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For Immediate Release 
 

Tularik Discovers Genes Involved in Cholesterol Regulation 
Researchers Link Mutations To Sitosterolemia, A Rare Genetic Disease 

 
South San Francisco, CA – December 1, 2000 --Tularik Inc. (Nasdaq: TLRK) today 
announced the discovery of two genes responsible for a rare human genetic disorder. 
Tularik’s researchers, working in collaboration with scientists from the University of 
Texas Southwestern Medical Center, have identified the genes that cause sitosterolemia. 
Patients with sitosterolemia have high cholesterol levels and typically develop life-
threatening coronary artery disease. The discovery was published in the December 1 
issue of Science. 
 
The genes discovered encode two previously unknown protein molecules that are 
members of the class of ATP-binding cassette (ABC) transporter proteins. The newly 
discovered proteins, ABCG5 and ABCG8, latch onto cholesterol in the liver and small 
intestine. In the intestines, the proteins are responsible for blocking absorption of dietary 
cholesterol. In the liver, the proteins help excrete cholesterol into bile.  
 
“While sitosterolemia is a rare disease, these findings represent a significant 
breakthrough for understanding the common forms of hypercholesterolemia. The genes 
we’ve discovered have very important functions. Essentially, they are gatekeepers of 
cholesterol absorption and secretion in the body,” said David V. Goeddel, Ph.D., 
Tularik’s Chief Executive Officer. “Our research has opened a path to the development of 
novel small molecule therapeutics that may be of use to a wide patient population.” 
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In healthy individuals, cholesterol levels are maintained, in part, by the coordinate 
regulation of dietary cholesterol absorption in the intestine and excretion in the bile.  
Patients with sitosterolemia have excessive absorption and inadequate excretion into the 
bile, which results in dangerously high cholesterol levels.  High cholesterol, in turn, can 
lead to plaque build-up in the arteries and coronary artery disease.  
 
The Tularik team has succeeded in linking the disease to a molecular mechanism of 
action. “In addition, we’ve shown that the two genes in question are regulated by 
transcription factors called liver X receptors (LXRs),” said Bei Shan, Ph.D., Program 
Director of Lipid Disorders at Tularik. “Tularik has identified several synthetic 
compounds that bind to LXRs, and we’re now evaluating these compounds in various 
animal models of hypercholesterolemia,” he added. 
 
Tularik’s work with ABC proteins and LXRs is part of a larger research agenda focused 
on several biochemical targets, all of which may be important in the regulation of 
cholesterol levels in patients. 
 
Tularik is engaged in the discovery and development of a broad range of novel and 
superior orally available drugs based on gene regulation. Tularik programs address 
cancer, CMV, diabetes, obesity, inflammation, immune disorders, lipid disorders and 
bacterial diseases, and a class of targets known as orphan nuclear receptors.  Tularik has 
established strategic partnerships with Japan Tobacco Inc., Roche Bioscience and Knoll 
AG. For additional information, visit Tularik’s Internet website at www.tularik.com.  
 
Statements in this press release that are not strictly historical are “forward-looking” 
statements as defined in the Private Securities Litigation Reform Act of 1995.  There can 
be no assurance that Tularik will obtain necessary regulatory approvals for its drug 
candidates or be able to develop a commercially viable pharmaceutical product.  These 
and other risks are more fully discussed in Tularik’s SEC reports, including the report on 
Form 10-Q for the quarter ended September 30, 2000. 
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