
Open annotation offers a
democratic solution to
genome sequencing
Sir — Jean-Michel Claverie1 writes in
Correspondence about the problems of
annotating the whole human genome
sequence, given that a draft form will be
available in a few months. While we agree
with many of his points, we disagree with
what he says about the lack of bioinfor-
matics capacity to provide a useful basic
analysis. The Sanger laboratories, with the
European Molecular Biology Laboratory’s
European Bioinformatics Institute, have
been developing an automatic analysis
system for some months; the results of the
first full release of Ensembl can be seen at
http://www.ensembl.org/. The system now
tracks the daily output of human genomic
sequence in real time. It is based on
confirming ab initio predictions by
homology and providing functional
annotation via Pfam2. So far 17,045 gene
fragments are annotated from the
1,405,539,258 bases processed.

We agree with Claverie about the
limitations of any automatic analysis
system, having ourselves worked on the
semi-manual analysis of the human
chromosome 22 sequence. However, a
large subset of genes can already be
predicted accurately, which will be very
useful as a way into this huge volume of
data. A key aspect of the system is its ability
to keep track of genes despite revisions to
the sequence. This will be important as the
genome is completely sequenced over the
next couple of years. Ensembl accession
numbers assigned to genes are permanent
identifiers that will refer to the same genes
throughout this process.

How can we go beyond this baseline
automatic annotation? Claverie points out
the chaos that would result from
duplicated annotation efforts, each with
different standards and different ways of
presenting the data. He is also correct in
arguing that no single collaborative group
will be capable of annotating the entire
genome consistently and to high quality.
One way to deal with this is to have a
monolithic single entity that invests 300
person-years into annotating the genome.
A better one is ‘open annotation’, where the
annotation required is distributed across a
highly motivated community of biologists.

We believe that many of the problems
with open annotation are technical ones,
which can be and are being addressed. The
web allows different data sources to be
readily crosslinked, but different websites
have different formats and interfaces. An
alternative, particularly appropriate for
sequence data, is for a browser to merge

annotation from multiple data sources on
top of a baseline coordinate system to
provide the user with a single annotation
view. Lincoln Stein and colleagues are
developing such a system (DAS) based on
XML (see http://stein.cshl.org/das/). All
that is then required for any centre to
contribute annotation of all or part of the
genome is to synchronize its coordinate
system with its baseline server.
Maintaining the coordinate system across
a changing genome does require
substantial resources, but keeping in
synchronization with this need not.
Ensembl is an open-source project and will
provide both a common object framework
for annotation as well as the synchro-
nization tools needed for anyone to set up
to serve annotation for all to see and use.

The power of open-source software is
well recognized3, although it could be
feared that open annotation will swamp
biologists with alternative contradictory
views of the sequence. We are more
optimistic. Browsers will allow biologists
to select only the data sources they wish to
view. Just as some websites become
popular, word of useful annotation will
spread quickly, since selecting it will be as
easy as bookmarking a new website.
Software development has been
democratized by open-source projects
such as Linux, which have allowed
everyone the opportunity to contribute.
Open annotation provides the same
opportunity for genomes, and so should
speed our collective decoding of genetics
without centralized annotation centres or
commercial monopolies.
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Affirmative action won’t
solve sex discrimination
Sir — Natasha Loder’s article and the
accompanying cartoon on gender 
discrimination (Nature 402, 337; 1999)
shed little light on this vexed issue. Some
people have no doubt that discrimination,
sexual and otherwise, does exist in
academic institutions, as it does in most
other human endeavours. Others consider
this merely a reasonable working
hypothesis requiring clear evidence, the
type of evidence that the European
Technology Assessment Network report
attempts to provide. 

The excerpt from the report presented
in the article, concerning the low
proportion of women in national scientific
academies, is unconvincing to anyone,
male or female. It is clear that there are
fewer women in the upper echelons of
academic research, but there are many
possible reasons. The most parsimonious
of these is that the long climb up the
academic ladder takes a few decades, and
the present demographics in national
scientific academies reflect newly trained
scientists emerging 20 or 30 years ago. 

If we accept that gender-based discrim-
ination is wrong, we should at least try to
examine the problem more rigorously
before suggesting sexually discriminatory
policies aimed at ensuring a gender
balance on public bodies. If, indeed, time-
lags are responsible for the gender
disparities, they will disappear in due
course, independently of changes in hiring
and funding practices. Discrimination is
the problem, not the solution.
G. A. Lozano
Department of Biological Sciences, Simon Fraser
University, Burnaby, BC V5A 1S6, Canada

Why Roche deserves the
disputed Taq patent
Sir — You report1 the legal decision in the
long-running Roche–Promega dispute,
that the US patent on full-length Taq DNA
polymerase is invalid. The patent
(4,889,818) had been awarded to Cetus
Corporation and subsequently bought by
Roche. This decision does not affect the
validity or enforceability of Roche’s
foundational patents on polymerase chain
reaction (PCR) and other related patents,
including those for using any thermostable
enzyme, including native Taq, for PCR. 

I believe that the court’s decision was
wrong and unfair to Cetus scientists David
Gelfand and Susanne Stoffel, in that it did
not distinguish their invention from the
work of the Gorodetskii2 and Trela3 groups.
Cetus scientists including Gelfand and
Stoffel were the first4 to isolate and clone the
full-length (molecular mass 94,000; 94K)
Taq DNA polymerase. The earlier groups
repeatedly published their isolation of Taq
fragments (60K–70K), undoubtedly the
result of proteolytic degradation, under the
mistaken impression that it was the com-
plete enzyme.

