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Contamination at Flow Labs

BIOLOGICAL researchers throughout
Europe will return from their summer holi-
days to find some bad news on their door-
mats. Flow Laboratories Limited, of
Scotland, one of the major suppliers of li-
quid cell culture media, have notified 179
British customers that media supplied bet-
ween March and May of this year may have
been contaminated with the mycoplasma
bacterium Acholeplasma laidlawii, better
known as a contaminant of tissue cultures
introduced from biological sources. In
mainland Europe some customers have
been informed and others are in the process
of being traced. Twenty-five batches of 18
culture medium types are affected, repre-
senting about 12% per cent of the com-
pany’s sales over the period.

The company first discovered the
bacterium in its own tissue cultures in
March, but did not suspect the liquid
medium as the source of contamination. A
company spokesman said it had been slow
to trace the source because ‘‘at first we
simply couldn’t believe it”’, Problems with
Acholeplasma usually arise from contami-
nated fetal calf serum or through the use of
mouth pipettes, but in this case the water
supply was responsible: the company says
its water supply has deteriorated in quality
during the past year.

Flow Laboratories emphasizes that the
decision to notify customers was taken as
soon as the test had been confirmed by an
independent laboratory, even though no
complaints had been received. The con-
siderable delay between the first detection

to the hundreds of batches which had to be
tested and the need for independent
verification. The company says its water was
purified by deionization, but that since the
contamination problem was detected a
stage of reverse osmosis has beenadded. In
addition, filter pore sizes have been reduc-
ed from 0.2 um (considered adequate to
remove most bacteria) to 0.1 ym and all bat-
ches are now being tested specifically for
Acholeplasma. This effectively ensures that
further contamination cannot occur,
although the company admits it could be
seen as ‘‘shutting the stable door after the
horse has gone in a big way’’. One com-
peting manufacturer of culture media com-
mented that testing for mycoplasma in
culture media is not standard practice, but
contamination would have been impossible
had Flow distilled its water.

For customers who received con-
taminated media, the problems are most
likely to be with long-term cultures, from
which experimental results will be, to say
the least, questionable (or according to one
scientist, ‘‘totally useless’’). Most of the af-
fected media have been used in pure re-
search, although it seems possible that
some were used for virological diagnosis..
The company is offering to replace all con-

| taminated stocks free of charge, and says

many customers have responded gratefully
to this offer, although the majority has not
yet replied. Some individuals are consider-
ing seeking compensation as well as
replacement of the affected media by Flow
laboratories.

of contamination and notification was due Tim Beardsley
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SPENDING on basic research by industry and by academic institutes in the United States
between 1953 and 1981 as a percentage of total support for basic research.

In terms of 1972 dollars, spending on basic research by industry has remained roughly
constant since 1960, with a small peak of around $215 million in 1965-67. In contrast,
spending by universities and colleges has risen dramatically from less than $200 million in

1953 to more than $1,600 million in 1981.

In 1981, US basic research was supported by the federal government, largely through
the universities and colleges (67.8 per cent), by industry (17.3 per cent), by the academic
research institutes themselves (9.8 per cent) and by other non-profit making institutions
(5.1 per cent). Source: Trends to 1982 in Industrial Support of Basic Research, National

Science Foundation Special Report.

Melanie Kee
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Biotechnology

Genetic patents,
theold. ...

Washington
THE Cohen-Boyer patent, for the basic
process of genetic manipulation of
bacteria, was thrust back into the limelight
with the filing of an unusual petition seek-
ing to reopen to public view the Patent Of-
fice’s action on the pending application.
Although patent applications are by law
confidential, Stanford University and the
University of California originally waived
their right to secrecy. Then, in the wake of
unfavourable publicity over several poten-
tial flaws in the patent application last year,
and the Patent Office’s tentative rejection
of the application, Stanford abruptly
ordered that the file be closed to the public,
citing ‘“‘erroneous public impressions’’ that
had resulted (see Nature 300, 568; 1982).
The issue has become an extremely
touchy one for several reasons. Seventy-
three companies have already paid Stan-
ford atotal of $1.4 million in licence fees on
the first Cohen-Boyer patent, which was
granted in December 1981 and which
covers the basic process for inserting
foreign DNA into bacteria. The potential
flaws in the second patent — the one now
pending, which covers the transformed
bacteria — could invalidate the first patent
as well, Licensees have been chary of conti-
nuing to pay $10,000 a year in fees to Stan-

| ford; other companies are uncertain about
| whether to take out licences. And although

