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CLOSE-UP: MITCHELL KRONENBERG

Institute’s top scientist looks at immune system’s role in disease, one gene at a
time

By JENHNIFER McENTEE , Special to The Daily Transcript
Thursday, February 24, 2011
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If you want to understand disease, you have to understand the immune Advertise
system, according to Mitchell Kronenberg, president and chief scientific

officer at the nonprofit La Jolla Institute for Allergy & Immunology.
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“The immune system of your body patrols almost every corner of your
body,” Kronenberg said. “If you don't have an immune system, you don't
lastverylong.”

He cited AIDS and severe combined immunodeficiency, more commonly
known as Bubble Boy Syndrome, as examples ofthe importance of the
immune system. There are more than 80 known autoimmune disorders,
he added.

“It could really be the key to human health,” said Kronenberg.

The La Jolla institute focuses its research exclusively on the immune First American

system's role invarious diseases, a novel approach taken by only a few
other scientific organizations in the world.

“Immunalogists are typically scattered
around,” Kronenberg said. “it's a unique model to have immunologists with different interests under
one roof, but it means we can cross-fertilize ”

The La Jolla Institute for Allergy & Immunology has 21 independent |abs, Kronenberg said, with
scientists doing work in areas including infectious diseases, cancer, rheumnatoid arthritis, type 1
diabetes, Crohn's disease and asthma.

Kronenberg's own lab has two research areas: the study of antibacterial responses, and also of
inflammatory bowel disease.

Mitchell Kronenberg

The institute is primarily funded by research grants from the National Institutes of Health, including a
recent $12.6 million award to develop a center for RMAI screening. Within living cells, RNA
interference helps to control which genes are active and how active they are. It plays an important role in defending cells against
parasitic genes and also directs development and gene expression.

The RMAi screening center will be the first of its kind in San Diego and will be accessible to researchers throughout the San
Diego biomedical community, Kronenberg said.

The center will use a high-throughput screening model to sift through the 26,000 or so genes that make up the human genome,
he said. By isolating and testing individual genes, scientists can gain a greater understanding of their specific roles in disease.

The facility space for the RNAI center could be ready in May, with screenings to begin soon after, he said. The center will start out
with three full-time employees

The level of support the La Jolla Institute for Allergy & Immunology receives from the NIH is what drew Kronenberg away from the
UCLA School of Medicine in 1997.

“I'was a professor at UCLA. | had a nice position and was doing well,” he explained. “But grants are very competitive in that
setting, and it makes people insecure.”

MIH funding atthe La Jolla institute is spread around pretty evenly, making for a more comfortable and creative research
environment.

“We all get funding to do something a little bit riskier,” he said.
Still, the down economy puts limitations on scientific discovery, Kronenberg said.

“In all the years I've been doing this, | think now is the besttime because ofthe tools we have, but also the worsttime because
there are big deficits in government funding.”

Adequate funding is important because for all that is known about the immune system, the field is sfill largely uncharted, he said.
“We don't understand immunology as much as we'd like. We don't really have a good idea of why there are these immune system
disorders, or why the incidents are increasing, particularly in industrial and postindustrial societies. That's a huge area of interest
for me.”

There likely won't be 3 one-size-fits-all cure forimmune system disorders, but rather customized treatments, he said.

“There isn't going to be one single lever. | think that's what we're going to learn here,” Kronenberg said. “The treatment will likely
be tailored to the defect, but we're not at that level yet.

“We don't know enough about the causes, but we're making progress. I'm optimistic.”

McEntee is a San Diego-based freelance writer.
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