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T h e  n e w  e ng l a nd  j o u r na l  o f  m e dic i n e

c o r r e s p o n d e n c e

An Inactivated Subvirion Influenza A (H5N1) Vaccine

To the Editor: Treanor et al. (March 30 issue)1 
conducted a well-designed study of a poor vac-
cine produced by methods that are used in the la-
bor-intensive manufacture of conventional inac-
tivated influenza vaccine. This subvirion influenza 
A (H5N1) vaccine induces a hemagglutinin-dom-
inant immunity that is susceptible to failure re-
sulting from antigenic changes.2-4 It is not pos-
sible to predict how closely related the H5 subtype 
of hemagglutinin is to influenza A/Vietnam/
1203/2004 and how protective the immunity will 
be against an emerging pandemic strain. Two 
90-μg doses of the vaccine (which is 12 times as 
great as the dose used in the conventional influ-
enza vaccine4) induced significant immune re-
sponses in 54 to 58 percent of subjects. However, 
the purchase and stockpiling of this vaccine are 
wasteful of scarce health care dollars. Money 
would best be directed at research on the use of 
adjuvants, alternative techniques for producing 

recombinant H5 hemagglutinin, and the addition 
of other influenza proteins (e.g., neuraminidase, 
eM2, and conserved T-cell epitopes) to broaden 
the immune response against influenza. Updat-
ing production capabilities with a shift in vacci-
nation methods could allow for flexibility in the 
choice of antigen and decreased production time.
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To the Editor: Regulatory factors encourage 
trials that use conventional approaches, such as 
intramuscular injection of egg-derived hemagglu-
tinin without adjuvants, as reported by Treanor et 
al., but the threat of an influenza pandemic should 
expedite the acceptance of new strategies. As of 
January 24, 2006, 28 vaccines against avian or 
pandemic influenza were registered at the Inter-
national Federation of Pharmaceutical Manufac-
turers and Associations (IFPMA), of which 19 vac-
cines were against the H5N1 subtype.1 Of those 
vaccines, none have been investigated with the 
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use of intradermal delivery, which has already 
proved to be effective at reducing to just 3 μg per 
dose the amounts of hemagglutinin required for 
the induction of theoretically protective antibody 
titers against the H3N2 and H1N1 subtypes among 
subjects between the ages of 18 and 60 years.2,3 
Furthermore, none of the vaccine trials listed by 
the IFPMA use less than 1.7 μg of hemaggluti-
nin.1 Even if those trials succeed, there will be the 
scaling-up hurdles pointed out by Poland in his 
accompanying editorial.4 If the hemagglutinin 
dose remains a limiting factor, vaccines that are 
produced by reverse genetics and culture of mam-
malian cells should be thoroughly investigated, 
including those delivered epidermally.5
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The editorialist replies: I agree with Focosi 
that in view of a pandemic influenza threat, we 
must develop new techniques and strategies for 
the rapid production of new candidates for pan-
demic vaccines. However, we need to be cautious 
about the application of results of studies of var-
ious delivery methods (such as intradermal injec-
tion) and doses of seasonal vaccines to new in-
fluenza antigens. This caveat reinforces the need 
for careful, parallel tracks of ongoing clinical re-
search studies regarding dose, delivery, and con-
comitant adjuvant agents for new influenza-vac-
cine candidates. As I pointed out in my editorial, 
a variety of candidates — including vaccines ad-
ministered with adjuvant, peptide-based vaccines, 
and vaccines developed with adenovirus vectors 
— deserve consideration in order to meet the ter-
rible threat of pandemic influenza. Furthermore, 
the testing and clinical trials of viable candidates 
should occur in parallel, rather than in serial 
studies, in order to expedite the compilation of 
results.
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Gatifloxacin and Dysglycemia in Older Adults
To the Editor: Park-Wyllie and colleagues 
(March 30 issue)1 advise avoiding the use of gati-
floxacin because of the increased risk of dysgly-
cemia, and they suggest using alternative antibi-
otics, including other fluoroquinolones, that confer 
little or no increased risk of dysglycemia. This 
suggestion must be questioned. Although it ap-
pears that the administration of moxifloxacin has 
no clinically relevant effect on blood glucose ho-
meostasis,2 other fluoroquinolones may trigger 
dysglycemic events, especially in patients with 
diabetes who receive sulfonylureas.3 Clinicians 
should be aware of the possibility of dysglycemic 
events in patients receiving fluoroquinolones.
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To the Editor: The article by Park-Wyllie et al. 
has an important implication for countries such 
as India, where gatifloxacin is widely used for the 
treatment of multidrug-resistant tuberculosis. Sub-
stantial data demonstrate the efficacy of gatiflox-
acin among patients with tuberculosis.1-3 In the 
study by Park-Wyllie et al., 30 of 366 case patients 
died from dysglycemia. We wonder whether pa-
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