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formulations, making it possible to switch 
from an intravenous to oral route in the 
outpatient setting, whereas, the once-daily 
administration of daptomycin makes it 
attractive for outpatient parenteral antibi-
otic therapy.5

In conclusion, additional clinical tri-
als are needed to evaluate the efficacy of 
TMP-SMZ therapy for children with acute 
osteomyelitis.
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Reply:

We thank Drs. Pezone and Leone for 
their letter regarding our study in 

which we describe our experience using 
trimethoprim-sulfamethoxazole (TMP-
SMX) for the treatment of osteomyelitis. 
We share the concern that TMP-SMX has 
shown inferiority to vancomycin 1 when 
used to treat bacteremia; however, it is 
unclear whether the findings suggested 
in the study by Markowitz et al.1 can be 
extrapolated to osteomyelitis in children. 
In addition, as noted, all of the patients 
in our study with methicillin-resistant 
Staphylococcus aureus (MRSA) isolated 
from invasive sites were first treated with 
vancomycin (from 1 to 26 days). Even our 

1 patient who had documented MRSA bac-
teremia and was treated with only 1 day 
of vancomycin before changing to intrave-
nous TMP-SMX recovered nicely. We also 
note that 1 distinct disadvantage of TMP-
SMX is that is does not cover Streptococ-
cus pyogenes. This does create a problem 
in osteomyelitis cases in which cultures 
from invasive sites are negative. In these 
cases, empiric therapy must be used and 
patients monitored closely for antibiotic 
failure. Accordingly, in any case of severe 
disease in which the patient is unstable, 
we would not recommend TMP-SMX as 
a first-line option. However, given a stable 
patient who can be closely monitored for 
signs and symptoms of therapeutic fail-
ure, we felt comfortable with this empiric 
choice given the very small number of 
cases of S. pyogenes–related osteomyelitis 
we see in our population. 

Although first-line treatment of 
MRSA infections are beta-lactam antibiot-
ics, we often discovered that there were situa-
tions in which our patients could not tolerate 
oral beta-lactam drugs, either due to adverse 
reactions or compliance issues. For exam-
ple, cephalexin is sometimes a challenge for 
patients because it must be dosed every 6 
hours. Typically, we administer TMP-SMX 
every 8 hours, which improves compliance. 
Finally, daptomycin is certainly a possible 
outpatient alternative. However, we strive 
to choose oral drugs as first-line therapy 
for our outpatients, thus eliminating cen-
tral line–related complications.2 Linezolid, 
although available in oral form, is often 
not approved by medical insurers and is 
prohibitively expensive for most of our patients 
to afford out-of-pocket. In addition, its long-
term use is sometimes problematic due to its 
bone marrow suppressive side effects. Again, 
we thank Drs. Pezone and Leone for their 
comments. We also agree that additional trials 
are needed to evaluate the efficacy of TMP-
SMZ in acute osteomyelitis.
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Antiviral Treatment for 
Children With Influenza

What’s the Evidence?

 To the Editors:

Garg et al1 have recently made a plea for 
the use of antiviral treatment for chil-

dren affected or suspected of being affected 
with influenza, specially if they are at risk 
of complications or have been hospitalized, 
in line with recent Centers for Disease Con-
trol and Prevention, Advisory Committee 
on Immunization Practices and American 
Academy of Pediatrics recommendations.2,3 
They cite a Cochrane meta-analysis showing 
a reduction in illness duration and reduced 
incidence of otitis media in those aged 1 to 5 
years.4 Recently, the Cochrane Collaboration 
has released an updated review of unpub-
lished regulatory information from trials of 
neuraminidase for influenza in adults and 
children. In their conclusions, they found a 
high risk of publication and reporting biases. 
For them, “the evidence supports a direct 
oseltamivir mechanism of action on symp-
toms but we are unable to draw conclusions 
about its effect on complications or transmis-
sion.”5 The difficulties to obtain full study 
reports from the manufacturer of oseltami-
vir and the implications for a change in the 
approach to systematic reviews have just 
been published online.6,7 As most of the infor-
mation about the efficacy of neuraminadase 
inhibitors in children with influenza at risk of 
complications or of hospitalized comes from 
retrospective and uncontrolled studies, I find 
unacceptably unfounded the strong recom-
mendations made by the above organizations 
and find myself more comfortable with the 
conclusions adopted by the Food and Drug 
Administration and The Cochrane Collabora-
tion. It is expected that transparent, properly 
designed and conducted, independent trials, 
instead of the induced force of habit, will 
help us in the future to obtain strong evidence 
to better guide our decisions for children 
infected with influenza.
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Reply:

Dr. Moral comments that most of the 
information on the efficacy of neu-

raminidase inhibitors for treatment of influ-
enza virus infection in hospitalized children 
or children at increased risk of complica-
tions comes from retrospective and uncon-
trolled studies.1 We agree with Dr. Moral 
that there is a paucity of clinical trials data 
to inform influenza antiviral treatment rec-
ommendations for children, especially those 
who are hospitalized or have underlying 
medical conditions. However, we disagree 
that observational studies should be dis-
regarded as evidence to support guidance. 
While observational studies have inherent 
design limitations, they can inform clini-
cal practice and public health, particularly 
when data from randomized controlled 
trials are unavailable, have not been con-
ducted in certain high-risk groups, or are 
unethical to perform using a placebo group 
because antiviral treatment is recommended 
in the group under study. We support the 
need for additional studies to inform clini-
cal practice and policy decisions including 
well-designed clinical trials and observa-
tional studies. However, while we await 
these data, we cannot ignore the fact that in 
the United States each year 100 children 
die from influenza and its complications2–5 
and an estimated 35,000 children are hos-
pitalized,6 with 11%–27% of hospitalized 
children having illness severe enough to 

require admission to an intensive care unit.7 
Among hospitalized children, 32%–75% 
have underlying medical conditions,7 and 
chronic lung disease, neurological condi-
tions, immunocompromised state and other 
high-risk conditions are associated with an 
increased risk of intensive care unit admis-
sion and death among children with influ-
enza virus infection.8–10 Two meta-analyses 
of oseltamivir clinical trials data, using the 
same databases but different methodologies, 
have concluded that early outpatient use of 
oseltamivir reduced hospitalizations and 
lower respiratory tract illness among healthy 
persons.11,12 Furthermore, additional evi-
dence supports a reduction in complications 
with early treatment.13–15 When providing 
antiviral treatment recommendations, policy 
makers consider the total body of evidence 
that is available and account for potential 
benefits and risks, with the aim of reducing 
the morbidity and mortality associated with 
influenza illness, especially among those 
most at risk for severe illness. As new data 
become available, guidance can be updated 
and revised.
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Acute Appendicitis 
Associated With Scarlet 

Fever

To the Editors:

Acute appendicitis associated with infec-
tious disease is rare and such associa-

tion is generally considered to occur coin-
cidentally.1 We treated a boy who developed 
acute appendicitis during the course of 
scarlet fever. Such association is rare, and 
the diagnosis and surgery may be delayed 
because the physicians tend to focus on the 
contagious disease.

The 6-year and 3-month-old boy 
developed sore throat and fever up to 40°  
3 days before admission. In addition, a pruritic 
erythematous rash over the face, neck and 
body was noted. On admission, he appeared 
acutely ill. The body temperature was 37.6°, 
blood pressure 96/60 mm Hg, respiratory 
rate 20/min and pulse rate 104/min. Perio-
ral pallor, coarse skin texture with diffuse 
scarletiniform rashes over the face, neck 
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