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Tab 1. 6,7-Disubstituted- 1-substituted benzyl-2-acyl/sulphonyl-1,2,3, 4-tetrahydroisoquinolines ( 1 )

Compd R! R? R? Yield, % mp, C Description
[ COCHs -OCH; _ -COCH; 83 105— 106 white crystal
1. -OCH; -OCHs  -COCH,CI 72 157— 159 white crystal
1, -OCH; -OCHy  -COC:Hs 72 99— 100 white crystal
| -OCHsy -QOCH; -COCH;0CH; 34 100—102 white crystal
| 3 ~-OCHj -OCHj3 -COOCzH; 45 63—70 white crystal
. -OCH;  -OCH, -co—Q 51 198—200 white ctystal
1. -OCHy -OCHs -co—Q—ocu, 61 110—112 white powder
1. .OCHy -OCHy ~¢© ') OCOCH, 32 143— 145 pale yellow crystal
1. -OCH; -OCH; -co—Q 19 195— 197 pale yellow nesdle
-OCH; -OCH, -CO—Q 34 163— 165 pale yellpw needle
I -OCHy -OCHy  -SO:;CHj 57 118—119 white crystal
1., -OCH; -OCH, -so,—O 35 114—116 white ctystal
1. _OCH; -OCHj -soz—Q—CH, 55 124—125 white ctystal
1.2 -OCH,0- -COCH:Cl 69 122—124 pale yellow ctrystal
| IO -OCH,0- -COC2H;s 64 125—127 - white crystal
. -OCH;0- —co—Q 19 116—118 white crystal
) Y -0OCH,0- -S0O,;CH; 54 142—143 white crystal
| 3% -OCH;0- —SOZ—O 53 152—153 white crysta)

[ g -OCH,0- -s0.—(_Y—cH, 61 146—147  white crystal

Compd R Yield, % mp, C Descrliption
| B -COCH, 43 170—172 white crystal
| RT3 -COCH,Cl 70 147—148 pale yellow crystal
| ¥ -CO—O - 21 244— 246 (dec. ) pale yellow powder
1 so—{ ) 59 159~ 160 paie yellow needie
L -so,—O—CH, 13 124~ 126 (dec. ) pale yellow powder
CHjy
CHjy —COCH,C}
[ R 1Y HsC 69 183184 pale yellow crystal
Hy

aReported compounds($]
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WEES. V-Bi/REE N A RERLE SR 3

WL-1 B B 5848 SR T2 L B 38 A X
ERABEE SN LERE BEYRESKIE#
BB YT (TLORR i BEIE GF.s0 (B S8 B 1k
I/ £7™)5 CMC-Na KB K& W Ok K
0. 8% KNS SHM, 2 100~110CiE
I~2hEETHRBARERH. TEIMTT
(F 1 254 nm)IME K M, T E 534t . CARLO

ERBA STRUMENTAZIONE ELEMENTAL AN-

!

b

ALYZER-MOD. 1106; IR (KBr E K ):
PERKIN-ELMER 983 Infrared Spectropho-
tometer; 'HNMR (3% 7| 2§ CDsCOCD; s CD-
Cly, TMS W #5) JEOL FX 80Q Fourier Trans-
form NMR Spectrometer; MS; Nicolet Fourier
Transform Mass Spectrometer 2000,

MEEE (PP REB S 8.5 mmol T
TFHRE 15 mi B, TN T RN B (3
BORT) SEREL N, 17~25. 5 mmol 5T 4% 15 mi IR
AW, WHL R Y 0.5 h, IIA M AR Tk R &
2. MMM e~200 MERRE. TRYFWAY
K Z Mk 30 ml BE# (LB EMA LB R H LA
WWE pH ik 9~10)  Hr i B4k, M KK EES
T MRS KZMEFAR- 28RS &GS
RS, BHEEMNELETN),
6,7-= PR E-1-{1-[4--PR)BE TR X)) -2-
EmE-1,2,3,4- 98 FER(E-1)

