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Cl
1. Me,SO,, NaOH, H,0,
0°C,3h->1t,7 h(42 %) //COZMe C E o
2.H, Pd, THF,45°C,7.5h =z o~0
HO 3.LAH,E,0,0°C,2.5h 5. NEty, PhH, rerr-amylalcohol, A 7 E 175 °C. neat 8. H,SO, MeOH, A,
s 4. H;PO, EtOH, 60-70 °C, 6. Mel, K,CO;_ Propanone, rt TS G e 40 min, then CH,N,
p 75 min. (3+4, 58 %) (60 % 02s) N min. (68 %) F (90 %) G
_— > —_—
HO
A OH 6 OH
p

9. KOrBu, r1BuOH, PhH,
rt,165 min. (93 %) (H)
10. NaOH, H,0, MeOH, 12. NaOH, H,0, A, 30 min.
A 0.5h (87 %) 13. powdered quarz glass,

11. 0sOy4 Pyr.,E;0,1t.,10 h, H (26(1(1){;/227(1?9 min. Chemical Formula: C9Hp,O5 14. 'l;sClL.hPyr.
then KCIO; NaHCO; McOH 1 L Molecular Weight: 3284 L K L
100 °C (19 %) tetracycle >
’ J
§

hAYd
16. 0 KOH,,, EtOH, 17. CH.N, Et.O.
15. NH;_ EtOH, 130 °C, 22 h, (81 %) " MeDi 0
901695 °C P _MeOH.0°C. 1h, | 57%Q uaR
—_—
24 M 37% N L 1820
Chemical Formula: CjgH,NO, Chemical Formula: C,oH, NO, Chemical Formula: CgH, NO,
Molecular Weight: 327 4 Molecular Weight: 327 4 Molecular Weight: 327 4
ring contratction product Used in further reactions
e
19. NH; EtOH, H,0,
. 95 t0 100 °C, 15 h (8 %)
18. NBS, benzoylperoxide, 20. KOH. ., EtOH, 130 °C 21.CH,N, Et,0,
CCly hv, A, 18 min 23h (“jg;, %) ’ ! CH,Cl, MeOH,
13%S 21% T ’ U 0°C, 30 min. 2%V 6% W
_—— [ .
.

22. Ac,0, Pyr., 100 °C,
15 min ;

OMe
Colchicine
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1. (COCI),, CH,Cl, 0°C torrt,
12 h, then NHMeOMe HCI,
Pyr. CH,Cl, 0°C 1 h

2. Ag(CF;C0y), 1, CHCl tt,

MeO COH 4h,(92 % 02s)
3. LiC,TMS, THF, -78 to -10 °C 2
45 min. (98 %)
MeO 1 >
OMe

4.3 (Imol%), iPrOH, 16 h
5. TBSCI, Imid., DMF,

1t,18 h (93 %, 99% ee)
6. iPrMgCl, THF, -25 °C,
4.5 h, then 4, THF, -40 °C,
then K,CO; MeOH, rt.3 h
(75 %)

77.iBuOCOCI, NEt;,

THF/E(,0,-20 0
-15°C; then CHyN,,

5 E,0,-5°C,16 h
(70 %)

8.[Rhy(OAc),], 9. L-selectride, THF.

PhMe, A, 4 h ,
. ) Loselect ’
(64 %) 7 78 °C, 3 h (82 %) 3

10. TMSOTf, NEt3 THF/Et,0,
-20 to -15 °C; then K,CO;,

MeOH, 0 °C, 45 min,

12. CH,N,, E,0 (20 %)
13. Py*HF, THF (86 %)
14. MsCl, NEt; (82 %)
15. NaN; DMSO (77 %)

16. H, Pd/C, EtOH, then
Ac,0, Pyr. (64 %)

1 —

OMe
Colchicine

11. DMSO, (CF;C0),0,
CH,Cl, -60°C, 1.5 h,
then NEt; 15 h

10
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. Pt (anode), KOH,

MeOH, 0°C, 25 h
OMe (up to 95 %)
-(CO,H), THF, H,0,
rt., 12 h (65 % 02s)
. Me;SO*T, NaH, DMSO, 2
0°C,3h (91 %)

N

4.3,LDA
THF,-70 °C,2 h
5.(CO,H), THF, H,0,
rt. 5 h (95 % 02s)

w

OMe
OMe

6.

7.

8.

H,0,75°C, 45 min
4 (85 %)

CO,Me
MeO

MeO 3
OMe

CF3CO,H, A,

35 min (92 %)

DDQ, PhH, A, 10. (PhO),P(O)N5
18 h (54 %) EGN, 7BuOH,
NaOMe, MeOH, A17 h, 54 %

11. HCI, H,0, 110 °C,
90 min (72 %)

12.A¢,0
13. CH,N,
e

Colchicine



