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A.
Personal Statement

The goal of this research is to investigate, for the first time, the in vivo consequences of inhibition of placental estrogen sulfotransferase by a common environmental chemical, Triclosan. I have extensive experience in studying xenobiotic biotransformation in vivo and in vitro and a particular interest in the sulfonation pathway.  I am experienced in using tools of analytical chemistry, including LC/MS/MS, enzymology, toxicology, organic chemistry and molecular biology.  I have served as PI of NIH-funded RO1, RO3 and P42 grants and have experience in leading research teams. I have also served as Co-I of NIH-funded RO1 grants and work well as a member of an interdisciplinary research group such as proposed herein.
The idea for this application began with my observation that Triclosan was structurally related to hydroxylated PCBs, which are known sulfotransferase inhibitors. I showed that Triclosan inhibited sulfonation of xenobiotic substrates in human liver cytosol and with several sulfotransferase enzymes that are expressed in human liver (SULT1A1, SULT1B1, SULT1E1), and then showed that Triclosan was a much more potent inhibitor of hSULT1E1 with estradiol as substrate. In considering the in vivo implications of the potent inhibition of estrogen sulfotransferase by Triclosan, a common environmental pollutant, I entered discussions with Charles Wood in the College of Medicine, University of Florida. Dr. Wood is an endocrine physiologist who has developed the fetal sheep model for exquisitely sensitive measurements of fetal physiology during prenatal development. He is interested in the role of estrogen in fetal maturation and parturition, and in the secretion of estradiol and estrone sulfates from placenta as a source of estrogen to the fetus.  Working together, we found that Triclosan was an extraordinarily potent in vitro inhibitor of sheep placental estrogen sulfotransferase. We think that the sheep model, well established in fetal endocrinology as an animal model relevant to human pregnancy, will permit us to determine the in vivo relevance of our finding that Triclosan is a potential endocrine disruptor through the as yet unexplored mechanism of inhibition of estrogen sulfonation. Dr Wood and I will each serve as PI.  My role in this application will be to analyze plasma and tissue samples from treated sheep (maternal and fetal components) for Triclosan and its glucuronide and sulfate conjugates.  
B.
Positions and Honors

Positions and Employment

1975 - 1980 
Research Associate (1975-76) and Senior Staff Fellow (1976-80), NIEHS at Whitney Marine Research Lab., St. Augustine, FL.


1980 - date 
Assistant Professor (80-85), Associate Professor (85-90), Professor (1990 - date), Department of Medicinal Chemistry, University of Florida, Gainesville, FL.

1991 - date
Department Chair, Medicinal Chemistry.

Honors and other experience
1987-88
Lucille B. Markey fellowship, Mount Desert Island Biological Laboratory, Maine
1991 - 1995  Member, NIEHS Review Committee, NIH, PHS, U.S. Dept Health and Human Services.

1993
Awarded D.Sc. University of London.

1995-date
Reviewers reserve, NIH and NCRR, service on ad hoc study sections for NIH, NSF.

1992 - 1994
Member, Toxic Chemical Contaminants Technical Advisory Committee, National Oceanic and Atmospheric Administration, US Dept. of Commerce.

1991 - date
Editorial Board, Aquatic Toxicology

1992 – 1998 & 2004 to date
Editorial Board, Chemico-Biological Interactions.

1993 - date
Editorial Board, Drug Metabolism and Disposition. 
1997-1999
Selected as a University of Florida Research Foundation Professor

1998
         Selected for Professorial Excellence Program at University of Florida

2001-2003
Elected as Secretary, International Society for the Study of Xenobiotics

2003-4
         Guest Editor, special issue of Marine Environmental Research
2006
Elected as Chair, American Association for the Advancement of Science, section on pharmaceutical sciences: Term 2007-9 (chair-elect, chair, past chair)
2006-2011
   Selected as the Jack C. Massey professor, University of Florida College of Pharmacy
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D.  Research Support

Ongoing Research Support

R21 ES 020545 
James, M.O. and Wood, C.E. co-PIs. 8/1/2011 – 6/30/2013

NIH
Fetal endocrine disruption by Triclosan 
Studies showed that the antibacterial compound triclosan was a potent inhibitor of estrogen sulfotransferase in the placenta.  The goals of this project are to investigate the biological implications of this finding by treating pregnant sheep with triclosan and examining changes in gene expression through microarray technology.  
1 U19 ES020683-01.    Morris, J.G., PI.  
6/30/2011 to 5/31/2016 



NIH

Health Impact of Deepwater Horizon Spill in Eastern Gulf Coast Communities 

 The goals of this cooperative agreement are to determine how the BP oil spill affected communities who live in the east of the Gulf of Mexico.  Part of the project will involve analyzing seafood for PAH and dispersant contamination.  Role:  co-investigator
RO1-ES014617 


Stacpoole, P.W., PI

 
4/1/2006 to 3/31/2011 in no-cost ext 
NIH

Pharmacotoxicology of trichloroethylene metabolites

The goals of this project are to understand the molecular basis for the liver toxicity of two trichloroethylene metabolites, dichloroacetate (DCA) and chloral hydrate (CH).  The aims are 1) to quantify the effects of DCA and CH on human liver maleylacetoacetate isomerase (MAAI) and tyrosine catabolites, as well as to examine adducts formed in vivo in human liver following exposure to dichloroacetate; 2) to establish the relationship between human MAAI haplotype and DCA and tyrosine metabolism; 3) to determine the in vivo kinetics and biotransformation of CH in healthy adults and the influence of CH and DCA on each other’s metabolism.  Role: co-investigator
Completed Research Support

RO3-CA123575 

James, M.O., PI



9/15/2008 to 8/31/2011 
NIH

Modulation of steroid sulfation by celecoxib-like drugs
Evidence is mounting that celecoxib has chemo-preventive and chemo-therapeutic effects against breast cancer.  As well as inhibiting COX-2, celecoxib interacts with sulfotransferase (SULT) 2A1 to stimulate the 17-sulfation and inhibits the 3-sulfation of estradiol. (normally a minor pathway).  Estradiol-3-sulfate, but not 17-sulfate, is a transport form of estradiol that is taken up by the breast where it is hydrolyzed to estradiol. Stimulation of 17-sulfation should be beneficial for estrogen sensitive breast cancers by reducing the uptake of estrogen into the breast. The long-term objective of this research is to ascertain the significance of the effect of celecoxib in modulating sulfation, with respect to its anticarcinogenic activity. This could lead to the development of new therapeutic agents for prevention or treatment of cancer. This small grant application is focused on defining the effect and determining the mechanism.  Role: PI
R01-ES07355  


 Stacpoole, P.W., PI  


7/1/2004 to 6/30/2009   
NIH

Dichloroacetate Kinetics Metabolism and Toxicology

This project examines the pharmacokinetics and biotransformation of dichloroacetate (DCA) in patients and normal volunteers.  The main human toxicity of DCA is reversible neuropathy. This project tests hypotheses regarding the mechanism of toxicity of DCA to nerve cells.  Role: co-investigator
P42-ES07375


James, M.O., P.I.


4/1/1995 to 5/30/2007

NIH

Health Effects of Chlorinated Compounds


This program-project grant focused on the effects of chlorinated Superfund chemicals on human and animal health.  Role:  PI of administrative core and project 6; co-I of project 4