Anal, (CaH3sNOs=1395. 5439; C%, H%, N%): Req.
75.91, 8. 41, 3.54; Found 76. 16, 8.59, 3.13, /R(cm—!),
3067, 2959, 2934 (CH), 2843 (OCH;), 1638 (C=0),
1609, 1515 (aromatic), 1257, 1120, 842, 803 (CH),
‘HNMR(bppm) : 0.88(d.J=156.3Hz,6H,2 > CHy), 1.28(q.
3H,C.-CHy), 1. 88(m,3H,CH,CH), 2.43(d,3H,COCHy),

‘' 2.78(m,2H,ArCHs), 3. 40(m,2H,CH,NCO), 3.69(s,3H.

b

I

C7OCHy), 3.76 (s, 3H, Ce-OCH3), 4.78(d, 1H, Co-H),
§.63(d,1H,C|-H), 6.58(s,1H,Cs-H), 6.71(s,1H,Cs-H),
7.10(dd, 4H, aromatic), MS (8Cl;m/z), 396 (M + 1,
80.64%), 337 (M , Mt

+
Mrcu M
R

'H2CH (Me)2

COCH-CHy) s 284 (base peak, W01 0 )

Me

RiGvag GIBR

x 6,7-=FPHE-1-(1-[4-Q-PROBRIELICEK-2-

RLME-1-2,3.4-ERER(X-D

Anal. (Cp5H3pCINO; = 429. 9889, C% .H% ,N%); Req.
69. B3, 7. 50, 3. 26; Found 70.01,7.50,2.90, {R(cm '),
3006,2952, 2930, 2869 (CH), 2833 (OCH3), 1638(C — 0),
1638, 1513 Caromatic), 1261, 1122,792,869 (CH), 'HNMR
(dppm); 0.88(d,}=7.2Hz,6H,2 X CHy),1.30(q.3H,C,-
CHy) 1. 85(m, 1H,CH) 2, 43(q, 2H, ArCH;), 2. 91 (m, 2H,
AFCH2) 3. 74(5,3H,C1-OCH1) . 3. 84(s, 3H , Co-OCH3) 4. 07
(s, 1H,C,-H). 4. 57(s, 4H,CH2Cl.CH,;NCO) , 5. 54(d, br, 1H,
Ci-H),6.63(s, IH,Cag-H), 6.75(s, IH,Cs-H), 6. 83-7.22
(m, 4H, aromatic), MS(SC/;m/z); 430(M+ 1,26.92%),
337(M+-COCHCI-CH; ) , 268 ( 3:3_-@\/;‘.40("7” , base
peak),192¢ oY) .
6,7-=PHE-1-{1-[4-2-FPE OBR IR LI L K-2-
BB E-1,2,3,4- DK FeHh(E-3)

Anal. (CzsH3sNOs = 409. 5709; C2,HY% .N%); Reg.
76.25,8.61,3.42; Found 7h.58.8.74,3. 1A, [K(em '),
2960.2940, 2873 (CH) , 2840 (OCH,) . 1633 (C = 0. 1610,
1515¢aromatic) , 1259,1119,847 ,804(CH), LINMR(dppm),
0.87(m,9H,3 X CHs), 1. 28(q,3H,C.-CH3), L. 83(m.lH,
CH), 2.20(t,2H,ArCH;), 2. 45(d,2H,COCH;), 2.80(q,
2H, ArCH;), 3.45 (m, 2H, CH:NCO), 3.7l (s, 3H, C;-
OCH3), 3.77(s,3H,Cq-OCH3), 3. 81 (m, IH.C, H). 5. 63
(d,1H,Cy-H), 6. 62(s, IH,Cs-H)\ 6.72(s, I1H.Cs-H), 7. 12
(dd, 4H,aromatic), MS(SClim/:); 410(M + 1.82.072,),
338 ( M e ), 337 (338-' H),

