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2’-(3-Chloropropoxy jcinnamanilide.-—Internctiom  of 18.0 ¢
«0.75 male) of o-hydroxyeinnamanilide?® with equivalent guuie-
aties «f sudimm methoxide and  1-bramo-#-chloropropane  in
isapropyl aleohal neeording to the abuve pracedure gave 24.0
g of produec mp 115-119°0 After ervstallization from ethmaol,
cho ey colorless <olid weighed 16.0 g (67¢7), mp 118-120°,

Anal. Caled (or CyHCINO.: CL 11250 N, 444, Foand:
CL LLOS: N, 455,

2'-{3-[4-(n-Methoxypheny!)-1-piperazinyl] propylthio jcinnam-
anilide Hvdrochloride (19).--A =sclution of 28.0 g (0.084 maled
of TIT in 200 ml of acetone was added (o o stirred schition
of 130 g 10085 male) of Nal in 150 mi of acetane and the mixture
wis refluxed fine G br. The solvent was reamoved mnder rednced

y135 Vo R Nuisgen, 1 Ialer, L.
873, 150 1u5ls,

Bluzejewivz, wiel 15, Mergenthaler, .,

Vol v

pressure atad (he residne was digested with 500 ml of warta
tohiiene and filtered, and the filtrate was trented wich 2240 g
(0.17 maler Wi [-Co-methoxypheryhpiperazine.  This mixawe
wits reflnxed for 5 b, eocled, and filtered (o remaove che hydrindide
=alC ol che st piperazine (14.0 gy, The filasce was washed
with 100 ml of water avd then sdrred winh 150 ml of 1.V HCL
The hydrochloride which separared framn 1he mixcare was
filtered, dried {25.0 gj, and erystallized fram 550 1wl ol isoprapyl
aleahol o give 2005 g (707 Gof erdartess produer, mp 1411019
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A mmmber of N-snbstituted phenoxyechylaimines have been prepared and their antihypertensive ue(ivicy ex-

aunined b anesthetized pormotensive eats and neurogenically hypertensive dogs.

Examination of the strueinre--

activity relationships shows hat the 2-(2-methoxyphenoxy )ethylamino moiety 1= necessary for maximnm elfect.

The strinctural reqnirements in further N substitution are mueh less specific.

(rials wirh rhree componnds i inclnded.

it a previous series of phenoxyethylamines! a high
level of antihypertensive activity was observed which
was the result of a classical adrenolytic action, the
blocknde of & receptors.  The preparation of & number
of anatogous N-aralkyl, N-alkyl, N-alkenyl, and N-
alkvuyl derivatives (Tables I-XIII) was therefore
undertuken.  Some of these compounds were found to
be potent antihypertenzives with a long duration of ac-
tion when tested i anesthetized normotensive cats
and peurogenically hypertensive dogs,

The structure-activity  relationships  were  deter-
mined on the basis of the results obtained using normo-
tensive ents anesthetized with chloralose, the blood

pressure changes being traced on o kymograph.  The
compounds  were administered  intravenously.  The

activities of individual compounds are related to that
of N-[3-2.3-dimethoxyphenoxy)propyl]-2-(2-methoxy-
phenoxyjethylamine! (VI) which s given the arbi-
travy aetivity of 100, and which at a dose of 100 mg kg
produced o fall 1 mean arterial pressure of 60 num,
which lasted from 20 to 90 min and usually from 60 to
90.  The comparison is of both potency and duration
of action and is therefore a comparison of the areas
given by the ciuves on the kymograph tracings under
the straight line given by the normal blood pressure.
The effects of the more active compounds on the pres-
sor responses of injected epinephrine and norepinephrine
were examined.  Inocontrast to the N-aryloxyalkyl-
phenoxvethylamines of part It where, in the fashion of
typical adrvenolytic agents, the pressor responses to
norepinephirine were  abolished and  those to  epi-
Pl e 1 Awestein, W Ol Asting R0 Boseson, S0 ML Green, anid

C. RO Wardhine, Jo Yed, Chem,, 8, 350G (1065,
22 U b engnieies shoull be send

A snmmmary of the resnlrs of elinieal

nephrine were reversed, varving effects were obscrved,
suggesting that the modes of action were only partly
those of an adrenolytic ngent.

