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NEB LSRR BRILEEIHREIBMISG LD SO BT H
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140— 250 g¥ i H A E L M CDA B I X ARH A4 A %
A 2 50mM Tris-HCL4 # &R (A 25C #H D1& & % # & ¥ 9§ pH
27 .40 R25CHD2&E AWM EFEpHET.7T)RN B K 4 L
B 105 8 (D1& A 24 A R & 21,0009® D2& 4 5 4 # A
£ 40,000g)c ¥ BB AMF A MEAKHARN  BFRESE
HREREOEBAER-80C o AF -~ MNAIFTHIALFZHR S
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D2& A 9 M0 B 7.7 £ AD2& 45 WMok 6NN 3L R &
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1 4.0 1000 250
2 7.2 12000 1700
3 22 6100000 280000
4 29 260000 9000
5 8.3 32000 3900
6 3 41000 14000
7 21 2900 140
8 310 >5000 >16
9 1.9 1800 950
10 1.6 2500 1600
11 150.0 3500 23
12 1.4 710 510
13" 44 3700 84
14 120 4800 40
15 200 >5000 >25
16 180 3200 18
17 3.9 8900 2300
18 83 4400 53
19 190 7000E 37E
20 31 >5000 >160
21 200 >5000 >25
22 2.3 1800 780
23 18 15000 830
24 1.9 1700 890
25 19 5400000 280000
26 560 7000E 13E
27 190 5700 30
28 11 3600 330
29 120 7000E S8E
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2= ) B D1 # & XK D2 & 4 X K D2 Z Kj

\ (nM) (nM) D1 Z Kj
30 66 >5000 576
31 540 11000E 20E
32 140 55000 536
33 65 23000 350
>4 1.8 7800 4300
35 1.3 240000 180000
36 62 4400 71
37 0.6 5300 8800
38 4.1 3400 830
39 23 1900 83
40 0.4 18000 45000
41 79 13000 160
42 . 170 2500 15
43 1.4 860 610
44 130 4800 37
45 24 >500 221
46 6.6 1200 180
47 9.1 19000 2100
48 94 3000E 32E
49 8.4 >500 60
50 25 1500 60
51 13 >500 >38
52 17 5400 320
53 24 7600 320
54 32 3000 94
55 41 >500 512
56 2.3 52000 23000
57 770 >5000 ~6.5
58 740 360000 490
59 5.2 3200 620
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£ #1 3 DI # & 2 Kj | D2 # & X Kj D2 Z K;
(nM) (n4) D1 X ki
60 2.8 2000 710
61 0.18 450 2500
62 0.38 410 1100
63 2.0 1600 800
64 2.4 4800 2000
65 22 51000 2300
66 120 >500 >4.2
&7 53 7000E 130E
68 2 1900 950
69 2.1 5800 2800
70 21 35000 1700
71 1.5 1800 1200
72 47 9500 200
73 0.9 5000 5500
74 1.5 1100 730
75 150.0 >5000 >33
76 60.0 >5000 >83
77 0.28 900 3200
78 94 550 5.9
79 1.2 940 780
80 0.67 370 550
81 1.9 330 170
82 1.8 4900 2700
83 21 6600E 310E
84 12 5100 430
85 0.28 900 3200
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= ) Rq G SM OR4 Ry a b c d # i | Z5(°C)
6-OH | 2-:8 ¥ % MF1 | 7-OMe | 6-OMe | 2.1 20 |20 |16 Al 199-202
6-OH |2-& % % MF2 | 7-OMe | 6-OMe | 4.6 25 |25 |16 A2 192
6-OH |[4- R X £ MF3 | 7-OMe | 6-OMe | 5.9 30 |30 |16 a3 134
o B
6-OH |2-9 % %X % MF4 | 7-OMe | 6-OMe | 4.5 25 | 25 |16 A4 145
i o
6-F i-R X A MI1 | 7-OMe | 6-F 3.5 20 |20 |8 A5 197-200
o B
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\w 6-OH |2- R £ £ MF5 | 7-OMe | 6-OMe | 1.4 25 |25 |4 A7 155-158
i . 2\ m%
~ 77
=
i 6-OH |3-=z % v 4 MI3 | 7-OMe | 6-OMe | 8.8 30 |20 ]2. A8 148-150
o — m% 4u mw. 3 .
% - -
W 6-F 2,4-— A KA | MI4 |7-OMe | 6-F 2.7 20 |20 |4 A9 237-240
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i ahydroisoquinoline Compounds,
= j%’xﬁ‘ﬂi]#i-ﬁ’e( CRES AL Pharmaceutica] Compositions containing them, and
Processes for their Preparation’

Tetrahydroiscquinoline compounds of formula I

Ry

H\\

// N\

Ry
HO I
G
E__~
and pharmaceutically acceptable salts thereof, in

which:-

Ry represents one or more substituents selected from H,
halo, hydroxy, alkyl (optionally substituted by
hydroxy), alkoxy, alkylthio, alkylsulphinyl, alkyl-
sulphonyl, nitro, cyano, polyhaloalkyl, polyhalocalkoxy,
phenvl (optionally substituted by one or more of halo,
alkyl or alkoxy), or Ry 1s optionally alkylated

carbamoyl;

R, represents an aliphatic group optionally substituted
by hydroxy or alkoxy;
E represents an alkylene chain optionally substituted by

one or more alkyl groups;

and G represents phenyl or phenyl substituted by one or

more of alkyl, alkoxy, halo, hydroxy, - polyhaloalkyl,

polyhaloalkoxy, cyano, alkylthio,' alkylsulphinyl,

alkylsulphonyl, phenyl (optionally substituted by one or
more of halo, alkyl or alkoxy), optionally alkylated
carbamoyl, or G represents a phenyl ring having fused
thereto a heterocyclic or aromatic carbocyclic ring;

and O-acylated derivatives thereof which provide
lipophilic .esters have utility in analgesia and in the
treatment of psychoses (e.g. schizophrenia), Parkinson’s
disease, Lesch-Nyan syndrome, attention deficit disorder
or cognitive impairment or in the relief of drug

dependence or tardive dyskinesia.
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