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Prevention of Neural-Tube Defects

To the Editor: Palomaki et al. (April 1 issue)! reported
recently that 96 women from Maine had pregnancies, with
estimated or actual dates of delivery between 1991 and
1996, in which open spina bifida or anencephaly developed
in the fetuses. In addition, they found no decrease in the
prevalence of these preventable birth defects.

In 1991, the Medical Research Council Vitamin Study
Research Group reported the results of a randomized, con-
trolled trial that found that synthetic folic acid taken in the
form of a pill prevents 72 percent of cases of spina bifida
and anencephaly.? Had an effective program of folic acid
supplementation been implemented in Maine immediately
after the publication of the results of the Medical Research
Council vitamin study, most of the women in the study by
Palomaki et al. would not have had pregnancies affected
by these birth defects. Had there been an effective national
program, 20,000 pregnancies in the United States between
1992 and 1999 would not have been affected — more than
the number of pregnancies affected by thalidomide-induced
birth defects in Europe 40 years ago.

The failure to implement effective programs for protec-
tion against folic acid—preventable birth defects is causing a
continuing public health emergency. Since 1991, approxi-
mately 64 children have lost their lives because of front-seat
air bags. The 20,000 pregnancies unnecessarily affected by
folic acid—preventable birth defects constitute an opportu-
nity for prevention more than 300 times as great as the op-
portunity to control the number of deaths among children
resulting from front-seat air bags.

It is not surprising that the emergency continues. The

Food and Drug Administration waited four years before
requiring inadequate levels of folic acid fortification that
result in the average woman’s consuming only 25 percent
of the amount of folic acid recommended by the Public
Health Service in 1992 and the Institute of Medicine in
1998 — a deficiency tantamount to marketing polio vac-
cine containing only the least common of the three vac-
cine strains. The current administration both permitted
the inadequate fortification regulation to be formulated and
failed to ask Congress to appropriate a single penny for the
Centers for Disease Control and Prevention (CDC) to build
an effective supplementation program. Congress appropri-
ated only about $1 million for the effort, which, to be ef-
fective, would require about $100 million a year. Since the
early 1990s, Congress has made approximately $100 mil-
lion a year available for a CDC-sponsored program to pre-
vent Haemophilus influenzae meningitis. We have nearly
climinated this killer and disabler of children — what a great
public health success! It is time for the President to imple-
ment a fully protective folic acid fortification program and,
until that program is in place, for Congress to provide the
CDC with the resources to teach women to consume vi-
tamin supplements containing folic acid.
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Fluoroquinolone Resistance
in Streptococcus pnewmonine

To the Editor: Chen et al. (July 22 issue)! report an in-
creasing prevalence of Streptococcus pnenmonine strains with
reduced susceptibility to fluoroquinolones in Canada. We
have found similar results in Barcelona, Spain.
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Of 2822 pneumococcal isolates studied in our institu-
tion from 1991 through 1998, 57 (2.0 percent) were re-
sistant to ciprofloxacin (minimal inhibitory concentration,
=4 ug per milliliter). We have seen an increase of cipro-
floxacin-resistant pneumococci, from 0.9 percent (6 of 675
strains) in 1991-1992 to 3.0 percent (22 of 727 strains)
in 1997-1998 (P=0.004). The use of fluoroquinolones in
Spain has also increased during the past 13 years, from
0.91 defined daily dose per 1000 inhabitants in 1985 to
2.22 in 19972 At our institution, 88.7 percent of fluoro-
quinolone-resistant pneumococcal strains were isolated from
sputum, most were from older patients, and about half the
patients had received fluoroquinolones during the previ-
ous three months.

There was a relation between resistance to penicillin and
resistance to ciprofloxacin: 20 of 1525 pneumococcal iso-
lates that were susceptible to penicillin (1.3 percent), 18 of
715 with intermediate resistance to penicillin (2.5 percent),
and 19 of 582 that were highly resistant to penicillin (3.3
percent) showed resistance to ciprofloxacin (P=0.009). In
contrast to the findings of Chen et al., we found that mac-
rolide-resistant pneumococci were also more resistant to cip-
rofloxacin: 36 of 2225 pneumococcal isolates that were
susceptible to erythromycin (1.6 percent) and 21 of 597 that
were resistant to erythromycin (3.5 percent) showed resist-
ance to ciprofloxacin (P=0.003). These findings could be
due to the higher prevalence of erythromycin resistance in
Spain than in Canada.