In agreement with previous tindings on strueture
activity relationships, it was established that the 2-¢2-
imethoxyphenoxyyethylunino  moiety  was  necessary
for a maximum antihypertensive ceffect when the com-
pounds were adiministered intravenously to anesthetized
cats,  In contrst, the structural requirements for the
rest of the molecule were much less specific. For ex-
ample, high levels of activity have been demonstrated
for such diverse structures as [-V.

@:OCH._(CHQNHR

OCH,

1. R=CH.CHOHCH,0OCH,CH=CH. (Table II, 28)
I, R=(CH.),0CH,CH==CH, (Table III, 68)
I1I, R=(CH,),CN (Table X,104)
I\, R=(CH,),0COCH, (Table XII,110)

V. R=(CH,),C¢H,0CH; p (Table XIII 119
V1, R= (CH,);0CH,2.5-(OCH,),

Compound I, unlike most other o-methoxypheuoxy-
ethylamine derivatives of this scriex, potentiated the
pressor effects of epinephrine and norepinephrine i
dogs and was ghown to act predominantly by a central
mechanism. Compound III, however, reversed the
pressor response to epinephrine without altering that
to norepinephrine. TFurther work was precluded by
the faet that toxic symptoms were observed at thera-
peutic doses and that the wetivity apparent after itra-
venous administration was not reproduced orally.,
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CARDIOVASCULAR EFFECTS OF ARYLOXYALKYLAMINES., II 813

TasLe I
N-HYDROXYALKYL-2-(SUBSTITUTED PHENOXY)ETHYLAMINES
R;
OCH,CH,NCH,CR,
@RI R, OH

——~Calen, §—— ———10und, 7~ Ae-

No R, R. Rs Rs Bp, °C (mm) Method Formula C H N C H N tvity®
1 0-OCH; H H H 170 (1.3)° B C1,HiiNOs 62.54 811 62.50 8.01 10
2 0-OCH; H CHs H 143 (1) 13 C2Hi1sNOs 63.97 8.50 6.22 83.98 8.46 6.20 0
3 0-OCH; H CH:; CH; 128-130 (0.3) A C1sHaNOs 65.24 8.85 5.85 61.97 870 5.64 0
1 0-OCH; H CH; CqHs 146-149 (2) A CuuH»NO; 66.37 9.15 5.53 686.25 9.40 35.08 10
5  0-OCH; H CH; n-CiHy 146-148 (0.3) 13 CisHuNOs¢ 67.38  9.43 5.24 67.57 9.37 5.56 20
6 o-OCH; H CH; n-CiHs 158-160 (0.005) A CisHxNOs 68.29 9.67 +4.98 68.41 9.67 +4.73 15
7 0-OCH;, H CH;s n-CsHis 154~156 (0.002) A CisHuN O3 69.86 10.10 4.53 69.74 10.37 +4.42 0
8 0-OCH;s H CH; CH.CH=—=CH: 129-130 (0.001) A CisHuN O3 67.94 8.68 5.28 68.29 8.64 5.22 10
9 0-OCH; H C:Hs C:2Hs 124 (0.002) A CisHNOs 67.38 9.43 5.24 67.44 9.30 4.80 10
10 0-OCH; CH:CH:0H H H 165-170 (0.1) B CisHaNO: 61.15 8.29 5.49 61.60 8.59 5.60 0
11 0-OCH; C2Hs CH; n-CsHy 146-150 (0.6) C CisH2sNO3 69.11 9.90 4.74 €9.13 9.79 4.30 0
12 0-OCH; CO-n-C3Hy CH; n-CsHr 194-198 (1) B CuHuNOs? 67.18 9.15 3.44 68.02 y.38 3.88 0
13 H H CH;s n-C3Hr 130 (0.5) B C1sH23NOs 70.85 9.77 5.90 70.70 10.153 5.65 0
14 m-OCHs H CH; n-C3Hs 140 (0.1) B CisHasN O3 67.38 9.43 5.24 68.00 9.58 5.24 10
15 p-OCH; H CHs n-C3Hs 158-160 (0.5) B CesHuNO; 67.38 9.43 67.67 9.70 0
16 o-Cl H CHs n-CiHy 176 (D B CuH2CINO:  61.8 8.12 5.12 61.76 8.36 5.09 0
17 34-(CHyp: H CHs  n-CsHz 136 (0.23) B CisHsNO» 72.41 10.26 5.28 71.97 10.36 5.59 0

e The antihypertensive activities are related to the compound N-[3-(2,3-dimethoxyphenoxy)propyl]-2-(2-methoxyphenoxy)ethyl-

amine, which is given the arbitrary activity of 100.
which lasted for 20-90 min and usually 60-90 min.
bp 181-186° (4 mm). ¢ Hydrochloride mp 77.5-78°.

