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Scheme A8.1 Synthesis of isoquinoline triflate 290. 

 

 

 

Scheme A8.2 Synthesis of isoquinoline sulfone 291. 

 

 

Br

BrF

F

BrF

F
O

OBn

N

O
OBnO

Me
Me
296

n-BuLi (1.05 equiv)
Et2O (0.2 M)

–100 °C, 15 min

74% yield
295 297

BrF

F OBn

298
O O

TMSOTf (10 mol%)
CH2Cl2 (0.4 M)
0–40 °C, 36 h

92% yield

TMSO
OTMS

(1.1 equiv)

BrZn
O

O

Me

Me
Me• THF

299
Pd2(dba)3 (2.5 mol%)

XPhos (5 mol%)
THF (0.2 M)
65 °C, 18 h

98% yield

F

F OBn

300
O O

OO

MeMe
Me

1. HCl (4 N, dioxane)
    acetone (1 M)
    50 °C, 5 h
2. NH4OH (33%, aq.)
    MeCN (0.5 M)
    60 °C, 18 h

F

F

301

N

OH

OBn

Tf2O (1.5 equiv)
pyridine (15 equiv)

CH2Cl2 (0.15 M)
0–23 °C, 1 h

87% yield42% yield

F

F

290

N

OTf

OBn

OH

O

OMe

MeO

Me

308

H
N

O

OMe

MeO

Me

310

O

O
Me

Me
Me

H2N
O

O
Me

Me
Me• HOTf

309

HATU (1.1 equiv)
DIPEA (3 equiv)

DCM:DMF (2:1, 0.2 M)

82% yield

methyl propiolate (1.1 equiv)
[RhCp*Cl2]2 (2.5 mol%)

CsOAc (2 equiv)
MeOH (0.2 M)
reflux, 18 h

87% yield

NH

O

OMe

MeO

Me

305

OMe

O

POCl3
reflux, 3 h

97% yield

N

Cl

OMe

MeO

Me

311

OMe

O

HS OMe

O

Pd2(dba)3 (2.5 mol%)
XantPhos (5 mol%)

DIPEA (3 equiv)
1,4-dioxane
80 °C, 3 h

98% yield

312

N

S

OMe

MeO

Me

313

OMe

O

OMe

O

N

S

OMe

MeO

Me

291

OMe

O

OMe

O

O
O

H2O2 (10 equiv)
Na2WO4•H2O (10 mol%)

EtOH
60 °C, 5 h

99% yield

+



Appendix 8 – Synthetic Summary of Appendix 7 
  

670 

Scheme A8.3 Synthesis of analogs THIQ19 (319) and THIQ20 (320). 

 

Scheme A8.4 Synthesis of THIQ21 (323). 
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