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Thursday - May 18th, 2006
Holiday Inn, 15 Middlesex Canal Park Road, Woburn, MA

3.00 pm 
Refreshments

3.15 pm 
Welcome



Raj Rajur, Program Chair

3.20 pm
Introductory Remarks 


Norton Peet, North Andover, MA
3.30 pm 
Orally Active, Irreversible Inhibitors of Human Epidermal Growth Factor 
Receptor-2 (HER-2) 
Kinase".

Hewi-Ru Tsou,Chemical & Screening Sciences,  Wyeth Research, Pearl River, New York
4:15 pm 
Targeting histone deacetylase: development of vorinostat (SAHA) for the treatment of cancer”

Valeria Fantin, Cancer Biology & Therapeutics, Merck Research Laboratory, Boston, MA

5:00 pm
MER-1001:  A Novel Polymeric Prodrug of Camptothecin for the Treatment of Cancer

Rusell Petter, Mersana Therapeutics, Cambridge, MA

5:45 pm 
Social Hour

6:30 pm 
Dinner 
7:45 pm
Inhibitors of Apoptosis Proteins:  Application of Structure Based Drug Design to the 


Taming of a Protein-Protein Interaction Target



Christopher Straub, Novartis Institutes for Biomedical Research, Cambridge MA

Dinner reservations should be made no later than 12:00 noon on Thursday, May 11, 2006.  To, 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. Reservations not canceled at least 24 hours in advance must be paid.  Payment is made at the door by cash or check (no credit cards.)  Members, $28.00; Non-members, $30.00; Retirees, $18.00; Students, $10.00. 


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

Hewi-Ru Tsou

Orally Active, Irreversible Inhibitors of Human Epidermal Growth Factor 
Receptor-2 (HER-2) Kinase".

A series of new 6,7-disubstituted-4-(arylamino)quinoline-3-carbonitrile derivatives that function as irreversible inhibitors of human epidermal growth factor receptor-2 (HER-2) and epidermal growth factor receptor (EGFR) kinases  have been synthesized. These compounds demonstrated enhanced activities for inhibiting HER-2 kinase and the growth of HER-2 positive cells compared to our EGFR kinase inhibitor 86 (EKB-569). Molecular modeling, Binding studies, oral activity, especially in HER-2 overexpressing xenografts of the compound (HKI-272) which is currently in phase I  clinical trials for the treatment of cancer will be discussed.
__________________________

Dr. Tsou is a Principal Research Scientist at Wyeth Research.  She joined Wyeth (at the time, American Cyanamid Co.) in 1980, following a PhD degree in synthetic methodology from the U. of Illinois in Chicago, and postdoctoral training at Yale University.  She has contributed to numerous research areas.  Her recent successes have been in anticancer agents, and more specifically in relation to kinase inhibitors.  She has numerous publications, presentations, and published patents.  She has received outstanding publication awards.

_____________________________

 Valeria Fantin
Targeting histone deacetylase: development of vorinostat (SAHA) for the treatment of cancer”
Histone deacetylase inhibitors (HDACIs) are a new approach to the treatment of cancer.  Vorinostat (SAHA) is the first hydroxamic acid based HDACI to enter clinical development.  Vorinostat was synthesized and identified first as a differentiation/apoptosis-inducing agent of transformed cells.  Studying its mechanism of action led to the discovery of its HDAC inhibition activity.

Histone acetylation affects the regulation of gene expression, and inhibitors of HDACs have been found to cause growth arrest, differentiation and/or apoptosis of many transformed cells by altering the transcription of a small number of genes.  The acetylation status of histones is determined by histone acetyltransferases (HATs) and HDACs.  

Disruption of HAT or HDAC activity is associated with cancer.  Genes that encode HAT enzymes are translocated, amplified, overexpressed and/or mutated in various cancers including both hematological and epithelial malignancies. The involvement of aberrant HDAC activity in cancer development provides a mechanistic rationale for the development of HDACI as treatment for cancers and findings that inhibitors of HDAC are effective antitumor agents in several animal models of both solid tumor and leukemia at doses that cause little apparent toxicity suggest that these agents may be a new class of anticancer therapeutic.

In this presentation, Dr. Secrist will review the rationale behind the discovery and development of HDAC inhibitors and will present the results from clinical studies evaluating vorinostat as an anti-cancer therapeutic.
Valeria Fantin received her Ph.D. in Biochemistry  from Dartmouth Medical School (Hanover, NH)  in 2000.  She trained as a post-graduate for 4 years in Dr. Phil Leder's laboratoty in the Department of Genetics at the Harvard Medical School in Boston, MA.  Her work mainly focussed on identification of novel therapeutic targets and lead compounds for the treatment of breast cancer.  In 2004 Dr. Fantin joined Merck Research Laboratories in Boston, MA as a Senior Research Biologist. Dr. Fantin is now leading the preclinical support for the vorinostat (SAHA) program at Merck.

