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oisoquinoline

2-((1-tert-butyl-1H-tetrazol-5-yl) (2-methoxypheny)methyl)-1,2,3,4-tetrahydroiso
quinolined

2-((1-tert-butyl-1H-tetrazol-5-yl) (4-isopropoxyphenyl)methyl)-1,2,3,4-tetrahydro
isoquinolinedd
2-((1-tert-butyl-1H-tetrazol-5-yl)(2-chlorophenyl)methyl)-1,2,3,4-tetrahydroisoq
uinolined
2-((1-tert-butyl-1H-tetrazol-5-y1)(2-fluoropheny)methyl)-1,2,3,4-tetrahydroisoq
uinolined
2-((1-tert-butyl-1H-tetrazol-5-yl)(2-methylthiophenyl)methyl)-1,2,3,4-tetrahydro
isoquinolineld
2-((1-tert-butyl-1H-tetrazol-5-yl)(2-ethoxypheny)methyl)-1,2,3,4-tetrahydroisoq
uinolined
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2-((1-tert-butyl-1H-tetrazol-5-yl) (thiophen-2-yl)methyl)-1,2,3,4-tetrahydroisoqu
inolined

2-((1-tert-butyl-1H-tetrazol-5-yl) (thiophen-3-yl)methyl)-1,2,3,4-tetrahydroisoqu
inolined

2-((1-tert-butyl-1H-tetrazol-5-yl) (furan-2-yl)methyl)-1,2,3,4-tetrahydroisoquino
lined

2-((1-tert-butyl-1H-tetrazol-5-yl) (furan-3-yDmethyl)-1,2,3,4-tetrahydroisoquino
lined

2-((1-tert-butyl-1H-tetrazol-5-y1) (1H-indol-3-y)methyl)-1,2,3,4-tetrahydroisoqu
inoline
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2-((1-(tert-pentyl)-1H-tetrazol-5-yl)(phenyl)methyl)-1,2,3,4-tetrahydroisoquinol
ine

2-((2-methoxyphenyl) (1-(tert-pentyl)-1H-tetrazol-5-yl)methyl)-1,2,3,4-tetrahydro
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EHEHNEES B & "H NMR (300 MHz) e 0]
1.59 (s, 9 H), 2.78-2.83 (m, 1 H), 2.81 (s, 2 H), 3.14-3.20 (m, 1 H), 3.76 (d, J =
1 14.7 Hz, 1H), 3.91 (d, J = 14.7 Hz, 1 H), 5.13 (q, J = 12.0 Hz, 2 H), 6.21 (s, 1 H), | 2-((2-(benzyloxy)phenyl)(1-tert-butyl- 1H -tetrazol-
6.87-6.90 (m, 1H), 6.97-7.08 (m, 5 H), 7.27-7.36 (m, 4 H), 7.41-7.44 (m, 2 H), 7.72 | 5.yh)methyl)-1,2,3 4-tetrahydroisoquinoline
(dd, J = 1.7, 7.7 Hz, 1 H)
1.72 (s, 9H), 278 (q, J =5.7 Hz, 2 H), 2.92 (quin, J = 5.7 Hz, 1 H), 3.13 (quin, J
2 =57Hz, 1H),3.78 (d, J = 14.4 Hz, 1 H), 4.05(d, 4.7 Hz, 1H),6.15(s, 1 |2-((2-bromophenyl)( 1-tert-butyl-1H -tetrazol-5-
H), 6.13-8.40 (m, 1 H), 7.02-7.09 (m, 3 H), 7.20(t, J = 7.5Hz, 1H), 7.31 {, J = |ylymethy})-1,2,3 4-tetrahydroisoquinoline
7.5 Hz, TH), 7.64 (t, J = 6.3 Hz, 2H)
1.72 (s, 9 H), 2.77-2.84 (m, 1 H), 2.81 (s, 2 H), 3.00-3.06 (m, 1 H), 3.63 (d, J =
3 14.4 Hz, 1H), 3.91 (d, J = 14.4 Hz, 1H), 5.54 (s, 1 H), 8.91 (d, J = 7.2 Hz, 1 1), |2 ((1-tert-butyl-1H -tetrazol-5-yi)(4-
7.03-7.11 (m, 5H), 7.46 (dt, J = 3.6, 6.9 Hz, 2 H) fluorophenyl)methyl)-1,2,3,4-tetrahydroisoquinoline
1.72 (s, 9 H), 2.76-2.83 (m, 1 H), 2.81 (s, 2 H), 3.00-3.06 (m, 1 H), 3.63 (d, J =
4 14.4 Hz, 1H), 3.92 (0, J = 14.4 Hz, 1 H), 5.53 (s, 1H), .90 (4, J = 6.9 Hz, 1 H), |2 ((4-bromophenyl)(1-tert-butyl-1H tetrazol-5-
7.047.11 (m, 3H), 7.36 (d, J = 8.4 Hz, 2 H), 7.50 (d, J = 8.4 Hz, 2 H) yhmethyl)-1,2,3,4-tetrahydrois oquinoline
B 1.67 (s, 9 H), 2.75-2.85 (m, 3 H), 2.95-3.02 (m, 1 H), 3.62 (d, J = 14.7 Hz, 1 H),
5 li I 385(d, J = 14.4 Hz, 1 H), 537 (s, 1 H), 6.84-8.89 (m, 1 H), 6.86 (d, J = 8.4 Hz, 2 | +{((1-tert-butyl-1H tetrazol-5-yI)(3 4-
JAT N/\H/\\‘\ 1), 7.00-7.07 (m, 3 H), 7.24 (d, J = 8.4 Hz, 2 H) dihydroisoquinolin-2(1H)-ylmethyl)phenol
Ho~ L\/ ~F
N 1.74 (s, 9 H), 2.76-2.88 (m, 3 H), 3.02-300 (m, 1 H), 365 (d, J = 14.4 Hz, 1 H),  [2-((1-tert-butyl-1H-tetrazol-5-yl)(4-
6 )i f 3.93(d, J = 14.1 Hz, 1H), 564 (s, 1H), 6.91 (d, J = 7.2 Hz, 1 H), 7.057.14 (m, 3 |(trifluoromethyl)phenylmethyl)-1,2,3,4-
SN H), 7.63 (s, 4 H) tetrahydroisoquinoline
7LN N 1.75 (s, 9H), 2.72:2.90 (m, 3 H), 3.07 (quin, J =59 Hz, 1H), 373 (d, J = 147  [2-((1-tert-butyl-1H tetrazol-5-y})(2,4-
7 ]’ Hz, 1H), 3.84 (d, J = 14.7 Hz, 1H), 5.94 (s, 1 H), 6.84-6.97 (m, 3H), 7.03.7.12 |difiuorophenyl)methyl)-1,2,3 4-
r . \,\“, ‘ ~ (m, 3 H), 8.00 (dt, J = 6.3, 86, 1H) tetrahydroisoquinoline
N=N =
. | 1.73 (s, 9 H), 2.72:2.00 (m, 3 H), 3.01-3.13 (m, 1H), 3.73(d, J = 14T Hz, TH,  |orr4_parobustulq 1 Do
8 #‘" N 378(s. 3H), 387 (d, J = 147 Hz, 1 H), 5.89 (s, 1 H), 6.6 (dd, J = 2.4, 12.0 Hz, |2 ((t1h tert :"ty" " :s':aﬁ";‘;yg(z fluoro-4-
« Py 1H), 6.73(dd, J = 2.4, 8.8 Hz, 1 H), 6.1-6.95 (m, 1 1), 7.01-7.10 (m, 3 H), 7.80 | Methoxyphenylimethyl)-1,2,3,
1 NL [ j (t,J =87 Hz, 1H) tetrahydroisoquinoline
Me0” ~F “p
1.70 (s, 9 H), 2.75-2.84 (m, 1 H), 2.81 (s, 2 H), 3.01-3.06 (m, 1H), 364 (d, J = | 2-((1-tert-butyl-1H -tetrazol-5-yl)(4-
9 14.7Hz, 1 H), 3.79 (s, 3H), 3.92(d, J = 14.7 Hz, 1H), 5.49 (s, 1 H), .88 (d, = |methoxyphenyymethyl)-1,2.3,4-
8.7 Hz, 2 H), 6.85:6.92 (m, 1 H), 7.02-7.09 (m, 3 H), 7.38 (d, J =, 8.4, 2H) tetrahydroisoquinoline
N=N
wLN’ N 1.72 (s, 9H), 2.752.84 (m, 1 H), 2.81 (s, 2 H), 3.01-3.06 (m, 1H), 363 (d, J = [2-((1-tert-butyl-1H-tetrazol-5-yl)(4-
10 ) 14.4Hz, 1 H), 3.92(d, J = 14.4 Hz, 1 H), 554 (s, 1 H), 6.91 (d, J =6.9 Hz, 1H), |chlorophenymethyl)-1,2,3,4-
‘/%/\N/” ‘,%] 7.04-7.11 (m, 3H), 7.34 (d, J =, 8.7, 2H), 7.42(d, J = 8.4 Hz, 2 H) tetrahydroisoguinoline
S
1.78 (s, 9 H), 269 (d, J = 4.8 Hz, 2 H), 2.72:2.80 (m, 1 H), 3.08:3.17 (m, 1H),
11 3.56(d, J = 14.1 Hz, 1H), 404 (d, J = 14.4 Hz, 1H), 679 (s, 1 H), 6.88 (d, J = |2-((1-tert-butyl-1H-tetrazol-5-yl)(2-
6.6 Hz, 1 H), 7.00-7.08 (m, 3H), 7.17 (d, J =4.2Hz, 1H), 7.51(dd, J =45,47 |nitrophenylmethyl)-1,2,3 4-tetrahydroisoquinoline
Hz, 2 H), 7.81-7.84 (m, 1 H)
N=N 1.68 (s, 9 H), 2.74-2.85 (m, 1 H), 2.81 (s, 2 H), 3.04-3.11 (m, 1 H), 3.73 (d, J = 1ttt A L] -
12 \7//N N 14.4 Hz, 1H), 3.79 (s, 3 H), 3.876 (s, 3H), 3884 (d, J = 14.1 Hz, 1 H), .02 (s, 1 5_“1 :fd b‘:y' 1IH te:am' ‘2*?2(_2'4'
PN H), 6.64 (dd, J = 2.4, 7.2 Hz, 1 H), 8.50 (s, 1 H), 6.90-6.93 (m, 1 H), 7.00-7.07 (m, |dimethoxyphenyhmethy)-1,2.3,
y j H), 7.62 (d, J = 9.0 Hz, 1 H) tetrahydroisoquinoline
-
N=N 1.65 (s, 9 H), 2.48 (s, 3 H), 272283 (m, 2 H), 2.80-2.97 (m, 1 H), 3.15-3.23 (M, 1 |5 g oot 1) g .
13 SN N H), 368 (¢, J = 14.4 Hz, 1 H), 4.21 (4, J = 14.4 Hz, 1 H), 619 (5, 1 H), 691-693 |2 ((1hte|'t’:‘ bm:': "‘i te";z?' f”zyg(i
I ) (m, 1 H), 7.01-7.08 (m, 3 H), 7.10 (d, J = 3.9 Hz, 2 H), 7.287.35 (m, 1 H), 7.40 (d, |(Metyithiolphenymethyl)-1,2,3.4-
SN = Z tetrahydroisoquinoline
“ K | J=78Hz, 1H)
~F sMe
e 1.75 (s, 9 H), 2.76-2.86 (m, 3 H), 2.98-3.07 (m, 1 H), 375 (d, J = 14.4 Hz, 1 H)
SN N (s, 3 m, 3 m, 3 d J= iz, B "
14 Y 3.84(d J = 147 Hz, 1 H), 402 (s, 3 H), 6.07 (s, 1H), 6.92-6.98 (m, 2 H), 7.03. |2 ((1-tert-butyl- 1 tetrazol-5-y})(2-methoxypyridin-
B ~ N/\I‘/:j 7.10(m, 3H), 8.15(d, J =48 Hz, 1H), 822(d, J = 7.5Hz, 1 H) 3-yhmethyl)-1,2,3 4-tetrahydroisoguinoline
Ao L N
NT oMe™~
1.77 (s, 9 H), 2.80-2.98 (m, 3 H), 3.05-3.13 (m, 1 H), 380 (d, J = 14.4 Hz, 1 H),
15 3.82(s, 3H), 3.94 (d, J = 14.7 Hz, 1H), 5.59 (s, 1 H), 6.67 (d, J =8.1 Hz, 1H), |2-((1-tert-butyl-1H-tetrazol-5-yl)(6-methoxypyridin-
6.92(d, J =7.5Hz, 1H),7.05-7.14 (m, 3 H), 7.43(d, J = 7.5 Hz, 1 H), 7.60 (t, J =|2-ylymethyl)-1,2,3 4-tetrahydroisoquinoline
7.8 Hz, 1H)
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16

