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Tamoxifen is the most important anti-breast cancer drug in clinical use and has the potenti
al to be used as a chemopreventive breast cancer agent.
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• Friedel-Crafts acylation, dehydration
• (trans/cis ratio of 1.3:l) seperable

Robertson, D. W.; Katzenellenbogen, J. A. J. Org. Chem. 1982, 47, 2387
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• Gauthier, S; Mailhot, J.; Labrie, F.J. Or
g. Chem. 1996, 61, 3890-3893

• Hydroxyl derivatives.
• McMurry coupling.
• TiCl4/Zn/9 = 4:8:3
• 87% yield, 3:5 (Z:E = 1:5.7).
• 9 or 10 gave E isomer as the major pr

oduct.
• 12 (E/Z = 14:1), and 13 (E/Z = 22:1)
• In vivo,tamoxifen is transformed to hyd

roxytamoxifen, which has a much high
er binding affinity for the estrogen rece
ptor and appears to be the compound
responsible, in part, for the biological a
ctions of tamoxifen.
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metal-mediated synthetic methods for tamoxifen.

• carbometalated with diethylaluminum ch
loride-titanocene dichloride to give an or
ganometallic intermediate

Miller, R. B.; Al-Hassan, M. I. J. Org. Chem. 1985, 50, 2121-2123
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A Nickel-Catalyzed Carbozincation of Aryl-Substituted Alkynes

Stiidemann, T.; Ibrahim-Ouali. M; Knochel, P. Tetrahedron,1998, 54, 1299-1316
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Brown, S. D.; Armstrong, R. W. J. Org. Chem. 1997, 62, 7076-7077

1. Parallel Synthesis of
     Tamoxifen and Derivatives on S

olid Support via Resin Capture
2. 5*5 library. 13-68 %. 1:0 to 1:

1 ratio.
3. 90 % piurity.
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• directing effect of 2-pyridyl group

J. AM. CHEM. SOC. 2003, 125, 14670-14671
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table1. catalytic one-pot diarylation through the catalytic
carbomagnesation/cross-coupling sequence. .

• The two aryl groups (Ar 1 and Ar 2) are introduced in a cis fashion, which is in accordan
ce with syn carbometalation and retention of stereochemistry during the sub-sequent cro
ss-coupling.
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• the cross-coupling of 3 at the C-Si bond (Hiyama cross-coupling) was no s
uccess. (steric)

• Borodesilylation.
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• Suzuki-Miyaura Coupling

a wide array of electronical
ly and structurally diverse t
etrasubstituted olefins in a
regiocontrolled, stereocont
rolled, and diversity-oriente
d manner.

scheme should be easily e
xpanded to the constructio
n of a more general tetrasu
bstituted olefin structure.
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