°’t[‘\1'"et"‘1!(§ ou “Fé‘m‘y‘( 1 -
p| perl d ' cet i 5 i
pi p6r | dfowér:gérﬁaﬁwﬁmgmwwg h %«wm&tw [ﬁﬁg%iﬂ&%?gym}% iy é,‘:‘i’;}‘@'@

per hydr bazqyeicayduetie ogs lcprhpaséscy | propy Jhydr-oxyacet am de, ou un sel ‘un 1
quelsonque 18eCareppsgselorc ' efsdwt'o lqu'@e Usé3 s@l-dih 1 meﬁ?ml’éuwilmé"%v]qw '

est P& Riopy ”E taml[i% le "fir ropyl hydroxyacetamlde le
propyl | ﬂ ’é% Niid my' dlﬁghén %1’ 7Cé [?,ﬁ' { 'ﬁﬁngjﬁ‘}% ‘Qpne
Y

quel Con Qiaﬁrldjnyﬁn meY]MI]rﬁﬁﬁl@écem leA®ent(s - 3 -
ant i ul CGrepB('hydfdézépmylméiﬁ/l]pMno*ytpnm cheyapétempiseadu onsetl del furd quelopequibede ces

phendky mne de f rrrulol selonlarvnd cajion 1 dans | 4 est
un ato m&” ¥ 'Q%g%ﬁ\e@ ma W@m. _Ey'fst 'Rd‘? z g%ta é sl?lgéﬁﬁd'l"yl{{ﬁthvﬁ'?q’ﬁﬂoxa nnee
et Z et cohlue d8s fedentiRY N 1 331 b8l sdn BmpiSPEBMReiagEhtdU
group. a{tm&a@yﬂ oxy jusqu' en : du groupe benzoyl oxy et d'un groupe nono-
ou di hal obd8ndypl pres déodp dféparative| d'dre déuvédes |ph®oxmrqwlem@eo®r fonde ilswlopnlace
quo |’ Off"? p@t: E dc%,?g g\ge fibrd(mége i —Rs—<Z, Ry ayant la significa-

tant un des groupes d a revendlcatlon 1 a exceptlon du groupe alcanoyloxy

O CHZ_ _ roupe benzoyloxy et d'un groupe ‘mono- ou di-halobenzyloxy, ou d'un sel de ce dérivé,
procedé caracténsé en ce que l'on fait réagir un composé de formule

' : N-CH : O—CH2--CH2-CH2—NH2

50 . : R3/ ' l!i 1

les divers symboles ayant les mémes significations que dans la revendication 1, ou un dérivé réactif de
ce composé, avec un acide carboxylique de formule

45

‘85 - ) . Ry —COOH o . o

_dans laque!le R,, représente un atome d’hydrogéne ou un groupe —R «—2ZR,, Rg ayant la signification
donnée a la revendication 1 et Z, étant I'un des groupes définis  la revendlcatlon 1.pourie symboleZ3a -
I'exception du groupe alcanoyloxy en C, du groupe benzoyloxy et d’'un groupe mono- ou di-

- 60 halobenzoyloxy ou avec un dérivé réactif de cet acide, et si I'on veut on transforme le composé de -
- formule | ainsi obtenu en un sal de celui-ci.
14. Procédé de préparation d'un dérivé de phénoxypropylamme de formule | selon la revendica-

‘tion 1 dans lequel R, est un atome d'hydrogéne ou un groupe —R s—2. Rg ayant la signification donnée
a la revendication 1 et Z étant un atome d’ hydrogéne on un groupe mono- ou du-alkylammo jusqu'enC, -

85. dans le groupe alkyle, alcanoylamino jusqu’en C,; dans le groupe alcanoyle, alcoxy jusqu’en Cg, phenoxy
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E LT A RR -1 les divers synbol es ayant
. S|gn|f|cat|ons que dans la revendication 1, ou un derive rea
pnpose, avec un aci de carboxylique de forrrul 05 R41-COCH
b dans- |l aquell e R4l represente L@%@gﬁ " hydr ogene ou un gr0
g/ ant |a signification donnee A | cation 1 et Z eta

fpes dedui midrd- au bishalophidrogy, oatie gits de qealdrivd, ﬁrosgdﬁtaaiaaériéean lce queCkptfaiORagitun
BP0 al cerivdydeorhgneindeormyle; gr oupe benzoyl oxy et d'un groupe nono- ou di-

al obenzoyl oxy, ou avec un derive reggtif de cet acide, et si |'on veut
ransfdem |e conpose de fgrnule | @ obtenu en un .sel de celui-ci.
Procefie de preparation d' d6r| v pRenoxypr opyl am ne de for nulpnyl

nla revendica- tion 1 dan R4 est @ atone d' hydrogene ou un
bupe -Rs-Z. R5 ayant |a S|g I C |on donn~e A la revendication 1 et Z -
ant un atome d' hydr ogene on n groupe nono- ou di-al kylanm no jusqu'en C.
. dar'$ héa dﬂk&%?ﬁb&éé%{/laﬁ Ies%}?ﬁﬁi@ﬁ%h@anemné o mUntﬁ'&tl&:\ 1 qmnltﬁrnﬁr d&tﬂ%ylamlde

g canoyl e deabray | usqu' en phenoxy 3

drri vA de ~no .de fornmul e0024510 : e e ou
ono- ou di-hal ophenoxy, ou de sels de ce deriye, procede caracterise en ce