1.72 (s, 9 H), 2.74-2.82 (m, 1H), 2.79 (s, 2 H), 3.09-3.14 (m, 1 H), 3.70 (d, J =
14.7 Hz, 1H), 3.88 (d, J = 14.7 Hz, 1 H), 5.98 (5, 1 H), 6.95-7.10 (m, 3 H), 7.17 (g,
J =7.2Hz, 2 H), 7.31-7.39 (m, 1 H), 7.84 (dt, J = 1.5, 7.5 Hz, 1 H)

2-((1-tert-butyl-1H -tetrazol-5-yi)(2-
fluorophenyl)methyl)-7-chloro-1,2,3,4-
tetrahydroisoquinoline

17

1.70 (s, 9 H), 2.67-2.2.77 (m, 2 H), 2.87-2.94 (m, 1 H), 3.08-3.14 (m, 1 H), 3.72 (d,
J =14.7 Hz, 1 H), 4.05 (d, J = 14.7 Hz, 1 H), 6.13 (s, 1 H), 6.93-7.07 (m, 3 H),
7.21(ct, J =1.8, 7.6 Hz, 1 H), 7.31 (Gt, J = 1.2, 7.5 Hz, 1 H), 7.57 (dd, J = 1.8,
7.5Hz, 1 H), 7.65 (dd, J = 1.2, 7.8 Hz, 1 H)

2-((2-bromophenyl)( 1-fert-butyl- 1H -tetrazol-5-
yhmethyl)-7-chloro-1,2,3 4-tetrahydroisoquinoline

18

1.77 (s, 9 H), 2.60-2.66 (m, 2 H), 2.71-2.79 (m, 1 H), 3.07-3.15 (m, 1 H), 3.50 (d, J
=14.7 Hz, 1H), 4.04 (, J = 14.7 Hz, 1H), 6.79 (s, 1 H), 6.88 (d, J = 2.1 Hz, 2
H), 6.95 (d, J = 8.4 Hz, 1 H), 7.02-7.09 (m, 1 H), 7.49-7.55 (m, 2 H), 7.81-7.84 (m,
1 Hy

2-((1-tert-butyl-1H -tetrazol-5-yl)(2-
nitrophenyl)methyf)-7-chloro-1,2,3,4-
tetrahydroisoquinoline

19

1.71 (s, 9 H), 2.73-2.77 (i, 2 H), 2.88 (quin, J = 5.7 Hz, 1 H), 3.12 (quin, J = 5.7
Hz, 1H), 3.73 (d, J = 14.7 Hz, 1 H), 4.00 (d, J = 14.7 Hz, 1 H), 6.18 (s, 1 H), 6.92
6.98 (m, 2 H), 7.04 (dd, J = 2.1, 8.1 Hz, 1 H), 7.25-7.32 (m, 2 H), 7.44-7.47 (m, 1
H), 7.66-7.69 (m, 1 H)

2-((1-tert-butyl-1H -tetrazol-5-yi)(2-
chlorophenyhimethyl)-7-chloro-1,2,3 4-
tetrahydroisoquinoline

20

1.72-1.78 (m, 6 H), 2.22 (s, 3 H), 2.25-2.32 (m, 6 H), 2.76-2.85 (m, 3 H), 3.09-3.13
(m, 1H),3.74 (0, J = 7.5 Hz, 1H), 3.91 (d, J =6.9 Hz, 1 H), 3.91 (s, 3H), 6.15 (s,

H), 6.15-6.98 (m, 3 H), 7.03-7.08 (m, 3 H), 7.29-7.31 (m, 1 H), 7.71(d, J = 3.9
Hz, 1 H)

2-((1-adamantyl-1H -tetrazol-5-yl)(2-
methoxyphenyhmethyl)-1,2,3,4-
tetrahydroisoquinoline

