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Donald Paty Memorial Lecture, Americas Committee for Treatment and Research in Multiple
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Severo Ochoa Lecture, New York University School of Medicine 2008
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Short biography
I am currently Emeritus Professor of Pathology at the University of Oxford, and in the
period 1994-2013. I was Head of the Sir William Dunn School of Pathology at Oxford FROM
1994-2012. As an immunologist, I am best known for my work on regulatory T-cells in
therapeutic (infectious) tolerance and for pioneering therapeutic use of monoclonal antibodies,
particularly Campath-1 (Alemtuzumab/lemtrada developed for lymphocyte depletion and used
for the treatment of chronic lymphocytic leukemia and multiple sclerosis, in particular.

I received my undergraduate and graduate degrees from the University of Cambridge
and began my scientific career there in the Department of Pathology. In 1989 I became Head
of the Immunology Division in that department, and was appointed to the newly endowed Kay
Kendall Chair in Therapeutic Immunology. It was at Cambridge in 1971 that I began studies
on mechanisms of tolerance in the immune system, and how tolerance might be harnessed for
therapeutic purposes.

Since 1980 I have been funded by Programme Grants from the UK Medical Research
Council and the European Research Council to study mechanisms of tolerance and therapeutic
strategies to achieve this both experimentally and clinically. In 1985 I published the first studies
to show that short courses of CD4 antibody therapy could bring about long-term
immunological tolerance to foreign proteins in rodents, and this work provided the first
evidence for reprogramming of the immune system resulting from short-tem antibody
treatment.

Our mechanistic studies of tolerance uncovered a role for regulatory T cells in
infectious tolerance, published in a seminal paper in Science in 1993. The strategies emerging
from my laboratory since that time have been based on the use of therapeutic antibodies to
enhance regulation over conventional T cell immunity. In order to apply antibodies clinically,
I developed the first academic antibody therapeutic manufacturing facility. My team
consequently was able to apply clinical-grade antibodies in a wide range of probing therapeutic
studies that enabled us to develop a series of humanized antibodies (CD52, CD3, CD4 and
others) which have since been transferred to the pharmceutical industry.

My work since 1971 has resulted in more than 550 publications, the majority directed
to therapeutic antibodies and their mechanisms of action. These contributions have led to my
election to the UK Royal Society in 1990. In recognition of my work I have been the recipient
of the Jose Carreras Medal of the European Hematology Society, the Juvenile Diabetes
Research Foundation Excellence in Clinical Research Award (2005), Thomas E Starzl Prize in
Surgery and Immunology, Scrip Lifetime Achievement award (2007), Royal Medal (Biology)
of the Royal Society for pioneering Monoclonal Antibody therapy, and have received an
Honorary Doctorate (DSc) from University of Cambridge (2008).

One of the important aspects of developing therapeutic antibodies has been to establish
ways of avoiding their immunogenicity. With Dr Greg Winter we published from 1988 the first
papers demonstrating the feasibility and application of antibody engineering to humanization
of a therapeutic antibody. These publications laid the foundation for future applications of
antibody engineering to reduce antibody immunogenicity and to enhance efficacy.
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