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journals to science: the case of The Lancet
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Digital technology allows a rapid exchange of ideas, almost in real time, among professionals of
many countries. Present-day society is undergoing an IT explosion that permits an increasingly univer-
salized access to scientific knowledge, but that also facilitates the disclosure of incomplete or incorrect
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information.

High-impact clinical journals know how hard it is to filter valid information from corrupted in-
formation, whether due to involuntary mistakes, data manipulation or fraud (1). In 2004, in order to
minimize the bias in publications on clinical trials, high-impact clinical journals decided not to publish
the results of any trial whose protocol had not been included in a public registry of clinical trials before
starting patient recruitment. Although it is a step in the right direction, problems persist.

The owners of clinical trial protocols deem these protocols an industrial secret and as such unable
to be shared. They are the only ones who know the quality of the collected data, the analysis to which
they are subjected, and the authenticity of the published results. The possibility of manipulation is un-
deniable, especially if we recall that positive results open the door for multi-million dollar earnings. The
inability of the great regulatory agencies to examine trials is well known. Eighty percent ot the new drug
commercialization requests that are submitted to the US Food and Drug Administration (FDA) contain
data from trials carried out in other countries, but the FDA is only able to examine less than 1% of the
foreign centers where the trials are conducted (2).

This situation in turn makes the work of scientific journal editors more difficult and forces them to
be attentive. It is difficult, if not impossible, to identify authors or professors who sign articles written by
other individuals with conflicts of interest, and to assess the quality of the data or their manipulation.
All of these situations change the meaning of what is published in journals or is submitted to regulatory
agencies, as was seen in the Vioxx case (3).

The number of articles that scientific journals retract is increasing: 3 in 2000 and 180 in 2009 (4).
However, many others that should have been withdrawn are still a source of information to investi-
gators and doctors that provide medical care. For example, according to documents of the University
of California, articles about Seroquel, Celebrex, Lyrica, Neurontin, and many articles about hormonal
replacement therapy written by the staff of the marketing company Designwrite of Pfizer and published
under the name of other authors have not yet been withdrawn from circulation (5,6).
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Some authors state that the readers of scientific journals have every day less certainty of the scientific
veracity of what they read. There are “perverse incentives that lead scientists to cut corners” in order to
publish as quickly as possible, “and, in some cases, commit acts of misconduct” unacceptable from a
professional point of view (7).

The British journal The Lancet is considered one of the highest-impact journals. In February 2012,
the journal published information about the irregularities commited during the implementation of the
clinical trial Clinical Otitis Media & Pneumonia Study (COMPAS) of GlaxoSmithKline (GSK) in Argentina
(8) that, as we will show, contains incorrect information. It is a short piece but, given the importance of
the matter, the editor of The Lancet should have asked for the sources of the information presented, and
should not have published the information without consulting with experts. Some fragments of the infor-
mation published by The Lancet about the COMPAS clinical study are included below, and we compare
them with the data that we have found about the same study, which may be verified in the documents of
the Argentinian courts and in press articles.
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GlaxoSmithKline (GSK) was fined US$92 000 by Argentinian courts for administrative irregular-
ities... (8)

1. GSK was not fined by the Argentinian courts. GSK was fined by the National Administration of Drugs,
Food and Medical Technology [Administracion Nacional de Medicamentos, Alimentos y Tecnonlogia
Médica] (ANMAT), the Argentinian regulatory agency, due to serious regulatory violations.

On Dec 28, 2011, Marcelo Aguinsky, a judge in the province of Mendoza, found GSK guilty of ir-
regularities in obtaining informed consent [...] GSK is currently [date of publication Febraury 11th,

2012] appealing the decision. (8)

2. Marcelo Aguinsky is not a judge in the province of Mendoza but in the National Court with jurisdiction
over criminal-economic matters. In order to clarify the decision regarding the appeal, please see point
7 of this article. As explained further on in point 4, in addition to breaches related to informed consent,
the courts make mention of many other serious violations.

“GSK conducts clinical trials to the same high standards, irrespective of where in the world they are

run”, the company said in a statement. (8)

3. There is no need to reproduce this declaration in a scientific journal, as GSK could not have said
anything else without falling into self-incrimination during criminal proceedings. Furthermore, this
statement contradicts the fact that GSK admitted to the irregularities committed while COMPAS was
carried out, as can be read in point 4.