21

1.15-1.19 (m, 1 H), 1.35-1.42 (m, 3 H), 1.44 (s, 3 H), 1.46-1.54 (m, 1 H), 1.56-1.61
(m, 1 H), 1.71-1.82 (m, 2 H), 2.48 (¢, J = 6.9 Hz, 1 H), 2.63(d, J = 6.9 Hz, 1 H),
2.79-2.83 (m, 3 H), 3.07-3.09 (m, 1 H), 3.77 (d, J = 7.2 Hz, 1H), 3.88 (¢, J = 6.6
Hz, 1 H), 3.89 (s, 3 H), 6.06 (5, 1 H), 6.90-6.96 (m, 3 H), 7.02-7.07 (m, 3H), 7.29 (t,
J =3.9Hz, 1H),7.68 (dd, J = 0.9, 3.9 Hz, 1 H)

2-((2-methoxyphenyl)( 1-(1-methylcyclohexyl)-1H -
tetrazol-5-ylymethyl)-1,2,3 4-tetrahydroisoquinoline

22

1.48 (s, 3 H), 1.70-1.82 (m, 4 H), 2.15 (quin, J = 3.3 Hz, 1 H), 2.24 (quin, J = 3.3
Hz, 1 H), 2.38 (dt, J = 3.9, 6.9 Hz, 1 H), 2.55 (0, J =4.0, 6.6 Hz, 1 H), 2.77-2.86
(m, 3 H), 3.13-317 (m, 1 H), 3.75 (d, J = 7.2 Hz, 1 H), 3.91 (s, 3H), 3.92 (d, J =
6.9 Hz, 1 H), 6.11(s, 1H), 6.93 (t, J = 4.2 Hz, 2 H), 6.96 (dt, J = 0.6, 3.8 Hz, 1H),
7.03-7.01 (m, 3 H), 7.30 (dd, J = 0.9, 3.9 Hz, 1H), 7.83 (dd, J = 0.6, 3.6 Hz, 1 H)

2-{(2-methoxyphenyl)( 1-(1-methylcyclopentyl)- 1H -
tetrazol-5-yl)methyl)-1,2,3 4-tetrahydroisoquinoline

23

1.46 (s, 9H), 2.78-3.11 (m, 4H), 3.77 (s, 3H), 3.99 (d, J = 14.4 Hz, 1H), 4.11 (d, J
= 14.4 Hz, 1H), 6.25 (s, 1H), 6.89-7.89 (m, 9H), 8.68 (d, J = 8.7 Hz, 1H)

2-((1-tert-butyl-1H -tetrazol-5-yl)(3-
methoxynaphthalen-2-ylymethyt)-1,2,3,4-
tetrahydroisoquinoline

24

1.67 (s, 9H), 2.76-3.11 (m, 4H), 3.67-3.89 (m, 2H), 3.90 (s, 3H), 6.13 (s, 1H), 6.93-
7.68 (m, 7H)

2-((1-tert-butyl-1H -tetrazol-5-yl)(2-
methoxyphenyl)methyl)-7-chloro-1,2,3 4-
tetrahydroisoquinoline

25

1.47 (t, J = 7.2 Hz, 3H), 1.68 (s, 9H), 2.75-2.78 (m, 3H), 3.12-3.18 (m, 1H), 3.71
(d, J = 15.0 Hz, 1H), 3.89 (d, J = 15.0 Hz, 1H), 4.06-4.18 (m, 2H), 6.18 (s,1H),
6.90-7.71 (m, 8H)

2-((1-tert-butyl-1H -tetrazol-5-yi)(2-
ethoxyphenyl)methyl)-1,2,3,4-
tetrahydroisoquinoline

26

1.63 (s, 9H), 2.27 (s, H), 2.60 (s, 3H), 2.60-3.01 (m, 4H), 3.00 (s, 3H), 3.48 (6, J
=15.3 Hz, 1H), 4.68 (d, J = 15.0 Hz, 1H), 5.74 (s, 1H), 6.85-7.48 (m, 8H)

N-(2-((1-tert-butyl-1H-tetrazol-5-y1)(3 4-
dihydroisoquinolin-2(1H)-
yhmethylphenyhacetamide

27

1.68 (s, 9H), 2.79 (s, 3H), 3.1 (m, 1H), 3.71 (d, J = 14.4 Hz, 1H), 3.91 (s, 3H),
3.91(d, J = 15.0 Hz, 1H), 6.13 (s, 1H), 6.62-7.66(m,6H), 7.68 (d, J = 1.5 Hz, 1H)

2-((1-tert-butyl-1H -tetrazol-5-yl)(2-
methoxyphenyl)methyl)-7-fluoro-1,2,3,4-
tetrahydroisoquinoline

28

1.67 (s, 9H), 2.78 (m, 3H), 3.11 (m, 1H), 3.70 (d, J = 15.0 Hz, 1H), 3.88 (d, J =
11.1 Hz, 1H),3.90 (s, 3H), 6.12 (s, 1H), 6.89- 7.68 (m ,7H)

7-bromo-2-((1-fert-butyl-1H-tetrazol-5-y1)(2-
methoxyphenyhmethyl)-1,2 3 4-
tetrahydroisoquinoline

29

1.67 (s, 9H), 2.83-3.10 (m, 4H), 3.72 (d, J = 14.7 Hz, 1H), 3.91 (s, 3H), 3.95 (d, J
= 15.0 Hz, 1H), 6.14 (s, 1H), 6.83-7.68 (m, 6H), 7.70 (d, J = 1.8Hz, 1H)

2-((1-tert-butyl-1H -tetrazol-5-yi)(2-
methoxyphenyhmethyl)-5-chloro-1,2,3 4-
tetrahydroisoquinoline

30

1.78 (s, OH), 2.63-2.77 (m, 4H), 3.51 (d, J = 14.7 Hz, 1H), 4.05 (d, J = 14.4Hz,
1H), 6.57-7.84 (m, 7H), 6.78 (s, 1H)

2-((1-tert-butyl-1H -tetrazol-5-yi)(2-
nitrophenyl)methyl)-7-fluoro-1,2,3,4-
tetrahydroisoquinoline
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1.77 (s, 9H), 2.81-3.11 {m, 4H), 3.73 (d, J = 14.1 Hz, 1H),3.94 (d, J = 14.4 Hz,