We agree with Chen et al. that most of the current strains
of ciprofloxacin-resistant pneumococci are not clonally re-
lated (17 of 18 of our ciprofloxacin-resistant strains were
clonally distinct on pulsed-field gel electrophoresis).

Resistance to fluoroquinolones in pneumococci is an
emerging problem, and it is associated with resistance to
other antibiotics. Our experience,?® as well as that of other
investigators, suggests that, according to the current levels
of resistance to beta-lactam antibiotics, most patients with
nonmeningeal pneumococcal infections can still be treated
with an appropriate beta-lactam agent. The newer fluoro-
quinolones, with higher levels of activity than ciprofloxa-
cin against pneumococci, must be used prudently, and their
use must be restricted to indications for which they offer
a clear therapeutic advantage.*
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To the Editor: In the report by Chen et al., the data in
Tables 2 and 3 implicate an age of 65 years or older as an
independent risk factor for resistance, but Figure 1 appears
to tell a different story. Although in 1994 the rate of re-
sistance was notably higher among patients who were 65
years of age or older than among those who were 15 to
64 years old, this difference had virtually disappeared by
1998. In fact, if the trends shown in the figure — a steady
yearly increase in resistance rates among persons 15 to 64
years old and no clear trend among older persons — have
continued, the resistance rate in 1999 should be higher in
the younger group. This does not appear to be consistent
with the contention that because elderly patients have the
highest rate of fluoroquinolone use, they also have the high-
est prevalence of resistance.

The authors also report that Ontario has the highest rate
of fluoroquinolone use in Canada and the highest rate of
resistance to fluoroquinolones. Ontario has higher prescrip-
tion rates than the rest of Canada (e.g., 24 percent higher
in 1997, although this figure would increase somewhat if
one adjusted for Ontario’s contribution to the overall fig-
ure for Canada). Yet according to Tables 2 and 3, resistance
rates in Ontario are 3 to 4.6 times the rates elsewhere in
Canada. That moderate increases in prescription rates can
generate substantial changes in the prevalence of resistance
is very important, if true. A careful examination of the cor-
relation between each community’s use of fluoroquino-
lones and the local institution’s experience with respect to
fluoroquinolone resistance, especially if done over time,
could shed more light on this intriguing finding.

Although the study by Chen et al. is an important at-
tempt to monitor the relation between the use of fluoro-
quinolones and resistance to them, the relation may not
be as direct as their report implies.

DaN E. PETERSON, M.D.; M.P.H.

MedEpi
Oakton, VA 22124
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The authors reply:

To the Editor: The findings of Linares et al. parallel ours
in all respects and suggest that S. prenmonine strains with
decreased susceptibility to fluoroquinolones may be more
prevalent and widespread than previously thought.! In ad-
dition, their observation that resistant strains were primar-
ily isolated from sputum samples obtained from older pa-
tients treated with fluoroquinolones suggests a source of
such strains.

Fluoroquinolones have been approved for the treatment
of acute exacerbations of chronic bronchitis since the in-
troduction of ciprofloxacin in the mid-1980s. Chronic bron-
chitis affects up to 20 percent of adults in the United States
and is most common in those over 65 years of age.? Ap-
proximately 15 percent of patients with acute exacerba-
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tions of chronic bronchitis are colonized or infected with
S. pnewmonine? Treatment with a fluoroquinolone that does
not achieve adequate bactericidal concentrations at the site
of colonization or infection may create an environment
that favors bacterial variants with reduced susceptibility. Al-
though treatment with ciprofloxacin results in overall rates
of bacteriologic eradication that range from 91 percent to
96 percent, the specific eradication rates for S. pneumonine
are lower, ranging from 63 percent to 90 percent.* Clinical
trials of the treatment of acute exacerbations of chronic
bronchitis have identified strains of S. pneumonine that were
resistant before fluoroquinolone therapy or that developed
resistance during or after therapy.*