Compounds IV and V, in the fashion of a typical
adrenolytic, both reverse the pressor effects of epi-
nephrine while abolishing those due to norepinephrine.
Compound IV like III, was not active after oral ad-
ministration, although highly active by the intra-
venous route. Compound V, in dogs, appears, how-
ever, to act mainly by a central effect. At an oral dose
of 2.5 mg/kg in dogs a sustained antihypertensive
response was elicited which lasted more than 20 hr.

At various stages, I, V, and VI were submitted to
clinical trial. In hypertensive patients, I produced a
variable fall in blood pressure, lasting 0.5 hr, which was
accompanied by an associated central depressive effect.
Compound VI produced a predictable fall in blood pres-
sure lasting 3-4 hr, accompanied by tachycardia which
was sufficient to preclude its use as an antihypertensive
agent. Compound V produced a fall in blood pressure
of similar duration. This is in contrast with the
longer duration shown in dogs and was accompanied by
a considerable feeling of depression.

Experimental Section

Preparation of the Secondary Amines. A.—One molecular
equivalent of substituted alkyl halide was added slowly to an
excess of the required phenoxyalkylamine (2-4 moles) while
stirring at 100°. When the addition was complete, heating and
stirring were continued for a further 2 hr. The mixture was
cooled, basified with dilute NaOH solution, and extracted with
chloroform or methylene chloride. After drying and removing
the solvent, the residue was distilled in vacuo. After recovery
of excess starting amine, the products were usually obtained as
colorless oils.

B.—As in A, except that a substituted alkylamine is treated
with the requisite phenoxyalkyl halides.

C.—Equimolar quantities of amine and halide were mixed
with an equivalent of Na,CO; or NaHCQ; in alcohol, and the
resultant mixture was refluxed while stirring for 16-24 hr. The
mixture was then cooled, inorganic salts were removed by
filtration, the alcohol distilled, and the residue distilled in vacuo.
The products were obtained as colorless oils, some of which solidi-
fied on standing.

D.—Some derivatives containing ester groupings were pre-
pared from the N-benazylphenoxyethylamine and the requisite

At 100 pg/kg, this compound produces a fall in mean arterial pressure of 60 mm,
*W. 8. Gump and E. J. Nikawitz [J. Am. Chem. Soc., 72, 3846 (1950)] reported
¢ O-Butyryl derivative.

O,N acylation with butyryl chloride.

chloro compound followed by debenzylation of the product in
acetic acid using hydrogen in the presence of 105 Pd-C catalyst
at atmospheric pressure and room temperature.

E.—Other ester derivatives were prepared by esterification
with the N-(w-hydroxyalkyl)-2-phenoxyethylamine of the re-
quired acid as follows. The acid (1.5 moles), the alcohol (1 mole),
p-toluenesulfonic acid (1.25 moles), and dry benzene were mixed
and refluxed under a Dean-Stark trap, the theoretical quantity
of water usually being obtained in 16-24 hr. The mixture
was then cooled, excess acid was recovered by shaking with cold,
dilute NaOH solution, it was washed with water and dried, and
the solvent was removed. The products were then converted
to, and purified as, the acid maleate.

N-[4-(4-Trimethylacetoxypheny!)butyl|-2-(2-methoxyphe-
noxy ethylamine Acid Maleate (15).—N-[4-(p-Hydroxyphenyl)-
butyl]-N-benzyl-2-(2-methoxyphenoxy)ethylamine (3 g) and
pivalyl chloride (1.4 g) were mixed together with dry pyridine
(15 ml), the resultant mixture being heated on the steam bath
for 1.5 hr.  After cooling, the mixture was poured into ice water.
then treated with Na,CO; solution, the resultant mixture being
extracted with chloroform.

The residue (2.5 g) was then debenzylated by hydrogenation
at atmospheric pressure and room temperature using 10¢;
Pd-C catalyst (0.5 g) in glacial acetic acid (15 ml). The prodnet
was obtained as the acid maleate which after several recrystal-
lizations from ethyl acetate gave colorless needles, mp 114-115°.