2-((1-tert-butyl-1H -tetrazol-5-yl)(thiophen-2-

31 1H), 5.87 (s, 1H), 6.95-7.11 (m, 6H), 7.36 (d, J = 3.9 Hz, 1H) ylmethyl)-1,2,3 4-tetrahydrois oquinoline
32 1.75 (s, 9H), 2.78-3.08 (m, 4H), 3.67 (d, J = 14.1 Hz, 1H), 3.90 (d, J = 14.4 Hz, | 2-((1-tert-butyl-1H -tetrazol-5-yl)(thiophen-3-
1H), 5.66 (s, 1H), 6.93-7.35 (m, 7H) yl)methyl)-1,2,3 4-tetrahydrois aquinoline
33 1.76 (s, 9H), 2.85-3.06 (m, 4H), 3.74-3.84 (m, 2H), 5.67 (s, 1H), 6.40-7.45 (m, 7H) 2—((1—tert—butyl—1H—letrazol—é—yl)(fgran—z
yl)methyl)-1,2,3 4-tetrahydroisoquinoline
34 1.77 (s, 9H), 2.78-3.00 (m, 4H), 3.68 (d, J = 14.4 Hz, 1H), 3.81 (d, J = 14.7 Hz, | 2-((1-tert-butyl-1H -tetrazol-5-yl)(furan-3-
1H), 5.49 (s, 1H), 6.72-7.53 (m, 7H) yhmethyl)-1,2,3 4-tetrahydrois oquinoline
1.78 (s, 9H), 2.78-2.97 (m, 4H), 3.56 (d, J = 14.4 Hz, 1H), 3.77 (d, J = 14.1Hz,  |2-((1-fert-butyl-1H -tetrazol-5-yl)( 1H-pyrrol-2-
35
1H), 5.49 (s, 1H), 6.14-6.20 (m, 2H), 6.85-7.09 (m, 5H)9.89 (s, 1H) yhmethyl)-1,2,3 4-tetrahydroisoquinoline
36 1.75 (s, 9H), 2.79-2.93 (m, 4H), 3.75 (d, J = 14.7 Hz, 1H), 3.97 (d, J = 14.4 Hz,  |2-((1-tert-butyl- 1H-tetrazol-5-yl)(1H -indol-3-
1H), 6.00 (s, 1H), 6.90-7.43 (m, 8H), 7.82 (d, J = 7.8 Hz, 1H), 8.49 (s, H) yhmethyl)-1,2,3 4-tetrahydroisoquinoline
1.43 (s, 9H), 2.79-3.02 (m, 4H), 3.68 (s, 6H), 3.84 (d, J = 14.7 Hz, 1H), 4.24 (d, J 2-{(1-tert-butyl-11 -tetrazol-5-y1)(2,6-
37 = 14.7 Hz, 1H), 5.98 (s, 1H), 6.57-7.32 (m, 7H) dimethoxyphenymethy))-1.2,3,4-
tetrahydroisoquinoline
1.70(s, 9 H), 277-2.84 (m, 1 H), 280 (s, 2 H), .06 (t, J = 6.0Hz, 1 H), 3.72(d, |5 ((1_(tert.butyl)-1H-tetrazol-5-yl)(4-fluoro-2-
38 J=144Hz, 1H), 386 (0, J =156 Hz, TH), 389 (5, 3H), 6.07 (s, 1H), 664 |0 "0 0 methyl}1.2.3 4
6.72 (m, 2 H), 6.92 (d, J = 6.6 Hz, 1H), 7.02-7.09 (m, 3 H), 7.78 (t, J = 6.9 Hz, ypnenyhmetiyl)-1,2,
1H) tetrahydroisoquinoline
0.19 (s, 9 H), 1.72 (s, 9 H), 2.74-2.81 (m, 2 H), 2.92 (quin, J = 5.6 Hz, 1 H), 3.13
(quin, J = 4.1 Hz, 2 H), 3.78 (d, J = 14.4 Hz, 1H), 4.05 (d, J = 14.7 Hz, 1 H), 6.15|2-((1-(tert-butyl)- 1H-tetrazol-5-yl)(2-
39 (s, 1H), 6.92-6.94 (m, 1 H), 7.03-7.09 (m, 1 H), 7.21 (dt, J = 1.8, 7.6 Hz, 3 H), ((trimethylsilyhethynyl)phenyl)methyl)-1,2,3 4-
7.32(dt, J = 1.2, 7.5 Hz, 1H), 7.63 (dd, J = 1.2, 5.4Hz, 1H), 7.66 (dd, J = 1.5, |tetrahydroisoquinoline
5.4 Hz, 1 H)
1.81 (s, 9 H), 2.68-2.94 (m, 3 H), 2.99-3.07 (m, 1 H), 3.64 (d, J = 14.7 Hz, 1 H),
40 3.85(d, J = 14.7 Hz, 1H), 5.65 (s, 1H), 6.50 (s, 1 H), 6.91-6.95 (m, 1 H), 7.02- | 2-((1-(tert-butyl)-1H-tetrazol-5-yl)(1H-indol-2-
712(m, 3H), 721 (t, J =72Hz, 1H), 742 (d,J =81Hz, 1H), 758 (d, J =78 yl)methyl)-1,2,3 4-tetrahydrois aquinoline
Hz, 1H), .76 (s, 1 H)
1.08-1.18 (m, 1H), 1.22-1.32 (m, 3 H), 1.34 (s, 3 H), 1.43-1.49 (m, 2 H), 1.64-1.80
(m, 2 H), 2.35-2.57 (m, 2 H), 2.82 (s, 3 H), 3.10-3.19 (m, 1H), 3.77 (d, J = 147 |2-((2-(benzyloxy)phenyl)(1-(1-methylcyclohexyl)-
41 Hz, 1 H),3.89 (d, J = 14.7 Hz, 1H), 5.08 (d, J = 11.4 Hz, 1 H), 5.18 (d, J = 11.4 [1H-tetrazol-5-yl)methyl)-1.2,3 4
Hz, 1 H), 6.14 (s, 1H), 6.86-6.90 (m, 1 H), 6.95-7.07 (m, 5H), 7.25-7.36 (m, 4 H), tetrahydroisoquinoline
7.41-7.46 (m, 2 H), 7.69 (dd, J = 1.5, 7.7 Hz, 1H)
1.09-1.21 (m, 1 H), 1.25-1.34 (m, 1 H), 1.37-1.45 (m, 2H), 1.47 (s, 3 H), 1.57-1.74
(m, 3 H), 1.80-1.89 (m, 1 H), 2.23-2.32 (m, 1 H), 2.49 (s, 3 H), 2.54-2.61 (m, 1 H), [2-((1-(1-methylcyclohexyl)-1H-tetrazol-5-yl)(2-
42 2.68-2.83 (m, 2 H), 2.91-2.98 (m, 1 H), 3.14-3.22 (m, 1 H), 3.68 (d, J = 14.7 Hz, 1 |(methylthio)phenylimethyl)-1,2,3 4-
H), 4.21(d, J = 14.7 Hz, 1 H), 6.18 (s, 1 H), 6.906.93 (m, 1 H), 7.017.15 (m, 5H), |tetrahydroisoquinoline
7.28-7.34 (m, 1H), 7.41(d, J = 7.5 Hz, 1 H)
1.76 (s, 9 H), 2.73-2.91 (m, 3 H), 2.98-3.04 (m, 1 H), 3.74 (d, J = 14.7 Hz, 1H),  |2-((1-(tert-butyl)-1H-tetrazol-5-yI)(3-
43 3.86(d, J = 14.7 Hz, 1H), 3.88 (s, 3H), 6.11 (s, 1H), 6.84 (d, J =5.4 Hz, 1 H), |methoxythiophen-2-yhmethyl)-1,2,3 4
6.94-6.97 (m, 1 H), 6.98-7.07 (m, 1H), 7.26 (d, J = 5.7 Hz, 1 H) tetrahydroisoquinoline
1.74 (s, 9 H), 2.80-2.95 (m, 3 H), 3.06-3.14 (m, 1 H), 3.73 (d, J = 14.4 Hz, 1 H),  |2-((1-(tert-butyl)-1H-tetrazol-5-yl)(4-
44 3.77 (s, 3H), 396 (d, J = 147 Hz, 1H), 5.72 (s, 1 H), 6.26 (d, J = 1.8 Hz, 1 H), |methoxythiophen-2-ylymethyl)-1,2,34-
6.68 (dd, J = 0.6, 1.5 Hz, 1 H), 6.95-6.97 (m, 1H), 7.05-7.12 (m, 3 H) tetrahydroisoquinoline
1.39-1.46 (m, 2 H),1.52 (s, 4 H), 1.57 (s, 5 H), 1.86-2.02 (m, 2 H), 2.45-2.54 (m, 1
45 H), 2.64-2.73 (m, 1 H), 2.78-2.85 (m, 3 H), 3.09-3.17 {m, 1H), 3.75 (d, J = 14.7  |2-((2-methoxyphenyl)(1-(1-methylcycloheptyl)- 1H-

Hz, 1 H), 3.90 (s, 3 H), 3.92 (d, J = 14.7 Hz, 1 H), 6.12 (s, 1 H), 6.906.98 (m, 3
H), 7.01-7.07 (m, 3H), 7.26-7.33 (m, 1 H), 7.74 (dd, J = 1.6, 7.7 Hz, 1 H)

