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Premature Termination of Clinical Trials

To the Editor: Drs Psaty and Rennie! discussed ethical impera-
tives against premature discontinuation of clinical trials for fi-
nancial reasons. They argued that this causes harm by break-
ing the implicit and explicit agreements with research
participants, investigators, and the oversight bodies that ap-
proved the protocol. Although the authors focused on industry-
sponsored trials, their arguments actually apply to all clinical
research regardless of sponsorship.

Investigator-initiated studies, for instance, often have less
structure and ongoing oversight than do large industry-
sponsored clinical trials but the obligations to the participants
are no less. Despite this, such projects are often prematurely
terminated for a variety of reasons not prespecified in the pro-
tocol and contrary to the original study intent and design. In
my experience, reasons cited for premature termination of in-
vestigator-initiated studies include loss of extramural fund-
ing, difficulty in completing the study as originally planned,
and the investigator simply thinking that the study has ac-
crued enough data, despite the explicit power calculation in
the originally approved protocol. Although some of these may
occur under a broad rubric of “feasibility,”* their impact is no
less than the inappropriate termination of a study for commer-
cial reasons. In fact, there is a parallel between a sponsor’s com-
mercial rationale and an investigator whose grant-finding pe-
riod has expired. Both have failed to meet their obligations to
the study’s participants.

In many studies, the opportunity to contribute to scientific
knowledge is the only benefit that justifies the risks to partici-
pants. The National Institutes of Health General Clinical
Research Centers now require data and safety monitoring
procedures for all protocols, and the ability to complete the
study as designed is part of the monitoring process.” Addi-
tional investigator training may also be required, as the
explicit statement of these concepts is relatively new and per-
haps unfamiliar to many investigators. When initiating a
clinical study, all investigators must develop a greater sense of
commitment and responsibility to complete the study as
designed and approved.

Eric P. Brass, MD, PhD
Harbor-UCLA Center for Clinical Pharmacology
Torrance, Calif
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The World Trade Center Disaster
and Intrauterine Growth Restriction

To the Editor: Exposure to air pollution has been associated
with intrauterine growth restriction (IUGR)'? and preterm
births.? Similarly, high levels of polycyclic aromatic hydrocar-
bon (PAH)-DNA adducts in umbilical cord leukocytes (which
are related to prenatal exposure to air pollution) also have been
associated with reduced size at birth.*

The destruction of the World Trade Center (WTC) in New
York City on September 11, 2001, released a toxic atmo-
spheric plume that contained soot, benzene, PAHs, heavy met-
als, pulverized glass and cement, and alkaline particulates. We
evaluated whether exposure to these materials in lower Man-
hattan was related to impaired fetal growth or other adverse
pregnancy outcomes.

Methods. We established a cohort study of 187 women who
were pregnant and present in 1 of 5 exposure zones near the
WTC at 9 AM on that day or within the succeeding 3 weeks.
Most participants were self-referred in response to media pub-
licity of our investigation. Additional recruitment was achieved
by sending letters to nearly 3000 obstetricians in the greater
New York City area, distributing fliers in lower Manhattan, and
advertising in local newspapers. Because there exists no WIC
registry of pregnant women, it is not possible to estimate the
total number of potential participants.

As a comparison group, we evaluated a consecutive series
of all pregnant patients under private care who delivered at
Mount Sinai Medical Center on the Upper East Side of Man-
hattan during the same time period, and who were not known
to have been in lower Manhattan on September 11, 2001
(n=2367). Patients under private care constituted an appro-
priate comparison group, as participants in the WTC cohort
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were delivered either by private obstetricians (n=174) or
midwives (n=8). Five were lost to follow-up as described
below.

In both groups we measured demographic characteristics,
gestational age, birth weight, and the presence of IUGR (birth
weight <10th percentile for gestational age’), preterm birth
(<37 weeks), and low birth weight (<2500 g). Participants
also were asked to complete the PostTraumatic Stress Disor-
der (PTSD) checklist®; we defined probable PTSD as a score
greater than 50.

Our study was approved by the institutional review board
of Mount Sinai School of Medicine, and all participants pro-
vided either written or oral (n=17) informed consent.

Results. In the WTC group, 3 had miscarriages and 2 were
lost to follow-up, leaving 182 participants in the WTC cohort.
The distribution of the women according to their exposure
zone was as follows: south of Murray Street (39.6% of the
sample, including 12 pregnant women who were in one of the
towers); south of Chambers Street and north of Murray Street
(32.4%); south of Canal Street and north of Chambers Street
(16.5%); Brooklyn Heights (1.7%); and the easternmost part
of New Jersey across the Hudson River from the WTC (0.6%).
In addition, there were 17 (9.3% of the sample) pregnant
women who were present in the area within the following 3
weeks.

Most women in the WTC cohort were white (72.5%), mar-
ried or living with a partner (96.2%), aged 30 years or older
(84.6%), and college graduates (82.4%). The demographics of
the comparison cohort were similar, except for age (mean 34.6
in the WTC cohort vs 32.4 years, P<<.001).

