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Tab 1.

2

Structures, physical properties and physiological activities of compounds

Ry
o-enz-r-n< 3
. fex(CHy) Ry

Adrenoceptor affinity Aati~hyperten-

MP(*C) Yield . ICsp(pmol/L)® sion effects in
Compde Y Rs Re o (Solvent) (%) ai(A) az(B) B/A anesthetized rat
I ?H - 166~167 ;
_ . 0.5 42 28.0 St
CHs (EtOH~Et:0)  36.5 - . rone
CH ' ) OCH; . 150~151 . .
Ha L. H —Q—ocﬂ} 1 (EtOH-iCsH7s0H) 16.4, 1.2 5.0 | 4.2 Strong
CHa OCH.5 N
‘ CH -0 180~181 : . \ ,
mo Lo H 1 (EtOH-En0)  10.8 0.05 5.6 112 Strong
- CH 160~162 .
Ile (l: u H o D 1 (EtoH-Et;0) 21,5 2.3 54 23.5 Weak
8 .
CH o H, 2141~14
i I H ‘Cﬁg 1 (EtOH) c 1,2 3.9 3.2 /
CHg 9.8
CH 1o 161~162° s ‘
Ile | H @ 1 . (EtOH-Et,0) 7.4 1.5 1n 1.3 Weak -
CHgs ' .
CH Ay . 197~199 :
IIf I E  —groi,0 0 - (EtOH-Et:0) . 20.2  / / / Weak
CHs CHs HaC . .
CH " 190~192 T
g | O 0 (i-CsH,OH) 29.4 / /. / Strong
CHs
CH-CH; CHs 138~140 o :
I | H =CHZ 0 (EtOH-E120) 13.1 46 2.3 0.5 /
OH CHs o . i
CH-CH, o 99~100
i H 3 ¢ 1 . 2.8 No effect
Ler le{ 2‘ (EtOH) 2. 2 3¢ .2 o effec
) . 170~171 - . »
IIj CHe=CH: CHg, H 1  (EtOH-Et:0) 62.0 16 1.1 0.1 No effect
. 146~1417 o L '
Ik CHy-CH.  CHs H 1 (EtOH-Ets0) ~ 48.4 2.1 ~ 2.9 "14 No effect
CH ~°|'°z 94~97 ] .
Ma | @ ©H; 3 (CHsCOOEt) ' 28.6 0.3 5.4 159  Strong
CI-Is OCH; ) . )
Chg
CH t 87~89
1Ib {0 2 © (EtOH) / / / Strong
@m |

18.9

Rl—-Rz—CHa except compound IIk(Ri=Rz=H),
a.Compound I, IId~f, ITh had been reported, Element analyses for C, H and N of the unknown

" compounds are within 0.5% of the calculated values. All compounds are hydrochloride except Ilis

Iila aand IIb.. b. ICso is 50 percent inhibition -concentration,
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Tab 2, Spectral data of compounds

Compd* . THNMR (CDCls) & ppm MS(m/z)
1.64(d,3H,CHs),2.25(s,6H,2ArCHs) »3.35(m ,4H ,-CH3CH2-) »

I 3.50(m,2H,-OCH2',),3.85(d,6H,20CH3),4.30(§,IH,CH),“ 208
6.93(t,3H,ArH),6.73(s,3H,ArH),9,95(s,2H,NH 3) 192
1.56(m,3H,CHs),1.70(m,1,CH),2.30(s,6H,2ArCH3s),

IIa 3. 80(5,2H:-OCH2—) 3. 86(5:9H;3OCH3) 4, 23(m;2H,—NCHz-): 359(M+)
6.94(s,5H,ArH),10.10(m,2H, NHz) 181 .
1.59(d:3H:CHS);I.75(S:1H:CH):Z.ZS(S:GH:ZATCHS)’

1Ib 3.85(!11;21’17'NCHZ"');4.98(mr£H1'oCH2‘)l5;88(512H1"0CH20"): 313(M+) )

© 6.93(s,6H,ArH),10.15(s,2H,NHz2) 1

' 1.50(d,3H,CHs),1.79(s,1H,CH),2,25(s,6H,2ArCHs),

1Ie 3.05(3,ZH,-NCHz-),4.25(m12£:I;-OCH;-),6.90(5,3H:A:‘H), 347(M*)
7.55(q,4H,ArH),10.15(s,2H, NH3) 169
1.62(d,6H,2CHs),2,30(s,12H,4ArCHs),3.90~4.45(m,6H,2-OCHz CH-), '343(M*)

' + .

