materially closed biospheric system. Then

the true “lessons” from Biosphere 2’s op-
eration can be more accurately drawn.

Mark Nelson*

Post Office Box 12718,

Gainesville, FL 32604, USA

*Member, Biosphere 2 Crew, 1991-1993.

Cohen and Tilman repeatedly refer to “sur-
prises” encountered by the Biosphere 2 man-
agement (which from 1991 through 1993
was me, Margret Augustine, William Demp-
ster, and Abigail Alling). But they did not
talk to those of us who designed and ran the
experiment, nor do they cite our papers, with
one exception. They omit the fact that the
Biosphere 2 experiment immensely in-
creased our predictive power in biospheric-
scale phenomena, artificial and natural. My
colleagues and I designed Biosphere 2 to be
an expetiment in biospherics with two
things in mind: (i) to determine how much
was known about biospheres (1) by seeing if
what had been tested by us and the Russians
on a smaller scale would work as predicted in
Biosphere 2, and (ii) to see how much that
was new could be discovered about designing
sustainable, closed life systems (artificial bio-
spheres) with humans living in them on a
healthy, long-term basis. The goal was both
to throw light on Earth’s biosphere and to
make settlements in space possible. Bio-
sphere 2 has much to teach us, perhaps as
much from the way its Mission Two has been
destroyed and its achievements attacked as
from its contributions to our knowledge (2).
John Allen

32038 Caminito Quieto,

Bonsall, CA 92003, USA

E-mail: 100556.1127@compuserve.com
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Correction: Raloxifene Response
Needs More Than an Element

In our report “Identification of an estrogen
response element activated by metabolites
of 17B-estradiol and raloxifene” (30 Aug., p.
1222) (1), we examined regulation by ralox-
ifene of the human transforming growth fac-
tor—B3 (TGF-B3) promoter and proposed a
new pathway of gene transcription mediated
by the estrogen receptor (ER) and a ralox-
ifene response element (RRE).

In new experiments to characterize the
RRE sequence further, we found that one of
the reporter plasmids described in this study,

LETTERS

pTGFB+35Luc (figure 3A in the report),
contained a deletion of the luciferase coding
region introduced during DNA amplification
in Escherichia coli. This alteration in the vec-
tor resulted in a lack of luciferase expression,
which we had earlier interpreted incorrectly
as the complete inability of this promoter
region to respond to raloxifene. With the use
of a newly constructed pTGFB+35Luc with
the correct vector sequence and ER ygcp, we
have determined that the deletion of the
+35 to +75 region, defined in our report as
the RRE, causes only a partial loss of ralox-
ifene-induced pTGFR3-luciferase activation,
as measured by fold induction. This result is
consistent with our observation (1) that when
this region was transferred to the SV40 pro-
moter, only partial activity was detected (fig-
ure 3C in the report). Thus, we would like to
change the statement in the report (p. 1223)
that “the RRE may be essential, but not suf-
ficient by itself, to mediate full hormonal
regulation of the TGF-B3 gene” to read

although the originally defined RRE sequence
appears to be a factor, it is not sufficient by itself
to mediate full hormonal regulation of the TGF-
B3 gene by this pathway.

Our new data indicate that regulation
of the TGF-B3 gene by raloxifene may
involve a complex mechanism and multi-
ple regions of the promoter. To the best of
our knowledge, all the other published
data (1) are valid, and our conclusion that
a new ER-mediated gene activation path-
way of TGF-B3 regulation may be activat-
ed by raloxifene or metabolites of 17B-
estradiol remains correct.

Na N. Yang

Murali Venugopalan

Sushant Hardikar

Andrew Glasebrook

Endocrine Research,

Eli Lilly & Co., Lilly Corporate Center,
Indianapolis, IN 46285, USA
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Letters to the Editor

Letters may be submitted by e-mail
(at science_letters@aaas.org), fax (202-
789-4669), or regular mail (Science,
1200 New York Avenue, NW, Washing-
ton, DC 20005, USA). Letters are not
routinely acknowledged. Full addresses,
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brief (300 words or less) and may be
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World Wide Web. Letter writers are not
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AUTOMATED
PLASMID
MINI-PREPS.

'THENEW, MINI-PREP 24

* High Purity— sufficient for both
automated fluorescent and
manual sequencing

*» Easy Operation—begin prep with
direct loading of crude bacteria

culture; no centrifugation step

* Fast—up to 24 Mini-Preps per hr.

* Consistent Results—up to 5 ug
of plasmid per ml.

Call 1-800-466-7949 now
to learn how the new, improved
Mini-Prep 24 can automate your
plasmid DNA prep. Case closed.
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