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Nature Vol. 296 1 April 1982

Isolation and preliminary characterization
of a human transforming gene
from T24 bladder carcinoma cells
Mitchell Goldfarb, Kenji Shimizu, Manuel Perucho & Michael Wigler

Cold Spring Harbor Laboratory, Cold Spring Harbor, New York 11724, USA

DNA from 124, a cell line derived from a human bladder carcinoma, can induce the morphological transformation of
NIH 3T3 cells. Using techniques of gene rescue to clone the gene responsible for this transformation, we have found
that it is human in origin, <5 kilobase pairs in size and is homologous to a 1,100-base polyadenylated RNA species
found in T24 and HeLa cells. Blot analysis indicates extensive restriction endonuclease polymorphism near this gene

in human DNAs.

THE progression of a cell lineage from normalcy to malignancy
may involve the mutation or activation of one or more genes.
The genomes of retroviruses contain candidates for such
‘oncogenes’. Certain retroviruses capable of inducing neoplasia
in vivo and cell transformation in vitro contain transduced
cellular genes which entirely encode the oncogenic proteins of
these viruses'. If these or other oncogenes are expressed in
tumours of viral or nonviral origin, the introduction of these

genes into cultured cells might transform the recipients and
render them tumorigenic. Indeed, DNA from some chemically
transformed mouse cells can morphologically transform
NIH 3T3 mouse fibroblasts following DNA-mediated gene
transfer’. More recently, it has been reported that DNA from
certain human tumour cell lines can also morphologically trans-
form NIH 3T3 cells“®. We have detected transforming activity
in DNA from 5 of 21 human tumour cell lines®; the resulting

0028-0836/82/130404—06$01.00

© 1982 Macmillan Journals Ltd
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Targetted correction of a mutant HPRT
gene in mouse embryonic stem cells

Thomas Doetschman®| Ronald G. Gregg™*,

Nobuyo Maeda®, Martin L. Hooperf,
David W. Meltoni, Simon Thompson:
& Oliver Smithies™§

Nature 330 576-578 (1987)
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Recombinant fragment assay for gene targetting based on the polymerase chain reaction

Hyung-Suk Kim

and Oliver Smithies
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An Animal Model for Cystic
Fibrosis Made by Gene Targeting

John N. Snouwaert, Kristen K. Brigman, Anne M. Latour,
Nadia N. Malouf, Richard C. Boucher, Oliver Smithies,
Beverly H. Koller*

Science 257 1083-6 (1992)




Spontaneous Hypercholesterolemia and Arterial
Lesions in Mice Lacking Apolipoprotein E

Sunny H. Zhang, Robert L. Reddick, Jorge A. Piedrahita,
Nobuyo Maeda*

Science 258 468-471 (1992)




Angiotensin-Converting Enzyme Gene
Mutations, Blood Pressures, and
Cardiovascular Homeostasis

John H. Krege,]Hyung-Suk Kim, Jeffrey S. Moyer, J. Charles Jennette, Li Peng,
Sylvia K. Hiller, Oliver Smithies
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Importance of quantitative genetic variations in the
etiology of hypertension

OvLivEr SMITHIES, HYUNG-SUK KiM, NoBUYUKI TAKAHASHI, and MARSHALL H. EDGELL

of Intermediates Investigated Elow

Kidney International 58 2265-80 (2000)




Frontiers in Nephrology Research — Applications to the Clinic
Friday, September 6, 2002
Nobel Forum, Stockholm, Sweden

Organizers: Anita Aperia and Karl Tryggvason

Chairs: A. Erik G. Persson and Anita Aperia

09.00-09.45 Andrew McMahon (Harvard University, USA)
Cell signaling in mammalian kidney development

09.45-10.30 Oliver Smithies (University of North Carolina at Chapel Hill, USA)
Mouse solutions to human problems

10.30-11.00 COFFEE

11.00-11.45 Richard Lifton (Yale University, USA)

Targets for the rational treatment of hypertension:
Insighis from human genetics

11.45-12.30 Karl Tryggvason (Karolinska Institutet, Sweden)
Molecular make-up of the renal filter
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Why the kidney glomerulus does not clog: A gel
permeation/diffusion hypothesis of renal function

Oliver Smithies*
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PNAS 700 4108-13 (2003)
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A. G. OGSTON, 1911-1996

"For science is more than the search for truth,
more than a challenging game, more than a
profession. It is a life that a diversity of
people lead together, in the closest proximity,
a school for social living. We are members

one of another."

A.G.Ogston,
Australian Biochem. Soc. Annual Lecture,
Search, Vol.1, No.2, August, 1970.