M
H2CH(CHa)2

248 ( :m‘—cocuzcus '
Swa@ GIRE
6,7-—PHE-1-{1-[4-QC-FRO)BR]IFRICE-2-
PROBA-1,2,3,4-0 8 F$H(N-9

K-2 37 mmoD¥EF XKLE 60 mlsfr, A 50%
RIREGY-HIRE 1. B gCT IR 0.88. 7.5 mmoD)  BEF¥. M 3t
B R 10 h, 3RER A BLEG TOBL IR 5 0 B 22 ORI B A R
Ry MA R 20 ml FIRB Bt k. S ELGRA
KT BAEARM2.5eB4%) . M 10 m MM LK
B D 2ml WMELES CK.BOIAMK 170
(34%).mp 100~102C, Anal. (C2H3;NO,= 425.5703,
C% H% ,N%): Req. 73.38,8.29, 3.29; Found 74. 10,
8.60,3.34, /R(cm~'), 3071,3045,2964,2870(CH), 2844
(OCH3), 1656 (C=0), 1608, 1517 (aromatic), 1115(-0-),
1019, 836 (CH), "HAVMR (5ppm) . 0.87 (d.6H. 2 X CHy),
1.25(d, 3H, Ca-CHs), 1.80 (m, IH. CH), 2.35 (q. 2H,
ArCH;),2. 80(m,2H,ArCH;),3. 20(m, 4H,CH,NCOCH,0) .
3.45(m, 1H,Cs-H),3,69(s, IH,C7-OCH31) . 3. 75(s, 3H, Cs-

base peak), 192
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OCHy),3. 90(s,3H,0CH3), 5. 50(d,br, |H,Ci-H), 6. 60 (s,
1H,Cs-H),6. 68(s,1H,C5-H),7. 10(m, 4H,aromatic) ,
6,7-—FPHE-1-{1-[4-2-PROBETX K I L K-2-
CEME-1,2,3,4-2ERERD-5

Anal. (CzsH3sNO, = 425.5703; C%,H% ,N%). Req.
73.38,8.29,3.29, Found 73.70,8.34,3.35, /E(cm-'),
3075,3004, 2959 (CH) . 2836 (OCH;), 1687 (C=0), 1608,
1515 (aromatic ), 1260, 1239, 847 (CH), "HNMR (5ppm) .
0. 88(d,J=7. 2Hz,6H,2X CHy), 1. 13(1,3H,CHy), 1. 30(d,
3H,Ca-CHs), 1. 85(m, 1H,CH), 2. 44(d, 2H, ArCH,), 2. 75
(t,2H,ArCH), 3. 25(m, 3H,CH;N,C.-H), 3. 72(s, 3H,Cs-
OCH3),3. 77(s,3H.Cs-OCHs) , 3. 93(br, 2H,COOCH,) . 5. 20
(br,1H,Ci-H),6. 64(s. 1H,Cy-H) . 6. 72(s, IH,C5-H). 7. 10
(dd, 4H ,aromatic) , MS(SCIym/z): 426 (M+ 1,32.35%),
380(M1-OCzHs ). 337 ( Mt- COOCyHs- OCH3 ), 264

( :3:0:)»1'4:00!:":"5 »base peak), 192,
6,7-~FPHE-1-(1-[-QC-FPROBEIZE L £-2-
AP E-1,2,3, 49K RER(N-6)

Anal. (CyoHysNO3=457.6149; C% . HY% ,N%): Req.
78.74,7.71,3.06; Found 78.83.7.81,2.80, /R(cm '),
3073,2932, 2909, 2867 (CH), 2840 (OCH3), 1624 (C=0),
1577, 1515 (aromatic), 1264, 1113, 847 (CH), "HNMR
(5ppm): 0.93(d,J=6.3Hz,6H.2 X CH;). 1. 44(d, 3H,C,
CH3),1.82(m,1H,CH), 2. 48(d, 2H, ArCH;), 2. 75(t, 2H,
ArCH3z), 3. 40(m,3H,CH;N,C,-H), 3. 79(s, 3H, C;-OCHy),
3. 84(s, 3H,C-OCH3), 5. 80(d,br, I1H,C;-H).6.71 — 7. 48
(m,11H,aromatic), MS(SC/ym/z); 458 (M+ 1,base peak),

