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APPENDIX 5 

Synthetic Summary toward the Total Synthesis of  

Scandine and the Melodinus Alkaloids 

Scheme A5.1  Original retrosynthetic analysis of scandine (135) 
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Scheme A5.2  Synthesis of dibromocyclopropane 192 
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Scheme A5.3.  Synthesis of bicyclic vinylcyclopropane 205 

O

Me

Me–CHO

DABCO (10 mol%)
0 ! 23 °C

(79% yield)

O

MeMe

OH

196 197

OH

MeMe

OH
NaBH4 (1 equiv)

CeCl3 • 7H2O (1.1 equiv)
MeOH

198

OTMS

MeMe

TMSO

201

TMS–Cl (2.1 equiv)

Et3N (2.2 equiv)
CH2Cl2, 0 ! 23 °C

(63% yield,
two steps)

N2

CO2MeMeO2C

82

Rh2(esp)2 (0.2 mol%)
CH2Cl2, 23 °C MeO2C

CO2Me

TMSO

TMSO

202

O

O

CO2Me

Me

HO

203

HCl

MeOH

(80% yield,
two steps)

O

O

CO2Me

Me

205

1) MsCl, Et3N
2) DBU

(23% yield,
three steps)

 

 

Scheme A5.4.  Synthesis of vinylcyclopropane 224 
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Scheme A5.5. Revised retrosynthesis of scandine (135) 

Ring-Closing
Metathesis

Lactamization

Pd-Catalyzed
(3 + 2)

Cycloaddition

NHR

MeO2C
CO2Me

140

232 142 94

N
H

N

O

CO2Me

H

H

O

RN
RHN

MeO2C
CO2Me

O2N
RHN

MeO2C
CO2Me

NO2

N2

139

N
H

N

O

CO2Me

Scandine (135)

A B

C

D

E
Benzylic

C–H Insertion 20

16

O2N
RHN

MeO2C
CO2Me

C–H
Vinylation

141  

Scheme A5.6.  Synthesis of tetracycle 245 
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Scheme A5.7.  Synthesis of diazoacetamide 248  
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Scheme A5.8.  Proposed conversion of scandine (135) to meloscandonine (136) 
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