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Thursday - May 19th, 2005

Radisson Hotel, 15 Middlesex Canal Park Road, Woburn, MA

3.00 pm 
Refreshments

3.15 pm 
Introductory Remarks 


Norton Peet, North Andover, MA
3.30 pm 
Balaglitazone, a New Partial PPAR- Agonist for Type-II Diabetes

Javed Iqbal, Dr. Reddy’s Laboratories, Hyderabad India

4:30 pm 
Preservation of Beta Cell Function in Diabetes by kir6.2/SUR1 Selective Openers of KATP Channels. 
John Bondo Hansen, Novo Nordisk A/S, Denmark

5.30 pm 
Social Hour

6.30 pm 
Dinner 

7.45 pm

Biostructure-based Development of Inhibitors of PTP1B

Steve Tam, Wyeth Research, Cambridge, MA
Dinner reservations should be made no later than 12:00 noon on Thursday, May 12, 2005.  Register online with a credit card or paypal account at: mcg.mollyguard.com. If you prefer to pay at the door, please contact Marilou Cashman at (800) 872-2054 or (508) 653-6329 or mcash0953@aol.com.  Reservations not canceled at least 24 hours in advance must be paid.  Members, $28.00; Non-members, $30.00; Retirees, $15.00; Students, $10.00.  Anyone who needs handicapped services/transportation, please call a few days in advance so that suitable arrangements can be made.


Directions to Radisson Hotel

http://www.radisson.com/woburnma
A. From Boston - Cambridge - Points North:  Take Route I-93 to Route 95/128 West.  After 1 mile, take Exit 35 South to Route 38 (Main Street). 

*After about 500 feet at the traffic light, turn right into Middlesex Canal Street to the hotel entrance.

B. From the West:  Take Route 95/128 North to Exit 35 South (Route 38 - Main Street.  Follow directions from * above.

THE PUBLIC IS INVITED

Javed Iqbal

Balaglitazone, a New Partial PPAR- Agonist for Type-II Diabetes

Type II diabetes is characterized by defective insulin action leading to hyperinsulinemia and hyperglycemia. Thiazolidinediones (TZD’s) containing drugs like Rosiglitazone or Pioglitazone are known to activate PPAR- and cure type II diabetes. However, the marketed TZD’s lead to edema and body weight gain.  It is known that the drugs which activate PPAR- act through adipose differentiation and in turn reduce free fatty acids and plasma glucose leading to adipogenesis. If the drug can have a partial PPAR- activation to the extent required, then it can have its effects on plasma glucose without causing much adipogenesis. In our program on PPAR- activators we have designed TZD derivatives which can reduce plasma glucose with less adipogenesis.  The SAR of these TZD derivatives gave Balaglitazone which has 70% of PPAR- transactivation compared to rosiglitazone and showed partial agonism in competitive binding assay. Balaglitazone has shown good efficacy in db/db and ob/ob mice models at 3mg/kg. In zucker fa/fa rats it shows insulin sensitization effects by 70% reduction in insulin and 80% reduction in free fatty acids at 3mg/kg dose. Balaglitazone is now in phase-II clinical trials.  

​​​​​​​​​​​​​​​​​​​​​​​​​

Javed Iqbal received his PhD in organic chemistry  from Delhi University, India in 1977. He went to Cambridge University to work as a post-doctoral fellow with Prof. Ian Fleming, FRS. He subsequently moved to Oxford University in 1982 as a fellow of Wolfson college and worked with Prof. Sir J. E. Baldwin, FRS on Penicillin biosynthesis. After teaching for a year at University of Montpellier, France he returned to India in 1984 and joined IIT Kanpur as a faculty in the department of chemistry and became a professor there in 1990. He made a switch from academia to industry and joined Dr. Reddy’s research foundation, Hyderabad as senior vice-president of research in the year 2000. After spending a year as Director of Regional Research Laboratory (CSIR), Trivandrum he came back to Dr. Reddy’s Laboratories Ltd. in January 2003 and was given a title of distinguished research scientist and global head of discovery chemistry. He has 25 years of teaching and research experience and has 110 research publications in international journals. He also holds 10 global patents on new drug molecules. He has guided 12 PhD and 30 M. Sc. students at IIT Kanpur. He was a visiting professor at University of Notre Dame, USA (1989-90) and University of Okayama, Japan ( 1994). He has also taught at New Mexico State University, USA during 1997-2000 in the summer semesters. He is a fellow of Indian academy of sciences, Bangalore and Indian national Science academy, New Delhi. His research interest include synthetic organic chemistry and discovery of new drugs in the area of diabetes, cancer and cardiovascular diseases.
John Bondo Hansen