N-(3,4-Dimethoxyphenethyl)-2-(2-hydroxyphenoxy )ethyl-
amine Acid Maleate (24).—N-(3,4-Dimethoxyphenethvl)-2-(2-
benzyloxyphenoxy)ethylamine (25) (4 g) was debenzylated by
hydrogenation in 959, alcohol (30 ml) in the presence of 109
Pd-C catalyst (1 g) at atmospheric pressure and room tempera-
ture. The product was isolated as the acid maleate, which wax
recrystallized several times from alcohol-ether and obtained
as colorless needles, mp 138-139°,

N-[4-(4-Hydroxypheny!)butyl] -2-(2-hydroxyphenoxy )ethyl-
amine Hydrobromide.—N-[4-(4-Methoxyphenyl)butyl]-2-(2-me-
thoxyphenoxy)ethylamine (53 g) was mixed with concen-
trated HBr (15 ml) and the mixture refluxed for 18 hr. On
cooling, the resultant solid was filtered off, washed with cold
water, and recrystallized several times from water. The prod-
uct was obtained as colorless fine crystals, mp 219-220°.

Acknowledgment.—The authors wish to thank M.
P. R. Wood for microanalytical data and Dr. H.
Reinert for permission to quote pharmacological results
and to acknowledge the technical contributions of
Mr. A, L. Ham, Mr. A. B. Plane, and Miss M. J,
Rasor.