Jue 1" df fait reagir un der')‘(e—&?—&ﬁ?—(ﬂﬂz—ﬂﬁ myl e V)

J(1 V) N- Cidans laquelle R,, représ@de Ra”atdﬂle].@hy}dﬁﬁ;élﬁh MBiirSgl‘éyﬁd)O-lR?-S-ZQY@Eﬁan* RSsignification
i gnifi cakﬂprmés ada eevermiiratiora 1 ﬁezzeaﬂmt @atatome dlhvdméme aurunciseupe enade- g dkylaminde
e forrfdl sﬂfnﬁﬂgr_oy g-%ca_n squ en C, dans le groupe alcanoyle alcoxy jusqu’en

V) dans o . Mon g}@‘fﬂ - GhsidPR Y crangy
. ayant. %ﬁﬁgﬁe QISCL"U i@% %%gg ﬁ deRveE 95111' ﬁﬁ& p% ineZde SrAlE 1USIGH RME

" hydr ogd meretdication gawp@umm;@t R,Qirt ds sigrlifics hamdaméz a jaus@hdiedtio] etlR/18prbs@nte
roupe 24l e Iawmeazﬂnramgneamun@r uptlsdie—<& nﬁscavarumwf@afgzn ealla:am\ydlceﬂonal a@xy

jjusgu' en 4514183 (g %esrﬁ?ﬂﬁ"s 6 ad?“l‘?&‘l" % op %g?” zﬁ"(‘)o gra¢pecal

CId‘Q etd ce dI:rB rat: %‘gﬁgé égé‘,L cgrﬂ gf#n? f‘Yﬁj’f’g P

ai nsi obtenu en un se e ce . n procede de preparatlon d' un

derive de phenoxypropyl am ne de Oy Ia I selon la revendication 1 dans

| equel R2 et R3 ont les signifidati 8ns donnees A |la reﬁendi cation 1 et VB4

represente 25 un atone OLHML a0en€ oUNg dglrau;pe_c}-RENE—cRE“ayant | a )

signification donnee a | & rgvendi cation 1 @ 22-tdnt |'un des gr oupes

defini sssA la revendi cation R,A | exception du groupe am no, du groupe

al canoyl oxy jusqu'en C., du g roupe benzo | ox g ff’E’g mono-
3 t

| dl hal Obeﬁz b%ﬁlgrﬁ Hn& nr?é al @tlon ?onn ‘;’g re?eﬁ\eg?g %méipegélpﬁua )

I*on fait d@ Jur H@ylﬁ exceptlon du groupe amino, du groupe alcanoyloxy
| 40 jusqu'en Cg du groupe benzoyloxy et d'un gro p d-(l di-halobenzoyloxy, avec un composé de
O CH2- CH2 Fétmidet C- R43 (VI ) R ayant |la signification

donnee a la revendication 1, et R43 l*t?b'r'BGeH!'ant un atonme d' hydrogene il un
groupe - R%aégl& l.B"@H a@{)reﬁ@i&%r&ﬁﬁy elng ﬁr‘i RQe-Q'E”S‘Eé ﬁ' Lrﬁ' éErEYa%mmtlga'LénQQubjsuﬁE A;RS

et ant - | zsUnndfsupe hods YaRdxPmERIE, et BiaSHTHG atbgbrid, EEN B L6 oh QR
| ' except i ensulte Is)gecmqtmé amfmmpledwngr ohitpes &l a0k @rli-edl0 j usqu' en C., diu

groupe benzoyl® ?’Cétié? ptiouden Agsivé de ehénelxvami@m'eﬁ%yrw gl salpada r@vpndlca~
conpose d |0Fé ?qlﬁﬁl"coxji% H grpupe —R —Z Rg ayant la sngnlflcatlon donnée a’la revendic

C i b -
| aquel | & 138 di AAbESAEH v Aoy °§"°Xe2:é5‘sif4ctans oD Font F eag.?"fn
facul t ati empss diubﬁﬁmd ué par 45 un groupe hydr oxyl e ou hydroxynet hyl'e, et

