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Example of Drug Discovery and/or Design





SAR Analyses of Carcinogenicity 
Data Bases Identified a 
6 Angstrom Lipophilic 

Toxicophore Associated with 
Estrogenicity and 
Carcinogenicity









Resveratrol, present in Grapes, has been 
proposed as a Cancer Chemopreventative 

Agent.

The potential toxicity of Resveratrol has not been investigated.
SAR Models of  Toxicological Phenomena may be a rapid and 

cost-effective approach.









Predicted Developmental Toxicity of Resveratrol









CONCLUSION
Resveratrol has too many 

Liabilities to be used as a Dietary 
Supplement for Prolonged 

Periods especially as its 
Beneficial Effects in Humans 

have, as yet, not been established.



Indole-3-Carbinol

SAR-Generated Profile Indicates Potentials:

1.to Act as a Rodent Anticarcinogen.

2.to Inhibit Human Cyp2D6 (This is not 
necessarily a Liability, as many Therapeutics, such 
as β -Blockers, also inhibit Cyp2D6.)









Should we wish to Abolish the Potential to 
Inhibit Cyp2D6, we can Methylate the C-7 
Position?

1. Abolishes the Cyp2D6 Inhibitory Activity
2. Does not create Any New Toxicological 
Liabilities.
3. Augments the Anticarcinogenic Potential 
by generating an additional Pharmacophore


























	Herbert S. RosenkranzFlorida Atlantic UniversityandUniversity of Pittsburgh E-mail:rsnkranz@pitt.eduPhone:5
	Example of Drug Discovery and/or Design
	SAR Analyses of Carcinogenicity Data Bases Identified a 6 Angstrom Lipophilic Toxicophore Associated with Estrogenicity and
	Resveratrol, present in Grapes, has been proposed as a Cancer Chemopreventative Agent.The potential toxicity of Resveratr
	Predicted Developmental Toxicity of Resveratrol
	CONCLUSION Resveratrol has too many Liabilities to be used as a Dietary Supplement for Prolonged Periods especially as its Be
	Indole-3-CarbinolSAR-Generated Profile Indicates Potentials:1.to Act as a Rodent Anticarcinogen.2.to Inhibit Human Cyp2D
	Should we wish to Abolish the Potential to Inhibit Cyp2D6, we can Methylate the C-7 Position?1. Abolishes the Cyp2D6 Inhibi

