E257: Synthesis of (+)-Haplophytine

1. 4. 7. succinic anhydride,
CH2C|21 r.t.
> - > IR
2. A, pyrrolidine, DMF, 5. NH40Ac, MeNO,, 8. N 0
reflux reflux OBn H j
3. 6. LiAIH,, THF, reflux MeO,C
C,H;NO3
Name reaction Name reactions
9.
10.
16. 14, 11. POCl3, CH,Cly, reflux
- - MeO N/\/
17. 15. B, AgOTf, CH,Cl,, 12. Ru-(R,R)-Ts-dpen, OMe ﬂ\/
-10°C HCO,H/EtzN, DMF, 0 °C B
13.
Name reaction Name reactions
NHFmoc ( )
OMe
18. Pd(PPhg)s, N,N,-dimethyl 20. mCPBA, NaHCO3, 22. i-AmONO, 6 M
barbituric acid, CH,Cly, r.t. OMe CH,Cly, r.t. HCI/MeCN/MeOH, 0 °C
19. 21. piperidine, DMF, r.t. 23.
Mechanism?
Phenylhydrazine 1
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24. (S)-1-phenylethylamine,
benzene, reflux

-

25.
CgH4403 Name reaction
37. Ns

N/\’

OHC_ .
(0]

CO,Et
</o 2

38. PhSH, Cs,CO3,
MeCN, r.t. to 50 °C

26.

27.

34. MesSO,ClI, pyridine,

CH,Cl,, 0 °C

-t

35.

36.

39. silica gel, CH,Cl,, reflux;
then TMSCHN,, NH,CI,
MeOH, r.t.

Name reaction

Tricyclic ketone 2

28. PACI,(PPhg), (10 mol%),
1Zn(CH,)3NPhth,

toluene/THF, r.t.

Name reaction

29. C, TMSOT(,
CH,Cl,, =78 °C to r.t. T™MSO OTMS
30. c
31. MeNHNH,, EtOH, reflux I\
o_ O
- NPhth
32.
33 I‘
: CO,Et

Name reactions
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E257: Synthesis of (+)-Haplophytine

40. 50% HyS04, 1,4-
dioxane, 0 °C

41.

Tricyclic ketone 2

Name reaction

Phenylhydrazine 1

Aspidophytine

Q9
ph %058 p
42. THF, reflux

h

43.

44. aq. HCHO, NaBH3CN,
AcOH, MeOH/CH,Cl,,
-78°Ctor.t.

45.

46.

Bonus:
H,S0y, reflux

K3Fe(CN)g t-BuOH
/H,0,0°Ctor.t.

(+)-haplophytine
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