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trials, study subjects would be far better served by
centralization of the responsibility for the protec-
tion of human subjects than by reliance on an inef-
ficient and sometimes ineffective system in which
multiple IRBs duplicate each other’s efforts in per-
forming this function. It is implausible to assume
that each local IRB at an institution involved in a
multicenter trial can amass the expertise and make
the time commitment required to maximize the pro-
tection of human subjects in the way that a central
IRB (or data and safety monitoring board) specifi-
cally constituted for this purpose can do. This is not
to say that the local IRB should have no role; rather,
its responsibility should relate to the conduct of the
trial at its site, including consideration of the capa-
bilities of the investigators and any potential con-
flicts. It is time for the OHRP to recognize that a bet-

ter process is needed for the protection of human
subjects in multicenter trials, rather than merely dic-
tate that IRBs must carry out their regulatory obli-
gations.
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Excess Rate of In-Hospital Death in Lyons, France, 
during the August 2003 Heat Wave 

to the editor: We report descriptive data on mor-
tality at the Edouard Herriot Hospital in Lyons,
France, during the heat wave that lasted in France
from August 1 to August 19, 2003. Figure 1 depicts
the absolute daily number of in-hospital deaths dur-
ing the summers of 2002 and 2003 and the corre-
sponding maximal temperatures. During the heat
wave, the average temperature was 35.7°C; it was
25.1°C during the same period in 2002.

The Institut de Veille Sanitaire conducted a na-
tional survey between August 8 and August 19, 2003,
to count the number of heat-related deaths, defined
as exposure to hot weather, a body temperature of
40.6°C or higher, and an absence of other causes
of hyperthermia. A total of 73 patients died at our
hospital during the national survey, as compared
with 23 during the same period in 2002; 30 of these
73 patients (41 percent) died from heat-related
conditions according to the definition. The medi-
an age of these 30 patients was 85 years (range, 54
to 99), and more than 80 percent were older than
75; the ratio of men to women was 0.76. The me-
dian body temperature was 41.5°C (maximum,
43.3°C). Fourteen of the patients lived at home (in-
cluding 5 who lived alone), and 11 lived in a long-
term care facility; information on the housing sit-
uation for the other 5 patients was not available.
The median length of stay between admission and
death was one day (range, one to five) among the
21 persons (70 percent) who died from heat-relat-

ed conditions after admission through the emer-
gency department.

Excess rates of heat-related deaths have been re-
ported elsewhere.1-4 We report a quantifiable in-
crease in mortality with the heat wave in France in
August 2003. These data need to be reanalyzed on
an annual basis and compared with data from pre-
vious years. A heat wave may accelerate death for
some patients without having an effect on the an-
nual mortality rate.

Most of the patients who died were older than
80 years. Factors that may have contributed to the
high risk associated with older age include social
isolation, limited access to care, poor living condi-
tions, and lack of availability of information related
to heat-associated risks and their prevention.1 This
crisis raised questions about public health alerts
and surveillance.

Heat-related mortality may become an increasing
concern if global temperatures rise as expected.4,5

Reducing such mortality will depend on social, eco-
nomic, environmental, cultural, and health-related
factors.
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Treatment of HCV-Related Mantle-Cell Lymphoma 
with Ribavirin and Pegylated Interferon Alfa

to the editor: We expand on the data presented
by Hermine et al., who demonstrated the antitu-
mor efficacy of interferon alfa in hepatitis C virus
(HCV)–infected patients with marginal-zone lym-
phoma.1 We report the details of anti-HCV therapy
in the patient from whom we established a B lym-
phoma cell line that is persistently infected with
HCV.2 In culture, the line continuously produces

HCV, which can infect primary human hepatocytes,
peripheral-blood mononuclear cells, and Raji cells.

In 1995, this patient, a 66-year-old man, was
found to have cryoglobulinemia, with elevated lev-
els of rheumatoid factor and creatinine. Antibody
to HCV was present; the levels of liver enzymes were
normal. A computed tomographic (CT) scan re-
vealed splenomegaly. Bone marrow biopsy revealed

Figure 1. Absolute Daily Number of In-Hospital Deaths at Edouard Herriot Hospital and Daily Maximal Temperatures 
during the Summers of 2002 and 2003 in Lyons, France.

Edouard Herriot Hospital is a 1076-bed university hospital located in Lyons (population, 1.5 million). The bars indicate 
the numbers of in-hospital deaths, and the lines the maximal temperatures. Temperatures were provided by the Lyons 
Meteorologic Laboratory, which is the local section of the National Office for Meteorologic Surveillance (Météo France). 
Similar trends were observed with minimal temperatures.
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