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Iminium iong F7HA 2 o|-3h= §AHLS 71
sitgel A4 GRS EIsHE F2 oo al-
kaloid®] §HAdell &3] o] 453t 9lom, AL WAHE
A 2sts 2H87)o) webi Mannich ¥HE,' o-a-
cetamidoalkylation ‘i‘}%—,z o-ureidoalkylation E‘}%—f hi
2] o-sulfamidoalkylation ¥Hg-* S0 2 B7E &
olt}. B oAl AlZufsloll A sulfamides}

acetal 2¥E]  o-sulfamidoalkylation Wh3-& ]2t
sulfamide &= A4 2] AW Autel] FA1E 728k

2 5 N-(2-aryljethylsulfamide 13} acetal®] Hh-g-ol 2]
g} isoquinoline f-EA9] | isoquinoline alkaloid
o] Z7HA Aol FHT Sdo] Hokes 2L Usk
t}. aev} vkl ARR-E41E acetalq] ethyl diethox-
yacetate®} ethyl 3,3-diethoxypropionate 2%-€] AJA3%
isoquinoline G- EA & 1-92]9) ester7] & 7} L 91
g 2h87] Ao A4S 7T Uk

2 o4 1-chloro-2,2-diethoxyethane(2a) Y
i-chloro-3,3-diethoxypropane(2b)yg Al&-3}e] 124
E] ©]2H87])4 tetrahydroisoquinoline-F-=4] 37} 45
Paske olg wushua W S ANE
354 4% 191300l chloro?] & 717z 9o m g elel
7F4 R A | o7 AHgr] WHF S Z isoquinoline
alkaloid®] A|zol #-83F Z7kA71 & 4= 9o}

201209 12 olv] el ol ujet B &
23} A] 2-arylethylamine3} sulfamide®] ¥H§- S 2

Agirt. 13} 29) ¥RS-& formic acidol|A] 24417}
Zo} Ao Mg gon 73-85%2] &2 3 H
1 AAE T} & Ak uslell A 13} acetal =
2e] A% iminium ion 58 E3te] 2]yt 2l
HE Ao Wex| e, F2E IR Y NMR 529
E ol 2ste] salslsict. 37 49] IR 2HEFH
A amino7] 3350-33313 3150-3240 cm 'ellAd,
sulfonyl”] &= 1331-1352¢} 1118-1161 cm oA B
A Foeul 7t 27 vrepgte® TH NMR 23] 3ol 4
35} 49] methine7] SFAJA}= 84.86-5.025} §4.71-4.77
ppmell 4] Zb2t iAo 2 el 32) °C NMR
~# € ol A] methiner} gtaE o §55.5¢04], A 7|
©] methylene| BtAis 26.2-27.5, 41.2-41.6, 18] 5L
48.7-49.4 ppmoll A ZHz+ viehdel. 49 PC NMR &
= E8]2 §52.8-53.1914] methine7| ] BAF, 825.5-
26.3, 38.9-39.7, 40.2-40.5, 12| 3L 44.3-44.5 ppmoi| 4]
v} 7]¢] methylener] Bt4-F 7tz vpetigich.
NHSO,NH;

MeO o MeO
+  (EtO);CH(CH,),Ci —=
o NHSONH, (EtO),CH(CH,), o
( Cl

1a R=H n=1 "
b R = methoxy =2 3a n=0R=H

b n=0R =methoxy
i / 4a n=1R=H
b n=1,R = methoxy
R
Scheme 1.
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B Ao AR A2k AldrichAlE-& A A8
A o3 AHg-ston, Sl ded wel el
wog Az, HAste] AHgadct IR 29 EF
£ JASCO FT/IR-5300 spectrophotometerZ ©]-8-3}
of dgjen, 'H g “C NMR ~# €22 JEOL FI/
NMR spectrophotometer(S00MHz)E- A}-8-3}31 2., W
B EZEAL tetramethylsilane(TMS)Y2- AHE-3}31t}.