Problems in the GSK trial first came to light in 2007, when paediatrician Ana Marchese reported
possible irregularities to FeSProSa (Syndicate Federation of Argentinian Health Professionals) after
speaking to the trial participants’ families. FeSProSa investigated the accusations and filed a report
to the National Administration of Drugs, Food and Medical Technology (ANMAT) in December,
2007, declaring problems surrounding informed consent. GSK stated that it was the company that

had identified the irregularities through self-monitoring and reported them straight to ANMAT. (8)

4. Natalia Fuertes, the author of the information published in The Lancet, only mentions that there
had been irregularities regarding the obtention of informed consent, ignoring the information pub-
lished in the court rulings (9,10), in the press, and in the statements of FeSProSa (11,12). In section
3 — subsections a, d and e — and sections 27, 29, 31, 32 and 33, the Argentinian Judicial Power (9)
establishes the violation of the inclusion/exclusion criteria required by the trial protocol, the double
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vulnerability of the participants, and the violation of other good clinical practices, even stating that
“the apellants underestimate the Court.” Therefore, Fuertes could have asked herself how, given
the seriousness of the breaches, GSK did not stop the trial immediately when detecting the viola-
tions during its supervision. Furthermore, GSK was aware, because the problem was well known
in Argentina, that since 2005 the Municipality of Cordoba had forbidden the principal investigator
to carry out clinical trials in the Municipality due to ethical breaches during the implementation of
trials (13).

Roberto Lede, director of Planning and Institutional Relationships of ANMAT, states that “the inter-
vention of the ANMAT was very opportune. The recruitment was stopped in the way it was being
carried out and resumed with intensive control. It should be noted that the irregularities only af-
fected less than 1% of the subjects.” (8)
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5.The auditor of ANMAT in 2008 confirmed that Roberto Lede was not holding this office when the
irregularities took place. Quoting a statement claiming that the irregularities only affected 1% of the
subjects is naive and belittles the violations committed by GSK. In order to know how many subjects
had been affected, a random and representative sample of all recruited patients should have been
researched (13,981 in total).

COMPAS ended successfully in 2008, with only 18% fewer subjects than originally intended, and
Synflorix was approved by ANMAT. (8)

6. Once again, the author belittles the consequences of GSK’s behavior, in this case the impact on the
protocol of reducing the number of subjects. Without analyzing the impact that the change could have
on the statistic analysis, she states that the trial ended successfully with a reduction of “only” 18%
subjects. Immediately afterwards, Fuertes claims that the ANMAT approved Synflorix, implying that
there was a relation between the “success of the trial” and the approval of the vaccine in Argentina.
Nothing is further from the truth. Synflorix was approved in the European Union in March 2009 (14)
and in Argentina in July 2009, not because COMPAS ended successfully, but because ANMAT is able
to approve any drug or vaccine that has been approved in a country with high health surveillance. In
2012, GSK claimed that the company “is now focusing its efforts on delivering the results of the study
that assesses the effectiveness of the Synflorix vaccine in the prevention of pneumococcal diseases in
children...” (15). That is to say, Synflorix could not have been approved due to COMPAS success in
Argentina because, in April 2012, GSK had not yet finished evaluating the data.

While GSK are appealing the fine in Mendoza, in Santiago del Estero, their appeal to the Supreme

Court was successful. In San Juan, the local courts have yet to rule. (8)
7. These statements are completely inaccurate. The history of GSK judicial confrontations is the following:

a. ANMAT sequentially filed three administrative proceedings (one per province): the first in San-
tiago del Estero, the second in Mendoza, and the third in San Juan. As a result, GSK was fined for
violating regulations during the implementation of COMPAS (ANMAT also imposed an adminis-
trative fine on two COMPAS investigators).

b. GSK appealed the first fine imposed by ANMAT’s administrative proceedings (Santiago del Estero)
to the Argentinian Judicial Power (the National Court with jurisdiction over criminal-economic
matters). It did the same as it heard about the administrative proceedings in the other two prov-
inces. On April 8, 2010, the Argentinian Judicial Power dismissed the first appeal of GSK (San-
tiago del Estero), and later on the appeals of Mendoza and San Juan were also dismissed, that is to
say, in the three provinces the fines imposed by ANMAT were validated.
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c. When GSK heard that the Argentinian Judicial Power had dismissed its appeal regarding the case
in Santiago del Estero, it resorted to the Supreme Court, which rejected the appeal on July 5, 2011.

d. However, after learning the Argentinian Judicial Power’s decision against GSK in the Mendoza
case on December 28, 2011, GSK claimed in a press statement dated January 4, 2012 (16) that
it would again appeal to the Supreme Court. This statement can only be understood as a provo-
cation to the Argentinian judicial system in order to conceal the company’s mistakes. Months
later, GSK changed its mind and decided not to appeal (15).