Tasrw TI
N-ALKVL-2-(SUBSTITIPED PHENGXY)ETHY LAMINES
OCH.CH,NCH,CHCH,R,
|

R, R, OR,

By Guninn coeee = Calen, O - -Found, 4ypm——-r Ac-
Nos. |EY] Re R 1 vy, 20 amo e other data Medboal yemnda, & 11 N [ 11 N avicy"
18 0-0C1ly 11 11 o 86 87 Neeles (1O e) |5 CialligN 4 a7 791 549 .82 T.82 2 4]
19 0-OCTI 11 11 01l G8.5-70 Cryst (pelr edier, A 31l N Oy 61,15 8.24 G1.53 8.39 5.18 0
20 0-0CH« 1 i1 QC1l5-u 158 161 (1.2 10-60°)
21 0-0C113 11 1 OC419-u 160 (0.005), 52 51 A CipllasNOh [ERINS.] 8.8Y 1.4 63.06 K03 5.23 20
22 n-OCH:= 1t H OCs114-1¢ 166-1G8 (0. 2) A CgITeyNOa 61,62 Ho1a 1.71 .37 8.14 1.83 20
A 0-OCTI4 11 3 OCslliz-u 180~182 ((1.2) A CirHeeNO4 G556 0.30 1. 50 065,36 .52 1,07 20
2l u-0C L« 11 11 OCyHn-q 188 (0. 007) A Crg1la N Og .60 b330 GG. 45 .61 1.17 [¢]
25 w-0C11 H 1t OCI e 100100 (035 \ CigllsaNOy (S 1. 80 1,13 GGLOT RV ing B E 0
A Cogl Ly N Oy GT BN 008 396 G700 002 1.20 O
o~
BN a-0OC1 1t bt OCIHCTE 5 1T 180 (0. 14, Nesslhos e ethery 3V CillyNOy Go 0 8.80 1.5 GG OO 8.G8 A=A 1o
~ TH.A-TY.5
~~
27 »-OCH;z 11 11 QCHCH s 176 (0.2 A CigllaaNOg 6681 {01 1.33 G715 12 4.1 )
~—
2% w-OCTy 3 11 OCHLC] 1) 1610035 1.5251 1} CiallzaaNOs G1.03 8.2 108 G3.92 8.07 1.06 30
B 11CH v 795 8O 15} Cisl L CIN Oy 26 GO 7.61 111 h T.38 117
(PO
B AM, wp 85-86" I Crollas N Os AT.12 G.85 a2 R 682 3Gy
CF1OAR)
29 o-0CTh 1t 11 OCHLCIL . CHOLE IRD 186G (0. b A Crutls N Oy G506 8o 171 [EEr e R 103 g
20 0-0C1ls 11 1 OCH.C1CTL <l 162 163 (0 .01; \ Cinl TN Oy G506 8 .53 1.71 G4 D2 8.6 20
3 n-OCH: 11 11 Q0 1y 168-171 (0. 0006y 15205 A Cilla N Oy G, O 8.80 poan G566 8.80 1.35 bs
32 o-0)C11s 11 11 O(CTERRCTY CITC O} FGD--1T1 (0,002 A CigllaoNOy 66,81 .01 100 GG _RY 8 05 1.1 10
33 n-0C 11 11 11 OCHCIL - CHECH FE8-1R1 (002 A Ciglley N Oy G726 8.7 1.36 GG S.U8 1.80 15
0
2l o-0C1ks 11 11 Clbe CHCHCLE CIICH: 172 1760 1 a0 A\ gl NOy 67,206 817 1.36 G750 R.56G 1.1 a
35 0-0Cl1s 11 | QCeC O O 152 1510 3 CilasNOy 6612 8.24 1.56 G636 8.27 1.17 1
(8]
20 6-0OC 1) 3 11 Cobh (ot e ol 167 16610 000Gy A Cig N Oy 6726 81T 1 36 G7.23 870 114 20
-0
a7 2-0C 1k H 3] PO Ty C 1T C 1 1606161 806005 1.5218 \ Cr NGy G726 No17 1 36 6By S Soh 1.4 14
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Bp (inun) ~ - —=—Caled, %~ -~ = DFevanld, e e Ac-
No. R R» R: Rs or mp, °C 72 or pliuer data Metlinil Iforinula C 11 N ] H N tivity"
38 6-QOCll3 H H 0OC112C11.0CH;3 188--110 (0.35) A CisTsNOs €60.18 8.42 1.68 60. 43 8.42 4.01 0
39 0-OCHas 11 11 OCILCH20Cs s-n 170-172 (0.006) A CigllaNOs 63.3( 9.15 4.10 63.20 9.0y 4.20 0
40 0-OCHs I 11 OC(CHy)»COCT 145 (0.02) A CillszNOs 62.75 8.36 4.30 G2.04 8.33 4.18 10
41 »-0OCH; H H SCH,CH=--CH» 196 (0.8) A Cis s NOs™ 60.59 7.80 4.71 60.52 7.93 4.60 20
42 0-QCIT; 11 C'H,CH=CH: OCH2CN-=Clls 151 (0.2) A CigllaNOs 67.26 8.47 4.30 67.20 8.04) 4.13 0
430 0-0CHs 11 COCIIs OCH,CH=C, 204-206¢ (0.3) CillsNOs 63.14 7.7 4.33 62.87 7.01 4.86 0
44° n-OCH; COCII3 COCH; OCH,Cl1==Cl1: Deecompul Purilien by eliromatog CisllyNQOs 62.45 7.45 3.83 G2.20) 7.55 3.95 0
459 0-0C11a COCsHy-n COCs1L-n QCILCH==CII, 182~181 (0.005) Ca311sNOs G5.53 8.37 3.32 65.49) 8.47 3.26 0
46 u-0OCH3 CHa H OCH:CH==CH-= 156-~157 (0.25) 1.516Y CisllasNOs 65,06 8.53 4.71 65.07 8.40 5.08 20
47 0-0C1: n-Callo 11 OCI1LCII=Cll: 170 (0.3) A CiollaiNO4 67.62 9.26 4.15 67.03 9.20 309 0
48¢ 0-OCH3 COOC:11s 1T OCH:C11=CH: 174-17G (0.0008) A CixlIyNOs 61.17 7.70 3.96 60.95 7.G66 3.74 0
A4/ »-OCH3 NO H OC1NCH:=Clle No¢t distilled Ci51124N:0s h8.05 7.15 9.03 58.02 7.01 9.11 ]
509 0-OCTy N1l 11 OCH:C11=C1ls 168-172 (0.000G) Cisl124N2Os 60.7Y 8.16 9.45 60.23 7.81 9.45 10
I3 n-OCyHs T I OCI1LCI~—=CTII, 108 (1) B CislHsNO4 65.06 8.53 4.74 61.08 8.62 4.96 0
n2 w-0OC1; 1 H OCH.CH=:CH- 187 (0.75) B CisllzsNOs G¢1.03 8.21 4.98 63.74 8.40 4.71
3 p-OCH;3 11 11 OCI1LC1-=Cl112 178-180 (0. 5), B Cus1TuNO4 G4.03 8.21 1.98 61,19 8.32 4.92 10
G3~65
a1 »-CHs 1 H OCH:CH =CHa 182-181} (2), f0-52 B CisHiNOs G7.89 8.74 67.82 8.61 Naot 10
decd
55 o-C't H 11 OCIH.CH==CII. 160-16G2 (0. 15), B CialTaaCIN O3 n8.83 7.05 4.90 n8.88 7.06 530 0
38-40
6 m-CF3 154 It OCH.CH=CH: 124-128 (0.0006) 1.4825 B CisTTaa P3N Oa 5G.42 6.31 4.39 5G.30 6.39 4.33 0
57 o-CH; 11 11 0Cslln-n B-11C1108. 5~ B CiyHuCGINOS 61.70 8.83 1.23 G1.93 0.15 4.30 0
100.5
58 0-OCH2CsHs 1 11 OCsIhy-n 13- HCHu5-0i 13 Cz:;”;u()lN(h" 65.158 8.08 3.33 65.31 8.13 3.57 0
nyt o-OH 11 H OCsili-n B-1CH182. 5 - BtOAe~DtOIT (10: 1) Cis11aCIN O4* 57 .57 R.44 4.20 57.41 8.52 4.61 10
183.5
60 2,3-(0CH3)2 11 13} OCH»Cll= Clla 104-14U8 (0. 6) 13 CisllsNOs 61.71 8.0Y 4.50 G1.70 8.2 4.60 15
G1 2,4-(0OCH3)2 H 11 OCH;CH-=CHa. 198-200 (0. 7) B CisllsNOs G61.71 8.0l 4.50 G1.581 8.27 5.09 0
62 2,5-(0CIl3)2 i1 11 OCH:CT==CHa 164~166 (0.0008), 1.5232 B Cislla N Oy 61.71 8.0Y 4.50 G1.81 8.13 4.51 10
45--1G
63 2,6-(0C1H35)» i1 11 OCHCN=Cll:» 208-210 (2) I CislissNOs 61.71 8.0 4.50 61.75 7.4 1.6
G1 2-OCH#1-Cli; 1 11 QCILCH: Cll 175-176 (0.2), 1 Cisllos N4 G5.06 8.53 1.74 (4.80 8.44 4.80
10-13