IIf 6.94(s,6H,ArH),9.85(s,2H,NHz) , 206
1.15(m,11H,CeH11),1.60(d,3H,CHa), 1.84(s, 1H,CH), ,

Il 2.25(s,6H,2ArCHs) ,4.40(m,2H,~OCHz-),6.95(s,3H,ArH), - 261(M+)

o+
9.45(s,2H,NH3) 126
2.18(s,6H,2ArCHs), 2 .40(m,2H,~CH;~),2.90(d,,6H,N(CHs)2),

I 3.35(m,2H,-NCH),3.83(t,2H,-OCHs=),6.91(s,8H, ArH), 207(M+)
12.3(s,1H,NH) .
2.31(m,2H,CH2),2.85(d,6H,N(CHs)s),3.25(m ,2H,~NCH;-),

' . +

11k 4.02(t,2H,-OCH»-),7.0(m,5H,ArH),11.9(s,1H,NH) : o 1T9(MH)
1.55(d,3H,CHs),1.80(s,1H,CH),2,15(s ,6H,2ArCHsg),2.30(s,3H,

IIIa ArCHs):3.25(m:4H,—CHzCH2-),3.71(5,3HyOCH3):3.82(5,3H.0CH3);

4.05(m,2H,-0CH-),6.65(s,3H,ArH),6.90(s,3H,ArH),7.05(d, 344
2H,ArH),7.75(d,2H,ArH) '

1.20(s,3H,CHs), 2.15(s,6H,2ArCHs),2.95(s, 2H, ArCHa), ’
IIb 3.50(m,4H,-NCH,-,-OCH}~),3.81(s,6,20CHs3),4.30(s , 1H, CH): 163
6.90(m,6H,ArH),7.40(s,5H,ArH)

*: All compounds sre hydrochloride except Illa and IIIb.
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B2, 6-TFREEE 20 mmol TR 20 ml B, MERBH 20 mmol, A - &N,
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25 mmol M oK MLEE 50 m1 &, M N, AT IRER 2 b, W R A koK
B, MEBEG, BIEESR BOasRER. BRElE L,

it BEE, FIE, FRERSMES IE,

£@iA o-REEMS BEEE FERE

8 % X &
1. BER%. BOE (Mexiletine) XBHHER. LR 19845 19:656.
2. REFE, B, 12, 6-ZHIEEEE) 23, 4= $$§$Zﬁ%)-ﬁ%ﬁ&ﬁ%ﬁ%ﬂﬂ'ﬁm REHRER
19885 9:64. '
3. Timemermans MWM, et al. a-Adrenoceptors classification, localization, mechanisms and targets
for drug, J Med Chem 1982; 25:1389,
4. BRERPE. WAPLA8). ENSEERBGEMLLHASM 19875 3:138.

5. Van Zwieten PA, et al. Central and peripheral a-adrenoceptors. J Cardiovase Pharmacol 1982;
4(suppl 1) :19,

SYNTHESIS AND ANTIHYPERTENSIVE ACTIVITY OF S.OIViE
PHENOXYALKYLAMINE COMPOUNDS

L Xia, PZ Ni, W Song, GQ Liu, I1Q Qlan , P Li* and FH Du®
(China Pharmaceutical University, Nanjing 210009; *Tongii Medical University, Hankou 430030)

ABSTRACT Nine new compounds were synthesized and tested for their a-—
adreno'ceptor affinity and antihypertensive activity together with 5 other pre-
viously reporfed compounds¢?’. Compounds I, Ila, IIb and 1Ila showed h1gh
a-adrenoceptor affinity and strong antihypertensive activity.

Key words a-Adrenoceptor affinity: Antxh);pggtenswe activity: Phenoxy-
alkylamines - -