Rusell Petter, Mersana

MER-1001:  A Novel Polymeric Prodrug of Camptothecin for the Treatment of Cancer

Camptothecin is a topoisomerase-I inhibitor that shows activity against human tumors.  However, its development was halted due to unacceptable dose-limiting toxicities.  At Mersana Therapeutics we have developed a hydrophilic, multivalent, bio-degradable polymer, termed  Fleximer, derived from dextran.  Using this polymer as a scaffold, we have prepared MER-1001, a prodrug of camptothecin with a two-stage release mechanism.  It is expected that MER-1001 will solubilize camptothecin and minimize camptothecin's distribution to tissues where it is toxic.  In mouse tumor xenograft models MER-1001 is highly efficacious.
Rusell Petter attended Dartmouth College (AB, 1978), Duke University (PhD w/ Ned Porter, 1983), and Columbia University (post-doc w/ Ron Breslow, 1983-84).  From 1984-1991 he was on the faculty in the Dept. of Chem. at the University of Pittsburgh working in the areas of molecular recognition and enzyme inhibition.  In 1991 he joined the Sandoz Research Institute (E. Hanover, NJ) and worked in the areas of cardiovascular disease, immunology, and cancer.  In 1996 he became Section Head of Medicinal Chemistry at Biogen, working on immunology and heart failure projects, the latter effort yielding Adentri, an adenosine A1 receptor antagonist for the treatment of heart failure.  In 2000 he became Director of Medicinal Chemistry and later Director of Small Molecule Drug Discovery at Biogen-Idec, working on the discovery of antagonists of integrins, adenosine receptors, TNF receptors, and kinases.  Dr. Petter is currently Vice President of Research at Mersana Therapeutics in Cambridge, MA, a company focused on developing novel anti-cancer agents.

Christopher Straub
Inhibitors of Apoptosis Proteins:  Application of Structure Based Drug Design to the Taming of a Protein-Protein Interaction Target

The network of apoptotic signaling mechanisms inherent in most cell types provides a major barrier to the development and progression of human cancer by eliminating stressed or damaged cells from normal tissues.  Since most commonly used radiation and chemo-therapies rely on activation of apoptotic pathways to kill cancer cells, it is logical that tumor cells which are capable of evading programmed cell death often  become resistant to treatment.
Apoptosis signaling networks ultimately converge on individual Caspases, which, once activated, cleave a number of cell death-related substrates, effecting destruction of the cell.  Tumor cells have devised a number of strategies to circumvent apoptosis.  One recently reported molecular mechanism involves the overexpression of members of the IAP family.  IAPs sabotage apoptosis by directly interacting with and neutralizing Caspases.  The prototype IAPs, XIAP and cIAP have three functional domains referred to as BIR 1, 2 & 3 domains.  BIR3 domain interacts directly with Caspase 9 and inhibits its ability to bind and cleave its natural substrate, Procaspase 3. 

A proapoptotic mitochondrial protein, Smac, is capable of neutralizing IAP’s by binding to a peptide binding pocket on the surface of BIR3 thereby precluding interaction between IAP’s and Caspase 9.  An initial high-throughput screen seeking inhibitors of XIAP failed to produce any lead compounds.  As such we began our efforts to find effective inhibitors by minimizing the Smac protein to a 3-mer peptide, then examining scaffolds to further optimize a drug candidate.  Utilizing structure based drug design we have considered and synthesized several peptidomimetic scaffolds which exhibit good in vitro activity in multiple tumor cell lines.   In addition to showing strong single agent activity these compounds also demonstrate strong synergy when combined with several cytotoxics against a broader panel of cell lines.  This activity translated well in in vivo models of human cancer, displaying disease stasis or regression when administered alone, and enhancing the efficacy of  other anti-cancer agents in these tumor models.  In all cases these compounds were well tolerated.  This presentation will detail the design efforts of this program and will highlight the evolution of a drug like small molecule from a natural ligand in this protein-protein interaction target.

​​___________________________________

Christopher Straub, a native of Williamsport, Pennsylvania, graduated from Franklin and Marshall College in 1990.  After five years as a synthetic chemist for DuPont in Newark, Delaware, he returned to academic studies under the direction of Professor Albert Padwa at Emory University in Atlanta, Georgia.  He completed his Ph.D. in 2000 developing and applying novel dipolarcycloaddition chemistry to the synthesis of several small natural product molecules.  He continued his studies at the University of Texas at Austin, as an NIH Postdoctoral Fellow under the direction of Stephen F. Martin.  There his research was concerned with using ring closing metathesis in novel approaches to the macrocyclic natural products Discodermalide and Sarain A.  In 2002 he joined Novartis Pharmaceuticals in Summit, NJ and relocated to Cambridge in 2004 when the Novartis Institutes for Biomedical Research was established.  He has led the chemistry effort on the IAP antagonist project since 2004.  

Northeastern Section


American Chemical Society





Symposium NEW TRENDS IN ONCOLOGY





Organized by the Medicinal Chemistry Section


of the Northeastern Section, American Chemical Society





May Meeting





The 871st Meeting


of the


Northeastern Section


of the


American Chemical Society








