
Letters to the Editor

RE: ‘‘DELIVERING INFLUENZA VACCINE TO PREGNANT WOMEN’’

In the last issue of Epidemiologic Reviews, Naleway et al.
(1) failed to cite relevant studies that justify influenza vac-
cination during pregnancy and, more importantly, ignored
potential, serious risks.

Neuzil et al.’s study (2) was limited to a Medicaid pop-
ulation and was based on only hospital admission rates, not
clinical outcomes. Among low-risk women, hospitalizations
attributed to influenza were only 3–10 per 10,000 women-
months. More importantly, the study failed to uncover any
significant mortalities or morbidities associated with influ-
enza other than the event of a hospital admission. A study
by Black et al. (3) describing an influenza-related hospitali-
zation rate of only 1.8 per 10,000 in a large, non-Medicaid
population was never cited.

Cited studies from the 1918 and 1957 epidemics are ir-
relevant now that pneumonia can be easily diagnosed and
treated with modern technology. The study by Harris (4) did
not actually conclude that pregnancy is a high-risk condi-
tion, even in 1918. Greenberg et al. (5) reported during the
1957 epidemic that about one third of the fatal outcomes
during pregnancy occurred in women who also had rheu-
matic heart disease. Freeman and Barno (6) described 11
deaths among pregnant women throughout Minnesota, but
all were due to pneumonia and pulmonary edema.

Mullooly et al. (7) found no maternal mortality and a hos-
pitalization rate of only 2 per 1,000 during the 1975–1979
flu seasons. In a Hungarian population of more than 38,000
pregnancies from 1980 to 1996, influenza-like illnesses oc-
curred in only 4.6 percent of women and without any dif-
ference in maternal, neonatal, or pregnancy outcomes (8).

Naleway et al. state that ‘‘vaccination seems to be the best
way to decrease a woman’s risk of influenza and compli-
cations during pregnancy’’ (1, p. 48), but these citations do
not support this conclusion. Two studies actually reported
a greater risk of influenza-like illness among vaccinated
women (2, 9).

Benefit to the newborn via passive immunization also
appears unproven, as reported by Sumaya and Gibbs (10).
The only study that evaluated neonatal outcomes failed to
detect clinical benefit following maternal immunization (3),
yet Naleway et al. (1) once again seem to be comfortable
overstating this benefit of immunizing the mother.

Finally, all seven references cited in support of vaccina-
tion safety have significant limitations. Englund et al. (11)
and Yeager et al. (12) reported only immediate maternal
vaccine reactions. Black et al. (3) examined rates of cesar-
ean section and preterm delivery only. None examined fetal
development or viability. Munoz et al. (9) could not have re-
ported fetal deaths because they included only those cases
that resulted in infants seen at a well-baby clinic. Heinonen
et al. (13, 14) recorded birth defects, but not fetal viability,

and actually reported an increased risk of several specific
birth defects (cleft palate, microcephaly, pyloric stenosis)
associated with prenatal influenza vaccine exposure as well
as increases in malformations following exposures to the
vaccine preservative thimerosal. Because of small size, the
study by Deinard and Ogburn (15) was limited in detecting
less frequent, adverse outcomes.

Because of the recent expanded recommendations, it is
imperative that safety studies are adequately designed. To
date, no such study is known to exist. This is critical; the ma-
jority of injectable flu vaccines contain thimerosal, and several
studies have reported dose-dependent fetal deaths in various
animal models exposed to thimerosal or its by-product, ethyl
mercury (16). Even thimerosal’s Manufacturing Safety Data
Sheet discloses teratogenic and reproductive toxicity. A re-
cent review of the Vaccine Adverse Event Reporting System
showed a temporal-geographic cluster of late-trimester fetal
deaths following flu vaccination, some with shared vaccine
lots (17).

In light of all these shortcomings, Naleway et al.’s (1)
eagerness to promote an untimely vaccination without ade-
quate safety testing and of unproven effectiveness to prevent
a disease rarely significant to the uncomplicated pregnancy
is perplexing.
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