tetrazol-5-yl)methyl)-1,2,3 4-tetrahydroisoquinoline
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1.22-1.34 (m, 3 H), 1.38 (s, 3 H), 146 (s, 5 H), 1.76-1.94 (m, 2 H), 2.40-2.61 (m, 2
H), 2.80 (s, 3 H), 3.14-3.23 (m, 1 H), 3.76 (d, J = 14.7 Hz, 1 H), 3.93 (d, J = 14.7 | 2-((2-(benzyloxy)pheny!)(1-(1-methylcycloheptyl)-
46 Hz, 1 H), 5.07 (d, J = 11.1 Hz, 1H), 5.17 (d, J = 11.1 Hz, 1 H), .19 (s, 1 H), 6.87- 1H-tetrazol-5-yl)methyl)-1,2,3,4-
7.07 (i, 6 H), 7.23-7.35 (m, 4H), 7.41-7.45 (m, 2 H), 7.74 (dd, J =16, 7.8 Hz, 1 |tetrahydroisoquinoline
H)
1.35-1.45 (m, 2 H), 148 (s, 4H), 1.59 (5, 5 H), 1.81-1.88 (m, 1 H), 2.00-2.06 (m, 1
H), 2.36-2.44 (m, 1 H), 2.49 (s, 3 H), 2.59-2.84 (m, 3 H), 2.90-2.97 (m, 1 H), 3.15- | 2-((1-(1-methylcycloheptyl)-1H-tetrazol-5-yl)(2-
47 3.23 (m, 1H), 367 (d, J = 14.7 Hz, 1 H), 4.22 (d, J = 147 Hz, 1 H), 6.18 (s, 1 H), |(methylthio)phenyhmethyl)-1,2,3 4-
6.91:6.95 (m, 1H), 7.03-7.12 (m, 5 H), 7.267.34 (m, 1 H), 7.41 (0, J =78 Hz, 1 |fetrahydroisoquinoline
H)
1.18(s, 9H), 220 (5, 3 H), 260 (h, 4 =35, 1.1 Hz, 1H), 285295 M, 2H), |5 4 (1 tert butyl) 1H-tetrazol 5-y1)-1-(2-
48 3.19-3.31 (m, 1H), 3.35:3.43 (M, 1 H), 3.46 (s, 3 H), 3.82 (0, J = 14.7 Hz, 1 H), hoxnermty 12 34
6.81(cd, J = 0.9, 8.1 Hz, 1 H), 6.85 (d, J = 7.2 Hz, 1 H), 7.02:7.11 (m, 2 H), 7.15 | Methoxyphenylethyl)-1,2,3.4-
(d, J=3.9Hz, 2 H), 7.31 (dt, J = 1.5, 8.1 Hz, 1 H), 7.70 (dd, J = 1.5, 7.8 Hz, 1 H) |tetrahydroisoquinoline
178 (s, 9 H), 2.78-2.91 (m, 2 H), 2.99-3.06 (m, 1 H), 3.14-3.22 (m, 1H), 3.7 (d, J !
49 = 14.4 Hz, 1 H), 4.08 (6, J = 14.4 Hz, 1 H), 5.98 (s, 1H), 6.93-6.97 (m, 1 H), 7.04- |- (benzo[b]thiophen-2-yi(1-(tert-butyl)-1H-tetrazol-
7.12 (m, 4 H), 7.32-7.35 (m, 2 H), 7.66-7.72 (m, 1 H), 7.78-7.83 (m, 1 H) S-yhmethyl)-1,2,3,4-tetrahydroisoguinoline
1.78 (s, 9 H), 2.85-2.91 (m, 2 H), 2.95:3.08 (m, 1 H), 3.16-3.23 (m, 1 H), 3.84 (d, J
50 =14.7 Hz, 1H), 4.01(d, J = 14.7 Hz, 1 H), 5.84 (s, 1 H), 6.94-6.99 (m, 1 H), 7.02- |2-(benzofuran-2-yl(1-(tert-butyl)- 1H-tetrazol-5-
7.11 (m, 4 H), 7.207.32 (m, 2 H), 7.48 (d, J = 8.1 Hz, 1 H), 7.57 (4, 4= 6.6 Hz, 1 |ylymethyl)-1,2,3 4-tetrahydroisoquinoline
H)
169 (9H, s), 2.86-2.78 (3H, m), 3.15-3.07 (1H, m), 375 (1H, d, J = 147 |2-((1-(tert-butyl)-1H-tetrazol-5-yl)(2-
51 Hz), 390 (3H, s), 391 (1H, d, J = 147 Hz), 6.14 (1H, 5), 7.09-6.90 (BH, | methoxyphenyl)methyl)-1.2,3 4-
m), 7.30 (1H,td, J = 7.7, 1.5Hz), 7.74 (1H, dd, J = 7.3, 1.5 Hz) tetrahydroisoquinoline
~"o 114 (3H,1,J = 7.2 Hz), 160 (9H, s), 1.97-190 (2H, m), 3.37-3.15 (3H, m),|2-((1-(tert-butyl)-1H-tetrazol-5-yl)(2-
52 NN 4.19-4.02 (4H, m), 4,50 (1H, d, J = 14.7 Hz), 487 (1H,d, J = 147 Hz),  |propoxyphenyhmethyl)-1,2,3,4-
©i\/ >(N\NN 7.19-6.95 (6H, m), 7.46-7.40 (2H, m) tetrahydroisoquinoline
172(9H, 8), 293274 (3H, m), 317-309 (1H, m), 378 (1H, d, J = 147
cl (1 (tertbuty-1H- 5y)(2-
53 N ; N Hz), 3.99 (1H, d, J = 14.7 Hz), 6.19 (1H, 5), 6.93 (1H, 1, J = 4.0 Hz), 7.07 grflgr;‘i';:‘:tﬁ)e:: ileygz;[f ¥z
@Q M (3H,dq, J = 125, 4.0 Hz), 7.31-7.27 (2H, m), 745 (1H,1d, J =66 Hz, 37 [T 101°P misy(j uinogn)é 29
Pt Hz), 7.77 (1H, td, J = 6.6, 32 Hz) ydroisog
F 174 (9H, s), 2.83 (3H, m), 3.17-3.10 (1H, m), 375 (1H, d, J = 14.7 Hz),
54 s Ny 388 (1H, d, J = 14.7 Hz), 6.00 (1H, s), 6.93 (1H, dd, J = 7.7 Hz, 5.5 Hz), ﬁ'“"('e'“’I‘“V'>'l:f1"e1"2323":f'¥')(§'d —
>(N‘N 7.21-7.04 (8H, m), 7.34 (1H, m), 7.92 (1H, td, J = 7.7, 1.5 Hz). uorophenymethyl)-1,2,3 4-tetrahydroisoquinoline
1.60 (SH, 5), 2.53 (3H, 5), 2.85-2.64 (2H, m), 302-2.95 (1H, m), 324316 |, .\ .\ e g
55 SO (1H, m), 360 (1H, d, J = 14.7 Hz), 422 (1H, d, J = 14.7 Hz), 589 (H, s), f (2“3 ﬁ’e‘lgﬁ‘wgr;':;eg:iﬁgg yi)(o-tolyhmethy)
>N 6.92-6.85 (2H, m), 7.14-7.03 (4H, m), 7.23-7.22 (2H, m) =9 ydroiseq
147 (t,4= 6.9 Hz, 3 H), 168 (s, 9 H), 2.73-2.80 (m, 3 H), 3.09-3.16 (m, 1
56 H), 3.71 (d, d = 15.0 Hz, 1 H), 3.89(d, J = 15.0 Hz, 1 H), 4.06-4.19 (m, 2 iﬁ]gx'(‘e’:::”fyn'z;H’:egacz;ggy;)gé4
H), 6.18 (s, 1 H), 6.90-7.05 (m, 5 H), 7.25-7.31 (m, 1 H), 7.69 (dd, J = 1.6, ypher Vi) N “,Y)' h e
77Hz, 1H) tetrahydroisoquinoline

goooooaod

2-((1-tert-butyl-1H-tetrazol-5-yl1)(3,4-dihydroisoquinolin-2(1H)-yl)methy)phenol
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gboooad
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300MID 0000000000000 045mO0000100000.459(1.0 mmol)d 00O
000D00.11g(lowty) 00D O0COODO0ODO0(.36MPa) OO OO DOO0ODO300000
0000000000000 D00D0000D00D0O0000DO0O000ODDODOOooOOoOaOn
0000000000000 DO00O000On-Hexane:AcOEtD 3:10vw/wvO OO0 OO0 O0OO
0D00O000.33g0008%0 000

TH-NMRO (CDCl5,08 ) 1.75 (s, 9 H), 2.88-2.95 (m, 2 H), 3.06-3.15 (m, 1 H), 3.27
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-3.35 (m, 1 H), 3.68 (d, J = 14.4 Hz, 1 H), 4.21 (d, J = 14.7 Hz, 1 H), 6.02 (s,
1 H), 6.24 (d, J = 7.8 Hz, 1 H), 6.75 (dt, J = 1.2, 7.5 Hz, 1 H), 6.94 (dd, J =
1.2, 8.1 Hz, 2 H), 7.08-7.16 (m, 3 H), 7.24 (dt, J = 1.2, 7.7 Hz, 1 H)

oooooo

0oooooo

2-((1-tert-butyl-1H-tetrazol-5-y1)(3,4-dihydroisoquinolin-2(1H)-yDmethyDanilin

el 00O
ooooao
fq:: \ 10
N N\é
N
NH,

om0 0 0000000000000 10mIDO0O00000000O0.59 (1.27mmol)0 O
000O0000.1g010wt%0 0000000000 00.36MPa0 000000003000 20
0000000000000 000000000000000000000000000¢0
0000000000000000000000n-Hexane:AcOEtD 2:10 v/vD 00 00O O
000O000000.39g0008500000

