China were due to genotype 4 HEV [4],
yet 4 major HEV were genotypes identi-
fied in Asia [7]. A study in Spain showed
that HEV infection negatively affects the
survival and prognosis in patients with
chronic liver disease. Nevertheless, this
association differed among continents
with different HEV genotypes or sub-
types [8]. We echo the suggestion by Sun
et al [1] that genetic variation in HEV
genotypes may play a role and agree that
further studies are needed to explore
this issue.
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Influenza-like lliness Definition
Pertaining to Clinical Practice
Guidelines on the Diagnosis,
Treatment, Chemoprophylaxis,
and Institutional Outbreak
Management of Seasonal
Influenza

To THE EDpITOR—We read with great
interest the recent publication of clin-
ical practice guidelines on the diag-
nosis, treatment, chemoprophylaxis,
and institutional outbreak management
of seasonal influenza in the March
15, 2019, issue of Clinical Infections
Diseases [1]. In that paper, Uyeki et al
cited our paper as evidence to sup-
port recommendations addressing the
recognition of influenza in immuno-
compromised hosts [2]. However, the
authors stated that only 7% of patients
in our study met the Centers for Disease
Control and Prevention’s influenza-like
illness definition (ILI). We reported in
the abstract, the main body, and the ta-
bles in our paper that 7 patients (23%)
met ILI definition and not 7% stated by
the authors. We think this was merely
an oversight by the authors. Our find-
ings are also corroborated in a later
publication by Claus et al who reported
numbers similar to ours [3]. We hope
to provide this clarification to ensure
an appropriate estimation of the risks
associated with dependence on signs
and symptoms for diagnosis of influ-
enza in immunocompromised patients.
Once again we commend the authors
for doing this work.
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Response to Apewokin and
Onyishi

To THE EprTOR—We thank Apewokin
and Onyishi [1] for allowing us to cor-
rect an error in the Infectious Diseases
Society of Americas clinical practice
guidelines on influenza [2]. In their study,
they reported that 7 of 31 (23%) of hema-
topoietic stem cell transplant recipients
with influenza met the case definition of
influenzalike illness, not 7%, as we cited.
Their work and the work of others clearly
demonstrate that immunocompromised
patients with influenza frequently pre-
sent with atypical clinical features and are
at higher risk of complications from in-
fluenza, including death [3-5].

It is therefore critical that clinicians
maintain a high index of suspicion for
influenza in severely immunocompro-
mised patients during influenza season.
Nucleic acid amplification tests for influ-
enza should be used for testing. In immu-
nocompromised or critically ill patients
with evidence of pneumonia but with
negative results of influenza testing in the
upper respiratory tract, tracheal aspirates
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or bronchoalveolar lavage fluid should be
tested for influenza and other respiratory
viruses [2, 6]. Antiviral therapy should be
started promptly in those with suspected
or laboratory-confirmed influenza, ide-
ally as soon after illness onset as possible.
Treatment should not be delayed during
the wait for laboratory results.

Notes

Disclaimer. The views expressed are those of
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The Safety of Eravacycline in
the Treatment of Acute Bacterial
Infection

To THE EDITOR—We read with great
interest the report of the evaluating the
clinical efficacy and safety of eravacycline
versus meropenem in the treatment of
complicated intra-abdominal infections
(cIAIs) in a randomized controlled trial
[1]. In this study, Solomkin et al [1] dem-
onstrated that eravacycline had relative
low rates of adverse events (AE) for a drug
of this class but had higher incidence of
treatment-emergent AEs (TEAEs) than
meropenem. Therefore, we have one se-
rious concern about the safety issue of
eravacycline and conducted this meta-
analysis to provide an updated evidence
on the safety of eravacycline.

Four randomized controlled trials
[1-4] were identified through a system-
atic review of the literature in PubMed,
Embase, ClinicalTrials.gov, and Cochrane
databases until May 2019. Three studies
[1, 3, 4] compared the use of eravacycline
with carbapenem (2: ertapenem; I:
meropenem) in the treatment of cIAl,
and 1 study [2] compared eravacycline
with levofloxacin in the treatment of
complicated urinary tract infection.
Figure 1 showed the comparison between
eravacycline and comparator in terms of

AEs. In the pooled analysis of 3 studies re-
porting TEAE, we found that eravacycline
was associated with higher risk of TEAE
than comparators (odds ratio [OR], 1.55;
95% confidence interval [CI], 1.21-1.99;
I’ = 0%). Nausea (11.3%, 123/1084) and
vomiting (5.3%, 57/1084) were the most
common AEs of eravacycline, and their
incidences were higher than the com-
parators (for nausea, OR, 5.70; 95%
CI, 2.17-14.97; I’ = 53%; for vomiting,
OR, 2.40; 95% CI, 1.02-5.65; I’ = 53%).
However, no significant differences were
found between eravacycline and com-
parators for the incidence of serious AEs
(OR, 1.05; 95% CI, 0.67-1.65; I = 0%),
and all-cause mortality (OR, 1.17; 95%
CI, 0.39-3.48; I’ = 5%).

In conclusion, eravacycline is asso-
ciated with higher risk of TEAE and 2
of the most common AEs (nausea and
vomiting) than the comparator in the
treatment of acute bacterial infection, but
the incidence of serious AEs and mor-
tality are similar between eravacycline
and comparator.
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