337,296 :m*@ 2.105¢ { Ycmos ),
6,7-—PRE-1-{I-[4-Q2-PROREIE X L A-2-
U-PERLBOETHE-1,2,3,4- 0 FEdHh(1-7)
Asal. (CyiH3zNO, » H,0=1505, 6567; C%,.HY% .N%).
Req. 73.63, 7.77, 2.77; Found 73. 44, 6.93, 2.36, IR
(em~1),; 3433 (br, H,0), 3069, 2958, 2930 (CH ), 2843
(OCH3),1710(C=0), 1607, 1509 (aromatic), 1263, 1223,
1001,838(CH), '"HNMR(3ppm); 0. 90(d,J=6. 3Hz,6H,2 ™
CHjy),1.37(br,3H,Ca-CH3),1.87(m, 1H,CH), 2. 46(d.2H,
ArCH3z), 2. 76 (br, 2H, ArCH;), 3. 33 (m, 3H,CH;N,C,-H),
3.78(s,3H,C7-OCH3).3. 82(s.3H,OCHy), 3. 93 (s, 3H,Cs-
OCH;4),5. 74(br.1H,C1-H),6. 71 (s, IH,C3-H),6. 81 (s, IH,
Cs-H),7.10(dd, 4H ,aromatic) , 8. 12(dd, 4H,aromatic) ,
6,7-—FRAE-1-(1-[4-2-PRI)BEIZR I L L-2-
-Laff) ¥ Pod-1,2,3, 498 F$H(N-8)
Anal. (C32H3;NOs « H20=533. 6671, C% ,HY.,N%),
Req. 72.02, 7.37, 2.62; Found 71.79, 6.96, 2.50, (R
(em '), 3447(br,H;0),3068.2955.2931.2866(CH). 2833

(OCH3), 1763 (ester-C=0), 1629 (amide-C=0), 1607, 1515
(aromatic), 1262, 1196, 1117, 852(CH), 'HNMR (5pm) .
0.94(d,6H,2 > CH3), 1. 40(d,3H,Ca-CHy), 1. B7(m, IH,
CH).2.50(m,3H,COCH3),2. 73(br,2H.ArCH;). 2. 98(m,
2H,ArCHz), 3. 35 (br, 2H, CH,N), 3. 77 (s, 3H, C;- OCH3),
3. 83(s,3H.,C4-OCHy) . 4. 19(m, 1H,Cu-H), 5. 78(d, IH,C-
H),6.28-7. 34(m, |0H ,aromatic) ,
6,7-—FHRE-)-{1-[4-C-FROBHETRE ) LA-2-
e k-1,2,3,4- K FEHR(N-9)

Anal. (Cay9 Hai N2Oy = 458.6026;, C% . H%.N%),
Req. 75.95, 7.47, 6. 11; Found 76.03, 7.58, 5.88, IR
(em~1'), 3073,2960,2908,2868(CH),2834(0OCH,),1624(C
=0), 1587, 1516 (aromatic) , 1264, lllS: 1018, 848 (CH),
‘HINMR (dppm); 0.90(q,6H,2 > CH3), 1.16 (d, 3H, C,-
CH3), 1. 45(m, IH,CH), 2. 48(d. 2H, ArCH;) . 2. 80(s,2H,
ArCHz),3.40(m,2H,CH:N), 3. 70(m. IH,Cu-H), 3. 79(s,
3H,C7-OCH3). 3. 84 (s, 3H.C5-0CH3).'5. 80(d. IH,C\-H),
6.72(s,IH, Cg-H),6.96(s, 1H,Cs-H), 7. 25(m,6H,aromat-
ic).8.06(d, |H,aromatic), 8. 52(q, |H.aromatic), MS(SCI;
m/z): 459 (M + |, base peak ), 458 (M, 5.30%,), 297