Instead of concentrating on the validity
of the Cetus invention, Promega’s case was
based on misrepresenting the raw experi-
mental data of the scientists and their good-
faith interpretations of it. By this stratagem,
Promega is trying to rewrite history by
asserting that Cetus had data indicating
that the earlier groups isolated a 94K
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enzyme even when those laboratories’ own
publications show clearly and repeatedly
that they did not. Readers can obtain these
articles and judge for themselves who
deserves credit for isolating and cloning the
full-length Taq DNA polymerase.
T. J. White 
Roche Molecular Systems, 1145 Atlantic Avenue,
Alameda, California 94501,USA 
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ECT has proved effective
in treating depression … 
Sir — Peter Sterling1 criticizes the reviewer
of my book2 for stating that electro-
convulsive therapy (ECT) is both safe and
effective in treating the severely mentally
ill3. Using the example of a friend who, a
year after having ECT, complained of
“huge gaps in recall of major life events”, he
argues that history will view ECT as
another “great and desperate cure” akin to
psychosurgery. 

Sterling errs on many counts, the
principal one being his reliance on images
of ECT from half a century ago. Despite
Sterling’s assertion, electric currents are
not inherently dangerous just because
touching an open electric socket is painful.
For example, they are widely used to slow a
racing heart. In ECT, because of the
resistance of skin, bone and galea, very
little of the energy gets to brain tissue;
indeed, modern technique calls for the
determination of the minimum current
needed to elicit a seizure. 

Scientists have sought evidence of brain
damage for half a century, using elaborate
brain imaging methods and psychological
tests in humans, and neuropathological
studies in animals given high levels of
currents or large numbers of seizures. No
such evidence has emerged4.

Sterling is wrong when he argues that
the cure for depression “requires this
procedure to be repeated 10–20 times over
a week or so”. Modern ECT resolves
depression in four to eight sessions, spaced
at two to three times a week, in more than
80 per cent of patients using optimal
treatment methods. No study has found
any other antidepressant treatment to be
more effective than ECT5.

ECT has no semblance to stroke, and
Sterling’s comparison is unfounded.
Again, contrary to Sterling’s argument,
studies of the functions of the non-
dominant hemisphere fail to demonstrate
persistent effects of unilateral ECT on both
non-verbal and verbal testing5,6.

ECT was developed in the late 1930s,

and by 1950 tests of memory function were
part of our treatment schedule2,5. Such
tests are routine today, and the literature
on ECT and memory is extensive6. There
are defects in memory associated with
severe mental illnesses, and these defects
are exaggerated during treatment with
medications or ECT. But when patients
recover from their illness, and from the
immediate effects of ECT or medicines,
they are as able to recall life events, to learn
anew and to work effectively as age- and
education-matched controls. 

The benefits of ECT are temporary, but
so are the benefits of psychiatric
medications. These treatments must be
continued for years to prevent relapse. 
Max Fink
PO Box 457, St James, New York 11780, USA
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… and there’s no proof
of lasting brain damage
Sir — Peter Sterling1 asserts that electro-
convulsive therapy (ECT) damages the
cerebral hemispheres. A comprehensive
review of the relevant literature provides
no objective evidence that ECT is capable
of causing brain damage in human
beings2,3.

In support of his belief that psychia-
trists would find evidence for
ECT-induced brain damage if only they
would test for it, Sterling cites a single
study, conducted more than 50 years ago.
In sharp contrast are the many studies in
the modern era examining short- and
long-term memory before and after
bilateral or unilateral ECT, examining both
left- and right-hemisphere functions and
including non-ECT control groups for
comparison. All but one of these studies
reveals no evidence for persistent or long-
term deficits2. 

The single positive study4 found
detectable deficits in autobiographical
memory six months after bilateral (but not
unilateral) ECT. Unfortunately, this was
published only in academy proceedings,
which are not subjected to peer review. 

Sterling’s claim that ECT “releases
massive quantities of glutamate”, thus
causing neuronal death, is not supported
by any citation. However, myelin basic
protein, which is found in the cerebro-
spinal fluid following stroke, does not

appear there following ECT5, nor does the
CPK brain isoenzyme6.
Richard Abrams 
Department of Psychiatry, Chicago Medical School,
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Shrinking shrews 
Sir — Wikelski and Thom, in their
interesting description of marine iguanas
Amblyrhynchus cristatus shrinking in
response to food shortage1, thought theirs
was the first report of shrinkage in adult
vertebrates. But in 1949, the Polish mam-
malogist August Dehnel drew attention to
the shrinkage overwinter of braincase size
in common shrews Sorex araneus2. This
phenomenon, which now bears Dehnel’s
name, affects other organs (especially the
liver and kidneys), and occurs in all
northern soricines examined so far. It is,
like the changes in the marine iguanas, a
reversible response of individuals, not just
a phenomenon of populations3. 
D. W. Yalden
School of Biological Sciences, University of
Manchester, 3.239 Stopford Building, Oxford Road,
Manchester M13 9PL, UK
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Cloning shock: was Dolly
a three-legged accident?
Sir — We all know Dolly was cloned from
one of her dam’s cells, but why does Nature
publish a photo of her1 with three of her
own legs and one of her mother’s apparently
grafted on to her umbilicus? On the cover
of the Nature issue that announced Dolly,
this fourth leg had a black hoof, quite
properly since — in the photo2 from which
the cover image was taken — it belonged to
the Scottish Blackface dam standing
behind her. It’s time the world was told
what happened to Dolly’s other leg.
Wendy Gibson 
School of Biological Sciences, University of Bristol,
Woodland Road, Bristol BS8 1UG, UK
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