2-Aminosulfonyltetrahydroisoquinoline 3 3 49|
QIHIX{Ol #AB|. Formic acid 20 mLej] 1(0.01 mol)
3} 2(0.01 molyS 7}8lar Aol 242753t 3t
g & golo] z}ake] B-& 713kc}. Ethyl acetate ® 3=
23 &, 498 B4 NaS0,2 AFAZc} «i7=
Qo8 7Fele-23} 51 frash column chromatography
2 Fejsle] AdEE Ao

2-Aminosulfonyl-1-(chloromethyl)-6-methoxyte-
trahydroisoquinoline(3a)2] #4. 1a(0.01 mol,
2.30 g)2} 2a(0.01 mol, 1.53 g)ZHE] 2.47g(85%)°]
3aE 2 B34k e 2 9dgir),; IR(CHCL) v3300,
3150, 1350, 1160 cmfl; 'H NMR (acetone-dg) 82.79~
2.82(m, 1H), 3.01~3.04(m, 1H), 3.57~3.62(m, 2H),
3.76(s, 3H), 3.82~3.85(m, 1H), 3.89~3.91(m, 1H),
4.99~5.02(m, 1H), 6.09(s, 2H), 6.75(s, 1H), 6.78~
6.80(m, 1H), 7.21(d, J=4.4Hz, 1H) ppm; °C NMR
(acetone-dg) 827.5, 41.6, 49.4, 55.5, 57.7, 113.0, 114.1,
126.1, 129.8, 137.4, 159.6, 206.9 ppm.

2-Aminosulfonyl-1-(chloromethyl)-6,7-dimethoxy-
tetrahydroisoquinoline(3b)&tA. 1b(0.01 mol, 2.60
2)°} 2a(0.01 mol, 1.53 g)2H-E] 2.37 g(74%)%] 3bE
A pA3 dglch mp 156-158 °C(dec.); IR(KBr)
v3331, 3250, 1352, 1161 cm~'; 'H NMR(DMSO-ds)
82.60~2.65(m, 1H), 2.89~2.94(m, 1H), 3.42~3.46(m,
1H), 3.52~357(m, 1H), 3.73(s, 3H), 3.74(s, 3H),
3.92~3.94(m, 1H), 6.74(s, 1H), 6.82(br s, 1H) 6.91(s,
1H), 7.86~7.88(m, 1H) ppm; *C NMR(DMSO-d)
826.2, 41.2, 48.7, 55.5, 55.7, 56.1, 111.4, 111.8,
124.9, 127.2, 147.1, 148.0 ppm.

2-Aminosulfonyl-1-(2'-chloroethyl)-6-methox-
ytetrahydroisoquinoline(da)8td. 1a(0.01 mol, 2.30
)2} 2b(0.01 mol, 1.67 g)E5E] 2.21 g(73%)2] da s
A2 dgdch; mp 128-129°C; IR(KBr disk)
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V3350, 3261, 1331, 1141 cm~'; '"H NMR(DMSO-dg)
81.99~2.02(m, 1H), 2.20~2.21(m, 1H), 2.50~2.61(m,
2H), 3.02~3.05(m, 1H), 3.28~3.33(m, 1H), 3.62~
3.66(m, 1H), 3.73(s, 3H), 3.72~3.74(m, 1H), 3.77~
4.75(m, 1H), 6.69(s, 1H), 6.76~6.78(m, 1H), 6.82(s,
2H), 7.08(d, J=1.7Hz, 1H) ppm; “C NMR(DMSO-dj)
8263, 39.7, 405, 44.3, 52.8, 55.0, 1125, 113.2,
128.0, 128.3, 135.3, 157.7 ppm.

2-Aminosulfonyl-1-(2'-chloroethyl)-6,7-dimethoxy-
tetrahydroisoquinoline (4b)&4. 1b(0.01 mol, 2.60
g)2} 2b(0.01 mol, 1.67 g)ZH-E] 2.61 g(78%)2] 4bE
FNTAZ Fock mp 198-199 °C(dec.); IR(KBr
disk) v3327, 3240, 1325, 1118 cm '; 'H NMR
(DMSO-dg) 82.11~2.14(m, 1H), 2.15(m, 1H), 2.24~
2.33(m, 1H), 2.36~2.37(m, 1H), 2.50~2.51(m, 2H),
2.97~3.00(m, 1H), 3.65~3.74(m, 2H), 3.73(s, 3H),
3.74(s, 3H), 4.71~4.73(m, 1H), 6.67(s, 1H), 6.74(s,
1H), 6.80(s, 2H) ppm; “C NMR(DMSO-ds) 825.5,
38.9, 40.2, 44.5, 53.1, 55.5, 55.6, 110.5, 112.0, 125.7,
127.9, 147.2, 147.5 ppm.
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