After the irregularities in the COMPAS trial were disclosed, the government decided to create a

National Register of Trials. (8)

8. It cannot be claimed that Resolution 102/2009 of Argentina’s National Department of Health (14), by
which the Registry of Clinical Trials in Human Subjects is created, is an answer to COMPAS irregu-
larities. In January 2007, through Resolution 35/2007, the Ministry of Health entrusted to the Com-
mission of Applied Clinical Research on Human Subjects the creation of a National Registry of Clinical
Research, and the project was thence developed (17). The registry was a response to the International
Clinical Trials Registry Platform (ICTRP) that, as indicated by Resolution 102/2009, was developed
with the backing of the World Health Assembly, and was replaced in 2011 by the National Registry of
Health Research through the Resolution 1480/2011 (19).

SALUD COLECTIVA, Buenos Aires, 9(1):5-10, January - April, 2013

The information disclosed by The Lancet contains a series of mistakes and misinformation that favors
GSK. This is not what is expected from a high-impact scientific journal. The editor should have at least
requested that the information presented be based in sources. That someone can write about the history
of COMPAS in Argentina without having made a careful reading of the court rulings and without ex-
plaining the political and economic context in which trials are carried out in the country is unjustifiable.
Readers unfamiliar with the events obtain a biased view of what occurred, and they may even think that
COMPAS had a positive impact expediting regulatory changes and the responsibility for the creation of
a registry of clinical trials.

In Argentina, it is legal to pay doctors a certain amount of money for every patient they recruit to
participate in a clinical trial. However, we have to question if it is ethical for doctors to recruit their own
patients in public facilities, most of whom are poor or indigent. In the case of COMPAS, US$350 were
paid for every one of the 13,981 children recruited, that is to say, GSK paid almost five million dollars.
With this attractive incentive, there is an obvious possibility that conflicts of interest may have interfered
in the recruting, in the application of inclusion and exclusion criteria, and in accepting without argument
the sponsors’ demands. The information published about COMPAS by investigative journalists — and
Argentina is characterized for having very good journalists — also questions the physical quality of the
facilities, the training of staff and the lack of inspections. None of this is mentioned in the piece published
by The Lancet.

This is not the first time that we have detected bias in The Lancet’s publications. Interestingly, on Oc-
tober 28, 2006, six articles on the pilot health reform plan in Mexico were published and, more recently
(August 16, 2012), a 22-page article about this reform was also published. This case is surprising because
the articles were written by those who took part in designing the reform and in its implementation, and
they are all close collaborators of a specific health minister. It is known that at least once The Lancet cen-
sored critical information regarding the reform by not responding to two letters sent by Dr. Asa Cristina
Laurell, well-known for her professional prestige in Latin America. As Health Secretary in Mexico City,
in her letters she identified inaccuracies/errors in the series of articles The Lancet published in 2006.
All of this took place precisely when the minister was on the short list of candidates for director of the
World Health Organization (WHO) and therefore needed to demonstrate the success of his policies.
Dr. Laurell’s criticisms were later published in another journal (20). On another occasion, the associate
editors of The Lancet rejected, based on the comments of external reviewers, an article about Mexico.
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The reviewers received official notice from The Lancet stating that, according to their evaluations, the
article had been rejected. The reviewers were surprised to see that the article was published afterwards
without having been given any explanation from The Lancet’s editors. The minister of health appeared as
one of the authors of the article, which incorporated some of the reviewer’s comments without making

any mention of the fact.

All of the matters discussed above lead us to think that The Lancet helps to increase doubts about
the scientific value of what is published in high-impact medical journals; or that, perhaps, if it continues
along this path, it will no longer be a high-impact journal at all.
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