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Tab 1 Effects of iv compound V4 on aconitine
induced ventricular arrhythmia in rats

Compd Dose/mg*kg ™! VP vT VF
Ve 1 30.2 39.6 56.6
Verapamil 2 30.0 44.0 55.0
Control 25 37.1 42.6

(1) The activity data were presented as the dose of
aconitine at which ventricular ectopia, ventricular
tachycardia and ventricular fibrillation was induced

Cunit: pg)s; (20 A solution of 1 ml DMSO in 10 ml

H,O was used as control.
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8. HzS04, HNO3; b. HpS04, H,0; c. SOClg;
d. 3,4-dimethoxyphenylethylamine; e. POCls;
f. CHsl; g.i. KBHg¢; h,l. Fe/HCl;

j» CICOCH (C); k. Piperidine; m. RICOCI
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2 6,7- WA FO T H2- A LW
1,2,3, 4-VUSE SRR (V)

Vs 10 g(0.0305 moD ¥ T /K 2K 100 ml
L MANE LBEE 7 ml(0.0877 mol), 100°C [H]
MY 0.5 hy MATE K Na,CO; 7 g(0.066
mol)» PRI Y. 6 h, P8 75 257 771, 18 & T4 )
1 e WA e N R e 1 N4 B N e
bk, T, AR S (RN 12,2 2(99% D5 mp
166—167C . JGE 7M1 CyHy NoOsClL#0.5H, 0,
WHHEAH%: C 58.04, H 5.36, N 6.77; £
fH%:C 58.43, H 5.30, N 6.72. IR(KBr)
em ': 3060, 3000, 2920, 2840, 1660, 1600,
1500, 1340. "HNMR &: 2.70 ~ 3.27 (m, 6H,
3CH,),3.68(s, 3H, C;-OCH;)» 3.86 (s, 3H, G-
OCH;3)»4.08(s,2H, COCH,CD»5.62(t; 1H, C;-
H), 6.29 (s, 1H, Cg-H), 6.61 (s, 1H, Cs-HD,
7.25(d, 2H, C,-H, Cy-H)» 8.09(d, 2H, C5--H,
Cs-HDo MS(SCL m/2):405(M+ 1,268,192
3 6,7- - FEAF-1-(4-AHFE) 2R IE I 4
PEHRE-1,2, 3, 4- DU MRV,

Ve 15 g(0.0371 moD ¥ T /K LT 100
ml 5 MATRIE 12 ml(0.1214 mol)» 100T [l
TSV 5 by SEM BN OKER 7K A, A7 LA, 8
KA, T SRR K 16.4 ¢(98% s mp
139~141C . JCE T CsHy N3Os, 1 HAT %
C66.21, H6.89, N 9.26; EMAH % : C 66.16,
H7.22, N9.26. IR(KBr) ecm™':3060, 3000,
2920,2820, 1640, 1600, 1520, 1500, 1460, 1340
'"HNMR 5:1.45Cbr. s, 6H, CH,CH,CH, >,2.32,
2.78,3.16,3.23(m, 10H, 5CH, ), 3.11(s, 2H,
COCH,N),3.69(s, 3H, C;-OCH;)» 3.85(s, 3H
Co-OCH; ), 5.73(t, 1H, C;-H)» 6.35Cs, 1H, Cy-
H,6.62(s, 1H, Cs-H)» 7.31(d, 2H, C,--H, Cy -
H), 8.09 (ds> 2Hs Cy-Hs Cs-H). MS (SCI»
m/z):454(M+ 1),317,155,98-
4 6,7- " HFEFE1-(QJEF)FF2IRIEFH 4
PEAE-1,2, 3, 4- DU MR (V)