TH-NMRO (CDCl5,0 8 )1.64 (s, 9H), 2.81-3.25 (m, 4H), 3.70 (d, J = 14.4 Hz, 1H),

4.24 (d, J = 14.1 Hz, 1H), 4.71 (s, 2H), 5.87 (s, 1H), 6.39-7.18 (m, 8H)

oooooo

0000000000

0000100000000 0000000000000000
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Ooooao
=2
B #e 'H-NMR (400MHz, CDCI3) & ki Ms
e 7.63(d,J=8.4Hz,2H), 7.50-7 47(m 3H), 7.43-7.32(m,3H), | 5-((1-(tert-butyl)-1H-tetrazol-5-
N N 7.12-7.03(m,6H), 6.91-6.85(m,2H), 5.60 (s, 1H), y)(phenylmethyl)-4,5 6,7-
'\}f’ \ﬁ 5.57(s,1H), 4.06 (d,J=14.4Hz, 1H), 3.94 (d,J= tetrahydrothieno[3,2-c]pyridine
59 N 14.8Hz,1H), 3.71-3.64 (m, 2H), 3.09-3.02 (m, 3H), 2.83- 3534
(\ﬂ/ ’f \jg/\ 2.69(m,5H),1.73(s, 9H), 1.34(s,9H)
R S8
N 7.68(dd, J = 7.6, 1.8 Hz, 1H), 7.30 (dt, J = 10.1,2.0 | 5-((1-(tert-butyl)-1H-tetrazol-5-
“ Hz, 1H), 7.01 (d, J = 4.8 Hz, 1H),6.95 (q, J = 7.6 Hz, |yl}(2-methoxyphenyl)methyl)-
S e 2H), 6.63 (d, J = 5.2 Hz, 1H), 6.16 (s, 1H), 3.90 (s, 3H), |4,5,6, 7-tetrahydrothieno[3,2-
60 S aNf»\T,\ 3.84 (d, J = 14.0 Hz, 1H), 3.67 (d, J = 144 Hz, 1H),  |clpyridine 384.4
»;%_N\W LA 3.19(q, J = 5.6 Hz, 1H), 2.88-2.81 (m, 3H), 1.67 (s, 9H)
- 7.66(dd,J=7.6,1.6Hz,1H), 7.43-7.40(m,2H), 7.36- 5-((2-(benzyloxy)phenyl)(1-
LG 7.28(m,4H), 7.04-6.96(m,3H), 6.62(d,J=5.2Hz,1H), (tert-butyl)-1H-tetrazol-5-
-~ A 6.22(s,1H), 5.13(dd,J=6.5,6.0Hz,2H), yl)methyi)-4,5,6,7-
61 L LU 3.85(d,J=14,1H), 3.67(d,J=14,1H), 3.25-3.20(m,1H), [tetrahydrothieno[3,2-c]pyridine | 460.8
P 2.92-2.86(m, 1H), 2.79(s1H), 1.57(s,9H)
Ry
0
7.36 (dd, J =5.2, 1.4 Hz, 1H), 7.05 (d, J = 5.2 Hz, 1H), |5-((1-(tert-butyl)-1H-tetrazol-5-
MM 6.98 (t, J = 4.4 Hz, 1H), 6.94-6.93 (m, 1H), 6.67 (d, J = |y)(thiophen-2-y)methyl)-
N»\.,w“‘"«fi 5.2 Hz, 1H), 5.89 (s, 1H), 3.88 (d, J = 13.6 Hz, 1H),  |4,5,8,7-tetrahydrothieno[3,2-
62 s. A 3.64 (d, J = 14.0 Hz, 1H), 3.20-3.14 (m, 1H), 2.99-2.94 |c]pyridine 360.2
OO TR (m, 1H), 2.90-2.77 (m, 2H), 1.76 (s, 9H)
AP
- 7.35(d, J = 8.7 Hz, 2H), 7.04 (d, J = 5.1 Hz, 1H), 6.87 |5-((1-(tert-butyl)-1H-tetrazol-5-
(d, J=9.0 Hz, 2H), 6.63 (d, J = 5.1 Hz, 1H), 5.53 (s,  |yl)(4-methoxyphenyl)methyl)-
() 1H), 3.87 (d, J = 14.4 Hz, 1H), 3.80 (s, 3H), 3.56 (d, J = |4,5,6,7-tetrahydrothieno[3,2-
63 I 14.1 Hz, 1H) 3.09-3.16 (m, 1H), 2.85-2.91 (m, 1H), clpyridine 384.4
TS 2.79-2.84 (m, 2H), 1.68 (s, 9H)
(L
7.50(d,J=8.4Hz,2H), 7.33(d,J=8.4Hz,2H), 7.05 (d, 5-((4-bromophenyl)(1-(tert-
N J=5.1Hz,1H), 6.63 (d,J=5.1Hz,1H), 5.57 (s, 1H), butyl)-1H-tetrazol-5-yl)methyl)-
& 3.87(d,J=13.8Hz, 1H), 3.55(d,J= 13.8Hz,1H), 3.15-3.08 |4,5,6,7-tetrahydrothieno[3 2-
64 ”ﬁ/}\"“/\r"\ (m, 1H), 2.90-2.78 (m, 3H), 1.70 (s, 9H) clpyridine 4346
Sr"gﬁ/; L\/ J"*S[
NN 7.64(dd,J=7.8Hz,1.5Hz, 1H), 7.59(dd,J=7.8Hz,1.5Hz, |5-((2-bromophenyl)(1-(tert-
Ne N 1H), 7.31 (ddd, J=7.5Hz,7 5Hz,1.2Hz, 1H), 7.21 butyl)-1H-tetrazol-5-yl)methyl)-
BT (ddd,J=7.8Hz,7.8Hz,1.8Hz,1H), 7.03(d,J=5.4Hz, 1H), |4,5,6,7-tetrahydrothieno[3,2-
65 A |865(d,=5.1Hz, 1H), 6.15 (s, 1H), 4.00 (d,J=14.1Hz, |c]pyridine 4326
[ I L T |1H),3.67 (dJ= 13.8Hz 1H), 3.24-3.16 (m, 1H), 3.02-
~F e NS 2.95 (m, 1H), 2.85-2.69(m,2H),1.71 (s, 9H)
m 9.805 (s, 1H), 7.035 (d, J=5.2, 1H), 6.861-6.844 (m, | 5-((1-(tert-butyl)-1H-tetrazol-5-
W N 1H), 6.651 (d, J=5.2, 1H), 6.192-6.174 (m, 1H), 6.149- |yl)(1H-pyrrol-2-yl)methyl)-
A 6.134 (m, 1H), 5.519 (s, 1H), 3.686 (d, J=14.4, 1H),  |4,5,6,7-tetrahydrothieno[3,2-
66 g /L . 3.510 (d, J=14, 1H), 3.064-3.011 (m, 1H), 2.890-2.824 |c]pyridine 3432
STV N |(m, 1H), 2.775-2.659 (m, 2H), 1.776 (s, 9H)
\ ij\s,
. 7.26 (t, J= 8.0 Hz, 1H), 7.05 (s, 1H), 7.04 (d, J = 2.8 |5-((1-(tert-butyl)-1H-tetrazol-5-
X Hz, 1H), 6.93 (d, J = 7.6 Hz, 1H), 6.88 (dd, J = 2.8 Hz, |yl)(3-methoxyphenyl)methyl)-
%» 1H), 6.63 (d, J = 7.6 Hz, 1H), 5.56 (s, 1H), 3.89 (d, J = |4,5,6,7-tetrahydrothieno]3,2-
67 NN 13.2 Hz, 1H), 3.79 (s, 3H), 358 (d, J = 14.0 Hz, 1H),  |clpyridine 3846
"\N:ii j‘grf 3.18-3.12 (m, 1H), 2.92-2.88 (m, 1H), 2.82 (t, J = 5.2
T Hz, 2H), 1.69 (s, 9H)
NeN 7.354-7.288 (m, 2H), 7.243-7.233 (m, 1H), 7.045 (d, | 5-((1-(tert-butyl)-1H-tetrazol-5-
N N J=4.8, 1H), 6.657 (d, J=5.2, 1H), 5.693 (s, 1H), 3.850  |y)(thiophen-3-yl)methyl)-
YOY (d, J=14, 1H), 3.594 (d, J=14, 1H), 3.167-3.110 (m,  |4,5,8,7-tetrahydrothieno[3,2-
68 N L o 1H), 2.902-2.773 (m, 3H), 1.732 (s, 9H) clpyridine 360.4
ST,
\J:“;j [\\f/ii*~
Nt 7.88-7.84 (ddd, J = 7.6, 7.6, 1.6 Hz, 1H), 7.37-7.31 (m, |5-((1-(tert-butyl)-1H-tetrazol-5-
N 1H), 7.20-7.16 (ddd, J = 7.6, 7.6, 1.2 Hz, 1H), 7.14-7.09 | yl)(2-flucrophenyl)methyl)-
\\f *ﬁ (m, 1H), 7.04-7.03 (d, J = 5.2 Hz, 1H), 6.66-6.64 (d, J = |4,5,6,7-tetrahydrothieno[3 2-
69 o~ |52Hz 1H), 602 (s, 1H), 3.84-3.81 (d, J = 14 Hz, 1H), |clpyridine 3724
E = “{ [\ [3.71-367 (d, J = 14 Hz, 1H), 3.25-3.18 (m, 1H), 2.88-
g N_A~s”  |2.78 (m, 3H), 1.72 (s, 9H)
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7.41-7.39 (dd, J = 8.0, 1.2 Hz, 1H), 7.34-7.30 (ddd, J =
7.2,7.2, 2.0 Hz, 1H), 7.12-7.04 (m, 2H), 7.02-7.00 (d, J
=5.2 Hz, 1H), 6.65-6.63 (d, J = 5.2 Hz, 1H), 6.19 (s,