(::gm.{o_ck ),263,
6, 7- =P E&-1-{1-[4-C-PROREIREI C£-2-
Fmek-1,2,3,4-98 FPR(N-10)

Anal. (Ca9 Hyg N2Oy = 458.6026, C%. H%. . N'\),
Req. 75.95, 7.47, 6. 11y Found 75.89. 7.16, 5.93, /R
(em~—'), 3019.2952, 2866 (CH), 2835 (OCH3)., 1635(C=
0), 1611, 1518 Caromatic ), 1265, 1113, 1017, 840 (CH),
THNMR (5ppm); 0.91 (q, 6H, 2 XX CHy), 1. 15 (d, 3H, Ca-
CHj).1.45(m, 1H,CH), 2. 48(d,2H,ArCH>),2. 76 (m,2H,
ArCH2),3. 34(m, 3H,Co-H,CH;N) , 3. 78(s, 3H,C>-OCH3) ,
3. 84(s,3H, Ce-OCH;), 5. 77 (d, I1H, Ci-H) ;6. 54-7. 36 (m,
8H ,aromatic), 8. 63(m, 2H, aromatic) , MS(SC/:m/z), 459

(M + 1, 80.78%), 287 ( :;)’m%_o base
peak) ,

6,7-= P HA-1-{1-[4-Q2- PR OB EIE AL E-2-
P E-1,2,3,40ERERK(T-11)

Angl.  (Cz( Hi3s NOS = 431.5923, C%., H% . N%),
Req. 66.79, 7.71, 3.25; Found 66.98, 7.46, 3.28, /R
(em '), 3024,2934,2863(CH),2842(0CH;).1609,1516
(aromatic), 1329, 1144 (N-SQ,), 1020,976.838(CH), 'H\-
MR (5ppm). 0.88(d,6H,2> CHz).l.35(d,3H.C.-CH3),
1.80(m,1H,CH),2. 40(1,4H.ArCH,,ArCH3),2. 80(m.3H,
S0,CH4).3. 30(m,3H,CH3N.,C, H).3. 78(s.3H.C;-OCH;) .
3.83(s,3H.Cs OCH3) . 4. 86 (d. IH,Ci-H),6.50(s. 1H,Cy-
H).6.60(s,1H.Cs-H).7. 07 (s, 4H,aromatic),
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6,7-ZPHE-1-{1-[4-Q-PR)BRIL X LA -2-
FoRE-1,2,8,4 08 FdH(N-12)

Anal.  (Ca9 Hys NOWS = 493.6633; C%, HY% . N%),
Req. 70.56, 7.15, 2.84; Found 70.80, 7.24, 2.74, IR
(em~1), 3067,2954, 2867 (CH), 2834 (OCH;), 1608, 1511
(aromatic) , 1327, 1164 (N-$0,), 983. 840 (CH), '[INMR
(&ppm); 0.85(d,6H,2X CH3),1.31(d,3H,C,-CHj). .82
(m, 1H, CH), 2. 42 (d, 4H, ArCH;, ArCH;). 3. 31 (m. 3H,
CH;N,C,-H) ,3. 68(s,3H,C;-OCH3),3. 76 (s, 3H,Cs-OCH3) ,
5. 08(d,1H,C\-H),6.25(s, IH,Cg-H),6.85(s, IH,Cs-H),
7.02-7. 60(m,9H ,aromatic) ,
6,7-ZPHE-1-{1-[4-C-PrOHEIE R L A-2-
U-PROERABRE-1,2,3,4-298 FdH(N-13)