Preservation of Beta Cell Function in Diabetes by kir6.2/SUR1 Selective Openers of KATP Channels.

Diabetes is characterized by loss of beta cell function, which initiates before the clinical onset of the disease. In type 1 diabetes it is a rapid autoimmune process leading to a nearly complete loss of beta cell mass while it in type 2 diabetes is a slowly progressing impairment associated with insulin resistance. It is hypothesized that beta cell hyperactivity plays a role in loss of beta cell function and subsequent beta cell death and that beta cell rest therefore could be used to prevent and treat diabetes.

Beta cell rest can be achieved by openers of Kir6.2/SUR1 KATP channels. Several structural diverse compounds have been characterized as selective openers of Kir6.2/SUR1 KATP channels. Among these are compounds, which potently inhibit insulin release to induce beta cell rest in vitro and in vivo. Such compounds have been found active in preclinical models of diabetes and based on these data NN414 were selected for development.

The presentation will describe the rationale for using beta cell rest as a treatment concept, the identification and characterization of selective KATP channel openers and the ability of such compounds to preserve beta cell function.  

John Bondo Hansen is currently Vice President of Medicinal Chemistry at Novo Nordisk A/S.  Prior to this position, John received his M. Sc. in biochemistry and PhD (1982) in bioorganic chemistry from University of Copenhagen.

He worked as research assistant (1979-1980) at Texas A&M University with Prof. I. Scott. Then he moved to University of Copenhagen as research associate (1982-1983). From 1983-1987 he worked as research scientist in discovery division at Ferrosan A/S, Denmark.  In 1987 he joined Novo Nordisk A/S, Denmark, as Department manager, where he is now Vice President of Medicinal Chemistry.

Steve Tam

Biostructure-based Development of Inhibitors of PTP1B

Protein tyrosine phosphatases (PTPs) are a large family of diverse molecules that play an important role in both activating and attenuating a wide variety of cellular responses.  One of these phosphatases, protein tyrosine phosphatase 1B (PTP1B), is clearly involved in attenuating insulin signaling, and much effort has been devoted towards the development of inhibitors of this enzyme as a therapeutic approach to treat insulin resistance and type 2 diabetes.  Wyeth’s program started with a weak, but well characterized reversible, competitive inhibitor of PTP1B as a lead (Ki ~230 M).  This talk will cover the iterative bio-structure guided medicinal chemistry and the approach used in optimization of in vivo efficacy. 

Steve Tam received his B.Sc. degree with cum laude in the Chinese University of Hong Kong in 1968. After staying two more years as the organic chemistry laboratory instructor at the University, he joined Professor Fraser-Reid’s group at the University of Waterloo in Canada for his post-graduate study and received his Ph.D. degree in 1974.  He then moved to United States and spent five years at the Memorial Sloan Kettering Cancer Center in New York on cancer research before he joined Hoffmann La Roche in 1979.  In the subsequent 19 years, Steve conducted a variety of research projects spanning three therapeutic areas, including the successful development of two anti-HIV drugs and some novel Antisense technologies.  In 1995, he became the Director of the 98-member Chemistry Technology Department at Roche, responsible for Combinatorial Chemistry, Process Research and Kilo Laboratory, and the Biostructure Group.  In 1998, he joined Genetics Institute and helped to expand the chemistry effort in their small molecule drug discovery program.   That group is now part of the Chemical & Screening Sciences Department at Wyeth supporting drug discovery in the areas of inflammation, cardiovascular and metabolic diseases.

E.Mail: stam@wyeth.com
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