5-((1-(tert-butyl)-1H-tetrazol-5-
y(2-
(methylthio)phenyl)methyl)-

70 1H), 4.18-4.14 (d, J = 13.6 Hz, 1H), 3.57-3.54 (d, J = 14 |4,5,6,7-tetrahydrothieno[3,2- 4004
Hz, 1H), 3.27-3.21 (m, 1H), 3.03-2.97 (m, 1H), 2.83-  |c]pyridine
2.66 (m, 2H), 2.50 (s, 3H), 1.64 (s, 9H)
7.25(dt, J = 1.4, 7.7 Hz, 1H), 7.16-7.07 (m, 3H), 6.93 | 2-((3,4-dihydroisoquinolin-
(d, J =8.1Hz, 2H),6.74 (d, J = 1.2, 7.6 Hz, 1H), 8.30  |2(1H)-yl)(1-(1-
(d, J =7.3Hz, 1H), 6.01 (s, 1H), 4.19 (d, J = 14.4 Hz, |methylcyclohexyl)-1H-tetrazol-
71 1H), 3.66 (d, J = 14.4 Hz,1H), 3.32-3.24 (m, 1H), 3.11- |5-y)methyl)phenol 4032
3.04 (m, 1H), 2.94-2.87 (m, 2H), 2.55-2.48 (m,1H),
2.31-2.25 (m, 1H), 2.09-2.01 (m, 1H), 1.90-1.82 (m,
1H), 1.68-1.65 (m, 2H), 1.59 (s, 3H), 1.50-1.46 (m, 4H).
— 7.28 (d, J =5.6 Hz,1H), 7.01 (d, J = 5.1 Hz,1H), 6.85 (d, | 5-((1-(tert-butyl)-1H-tetrazol-5-
P - J=56Hz, 1H),6.66 (d, J =5.1 Hz, 1H), .11 (s, 1H), |yl)(3-methoxythiophen-2-
\f 3.88 (s, 3H), 3.79(d, J =144 Hz, 1H),3.65(d, J = yl)methyl)-4,5,6,7-
72 Nﬁ»‘}/ Y 14.3 Hz,1H), 3.14-3.06 (m, 1H), 2.95-2.83 (m, 2H), tetrahydrothieno[3,2-c]pyridine | 390.0
\‘gq,«N\r/ P isf 2.79-2.72 (m,1H),1.76 (s, 9H).
.
7.78 (d, J =33 Hz,1H), 7.46 (d, J = 3.0 Hz,1H), 7.11- | 2-((1-(tert-butyl)-1H-tetrazol-5-
p=N 7.04 (m, 3H), 6.97-6.94 (m, 1H), 6.10 (s, 1H), 3.85 (d, J | yI)(3,4-dihydroisoquinolin-
Nag Ml = 4.5 Hz, 2H), 3.10-3.02 (m, 1H), 2.97-2.75 (m, 3H),  |2(1H)-yl)methyi)thiazole
73 s N 1.80 (s, 9H). 3546
ST
o LAY
7.35(dd, J=2.2, 4.1 Hz,1H), 7.03 (d, J = 5.2 Hz,1H), |5-((1-(1-methylcyclohexyl)-1H-
6.97-6.96 (m, 2H), 6.65 (d, J = 5.1 Hz, 1H), 5.85 (s, tetrazol-5-yl)(thiophen-2-
1H), 3.86 (d, J = 14.0 Hz, 1H), 3.64 (d, J = 14.0 Hz,1H), |yl)methyl)-4,5 6,7-
74 3.19-3.11 (m, 1H), 2.98-2.91 (m, 1H), 2.85-2.76 (m, tetrahydrothieno[3,2-c]pyridine | 399.6
2H), 2.73-2.55 (m,1H),2.49-2.42 (m, 1H), 1.95-1.82 (m,
2H), 1.62-1.51 (m, 5H), 1.50-1.38 (m, 4H).
wn, 7.27 (d,J =57 Hz,1H), 7.01 (d, J = 5.1 Hz,1H),6.84 (d, |5-((3-methoxythiophen-2-yl)(1-
5\{%@“ J=5.7Hz, 1H),8.65 (d, = 5.1 Hz, 1H), 6.04 (s, 1H), |(1-methylcyclohexyl)-1H-
. 3.88 (s, 3H), 3.79 (d,J =14.4 Hz, 1H), 3.63 (d, J = 14.1 |tetrazol-5-yl)methyl)-4,5,6,7-
75 N :‘: T\ TFS Hz,1H), 3.10-3.04 (m, 1H), 2.94-2.84 (m, 2H), 2.79-2.56 | tetrahydrothieno[3,2-c]pyridine | 429.8
N',}\t’; s (m,3H),1.89-1.81 (m, 2H), 1.60-1.51 (m,5H), 1.48-1.40
U (m, 4H).
7.63 (dd, J=1.7, 7.6 Hz, 1H), 7.30 (dt, J = 1.7, 7.8 Hz, |5-((2-methoxyphenyl)(1-(1-
1H), 7.01 (d, J = 5.1 Hz, 1H), 6.98-6.92 (m, 2H), 6.63 | methylcyclohexyl)-1H-tetrazol-
(d, J =5.1Hz, 1H), 6.09 (s, 1H), 3.90 (s, 3H), 3.83 (d, J |5-yl)methyl)-4,5,6,7-
76 =14.3 Hz, 1H), 3.69 (d, J = 14.2 Hz, 1H), 3.22-3.15 (m, |tetrahydrothieno[3,2-c]pyridine | 424.0
1H), 2.92-2.81 (m, 3H), 2.65-2.57 (m, 1H), 2.49-2.42
(m, 1H), 1.84-1.70 (m, 3H), 1.61-1.49 (m, 2H), 1.43-
1.37 (m, 6H).
PN 1H NMR (300MHz, CDCI3) & 7.36-7.28(m, 2H), 7.08- |2-((1-(tert-butyl)-1H-tetrazol-5-
P 6.73(m, 6H), 6.04(s, 1H), 3.86(s, 5H), 3.42-3.39(m, y1)(2-fluoro-6-
e \‘{ F 1H), 2.96-2.82(m, 3H), 1,56(s, 9H) methoxyphenyl)methyl)-
77 WSy g /\Yff’\} 1,2,3,4-tetrahydroisoquinoline 396.8
NN L\\/
<
N 7.63-7.59(m, 1H), 7.09-6.85(m, 7H), 6.13(s, 1H), 3.90- |2-((1-(tert-butyl)-1H-tetrazol-5-
\L\ | 3.85(m, 3H), 3.74(d, J = 14.1Hz, 1H), 3.11-3.09(m, 1H), | y1)(5-fluoro-2-
\I 0 2.85-2.78(m, 3H), 1.73(s, 9H) methoxyphenyl)methyl)-
78 N‘y”\[/ N ?”\ 1,2,3,4-tetrahydroisoquinoline | 397.0
L NN NG
A8
7.14-6.90(m, 7H), 5.98(s, 1H), 4.20(d, J = 15Hz, 1H), |2-((1-(tert-butyl)-1H-tetrazol-5-
Ne=N 3.66(d, J = 15Hz, 1H), 3.40-2.91(m, 4H), 1.76(s, 9H) | yI)(3,4-dihydroisoquinolin-
Ny M 2(1H)-yl)methyl)-4-
79 [\ T fiuorophenol 383.0
P R e N
l L |
NFOH N
o~ 7.37-6.93(m, 7TH), 6.21(s, 1H), 4.06-4.00(m, 4H), 2-((1-(tert-butyl)-1H-tetrazol-5-
w 3.74(d, J = 15Hz, 1H), 2.93-2.80(m, 4H), 1.70(s, 9H) | yl)(3-fluoro-2-
9 methoxyphenyl)methyl)-
80 S 1,2,3 4-tetrahydroisoquinoline | 396.8
St LU
<
N=N 7.16-6.66(m, 7H), 6.05(s, 2H), 4.21(d, J = 15Hz, 1H), |2-((1-(tert-butyl)-1H-tetrazol-5-
Neg N 3.69(d, J = 15Hz, 1H), 3.35-2.91(m, 4H), 1.76(s, 9H)  |yl)(3,4-dihydroisoquinolin-
o 2(1H)-yl)methyl)-6-
81 E/‘\\\y’ N fiuorophenol 3830
P on PN
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82