Stanford promised to keep its licensees in-
formed of the progress of its pending ap-
plication, licensees have reportedly not
been permitted to keep copies of the “‘of-
fice actions’’ issued by the Patent Office.
These documents frequently raise objec-
tions to the claims in a pending application
and give an indication of which way the Pa-
tent Office is leaning.

The petition filed last week to reopen the
process to public view came from a
Washington law firm, Wegner &
Bretschneider, which has represented a
number of biotechnology companies in pa-

| tent matters, Barry Bretschneider would

not identify who he was representing in fil-
ing the petition, nor even whether his client
was a licensee of the first Cohen-Boyer pa-
tent. He did note the dissatisfaction that
licensees have expressed over not being
kept fully informed and said that Stanford
and the University of California ‘‘must on-
ly have had one motive in mind [in closing
the file], namely to cover up something go-
ing on here”’.

Bretschneider said the only justification
under the law for the secrecy of a pending
application is protection of trade-secret
material; by giving access to the file initial-
ly, Stanford had already exposed any such
information. ‘““You can’t put Humpty-
Dumpty back together again’’, he said.

Bert Rowland, the attorney representing
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Stanford in the case, said the petition
presented “‘a novel idea’’, and noted that
frequently patents have been issued and
simultaneously continued with appli-
cations for additional claims, and that even
though the continued application contains
identical *‘trade-secret” material, it is not
subject to disclosure, And he suggested
that Wegner & Bretschneider may have
been motivated by ‘‘crass commer-
cialiam”’, since they were at one point plan-
ning to publish a book on the Cohen-Boyer
patent, a plan that many have been foiled
by the file having been closed.

Stephen Budiansky

. . .and the new

NEW YORK'S Columbia University was last
week granted a patent that is widely viewed
to be of sweeping importance to the future
commercial production of proteins from
mammalian cell cultures. The process
patented was developed by Dr Richard
Axel and his colleagues. It enables two new
genes to be simultaneously placed and
activated in mammalian cells. One actsas a
selectable marker, the other produces a
protein that is under study or of
commercial value.

The ability to introduce selectable
markers is a key to the commercial use of
mammalian cells in biotechnology appli-
cations. The markers allow easy isolation
of the transformed cells.

Mammalian cells will probably be used
to produce proteins that are toxic to
bacteria or unstable in bacterial systems;
mammalian cells offer in addition the sub-
stantial advantage of being easily induced
to secrete their protein products. Thus,
unlike bacterial cells, mammalian cells do
not need to be destroyed to harvest the pro-
duct. The ability to maintain stable lines of
protein-producing cells also allows for
manipulation of environmetal factors to
optimize production.

Columbia’s Office of Science and
Technology is discussing licensing of the
patent with several companies. Columbia,
which was assigned the patent by the
researchers, has said that it will grant non-
exclusive licences to ‘‘facilitate the
transfer’’ of the technology as rapidly as
possible. No details on terms of the licences
have been announced as yet.

The research on which the patents are
based was published in three principal
papers* which have been published over
the past six years by Dr Axel, Dr Saul
Silverstein of Columbia and Dr Michael
Wigler now of Cold Spring Harbor
Laboratory.

Foreign patent applications for the pro-
cess are pending in Western Europe,
Japan, Canada and Australia. Two addi-
tional US patents covering related work on
gene promoters and amplified genes are
also pending. Stephen Budiansky
*Wigler, M. et al. Cell 11, 223 (1977}

Wigler, M. et al. Cell 16, 777 (1979)

Wigler, M. et al. Proc. natn. Acad. Sci.
U.S.A. 77, 3657 (1980).
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British birds

Peregrines prey to nest thieves

THE Royal Society for the Protection of
Birds (RSPB) claims that a registration
system for captive birds of prey which was
introduced into Britain last year to prevent
theft of eggs from the wild is acting as a
““bureaucratic rubber stamp that is con-
doning crime’’. The society believes that
the system is being widely abused because
of ineffective enforcement, and says that
the number of eggs of rare species taken il-
legally this year has been noticeably higher
than in previous years.