Aral. (C30HyyNO,S=507.6903; C% . .H% ,N%). Reg.
70.97, 7.35, 2.76; Found 70. 88, 7.42, 2.75, {R(em—1),
2952, 2865(CH), 2838 (OCH3), 1609, 1515 (aromatic).,
1330, 1163 (N-SO;), 1091, 973, 836 (CH), 'HNMR
(dppm), 0.89(d,J=7.2Hz,6H,2 X CH;), 1.31(d,J=
7.2Hz,3H, C.- CH3), 1.80 (q, I1H, CH), 2.29 (s, 3H,
ArCHi), 2. 44(q,4H, 2 X ArCH;), 3. 35(m.3H,CH:N, C,-
H), 3.68(s,6H,2X OCHs), 5.10(d,1H,C,-H), 6.45(s,
1H,Cg-H), 6.57 (s, IH, C5-H), 7.09-7.51 (m, 8H,
aromatic) , MS(SCIsm/z); 508(M+ 1, 62.63% ), 430, 346

( S&CO";SOZO_C"H . base peak ), 337

(M Y 268, 192

+

H2CH(CH3)2

§--= @ QN
B,7-—PHRE-1-(KE-DHPE-2-LmE-1,2,3,4-
O EFEh(E-14)

Anal. (C24HpsNO3=375. 4689, C%.H%.N%): Req.
76.77,6.71,3.73; Found 76.97,6.70,3.71, /R(em~'),
3041-,2955, 2867 (CH) . 2833 (OCH;). 1634 (C =0), 1609,
1513 (aromatic), 1266, 1125, 820 (CH), 'HNMR (dppm):
2.12(s,3H,COCH;) , 2. 75(m,2H,ArCH;) , 3. 16(m.2H. 2 X

. Ca-H),3.60(m,2H,CH;N),3. 71 (s, 3H,C,-OCH3;), 3. 80(s,

3H,Cs-OCHy), 5. 55(s, IH, Cy-H), 5. 75(q, IH,C1-H) . 6. 50
(3, 1H,Cs-H),7. 0-8. 50(m,7H ,aromatic) ,
6,7-—PHRE-1-(FA-DPEA-2-R LB A-1,2,3,
- EHER(N-15) '
R E R, mpl47-148C (TR FImp137-138C),

6,7-—FPRE-I-(RE-DFPE-2-FPHL-1.2.3.4- 9%
KER(N-16)

\ Al (CnHyNOy « 3.5H;0 = 500.5938, C%.HY,
!l%). Req. 69.58,6.85,2.80, Found 69. 64,6. 84, 3. 54,

\

IR(em 1) 3443(br,H20).3179.2931 (CH) . 2838 (OCH+) .
1611(C=0).1591, 1517 (aromatic) . 1225. 1123.812(CH)
"HVMR(bdppm); 3.03(m.2H,ArCH;).3.70(m,4H,2 > C.
H,CH;N),4.88(m,br. 1H.C;-H).5. 36(s. IH,Cys H),6. 58
(s+1H,Cs-H).7. 20-8. 30(m, | 2H ,aromatic) ,
6.7-—FPEE- I (FX-DPE-2 £ 8L -1.2,3,
4- EFER(T-1T)

Anal. (CppHzzNOS =473, 5883 €0, H", \N",), Req.
71.01.5.75,2.96; Found 70.95.5.87.2.89, /R(em '),
3008, 2938,2849(CH),2832(0CH3), 1609, 1510 aromartic) .
1335,1163(N-S02), 1119, 1001.820(CH)Y, 'HNMR(»ppm) ;
2.70(t,2H.ArCH7).3. 30(m.4H.2> C,-H.CH,N) . 3. 73¢s.
6H,2>OCH3),5. 25(q. IH,C;-H) 5. t4(s. 111.Cy 11).6. 15
(s.IH.Cs-H),6. 88-8. 22(m, 1 2H ,aromatic ) ,
6,7-~PEE-I-(BEX-DPE-2-(1-PRORFs L
-1,2,3,4- 0 & FEHk(N-18)