P 7.70-7.66(m, 1H), 7.29-7.25(m, 1H), 6.95-6.89(m, 2H),
5.88(d, J = 12.0Hz, 1H), 3.87(s, 3H), 3.87-2.66(m, 2H), |yI)(2-

2.36-0.82(m, 23H) methoxyphenyl)methyl)decahy
W droisoquinoline

2-((1-(tert-butyl)-1H-tetrazol-5-

383.8

. 7.16-6.66(m, 7H), 6.05(s, 1H), 4.21(d, J = 15Hz, 1H),
3.69(d, J = 15Hz, 1H), 3.35-2.86(m, 2H), 2.57-2.02(m,
3H), 1.88-1.60(m, 13H)

2-((3,4-dihydroisoquinolin-
2(1H)-yIy(1-(1-
methylcyclohexyl)-1H-tetrazol-

83 Jﬁt?ﬁ\j} 5-yl)methyl)-6-fluorophenol 4215
N ‘;f:/\
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% ___ _ _ ___ _
L&D RBRA%] 1/0% | BBEE|LE BBAZ| 1/Ck BBREE]
"N’ Cﬂ

Method A 143 5 uM Method A| 110 10 uM
Method A 117 10 uM Method A| 103 10 uM
Method A 128 10 uM Method A] 103 10 uM
Method A 202 10 uM Method A| 106 10 uM
Method A 103 10 uM Method A] 104 10 uM
Method A 100 10 uM Method A 112 10 uM
Method A 101 10 uM Method Al 113 5 uM
Method A 100 10 uM Method A| 148 10 uM
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Method A| 112 10 uM Method A| 91 10 uM

Method A| 112 10 uM Method A| 90 10 uM

Method A 155 10 uM Method A 109 10 uM

Method A| 106 10 uM Mob U T T |Method A| 108 10 uM

Method A| 103 10 uM Method A| 104 10 uM
N=—N ) T‘?i
N\\\\,,N\ ~0 L /‘
i Ney LKN/

[ Method A| 97 10 uM “edo LoV IMethod Al 113 10 uM

Method A| 82 10 uM Method A| 97 10 uM

Method A| 90 10 uM "0 [Method A| 94 10 uM
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Method A 91 10 uM Method A| 104 10 uM
Method A 9 10 uM Method A| 106 10 uM
Method A 98 10 uM Method A] 103 10 uM
Method A 105 10 uM Method A| 110 10 uM
Method A 102 10 uM Method A| 105 10 uM
| Method A| 117 | 10uM Method A| 90 5 uM
Method A 111 10 uM Method A| 96 10 uM
Method A 112 5 uM Method A| 103 10 uM
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Method A 87 10 uM Method A| 113 10 uM
Method A 93 10 uM Method A 92 10 uM
=N
Na N0
Method A 111 10 uM AN Method A 96 10 uM
LU
/ E RN
S Method A| 108 | 10uM Method Al 98 | 10uM
N=N
N\Q \r\‘\\ 4
Method A| 78 ouwm | - Method A| 100 10 uM
l
Method A 122 10 uM \T; Method A| 112 10 uM
Method A 114 10 uM Method A 93 10 uM
Method A 105 10 uM Method A| 215 10 uM
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A = - . T/CHEU b o e
REALENES | RHEss | LSRRl RERE
1 Method B 151.7 10 uM
Method C 24.9
5 Method B 152.5 10 uM
Method C 15.5
3 Method B 100.6 5 uM
Method C 71.4
4 Method B 100.1 5 uM
Method C 35.7
5 Method B 156.4 10 uM
Method C 10.9
6 Method B 93.7 10 uM
Method C ND
7 Method B 127.6 10 uM
Method C 241
8 Method B 184.2 10 uM
Method C 7.2
9 Method B 153.2 10 uM
Method C 13.4
10 Method B 117.0 10 uM
Method C 110.9
1 Method B 95 10 uM
Method C ND
12 Method B 155.2 10 uM
Method C 10.4
13 Method B 218.3 10 uM
Method C 3.1
14 Method B 132.1 10 uM
Method C 17.7
15 Method B 122.4 10 uM
Method C 324
16 Method B 104.6 10 uM
Method C 232.2
17 Method B 87 5 uM
Method C ND
18 Method B 941 10 uM
Method C ND
19 Method B 90 5 uM
Method C ND
20 Method B 126.3 5 uM
Method C 11.1
21 Method B 229.7 10 uM
Method C 2.0
99 Method B 149.6 10 uM
Method C 8.3
93 Method B 106.4 10 uM
Method C 119.6
24 Method B 116.3 10 uM
Method C 61.25
25 Method B 177.2 10 uM
Method C 5.5
96 Method B 105.5 10 uM
Method C 163.7
97 Method B 99.8 5 uM
Method C 15.2
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28 Method B 99.1 5 uM
Method C 62.5

29 Method B 1355 10 uM
Method C 15.2

30 Method B 100.4 10 uM
Method C 269.8

31 Method B 186.2 10 uM
Method C 3.5

39 Method B 153.8 10 uM
Method C 8.4

33 Method B 119.7 10 uM
Method C 38.4

34 Method B 145.9 10 uM
Method C 11.7

35 Method B 121.8 10 uM
Method C 28.5

36 Method B 1726 10 uM
Method C 5.7

37 Method B 104.9 10 uM
Method C 711

38 Method B 147.0 10 uM
Method C 15.1

39 Method B 1444 10 uM
Method C 12.3

40 Method B 89.3 10 uM
Method C ND

41 Method B 116.3 5 uM
Method C ND

42 Method B 1425 10 uM
Method C 14.5

43 Method B 267.8 10 uM
Method C 1.2

44 Method B 143.8 5 uM
Method C 7.7

45 Method B 144.3 5 uM
Method C 5.7

46 Method B 106.2 10 uM
Method C 267.0

47 Method B 121.9 10 uM
Method C 254

48 Method B 723 10 uM
Method C ND

49 Method B 104.7 10 uM
Method C ND

50 Method B 105.0 10 uM
Method C ND

51 Method C 43

52 Method C 43

53 Method C 7.2

54 Method C 47

55 Method C 35

56 Method B 101.0 10 uM
Method C 117.3
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