V, 5 g(0.01104 mol), i JE ¥y 3.7 ¢
(0.0661 mol)s 50% & ME 35 ml V& & Bl Z4 5

F£,100°C M1, Z212 W M 0.56 ml WERLR N 15
ml 50 % & BB R, PRI Y. 2.5 h, Ja Ak
HITVE TR vy, A 2R 4 A, K B (0 R
3.9 g(84%), mp 188 ~ 189°C - JL % /1 #7
CosHy3 N3O5 * 1/6CsHg» W 51H % : C 71.53, H
7.85, N 9.62; 5EMAE % : C 71.46, H 8.00, N
9.87. IR(KBr) em™': 3440, 3360, 3000, 2940,
2840, 1630, 1610, 1520 'HNMR &:1.54(br. s>
6H, CH,CH,CH, ), 2.16 ~ 3.28 (m, 10H,
ArCH,CH,N, N(CH,),» ArCH, ), 3.67 (s, 3H,
C,-OCH;)»3.81(s; 2H, COCH,ND, 3.84 (s, 3H,
Cs-OCH;),5.60Ct, 1H, C,-H)» 6.29Cs, 1H, » Cy-
H),6.46 —7.06(m>, 5H, aromatic). MS(SCI,
m/z):424(M+ 1,317,985
5 6,7-—HAEFE-1-(A- A SR T R-2-UKk
WEFE S WEHE-1,2,3, 4- DU k(v

V, 0.5 g(1.2 mmol)¥% T /KA 10 ml
L KIS BRI A SB A 1 ml(12.5
mmol), Ak EE [ V. 11 h, A H B4, i, R [ 44
AVE TR Na, CO; W, SUOF SR, Mo &
ok PEZE AP, LK Nap,SO, T4, 3% Mk it
0, A i M —R— P T 45 5 A5 (0B R 0.2
g (33%), mp 208 —~ 210C. JG & 7>
C,7Hy, N;O,CL R A% : C 64.85, H 6.85, N
8.40; LM {H%: C 65.14, H 6.89, N 7.97,
IRCKBr) em ™ ': 3280, 3000, 2940, 2840, 1700,
1650,1620, 1540, 1520, "HNMR &:1.50Cbr. s
6H, CH,CH,CH, >, 2.30 ~ 3.25 [ m, 10H,
ArCH,CH,N, N(CH, J,, ArCH, 1, 3.69 (s, 3H,
C,-OCH;),3.78(s, 2H, COCH,N), 3.84(s, 3H,
Ce-OCH;)» 4.18 (d, 2H, CH,CD)» 5.67 (¢, 1H,
C,-H),6.34(s, 1H, C4-H)» 6.58(m,» 1H, Cs-HD,
7.06 ~ 7.60 Cm,» 4H, aromatic ). MS ( SCI,
m/z):501(M+1),317,98.
6 6,7- - HAEFR1-(4-H OB E ) T HE-2-H
55-1,2,3, 4- VU R (v,

V, 5 g(16 mmoD ¥ T /KA 50 ml, VKt
ZAF NSNS WS 10 ml(125 mmol),
Ak [N 24 h, BT A, SE A= AR, T
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T it ] 4, 2208 80 N ORI Na, CO5 7K
AR BT H A, g8, KBE R P v, BT, 1938
(Ol 44 4.9 9(79%). IR(KBr) em ™ ': 3540,
30002940, 2840, 1700, 1610, 1550, 1520
7 6,7- ~HEIEALA-(4-FO R BB ZF 17
Fe2-W3E1,2,3, 4- WU SRR (V)

V, 0.5 g(1.6 mmoD¥# T E/KMEEE 10 ml
B, IR SR B 0.34 (1.9 mmol),
100°C & 18 h, ZM S A KT, & FEH KBk
ZrpE S R (T, e 25 2 R, TR — K

FEL N RO 0.3 go

EY Vi R AER
8 6,7-_ HHAF-1-[4-(4-5F) 7K 7B i 5 ]
NHRE-2-UR B I &k -1, 25 3, 4-DU A S
(Vi)

Vg 0.5 g(1.2 mmol), XJ i 55 4 H Bt 5
0.27 g(1.46 mmol), #4779 [A) vy, IAE—IK
FEL N AR ORAER 0.2 go

B Vis— 6 R AER

AW Vg w16 I BORREE A WA 2.