Anal. (C29HzeNOS « H,0=505.6307; C"\ .H". .N ', ),
Req. 68.89, 6.19, 2.77; Found 69. 11, 6. 69, ZLQ, R
(em 1), 3425(br, H,0),2932 (CH). 2837 (OCH ), 1609,
1514 (aromatic) . 1337, 1123(N SO:). [018.779(CH) . F1I\
MR(bppm) . 3.08(s.3H.CH:).3. 20(m.2H, ArCH. Y, 3. 50
(m.4H,2XC-H,CH,N), 3. 75(s . 6H. 2 OCH ), 1. B0 (br,
TH,Ci-H) . 5. 45 (s, ITH . Cy-H) L B. 62 (s, I, C, H) L 7.25
8.30(m,11H,aromatic),
6,7-ZPHE-1-{1-[(6-PHREOEL 2L L2 K
CBLA-1,2,3,4- 08 Fdk(T-19)

R A LK . mp 183-184 C CIUHR!® mp 176 178 (),
B,7- KPP E-1-{I-[41-C-PERORRE XX ICLL-
-FUBE-1,2,3.4-98 FbH(0-20)

Anal. (Cz4HzCINO3=413. 9459; C',; ,H", .N7); Req.
69.64,6.82,3.38; Found 69.71.6.89,3.20, /R(em '),
3047.2947,2921 (CH), 2873(OCH;0), 1660(C =0), 1635,
1482 (aromatic) . 1251.1039.855(CH) ,'"HNMR (5ppm) ; 0. 86
(d.6H,2X CH3).1.30(q,3H.C,-CH+). 1. 80(m. IH.CH),
2.42(q. 2H, ArCHz), 2. 83 (m, 2H. ArCH,). 3. 30 (m, 211,
CH;N).3.83(s,2H,CH,CI) . 4. 48(d. IH.C.-H).5. 38(d. IH,
Ci-H),5. 93(s,2H,0CH;0),6. 55— 7. 0(m,6H .aromatic) ,
B, 7- KPR E-1-{I-[4-Q-PRI)BE [ 4)-2F
BE-1,2.3,4-& Fddcn-2])

Anal. (Cp5 H3NO3 = 393. 5279 C",,H",.N%,); Req.
76.30,7.94,3.56; Found 76.26,8.02,3.53. /R(em '),
3047, 2964 (CH), 2873 (OCH20) ., 1640(C = O). 1610, 1 &7
(aromatic) , [239,1032,856 (CH), "HNMR(dppm) ; 0. 90(m.
9H,3> CH3). 1. 30(m.3H.C,-CH1) . 1. 82(m, IH.CH) . 2. 10
(m, 2H, ArCH;). 2. 42 (d. 2H, COCH; ), 2. 80 (m. 2H,
ArCH;),3. 40(m, 2H.CH;N), 4. 50(m. IH.C.-H) . 5. 62(d.
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IHLI- H), 5.90 (s, 2H., OCH;0), 6.58- 7. 05 (m, 6H,
aromatic) ,

6,7- kPR A-1-(1-[4-C-PR)BEIE X L A-
-3 P8 A-1,2,3.4-09 & Fdk(E-22)

Anal. (Cps H3yNO3 = 441.5719; C%.H% .N%): Req.
78.88,7.08,3.17; Found 78.53,7.00,3.10, /R(cm™ 1),
2958 (CH),2872(OCH20) ., 1623(C—0), 1629, 1483 (aromat-
ic),1232,804(CH), '"HNMR(dppm ) 0.89(d.6H,2X CH3),
1.50(d, 3H, Co- CH3), 1. 85 (m, IH, CH), 2. 45 (d, 2H,
ArCH;), 2. 65 (t, 2H, ArCH;), 3. 20 (m, 3H, C,-H, CH2N),
5.75(ss 1H, Cy-H), 5.90 (s, 2H, OCH;0). 6. 55-7. 25 (m,
11H,aromatic) ,

6, 7- R P A-1-{1-[4-QC- PR O)BRETER ) L A-
-k A-1,2,3,4- 0 & ek (1-23)