Hal un atome d' hal ogene, et si |’ veut on transfornme ensuite |l.e conpose

de fornula | ainsi obiggnu en un de celui-ci. 16. Ppocede de. preparation

~d' un degi ve de phenoxypihpyl am pagdakfornula (1) sel onlll a revendi ca- (Vill)
N—-CH O—CH,—CH,—" CH,—NH~C~R;~OH

-

Ry Ry

60 les t.ilvers symboles ayant la méme signification qu’a la revendication 1, 'avec_un composé de formule
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tion 1 °dans | equel R4 est un groupe -R6-Z, R5 ayant la signification doi
A l-a-revendication 1 et Z etant un groupe al coxy jusqu' en C., un groupe®
al canoyl oxy jusqu'en C., -un groupe benzoyl oxy ou nono- 50 Qu :
di - hal obenzoyl oxy, ou d'un sel de ce derive, procede caracteris
|'on fait reagir un conpose de formd@245100 55
KL ViJl) N c . . - F
R 60 1 es%ofe,jpuslie i, fobresera b Sikvie jupquen Go g Xy v cion Bich, o BsriveE Taclge,
1, aweg un conpose de formula :(IX) 6R~.coon - . 35 C L M S
| aquel | e R repr6sente un al kyle jusqu’en C6 et X2 un radical acide, ou
bi en--" ¥e ‘Ryrerprésedantan dlose/iusayso Cleunfrivng eu @ groM@HMono- ou di-halqpignyle, owbaved.un
repr esent %ﬁﬁ't’el g@"é Idlk t@cidd, o8 M @hvaskon YansiorReRnsEtede cQRposs S ipE@ Ul Aisi abtpnu en
di - hal Oph%% ;U 'dpr Edé dénprgﬁgré 6f Jﬁ?‘ﬁ&ﬁv@ &Le pﬁé?tbxvaﬁ»gggmingtdesforrkdlé)m s\él%Htla 0
t ransf or NRv&aiRHidnel ddfs QLN S estqiﬁ afRpeLIRR—Iz, Al &yeht 19 NGR4T ddAREsSEh rél8ndica-
cel ui - @i . tich71 et@nétrt@eo gebapel eminb Spa@ioadu direliglamimodesalve Codanp leaynmwy pkye \hWdrbtyn e
de f or nul akiamied jusaulen G dansrigigrevneiativle ou alaangvipming dysayen Gslensip agpRAARENOYRG OF
Rs ayant F4n & §RioeideHYs BIRSEASTIEASIERS] on FeOwritfaEdeaar Y o51Po%° €1 '™ ¥E ant un
groupe am no, nono- ou di-al kyl ggago jusqu'en C6 dans | e groupe al kyl e,
hydr oxy al kyl am no g usqu' en C6 5 | e groupe al kyl eQou al canoyl am no
jusqu' en C6 dans Ieﬁﬁr\sqpe al e, ou d un sel de de_deriv6, _proce‘(:Qp,
caracterise en ce qu' on NaCHTeagir urP<dhpbes-deNoriofs™A \NncH 3
O CH 2CH2 CI-|2-NI-|-C-R/5(HalL (XI)y /'~ R 20 : R3
. Rl, R23 R3 et R ayzﬁat | es"4ignifications donnees A la revendication 1 et
- Hal desi gpapt e BLAEEREs RhRGs W R RMEnBRatR 1 of Al &sigRant lun atome
o qj}ﬁa%igﬁfgegiaﬁﬂ%mine ée formule (XI 1I') 30 dans
~laquelle R et R o, independamrent |'unrgde |'autre, representent chacun un
atone g hydrogdne ou un al kyl & jusqu' efi C6., ou bien |'un des deux est un
at or d' hydrogene et |'autre un gro hydr oxyal kyl e jusqu'en C, ou un
gro[ﬁe al canoyl e jusqu'en C6, et si |'0Og veut on transforns ensuite I
conpose de fornule | ainsi obtenu en un Sel de celui-ci. 18. Conposition
phar ”%e%{\ FORTY AN AR pdRG R E I PR EREE HplsdaHsRR Blac dn fierh@d Rydiderdou
conpose sal ary qugqu'epueﬂs,c&ncwba @S déseiiai tist ainl @to@e M'hidrbgdne ety Eautranuny efoupsul e
ou di | uamydrpyalkyle dageen Phar uregreurei alpgasyle idGiu'en S, et si I'on veut on transforme ensuite le
cpmpexg desfogqple | ainsi obtenu en un sel de celui-ci. :

11% ; 18., Compasitio eutigue comprenant une dose pharmaceutiquement efficace d'un
11*11! .45' lcom%cil)gél se‘p(’:?i ) l‘?e ﬂuﬁggg’&@ des revendications 1 4 11, avec un véhicule ou diluant pour usages

pharmaceutiques.
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