The scale of the problem is illustrated by
the case of the peregrine, a bird that is par-
ticularly popular with falconers. RSPB’s
director, Mr Ian Prestt, says that the socie-
ty knows of 72 peregrine eyries that have
been plundered this year, 10 to 20 per cent
of the total British nests. The estimated
number of eggs stolen is slightly larger than
the number of eggs claimed to have been
laid in captivity and so registered under the
Wildlife and Countryside Act. Mr Prestt
believes that many of the stolen eggs are
hatched in incubators and then registered
as having been laid by captive birds.

The peregrine falcon at risk
RSPPB’s director of conservation, Mr
John Parslow, says that the Department of
the Environment is unable and unwilling to
take enforcement seriously. Part of the
problem is that breeders of captive birds
are not required to keep detailed records of
eggs laid and hatched, so that registering a
bird from an illegally obtained egg is quite
easy, a fact that is admitted by the Depart-
ment of the Environment. The society has
made suggestions for improvements and
offers to help policing but has received no
response. But the department says it has yet
to be convinced that further measures will
be necessary, although it is considering the
suggestions and offers of help from RSPB.
Although some species have to be ringed
in the presence of an inspector from the
department in order to be legally sold,
some of the inspectors are unpaid
volunteers who are themselves breeders of
captive birds. In other cases registration
rings are simply sent through the post. Mr
Parslow says that unless the law can be en-
forced effectively thereis a strong case fora
total ban on the keeping of birds of prey.

A major problem facing inspectors is
that it is usually impossible to invalidate
claims that a particular bird was bred from
captive stock, unless an egg is found that
has been marked in the wild. But the society
is hoping that molecular biology will come
to the rescue. The Nuffield Foundation has
agreed to sponsor a one-year pilot study, to
be carried out by Dr David Parkin at the
University of Nottingham, of a possible
method of disproving fraudulent claims of
parentage. A bank of molecular probes for
detecting variants in mitochondrial DNA
will be built up in the hope that they will
enable checks to be made on maternity
through the analysis of blood samples.

Tim Beardsley

Cancer chemotherapy

New recruits

| Washington

THE National Cancer Institute (NCI) is
spending some $10 million this year on a
new programme which, it is hoped, will in-
crease the number of cancer patients parti-
cipating in clinical trials and at the same
time keep local physicians in touch with the
latest developments in cancer treatment.
The money will be distributed this summer
to 59 community hospitals or consortia of
cancer specialists in 32 states.

The Community Clinical Oncology Pro-
gram will encourage qualified community
physicians to participate in NCI-supported
clinical trials at medical centres and in
regional clinical cooperative groups that
conduct large-scale treatment studies. The
programme is expected to provide an addi-
tional 5,000 cancer patients a year for
clinical research.

One reason for the initiative is that the
United States has become the victim of its
own success in training physicians to treat
cancer patients. Some 80 per cent of cancer
patients are believed to receive treatment in
their local communities, raising acute pro-
blems for clinical researchers who need to
carry out large-scale treatment studies.

Dr Robert Frelick, one of the pro-
gramme directors, cited Hodgkin’s disease
as an example of the problem. Current
chemotherapy has proved so successful
that it is being administered throughout the
country, leaving a shortage of patients for
clinical research centres that aim to reduce
the rate of mortality even further.

Each of the 59 community programmes
has to undertake to provide at least 50
patients a year who are willing to partici-
pate in the research protocols developed by
the NCI through affiliated centres. NCI
hopes that by upgrading the skills and
knowledge of local physicians even those
cancer patients who are not participants in
clinical trials will receive some benefit from
the programme, Peter David
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