Tab 2 Physical Properties and spectral data of compounds V4

Yield

Anal / %

Compd o MP/C Formula Calod Found '"HNMR/ 8 MS/SCL m/ z
Vi 43 99~100 CoeHy7N,O5Cl C 69.25 69.14 2.56Cs: 3H, NCH; ), 2.60~3.50(m, 6H, 451CM+ 1),
H 6.03 6.07 3CH,>,3.59(s,3H, C;-OCH; 0, 3. 82(s, 206
N 6.21 5.84  3H,C4-OCH;),3.93(t, 1H, C;-HD, 6. 11
(s» 1H> Cg-1D» 6. 56Cs» 1H, Cs-FD 7. 04
~7.95(m, 8H, aromatic)
Viz 22 98~100 CoeHagN>Os C 74.98 74.91 2.55(s:3H,NCH;,2.65~3.40(m, 6H, 417(M+ 1),
H 6.78 6.89  3CH,’,3.59(s, 3H, C;-OCH; 05 3. 82(s, 206
N 6.73 6.30 3H,C4-OCH;)»3.92(t, 1H, C;-HD» 6. 11
(o 11 CoID 6. 55Cs, 11, Cs1D, 7. 05
~7.90Cm, 9H, aromatic)
Vi 14 110 CoeHpN;Os C 66.86  66.79 2.61Cs3H,NCH:)»2.72~3.50Cm, 6H,  462(M+ 1),
S1/4CHLCOCH;  H 6.08  6.16  3CIL)»3.59(s 3H, G-OCH; ), 3.83(ss 206
“1/41L,0 N 874  8.40 3L Ce-OCH;»3.93(t, 1H, C,-ED» 6. 08
(s» 1H> Cg-1D» 6. 57Cs» 1H, Cs-HD 7. 05
~8.36(m, 8H, aromatic)
Vi 29 122~124  GC3HeN,Oq C 66.08 66.29 1.67(br.s,6H, CH,CH,CH,>,2.50~3.60 573(M+ 1),
*1/2H,0 H 6.41 6.70  C(m,10H, ArCH,CH,N, N(CH, )5 424,317,
N 9.63 9.19  ArCH,),3.74(s, 2H, COCH, N>, 3. 86(s, 192,98, 86
31, C5-OCH3), 3. 89Cs, 3H, Co-OCH: )
5.62(t,1H, C,-H» 6. 39(s, 1H, C5-HD>
6.58,7.05—8.40(m, 9H, aromatic)
Vis 15 110—112 G5 HyN;O,CL C 66.25 65.60 1.50(br.s,6H, CH,CH,CH,>,2.30~3.50 3562(M+ 1),
*H,O H 6.60 6.66  (m,10H, ArCH,CH,N, N(CH, 5> 317,98
N 7.24 6.93  ArCH,),3.68(s, 3H, C;-OCH; - 3. 80(s,
21, COCILND» 3. 84Cs, 311, Cy-OCH)s
5.64(t,1H, C,-H, 6. 33(s, 1H, C5-HD>
6.51~8.00(m,9H, aromatic)
Vie 64 125126 CyHpN;O, C 71.62  71.63 1.50(br. s 61, CILCILCIL)»2.40~3.30  $28(M+ 1)
*1/2H,0 H 7.14 7.00  (m,10H, ArCH,CH,N, N(CH, )5 317,155,98
N 7.83 7.50  ArCH,).3.69(s, 3H, C;-OCH; - 3. 81(s,

2H) COCHzN)y 3 84(5) 3H) C()—OCH3)y
5. 67(ty 1Hy C]—H)y 6 35(5) 1Hy Cg—H)y
6.46~8.05(m, 10H, aromatic)

Above compounds are recrystallized from acetone-water.
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SYNTHESIS AND BIOLOGICAL ACTIVITY OF 1-(4-ACYLAMINO)
BENZYL-1,2,3,4-TETRAHYDROISOQUINOLINES

He Liwen(He LW), Huang Wenlong(Huang WL),
Shen Yuehong(Shen YH) and Peng Sixun(Peng SX)

( Division of Medicinal Chemistrys China Pharmaceutical Universitys Nanjing 210009 )

ABSTRACT For searching more effective antiarrhythmic agents, on the basis of integration of
the structural feature of certain potassium channel blockers available, various acylamino groups were
introduced to the position 4 of the benzyl ring of this series of compounds. Thuss eight 1-(4-
acylaminobenzyl-1,25 3, 4-tetrahydroisoquinolines were designed and synthesized> which had not been

reported in the literatures. Compounds Vy» V5 and Vg at concentration 10~ ° mol* L™ ! depressed rat

aortia contraction induced by high KCI (80 mmol*L ™ !). The effect was similar to that of tetrandrine.
Compound Vg showed potent antiarrhythmic activity at the dosage of 1 mgekg ™ !.
KEY WORDS Isoquinolines; Tetrandrine; Antiarrhythmic





