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C.  Research Support.
Overall Research Goals and Responsibilities.  To oversee a program focused on dissecting the
mechanisms of autoimmunity in primary biliary cirrhosis.  This includes a program involving seven
postdoctoral fellows, two graduate students and a technician.  This program began in 1986 while I was on
sabbatical at the Hall Institute in Melbourne, Australia and cloned PDC-E2, the major mitochondrial
autoantigen of PBC.

Research Projects Ongoing or Completed for the last 3 years:
Active

DK 39588 Merit award.  (Gershwin) 4/1/01 to 3/1/11
NIH NIDKK.  Mechanisms and Pathogenesis of Primary Biliary Cirrhosis. Aim: To determine the
autoreactive epitopes in patients with antibodies to pyruvate dehydrogenase.  To clone T cells from the liver
of patients with PBC and map epitopes. To study the issues of spreading determinants and molecular
recognition of biliary cells.  No overlap.

DK037003  (Gershwin).  08/01/03 to 07/31/07
NIH.  Xenobiotics in Primary Biliary Cirrhosis.  This application focuses on whether environmental exposure
to xenobiotics and, in particular, halogen substituted organic compounds such as chlorofluorohydrocarbon



substitutes can form protein adducts through acyl halide intermediates and lead to the production of AMAs.
No overlap.  This is the current application under review.

DK074768 (Gershwin) 7/1/06 to 6/30/11
NIH.  Pathogenesis of Autoimmunity in a Murine Model of Primary Biliary Cirrhosis. This application focuses
on a spontaneous model of PBC in a congenic strain of NOD mice and is a consortium effort with
Cambridge University and the University of Pittsburgh.  No overlap.

Pending

DK056839 (Gershwin) 7/1/07 to 6/30/12
NIH.  Epidemiology of PBC:  A Genome-Wide Association Study.  The application focuses on a genome-
wide analysis of patients with PBC compared to controls.  No overlap.