No significant differences were found between the groups
for mean gestational age (39.1 weeks in the WTC cohort vs 39.0
weeks, P=.55) or mean birth weight (3203 g vs 3267 g, P=.14).
There were no significant differences in the frequency of pre-
term births (9.9% vs 9.2%, P=.76) or low birth weight (8.2%
vs 6.8%, P=.47).

The WTC cohort, however, had a 2-fold increased risk of
IUGR compared with the Mount Sinai cohort (presence of IUGR
in the WTC cohort, 15 [8.2%]; in the Mount Sinai cohort, 89
[3.8%]; unadjusted relative risk, 2.19; 95% confidence inter-
val [CI], 1.30-3.71). This difference remained significant after
controlling for race/ethnicity, sex of infant, maternal age, par-
ity, and cigarette smoking (adjusted odds ratio, 1.90; 95% ClI,
1.05-3.46). Other potential confounding factors such as mari-
tal status, education, prepregnancy weight, and pregnancy-
induced hypertension were not statistically significant in this
model.

The frequency of IUGR did not differ between women en-
rolled during pregnancy and those enrolled after delivery (9.2%
vs 7.6%, P=.69). The adjusted odds ratios were 2.05 (95% ClI,
0.90-4.71) for those recruited before delivery and 1.78 (95%
CI, 0.79-3.88) for those recruited after delivery. No signifi-
cant difference in the frequency of IUGR was observed accord-
ing to trimester at the time of exposure to the WTC attacks.
Finally, no association was found between probable PTSD and
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the relative risks of preterm birth (P=.88), low birth weight
(P=.22), or IUGR (P=.94).

Comment. We found an apparent association between ma-
ternal exposure to the WTC disaster and IUGR, suggesting that
this event had a detrimental impact on exposed pregnancies.
This may have been mediated through exposure to PAH or par-
ticulate matter. A number of other birth outcomes, however,
did not differ between the cohorts. Possible long-term effects
on infant development are unclear and will require continu-
ing follow-up.
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Accuracy of a Local Surveillance System for
Early Detection of Emerging Infectious Disease

To the Editor: Syndromic surveillance, based on analysis of clini-
cal or administrative data to detect patterns consistent with emerg-
ing diseases, could allow for early recognition of attacks with
biological or chemical weapons. Since the 2001 terror attacks,
many institutions, encouraged by public health authorities and
accreditation agencies, have sought to develop their own sur-
veillance systems. However, the sensitivity and specificity of such
single-institution systems have not been validated.

Methods. The emergence of West Nile Virus (WNV) as a
widespread cause of neurological disease during the summer
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assessed from computerized pharmacy registries. Use of ben-
zodiazepines was observed in more than a quarter of the par-
ticipants. During follow-up, use of benzodiazepines was not
related to all-cause mortality. Similar to prior studies, how-
ever, we found an increase of mortality related to fracture in
individuals who used benzodiazepines. The small number of
deaths from fractures may explain the absence of statistical sig-
nificance.

The use of benzodiazepines is common in individuals aged
85 years or older, although benzodiazepines are indicated only
for a limited number of psychiatric disorders. In practice, cli-
nicians should weigh the risks and benefits of benzodiazepine
use. However, we did not find an increased risk of mortality
related to benzodiazepine use.

David J. Vinkers, MD, MA
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Department of General Internal Medicine
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CORRECTIONS

Omitted Financial Disclosure: In the Contempo Updates article entitled “Recent
Advances and Future Frontiers in Treating Age-Related Cataracts” published in
the July 9, 2003, issue of THE JOURNAL (2003;290:248-251), a financial disclosure
was not reported. The following should have been included: “Financial Disclo-
sure: Dr Donnenfeld receives research support from Alcon, which manufactures
moxifloxacin and ciprofloxacin for ophthalmic use. He also receives research sup-
port and is a consultant for Allergan, which manufactures gatifloxacin and ofloxa-
cin for ophthalmic use.”

Addendum: In the Research Letter entitled “The World Trade Center Disaster and
Intrauterine Growth Restriction” published in the August 6, 2003, issue of THE
JOURNAL (2003;290:595-596), the following should have been added to the next
to last paragraph in the “Methods" section: “One potential participant was not
included in this study because the child was diagnosed with a disorder of pre-
sumed genetic origin.”

Incorrect Author Initials: In the Original Contribution entitled “Childhood Car-
diovascular Risk Factors and Carotid Vascular Changes in Adulthood: The Boga-
lusa Heart Study” published in the November 5, 2003, issue of THE JOURNAL
(2003;290:2271-2276), there were incorrect author initials. On page 2272, the
sentence that read “Images were recorded on S-VHS tapes and read by certified
readers from the Division of Vascular Ultrasound Research (G.S.B.,R.T.) . .. " should
have read “Images were recorded on S-VHS tapes and read by certified readers
from the Division of Vascular Ultrasound Research (M.G.B., R.T.) ...."
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