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1. Me2SO4, NaOH, H2O, 
    0 °C, 3 h -> rt, 7 h (42 %)
2. H2, Pd, THF, 45 °C, 7.5 h
3. LAH, Et2O, 0 °C, 2.5 h
4. H3PO4, EtOH, 60-70 °C, 
75 min. (3+4, 58 %)

CO2Me

5. NEt3, PhH, tert-amylalcohol, Δ
6. MeI, K2CO3, Propanone, rt
   (60 % o2s)

O

Cl

O
O

7. E,  175 °C, neat, 
    100 min. (68 %)

8. H2SO4, MeOH, Δ, 
    40 min, then CH2N2
    (90 %)
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MeO

MeO

OHO

CO2Me

12. NaOH, H2O, Δ, 30 min.
13. powdered quarz glass, 
      260 - 270 °C, 9 min.
      (64 % o2s)

14. TsCl, Pyr. 
      rt. 14h

OMe
MeO

MeO

O

OMe
MeO

MeO

OH2N

OMe
MeO

MeO

H2NOC
NH2

27 % M 3.7 % N 18 % O
Chemical Formula: C19H21NO4

Molecular Weight: 327,38
Chemical Formula: C19H21NO4

Molecular Weight: 327,4
Chemical Formula: C19H21NO4

Molecular Weight: 327,38

15. NH3, EtOH, 
      90 to 95 °C

16. KOHaq., EtOH, 130 °C,
      22 h, (81 %)
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17. CH2N2, Et2O, 
      MeOH, 0 °C, 1h OMe
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37 % Q 34 % R
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18. NBS, benzoylperoxide, 
      CCl4, hν, Δ, 18 min

13 % S 21 % T

19. NH3, EtOH, H2O, 
      95 to 100 °C, 15 h (8 %)
20. KOHaq, EtOH, 130 °C, 
      23 h (40 %)
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O

OH

NH2 21. CH2N2, Et2O, 
      CH2Cl2, MeOH, 
      0 °C, 30 min. OMe

MeO

MeO

O

OMe

NH2
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MeO

OMe
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NH2

29 % V 26 % W

22. Ac2O, Pyr., 100 °C,
      15 min. (75 %)
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Colchicine

J. Schreiber, W. Leimgruber, M. Pesaro, P. Schudel, A. Eschenmoser, Angew. Chem. 1959, 71, 637.
J. Schreiber, W. Leimgruber, M. Pesaro, P. Schudel, A. Eschenmoser, Helv. Chim. Acta 1961, 44, 540.

22 Steps

0.00006 % yield

  9. KOtBu, tBuOH, PhH, 
      rt, 165 min. (93 %) (H)
10. NaOH, H2O, MeOH, 
      Δ. 0.5 h (87 %)
11. OsO4, Pyr., Et2O, rt., 10 h, 
      then KClO3, NaHCO3, MeOH
      100 °C (19 %)
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Colchicine

1. (COCl)2, CH2Cl2, 0 °C to rt, 
    12 h, then NHMeOMe HCl, 
    Pyr. CH2Cl2, 0 °C 1 h
2. Ag(CF3CO2), I2,  CHCl3, rt, 
    4 h, (92 % o2s)
3. LiC2TMS, THF, -78 to -10 °C
    45 min. (98 %)

4. 3 (1mol%), iPrOH, 16 h
5. TBSCl, Imid., DMF, 
    rt, 18 h (93 %, 99% ee)
6. iPrMgCl, THF, -25 °C, 
    4.5 h, then 4, THF, -40 °C,
    then K2CO3, MeOH, rt. 3 h
    (75 %)

N
Ru

N
Ts

Ts

Ph

Ph

7. iBuOCOCl, NEt3, 
    THF/Et2O, -20 to 
    -15 °C; then CH2N2, 
    Et2O, -5 °C, 16 h 
    (70 %)

8. [Rh2(OAc)4], 
    PhMe, Δ, 4 h, 
    (64 %)

9. L-selectride, THF, 
    -78 °C, 3 h (82 %)

10. TMSOTf, NEt3, THF/Et2O, 
       -20 to -15 °C; then K2CO3, 
      MeOH, 0 °C, 45 min,

11. DMSO, (CF3CO)2O, 
      CH2Cl2, -60 °C, 1.5 h, 
      then NEt3, 1.5 h

12. CH2N2, Et2O (20 %)
13. Py*HF, THF (86 %)
14. MsCl, NEt3 (82 %)
15. NaN3, DMSO (77 %)

16. H2, Pd/C, EtOH, then 
      Ac2O, Pyr. (64 %)
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T. Graening, V. Bette, J. Neudörfl, J. Lex, H-G Schmalz, Org. Lett. 2005, 7,  4317.

OMe

OMe
OMe

1. Pt (anode), KOH, 
    MeOH, 0 °C, 25 h
    (up to 95 %)
2. (CO2H)2, THF, H2O,
    rt., 12 h (65 % o2s)
3. Me3SO+I-, NaH, DMSO, 
    0 °C, 3 h (91 %)

O

OMeMeO
MeO

4. 3, LDA 
    THF, -70 °C, 2 h
5. (CO2H)2, THF, H2O, 
    rt. 5 h (95 % o2s)
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MeO
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MeO
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6. CF3CO2H, ∆, 
    35 min (92 %)
7. DDQ, PhH, ∆, 
    18 h (54 %)
8. NaOMe, MeOH, 
   H2O, 75 °C, 45 min
   (85 %)

OMe
MeO

MeO

O

OMe

CO2H

10. (PhO)2P(O)N3, 
      Et3N, tBuOH, 
      ∆, 17 h, 54 %
11. HCl, H2O, 110 °C, 
      90 min (72 %)
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13. CH2N2

Colchicine
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D. A. Evans, S. P. Tanis, D. J. Hart, J. Am. Chem. Soc. 1981, 103, 5813.


