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Abstrati Tlte &ton chiraiity method, as applied to secondary altylic alcohols, cannot be extended 
to secondary alcohols flanked by two chromophores. 

As part of our search for natural products with differential cytotoxicity toward human tumor cell 

lines,‘j’ we have been investigating falcarinof, 1, and a series of related compounds from the tropical plant 

Dendropunux arborous (unpublished data). As part of that study, we sought to define the absolute 

configuration of our isolate. Our compound was dextrorotatory ([ah, + 290, c 0.57, CHCI,), suggesting that 

it had the 3s configuration, since Lemmich el at. proposed the 3& configuration for (-)-fatcarinol.’ Because 

all previous reports of the optical activity of falcarinol (panaxynol) indicated a levorotatory compound,3‘6 we 

sought independent confirmation of our assignment via the modified Mosher’s method.18 Both the R -and 

S-MTFA esters of 1 were prepared and the i,-8, vdlues,.as illustrated in 1, confirmed the 3s conjuration. 

We then discovered a report in this journal’ that panaxynol possessed the 3s ~n~guration. This 

assignment was based on CD spectra of ;he p-bromobenzoate and p-dimethylaminobeuzoate derivatives of 

panaxynol. The authors based their assignment on an extension of the application of the exciton chirality 

method for secondary aliylic alcohols.rO However, the chiral secondary alcohol in I (either enantiomer) is 

flanked by two chromophores, an isolated olefin and a conjugated diyne. it is not readily apparent which, 

if either, chrotiophore would couple preferentially to the benzoate chromophore. To complete our analyses 

of faicarinol and to relate our isolate to the panaxynol of Shim, ef ul+p we prepared the p-bromobenzoate 

of f and recorded its CD spectrum (Ae, +8.7, Aez,P +7.6, see Figure 1). The spectrum matched that of 

Shim in wavelength and intensity, but was opposite in sign. 

We have clearly established the absolute ~nfi~ration of our falcarinol~ as 3s; its optical rotation is 

opposite in sign to that reported in the literature for (-)-falcarino13 and the Mosher method strongly 
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supported the 3s stere~hcmist~. Therefore, Shim’s panaxynol must bc 3& and the cxciton chirahty method 

cannot be used to assign unequivocally the stereochemistry of secondary alcohols flanked by two 

chromophores. We are aware of two subsequent reports of stereochemical determinations based on 

reference 9.“.‘* In view of the results presented here, those assignments should be reconsidered.13 
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Figure 1. CD Spectrum of thep_Bromobenzoate of (+)-Falcarinol (1). 

1. 

2. 

3. 

4. 

5. 

6. 

7. 

8. 

9. 

10. 

11. 

12. 

13. 

REFERENCES 

a) Beutler, J-A.; Cardellina, J. H. II; Lin, CM.; Hamel, E-; Cragg, G.M.; Boyd, M.R. BioMed Chem. 
Let!. 1993,3, 581.584. b) Tischler, M.; Cardellina, J.H., II; Cragg, GM.; Boyd, M.R. J. Nut. Prod. 
1992,55, 667-671. 

Fuller, R.W.; Cardellina, J.H., II; Kato, Y.; Brinen, L.S.; Clardy, J.; Snader, K.M.; Boyd, M.R. J. 
Med, Chem 1992, 3.5, 3007-3011. b) Beut,jer, J.A., Cardellina, J.H., II; Prather, R.; Shoemaker, 
R.M.; Snader, K.M.; Boyd, M.R. /. Nat. Proa!., in press. 

Larsen, P.K.; Nielsen, B.E.; Lemmich, J. Acta Chem. Scar& 1969, 23, X52-2554. 

Bohlmann, F.; Niedballa, U.; Rode, K-M. Chem Ber. 1966, 99, 3552.3558. 

Terada, A.; Tanoue, Y.; Kishimoto, D. Buil: Gem. Sot. Jpn 1989, 62, 2977-2980. 

Takahashi, M.; Isoi, K.; Kimura, Y.; Yoshikuro, M. L Phwm. kc. Jpn. (Yakugaku Zasshi) 196484, 
752-756. 

Qhtani, I.; Kusumi, T.; Kashman, Y.; Kakisawa, H. .!. Org. Chem. 1991, 56, 1296.1298. 

Rieser, M.J.; Hui, Y.; Rupprecht, J.K.; Kozlowski, J-F.; Wood, K-V-; Mc~ughIin, J.L.; Hanson, P.R.; 
Zhuang, 2.; Hoye, T.R. J. Am. Chem. Sot. 1992,114, 10203-10213. 

Shim, S.C.; Koh, H.Y.; Chang, S. Tetrahedtwn Lett. 1985,26, 5775.5776. 

Gonnella, N-C.; Nakanishi, K; Martin, V.S.; Sharptess, RB. J. Am. Chem, Sot. 1982, 104, 3775. 
3776. 

Fusetani, N.; Shiragaki, T.; Matsunaga S.; Hashimoto, K. Tetrahedron Lat. 1987,28, 4313.4314. 

Aiello, A.; Fattorusso, E.; Menna, M.; Pansini, M. J. Nat. Prod. 1992, 55, 1275-1280. 

We thank Dr. Jane Fayer, National Institute of Diabetes and Digestive and Kidney Diseases, 
National Institutes of Health, and Dr. Anthony Dippie, Advanced Bioscience Laboratories, Inc., for 
use of their CD spectropolarimeters. 

(&cefvtd in USA 26 Ocrcrber 1993; revised 24 November 1993; uccepted 10 December 1993) 