e Ree fua(nate @, Table I ¥ Prepared by ace(ylation of (he hydroehlorude of 28 with | male of acetic anhydride and exOaeion of the producet with cold dbhite neid (o separnte from (he N-nce-
(ylated material. ¢ Nornal aee(yviation of 28 with 2 moles ol acetic anhydride. 4 Prepared by stndard reacGacof butyryl ehiforsde with 28, ¢ Pyrepared by stndard reaction of ethyl chloro-
formate with 28. 7 Prepared by stipudard N pitrosaticn of 28, ¢ Prepared by reduction of 49 with IbAIEL. 4 Hydraebloride avalyzed. @ Prepared by hivdrogerolysis of 58 using 59/, Pd- G at
atmospherie pressipe and room (emperative. ¥ B = base, AM = acid maleate.
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Tagre II1
OCH.CH.N(CH.),, OR,

N-ALKYL-2-(SUBSTITI'TED PHENOXY JETIYLAMINES

R,

SCdedd, - ~Tanelt, 2 e AT
N Ry R R . By, 70 Metinl Tornly (& 3 11 N Guviy?
(6] 3-0C Hy H a-Catly 2134136 10T A Cial1aNOs B3 o1 G200 10 10
Gt 0-OCH, 11 1l 3 130-140 (0.6 3 6. 21 8 .85 HOu 11
65 0-OCHa 11 i-Calls 3 149-141 {06 \ 67 A8 BB U106 {0
68 4-0CIH; 11 CilbaCH: - C I 30 137=130 0. 35 A 67 .44 8 .08 87641 GO

WL 83 T T.00 0 3 Tu

6o u-0C1, 11 CILCH==CUHCH 2 128-132 10,01 \ 68.82 Kouh SR 0 10
04 -OCH; COOCs CHCH==C 1 }o145-146 (00001 G107 8.06 K01 b T a
Tl 2-0C1H-1-Clls 1 CH B 142-144 40025 n [H HO B Wwny 5035 1]
T 2,6-(0C 1 11 Clz 3 1A4-1A6 503 I3 [CIS E R LS S &.67 5 10 G
73 w-0OCH; 1} w-Cally 50144 50,0038 A G RGO 10100 10.08  1.80 10
‘1 p-0C Ty n ClCliz:C 1 G 136-1538 (0.002; (o LU G481 4560 T0.31 Mo1T 165 lu
7o =0 1 1] w=(y1ls 6 167-168 (0.3, [ 0055 10028 1 8 T0.44 a0 1 o7 La
T6 o-(Chig 1t 1! G 166-16850.2) A ol NG G708 13 521 67 oia HOAT 10T 2a