Anal. (Cy3H3sNOS=415.5493,; C2{ ,H% ,N%); Req.
66. 48, 7. 03, 3. 37; Found 66.61,6.98,3.36, /IR(cm '),
3016. 2950, 2914 (CH). 2866 ( OCH:0). 1619, 1503
(aromatic) . 1326, 1155(N-S02),1035.986,847,777(CH),
'HNMR (dppm ). 0.85(d.6H, 2 X CH3), 1.31 (d. 3H, C,-
CH3),.1.80(m,1H,CH), 2. 20(s,2H,ArCH2), 2. 42(d, 2H,
ArCH;}, 2. 75(m, 3H,8S0;CH;3 ), 3. 20 (m, 2H, CH;N), 3. 50
(m,IH,C,-H),4.80(d, IH.C-H),5.90(s, 2H, OCH,0),
6.57(d,2H,Cs-H,C3-H) ,7. 08(s,4H .aromatic) ,

6,7- AP R A-1-(1-[4-2-PR ORRIEX R -
-F M K-1,2.3,4-9 % Fdok(1-24)

Anal. (Cz3H3 NOS =477.6203; C% ,H% ,N%): Req.
70.41,.6.54,2.93; Found 70.45,6.47,3.07, IR(cm '),
2953, 2907 (CH), 2869 (OCH,0), 1583, 1484 (aromatic?),

1333,1162(N-S0O;), 1034, 860(CH), "/INMR (tppm) . 0. 86
(d,6H,2X CH3), 1. 35(d, 3H,Co-CH3), 1. 85(m, IH,CH),
2. 38(q.4H,2 X ArCH2), 3. 20(m,3H,CH;,C.-H), 5. 03 (d.,
IH,C\-H) ,5. 85(5,2H,OCH;0) ,6. 28(s, IH,Cs-H) .6. 44(s.
IH,C5-H),7. 00-7. 55(m,9H ,aromatic) ,
6,7- K7 R E-1-{1-(1-2-PRORETE R L A-
2-(4-P R R ABA-1,2,3,4- 9K Fd ok (1-25)
Anal. (C2aH33NOS==491.6473; C%.H¥% .N%). Req.
70.85,6.77,2.85; Found 71.10, 6.81,2.88, /R(cm~');
3014, 2950 (CH), 2869 (OCH,0), 1598, 1484 (aromatic),
1331,1151(N-S0O;), 1033,868 (CH), 'HNMR(5ppm), 0. 87
(d.6H,2 X CHy), 1. 35(d, 3H,C,-CHy)» |. 85(m, IH,CH),
2.30(s,3H,ArCH3),2. 45(m, 4H,2 X ArCHz),3. 25(m,3H,
Ca-H.CH;N),5. 00(d, IH,C,-H), 5. 85(s,2H,0CH;0),6. 30
(s, 1H,Cs-H) .6. 40(s, IH,Cs-H), 7. 00-7. 45(m,8H, aromat-

ic),
# % X W
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Synthesis of N-Acylated/Sulphonylated Tetrahydro-

isoquinoline Compounds
Xu Guoyou, Peng Sixun and Hua Weiyi
Dunsion of Medicinal Chemistry

In an attempt to search for novel class X antiarrhythmic agents, and on the basis of integration of the
structural feature of certain potassium channe] blockers available, various acyl and sulphonyl groups
were introduced to the position 2 of the tetrahydroisoquinoline nucieus in place of the quaternary am-
monium group of benzyltetrahydropalmatine chloride (BTHP) which possessed potassium channel block-
ing activity and antiarrhythmic effect. Thus, 25 N- acylated or N- sulphonylated tetrahydroiso-
quinoline compounds ( K |—,;) were designed and synthesized, 23 of which had not been reported previ-
ously in the literature. These compounds were confirmed by elemental analysis, IR, NMR and MS.
The effects of the compounds on the potassium channels and their antiarrhythmic activity were under
investigation.

Key words Tetrahydroisoquinolines; N-Acylated derivatives; N-Sulphonylated derivatives; Potassi-
um channel blockers; Antiarrhythmic agents



