


of virtually any gene (or genes) in cultured cells or in living animals. These
findings enable them to use RNAi to carry out in-depth studies of tumor
biology and treatment response, to design high-throughput screens to
discover and validate new therapeutic targets, and to pioneer the use of
RNAi itself as a potential therapy. As the first step toward opening that
broad pipeline of cancer therapy discovery, Greg’s lab has constructed a
human genome-wide library of RNAi-based silencing vectors. In addition
to using the library for his own work, Greg has made—and will continue
to make—the library widely available for use by researchers throughout
industry and academia. 

Genomics and Bioinformatics

Lincoln Stein is pioneering the development of several powerful computer-based methods
for analyzing a wide variety of biological data. For example, Lincoln’s group has collaborat-



of productive effort, Nouria Hernandez and her colleagues recently
achieved the first such reconstitution of human RNA polymerase III
transcription.

RNA polymerase III uses the DNA of certain genes as a template
from which it builds RNA transcripts, which in turn carry out a variety
of essential cellular functions. Nouria’s work has defined the entire
molecular machinery required to carry out all steps of the transcrip-
tion process (initiation, elongation, and termination) by human RNA
polymerase III. Moreover, her studies have revealed an unexpected
but intriguing role of another enzyme, called casein kinase II, in tran-
scriptional regulation. Nouria’s lab has shown that by phosphorylat-
ing different components of the transcription machinery, casein
kinase II can either stimulate or inhibit transcription by RNA poly-
merase III. Cancer and many other diseases frequently stem from
defects in transcriptional regulation. Nouria’s results are therefore sig-
nificant from both a basic research and a biomedical perspective.

Neuroscience

Most brain neurons are produced during embryonic development. However, several regions
of the adult brain continue to spawn large numbers of neurons through the proliferation of
neural stem cells. Moreover, it is becoming clear that these new neurons are integrated into
existing brain circuitry. Grisha Enikolopov and his colleagues have discovered that a mole-



mechanisms that enable rodents to identify an odor in a single sniff may be similar to those
that help humans take in an entire visual scene in a single glance. Part of Zach’s work
involves mapping the patterns of nerve cell activity in a rat’s brain when the animal smells
various odors. By discovering how the brain assigns identity and meaning to odors—and
guides behavior based on such information—Zach and his colleagues are revealing new
principles of neurobiology.

Linda Van Aelst studies the Ras and Rho family of proteins, which function—together with
regulatory proteins called GAPs—as molecular switches that control a wide variety of impor-
tant biological processes, including cell proliferation, cell morphogenesis, cell adhesion, and
cell migration. Linda and her colleagues have recently explored the role in brain development
of a particular RhoA GAP called oligophrenin-1. Loss of oligophrenin-1 function (e.g., as a
result of a mutation in the corresponding gene) has been previously associated with X-linked
mental retardation. In mouse RNA interference experiments, Linda has found that





Laboratory Employees

Long-term Service

The following employees celebrated milestone anniversaries in 2003.

35 years James Watson
30 years Laura Hyman
25 years Patricia Maroney, Christopher McEvoy, Charles Schneider, Beatrice Toliver,

Jeanne Wiggins, Michael Wigler
20 years Joan Ebert, Margaret Falkowski, Winship Herr, Daniel Jusino
15 years Margot Bennett, Francis Bowdren, Nancy Dawkins-Pisani, Maryliz Dickerson,

Grigori Enikolopov, Jeffrey Goldblum, Barbara Gordon, Jennifer Gordon, 
Kim Gronachan, Lynn Hardin, Salvador Henriquez, Louis Jagoda, 
Guy Keyes, Ronnie Packer, Jane Reader, Margaret Stellabotte, 
Arne Stenlund, Regina Whitaker

New Staff



Adjunct Professor; Ken Chang to Research Investigator; Diane Esposito to Research
Investigator; and Peter Sherwood to Director of Research Communications. 

Departures

Shiv Grewal, Associate Professor; Douglas Conklin, Research Investigator; and Luca
Cartegni, Senior Fellow, all departed the Laboratory in 2003. 

Chief Financial Officer G. Morgan Browne retired from the Laboratory on December 31
after 19 years of service. Although he has agreed to stay active at the Laboratory, we will
miss his day-to-day work on our finances. I wish to add my thanks to Morgan for his many
years of dedicated and outstanding service.
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Kopec, Shraddha Pai, Charles Prizzi, Laurence Denis, Cara Brick, Ingrid Ehrlich, Susan
Janicki, and Carla Margulies. 

Institutional Advancement

Capital and Program Contributions 

Private funding is critical to our research programs. Philanthropy enables the successful,
innovative projects that are not yet eligible to receive public funding. For this reason, we
especially appreciate our close supporters who make major gifts to our cancer and neuro-
science programs. We gratefully acknowledge donors of $100,000 or more to the cancer
program—the Lustgarten Foundation for Pancreatic Cancer Research, the Miracle
Foundation, the Louis Morin Charitable Trust, the Dana Foundation, Manyu Ogale, and the
Seraph Foundation—and donors of $100,000 or more to the neuroscience program—the
Dart Foundation, Ira Hazan, the estate of William L. Matheson, the G. Harold and Leila Y.
Mathers Charitable Foundation, the Simons Foundation, and the St. Giles Foundation.



so, a campaign was initiated this year to raise funds to add much-needed space and equip-
ment to the existing structure, so that current and future generations of scientists and histo-
rians will be able to access, preserve, and study valuable archival and research materials.
The new annex will include wheelchair accessibility; study space; storage, workshops, and
reading areas; computer workstations; display space for the extensive archives and rare
books collections; and the establishment of the Center for the History of Molecular Biology,