» Ree fuotboce «, Table 1. ¢ Ciba Lad,, Sah Alviean Patent 20738310 5 10540, Acid malence, mp GG TA° (10OT -ErnOw
Y Prepared by renction of ediyl chlamofinmate widh 68, ¢ w2 [L4090,
TasLe IV
XNHCH,CHCH,OCH,CH=CH,

N-SUBSTITCTED #- ALLYOXY-2-HYDROX YT ROPY LAMINES OH
OCH;
=Caling, %) - = Imaal, 0 A
N N Bp, °C () Medhion Foennda [ 11 N . 11 N tvity?
77 ~O(CHu)y- 186187 (0.9) B Cella N0, GhL 06 S (H.04 N5 a
8 ~OCH.C(CH;)H-- 196 (3.4 X 1073%) B CuHpNO¢ G a6 NS00 474 6470 S50 4.40 8!
79 ~QOCH,C(OH)HCII. 200 (4 X 107%) 13 CellsNO, 6171 N 00 450 62.12 8,04 4.27 (4
S0 ~(CHs)y— 168--170 (2) B CallaeN Oy GN.TS 002 500 68576 8097 4.¢ 1
81 ~SCH.CTH- L77 (0.3 B CollaNOgs (DA) T80 .71 60 7,80 : 10
N2 ~-NHCH.CII»- 174176 025 X 10724 B CollyNaOy  GE 260 S G2 000 61 1H N 77 0
« Ree [ootpole g, Table 1.
TaBre \
N-C3- ALLYLOXY-2-HAYDRONY PROPYLINAPHTHY LOX YETHY LA VN K Oe OCH,CH.NHCH,CHOHCH,OCH,CH=CH,
Bp (s11) ~Caben, 1y - . - e onmn, ¢ N AV
N Sibstitutinng oroanp, °C Metlunl Formwaty C 11 N [ 11 N Hviey
N I 182--184 (0.005) B ChrsHasNQy Y173 T.69 464 TLH.6G v (1 L
N4 8 [R6-188 (0.01) B CsHaNO, T 7,60 4,65 71,91 4.62 0
Y 4-OCT Lo 75.5-77" B CigHlsNO, G886 760 4.9 GR.01 1A a
»Ree fuoote g, Table I * Needlex Trane perraleam ether,
TapLe VI
OCH,CH,NHCH,CH=CH(CH.), OR
N-ALKOXYALKENYL-2-(2-METHOXYPHENOXY JETHYLVMINES
OCH;,
S DS URTIS \ie-
N » R By, 7C Guug Otuer dyia Merlont Unininiby & 1] N viviny”
86 1 w-Csty 138-140 (0. 0001) A CizllN O 8 BT 11
87 I CHCH=CHOCT 1H=115 (0. 006) A CarllasN O 5 Gl U6 20
88 2 CHs Avin waleale, A CoHsNOS 50835 711 3 67 60,08 0
wip 84, 5-00°
£ 2 n-Cills 11H0-142 10 00 e 1.5108 A CuatbaNOy Gl S D 02R GLK LL2S Nl (o
ol
1o 2 w-CaHo 137 1000061 A CrdlsNO SO DAL 156 TG CHA 1 1o
ul o n-Csllir 138-111 {0, 00081 e | W86 \ ColtngNOs TOMG D T2 1036 T1.20 0 38 115 140
7 Bee foatyote a, Fabile T Apalysiz o€ acid nmleace.
Tasue VI
OCH.CH.NHCHCH.CH,OR
N-(GRALKGXY-1-VINYLPROPYL)-2-(2-METHONYPHENOXY )ETHYLYMINES @ C|H= CH,
OCH,
el 2 e Sty LESTINTTN B . ASIE
N, R By, 2C fmg « 2D Motina Formnla i 1] N [ n N v
W2 Clly 163 (0.7 1 5174 A CraHuNOy 6780 8 T4 HoUN 67.85 8.51 5.4 1¢t
03 CyH; 110 (0.03) 1 5126 A C1sHas NOy 68.78 9.02 501 65.48 8.91 4.7V 10
U n-CyH; [34-135 €0 005 | A122 A TN Oy GUE s T [CAIE ST BN DA L
04 n-Cdl 123G 0, 0001 1.5 A LN Oy TO2 O 5 4aG TOO2 U dda 1o

FRee ToaGate a, Tolide 1.
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TasrLe VIII
F OCH,CH,NHCH.C=CCH,0R
N-(4-ALROXYBUT-2-YNYL)-2-(2-METHOXYPHENOXY)ETHYLAMINES (I

