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THE AUTHORS REPLY: We thank Tavares and Volpe
for sharing an interesting facet of their practice.
However, we are unaware of studies that demon-
strate the impact of routine screening with head
CT on patient outcomes — even in areas where
neurocysticercosis is endemic. The finding of only
one case of active neurocysticercosis among 91 pa-
tients in their high-prevalence area lends support
to the use of targeted neuroimaging. In areas
where the prevalence of silent, space-occupying in-
tracranial lesions is low, routine head CT before
ECT is not justified given the low yield of action-
able disease. We do agree that medical consultants
should be aware of all settings where the risk of
an intracranial lesion is increased. We thank our
colleagues from Brazil for highlighting travel to
or emigration from endemic areas as potentially
important considerations.

We appreciate Welch’s comment regarding the
use of beta-blockers; this is a controversial area in
the care of patients with ECT. In our article, we
described the significant hemodynamic changes
associated with ECT and the efficacy of beta-
blocker therapy in blunting this response. How-
ever, despite Welch’s description of a poor out-
come, most patients tolerate these changes without

a major event. The vast majority of patients, in-
cluding those in whom cardiac complications do
develop, are able to complete a full course of treat-
ment with no long-term cardiac sequelae (Table 2
of our article). The beneficial effect of the routine
use of prophylactic beta-blockers in patients is
therefore difficult to demonstrate overall. The po-
tential risks of beta-blocker use are a shortened
duration of seizures and reduced efficacy of ECT,
though we acknowledge that these are not uni-
form findings in the literature.’3 We stand by our
recommendation that prophylactic beta-blockers
be used only for selected high-risk patients with
either previous prolonged hypertension after ECT
or a preexisting condition that requires tight he-
modynamic control. If future data show no effect
of beta-blockers on seizure duration and ECT ef-
ficacy, the risk—benefit calculation would change
in favor of less selective use.
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Ethical and Scientific Implications of the Globalization
of Clinical Research

TO THE EDITOR: In their article, Glickman et al.
(Feb. 19 issue)! examine the growing phenome-
non of clinical trials being conducted outside the
regulatory framework of the developed world.
They rightfully point out some of the ethical and
scientific pitfalls of these investigations. How-
ever, they do not mention that the offshoring of
clinical studies can also deprive critically ill pa-
tients in the developed world access to some of
the latest drugs and devices, the underlying basic
research for which was paid for through taxes by

these same persons. Perhaps this issue, as op-
posed to paternalistic concerns about inadequate
regulation within the Third World, represents the
biggest ethical dilemma we confront in this era
of research globalization.
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CORRESPONDENCE

TO THE EDITOR: Glickman et al. imply that inter-
national outsourcing of clinical trials may com-
promise ethical and scientific integrity, but they
fail to acknowledge an important safety net that
does exist. The Food and Drug Administration
(FDA) reviews results of studies regardless of their
country of origin, and regulations require that the
supporting clinical investigations performed un-
der investigational-new-drug applications?* be held
to the same standards regardless of whether the
clinical sites are located in the United States. The
FDA Guidance for Industry: Acceptance of Foreign Clinical
Studies? permits acceptance of data from a foreign
clinical study “only if the study conforms to the
ethical principles contained in the Declaration of
Helsinki” or with laws and regulations of the coun-
try, whichever provide the greatest ethical protec-
tions. Aside from the ethical imperative, what is
the economic advantage to the company of col-
lecting poor-quality data that could compromise
the final regulatory review? There is always room
to improve regulatory capacity and training here
and abroad, but this article dwells on potential in-
sufficiencies rather than on the advantages of en-
gaging international researchers to develop global
products.

Charla A. Andrews, M.S.
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Bethesda, MD 20892-3011
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THE AUTHORS REPLY: Adler points out the impor-
tant implication that offshoring of clinical stud-
ies can deprive critically ill patients in high-income
countries access to cutting-edge therapies. Re-
search for these therapies, in particular, requires
study designs that incorporate the complex envi-
ronment of highly developed intensive and emer-
gency care settings.»> More broadly, the current
emphasis on translational research is based on
the concept of bench-to-bedside research.? This
type of research may warrant special consider-
ation in the globalization of clinical trials.

We agree with Andrews on the important
safety net that the FDA provides in clinical stud-
ies outside the United States. Yet, the FDA has been

challenged by “ever-expanding responsibilities in
the face of a mostly flat annual budget.” Thus,
we cannot count on the FDA alone to ensure the
ethical underpinnings of the global clinical re-
search process.

Since the publication of our article, we have
been made aware of independent investigations
into the clinical research process in low- and
middle-income countries that have validated many
of the concerns we expressed.> At the same time,
some of our colleagues in those countries have
expressed concerns that our article calls into ques-
tion the integrity of their work and our collabo-
rations. This dichotomy underlies our basic con-
cerns about the issues of ethical and research
integrity in the globalization of clinical research.
Currently, there is neither a global mechanism to
identify investigators and institutions who strive
to meet the highest ethical and scientific stan-
dards for clinical research nor a systematic means
of tracking those who have violated these stan-
dards. We believe that implementing the recom-
mendations in our article will help to remedy this
situation.

Greater international cooperation among indus-
try sponsors, contract research organizations, and
interested governments could be used to further
ensure the application of internationally estab-
lished principles and policies in clinical research.
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