We believe that our data and those of Linares et al. pro-
vide convincing evidence that the main force behind the
emergence of resistance to fluoroquinolones in pneumo-
cocci is the volume of fluoroquinolone use. We agree with
Drs. Peterson and Sahm that this relation is neither simple
nor linear; however, our sample was too small to permit an
analysis of the goodness of fit for complex models.®> A bet-
ter understanding of the relation between antibiotic use
and selection for resistance is clearly necessary if we are to
stem the tide of fluoroquinolone resistance in pneumococ-
ci. Currently, the approval of new antibiotic agents requires
only the demonstration of their efficacy and safety. Per-
haps it is time to modify the approval process so that the
selection of antimicrobial resistance will be considered when
recommended doses, frequency of administration, and du-
ration of therapy are determined.
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Mother-to-Infant Transmission of the
Human Immunodeficiency Virus
during Primary Infection

To the Editor: The efficacy of antiretroviral-drug therapy
in preventing mother-to-infant transmission of the human
immunodeficiency virus (HIV) has led to the recommen-
dation of universal testing of pregnant women as ecarly as
possible after conception.! However, this strategy precludes
the identification of women who acquire HIV infection
later in pregnancy, including women who are infected dur-
ing the peripartum period. Either scenario can result in er-
roneous exclusion of infant HIV infection, as has been
documented for congenital syphilis.? Early identification
of infants with HIV infection is important for the initia-
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tion of prophylaxis against Preumocystis carinii pneumo-
nia and antiretroviral-drug therapy. We report a case of
perinatal HIV infection that occurred during the period
in which the mother was seronegative and that was further
distinguished by the infant’s rapid progression to AIDS
and death without the development of detectable HIV an-
tibodies.

A two-month-old girl was admitted to the hospital for
failure to thrive. She had been born at term after a pregnan-
cy complicated by syphilis during the first trimester. At that
time, the mother and three of her partners had a negative
result on an enzyme-linked immunosorbent assay for HIV
antibodies. At admission, the infant was 10 g above birth
weight; otherwise, the findings on physical examination were
normal. The workup for failure to thrive was negative. Tests
for HIV antibodies were negative in stored umbilical-cord
serum as well as during hospitalization and seven weeks lat-
er. Eight weeks after admission, the infant had fever and res-
piratory failure. Severe lymphopenia was found, with an ab-
solute CD4 count of 135 cells per cubic millimeter. HIV
antibody tests remained negative, but tests for HIV DNA
(by the polymerase chain reaction) and p24 antigen in plas-
ma were positive, and the level of plasma HIV type 1 RNA
was 32 million copies per milliliter. Despite maximal sup-
portive care, the infant died. Autopsy revealed P. carinii
pneumonia and disseminated cytomegalovirus infection.
HIV antibodies were detected in the mother’s serum at the
time of the infant’s death. The mother admitted to having
had multiple sexual partners throughout pregnancy but
said that she had not had symptoms of primary HIV in-
fection before delivery.

The negative serologic tests early in pregnancy and in
cord serum and the positive test in the mother post partum
suggest maternal infection near the time of delivery. Sero-
negative HIV infection has been reported in rare cases in
both adults and children and is usually associated with rap-
id progression of disease. This case highlights the need for
repeated testing of pregnant women who are at high risk
and the need for the use of direct virologic methods in in-
fants with seronegative tests but clinical presentations sug-
gestive of HIV infection.
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An Increase in the Number of Deaths in the
United States in the First Week of the Month

To the Editor: Phillips et al. (July 8 issue)! report an in-
crease in the number of deaths in the United States in the
first week of the month, as compared with the last week of
the preceding month, with a 14 percent increase in deaths
attributable to substance abuse early in the month. How-
ever, the authors’ suggestion that this increase is related to
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