OCH;,
—~———Caled, ¢, Found, &% Ac-
No. R Bp, °C (mm) n2p Method Formula C H N C H N tivity®
96 CH,; 128-132 (0.002) 1.5351 A Ci:HsNO;s 67.44 7.68 5.62 67.35 7.62 5.47 0
97 C.H; 138-142 (0.002) A C:HayNO; 68.41 8.04 5.32 68.16 7.90 4.76 10
98 n-C;H; 154 (0.005) 1.5260 A CieHzsN O3 69.28 8.6 5.05 69.25 8.35 4.95 0
* See footuote a, Table 1.
TasLE IX
OCH,CH,NHR
N-SUBSTITUTED 2-(2-METHOXYPHENOXY )ETHYLAMINES @(
OCH;,
Caled, ¥ Found, ¢ —  Aec-
No. R Bp, °C (mm) Method Forinula C H N C H N tivity e
99 (CH.)-«CHOHCH.,OCH;CH=CH., 164-168 (0.3) A CieH2sNO,  65.06 8.53 4.74 65.13 8.56 5.08 25
CH,— CH.
O\ /O 160 (0.2) A C;sHNO;  63.69 8.61 4.13 63.63 8.69 4.39 10
100 —CH.CCH.OCH¢n
s See footnote a, Table I.
TasLe X
OCH,CH,NH(CH,),CN
N-w~CYANOALKYL-2-(2-METHOXYPHENOX Y )ETHYLAMINES ©[
OCH,
Acid maleate Caled, Found, %, —
No. =n Bp, °C (mm) mp, °C (solvent) AMethod Formula C H N C H N Activity®
101 2 119-121 (MeOH) C CieHxoN:Os 57.13 5.99 8.33 57.20 5.97 8.43 10
102 3 109.5-111 (MeOH) C CyH2N.08 58.27 6.33  8.00 58.26 6.27 7.91 50
103 4 174(0.7) 97-99.5 (MeOH-Et,0) C CsHoN.O¢  59.33 6.64 7.69 59.65 6.65 7.30 90
104 5 176-180 (0.3) B Cr:H2:NO2 68.67 8.45 10.68 68.76 8.41 10.68 120
105 6 185-188 (0.35) 78.5-80 (MeOH-Et,0) C CaHasN:0¢  61.21 7.19 7.14 60.93 7.13 7.04 50
¢ See footnote a, Table I.  » Analysis of acid maleate.
TasLe XI
OCH,CH,NH(CH,), COOCH;
N-w-CARBETHOXYALKYL-2-(2-METHOX YPHENOXY )ETHYLAMINES @(
OCH,
——Caled, & — ———Found, %——— Aec-
No. n Acid maleate mp, °C (solvent) Method Formula C H N C H N tivity?
106 1 91.5-93 (MeOH-Et,0) A Ci7HzsN O 55.28 6.28 3.79 55.49 6.25 3.67 0
107 2 94-95.5 (MeOH-Et,0, EtOAc) A CisHasN Oy’ 56.39 6.57 3.65 56.63 6.40 4.13 0

« See footnote a, Table . » Analysis of acid maleate.

TasLe XII

OCH.CH,NH(CH.), OCOR
N-w-(ACYLOXYALKYL)-2-(2-METHOXYPHENOXY )EYHYLAMINES CE

OCH,
————Caled, ¢, Yound, 9%

No. R n Bp, °C (mm) Method Formula C H N C H N Activity®
108 CH, 4 140-144 (0.002) A CisHasNOy 64.03 8.24 4.98 63.89 8.24 5.49 25
109 CH; 5 150-154 (0.0003) A CieH2:NOy 65.06 8.53 4.74 64.69 8.61 4.48 25
110 CH,; 6 158-162 (0.0006) A CizHxNO, 65.99 8.80 4.53 66.00 8.87 4.83 100
111 C.H; b) 148-152 (0.002) A Ci:Hx#NO, 65.99 8.80 4.53 66.01 8.76 4.56 25

N-acetyl, 181-185 CioHyNOs; 64.93 8.32 3.99 64.76 8.35 35.95 0

(5.4 X 107%)

112 CH=CHCH; 4 140-144 (0.6) A Ci7Hy;NO, 66.42 8.20 4.56 66.67 8.22 4.4Y 0

« Ree footnote a, Table I.
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