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Abstract

Background: Comprehensive data regarding in-hospital cardiovascular events of adults with confirmed 2009 influenza A (HIN1) (2009 HIN1)
infections are limited. The aim of this study was to determine the clinical characteristics, laboratory parameters, and electrocardiographic (ECG)
findings for adults with 2009 H1N1 infections and to assess the differences in these parameters among adult patients with and without in-hospital
cardiovascular events.

Methods: Seventy-one patients were enrolled from the 2009 HINI registry database (our hospital registry of confirmed 2009 HIN1 infection
during the year 2009) and divided according to the presence of in-hospital cardiovascular events. Six patients had cardiovascular events (CV
group) and 65 did not (NCV group).

Results: The CV group was more likely to be old (p = 0.023). Regarding co-morbidities, underlying coronary heart disease (p = 0.001),
congestive heart failure (p = 0.001), diabetes (p = 0.001), and hypertension (p = 0.014) had significant influences on cardiovascular events. The
CV group was also more likely to have chest pain (p = 0.034), dyspnea (p = 0.045), higher leukocyte count (p = 0.014), higher C-reactive
protein (p = 0.010), higher glucose level (p = 0.001), and higher N-terminal probrain natriuretic peptide level (p = 0.010) than the NCV group.
In addition, the CV group had a significantly higher in-hospital mortality rate (p = 0.010) and cardiac mortality rate (p = 0.001) than the NCV
group. However, there were no significant differences in ECG findings between the two groups.

Conclusion: Our study demonstrated that the CV group had higher in-hospital and cardiac mortality rates than the NCV group. A meticulous
therapeutic approach should be considered for elderly patients with 2009 HIN1 infections having coronary heart disease, congestive heart
failure, diabetes, hypertension, and high levels of leukocyte count, hs-CRP, glucose, and NT-proBNP at the time of admission.
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1. Introduction

During periods of epidemic influenza, numerous deaths and
serious complications occur frequently in vulnerable pop-
ulations with underlying chronic medical disorders such as
cardiovascular diseases.'™* Although some reports suggest
links between the 2009 influenza A (HIN1) (2009 HINI1)
infection and cardiovascular deaths, data describing cardio-
vascular complications of the 2009 HINI infection are
limited.>® Moreover, a dearth of literature exists about the role
of influenza as a trigger of in-hospital cardiovascular events in
adult patients with the 2009 HIN1 infection.’

The aim of this study was to determine the clinical char-
acteristics, laboratory parameters, and electrocardiographic
(ECG) findings for adults with 2009 HINI infections; to
assess the differences in these parameters among adult patients
who had in-hospital cardiovascular events (CV group) and
those who did not (NCV group); and to assess the in-hospital
courses and mortality in the two groups.

2. Methods
2.1. Study participants

Study data were obtained from the 2009 HIN1 Samsung
Changwon Hospital registry database. We approached 71
consecutive patients >15 years of age who were admitted to
our hospital, a 720-bed referral center, for confirmed 2009
HINT infection between August 1 and December 31, 2009. A
total of 5805 patients visited our center during the study
period, and 2436 patients (42%) were tested positive for 2009
HINI. Out of 850 adult patients who were >15 years of age,
71 (8.4%) were admitted to our hospital because of severe
symptoms of HIN1 infection. Among 71 enrolled patients, six
(8.3%) had cardiovascular events during index hospitalization
and 65 did not. Out of the six patients in the CV group, acute
myocardial infarction occurred in three patients (on the 5%,
4th, and 5" day after admission, respectively), paroxysmal
atrial fibrillation in two patients (on the 4™ and 6™ day after
admission, respectively), and acute myocarditis in one patient
(on the 6™ day after admission) during index hospitalization.
Acute myocardial infarction was diagnosed according to the
American College of Cardiology and the American Heart
Association guidelines (patients with acute myocardial
infarction presented with typical chest pain with ST elevation
on ECG and elevated cardiac enzymes and significant nar-
rowing or plaque rupture on coronary angiogram), and acute
myocarditis was diagnosed by myocardial biopsy performed in
patients with acute chest pain, ECG changes, and elevation of
cardiac enzymes.

One patient with acute myocardial infarction died of
cardiac arrest with intractable ventricular tachycardia. Medical
records of patients with confirmed 2009 HIN1 infections were
retrospectively reviewed, including demographic information,
clinical manifestations, and laboratory and ECG findings. In
all patients, ECGs and laboratory studies were performed on
the first hospital day.

Obese patients were defined as those with a body mass
index (BMI) of >30 kg/mz. Diabetes mellitus was defined as
a serum fasting glucose level >126 mg/dL, a history of dia-
betes mellitus, or current use of antidiabetic medications.
Hypertension was defined as repeated measurement of
systolic blood pressure >140 mmHg or diastolic blood
pressure >90 mmHg, or previous antihypertensive medication
treatment. Current smoking was defined as having smoked
cigarettes <1 year prior to admission. To determine the
severity of illness, the Acute Physiology and Chronic Health
Evaluation (APACHE) II score and Charlson comorbidity
index were determined in all patients within 24 hours of
admission. The protocol was approved by the Institutional
Review Board of the Samsung Changwon Hospital. The
recommendations of the revised version of the Declaration of
Helsinki were met.

2.2. Microbiological studies

Nasopharyngeal swab specimens or transtracheal secretions
were collected from each patient at the time of admission and
tested for the 2009 HIN1 infection, which was confirmed with
real-time reverse-transcriptase polymerase chain reaction
analysis (Bioneer Corp., Daejeon, Korea). Laboratory techni-
cians were blinded to patient identity and characteristics.

2.3. ECG

Initially, ECGs were read by two cardiologists who were
masked with respect to the status of patient illness. Two
additional cardiologists, each with 10 years of experience in
their field, reviewed the ECGs to determine the clinical
significance of the findings.

2.4. N-terminal probrain natriuretic peptide assay

Blood samples were obtained from the antecubital vein and
put into tubes containing lithium heparin, and then centri-
fuged. These samples were stored at —70°C until further
analysis. Plasma N-terminal probrain natriuretic peptide (NT-
proBNP) levels were measured using an Elecsys proBNP
reagent kit (Roche Diagnostics, Indianapolis, IN, USA) and an
Elecsys 2010 (Roche Diagnostics, Indianapolis, IN, USA).
Laboratory technicians were blinded to patient identities and
characteristics.

2.5. Statistical analysis

Statistical analysis was performed using SPSS Pc + 12.0
software (SPSS Inc., Chicago, IL, USA). Data for continuous
variables were given in terms of the median and interquartile
range (IQR). The Mann—Whitney nonparametric U test was
used to compare continuous variables between the two groups
because of wide standard deviation, and a chi-square test was
used to compare the categorical variables. Differences were
considered statistically significant when p < 0.05.
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3. Results
3.1. Clinical characteristics

The clinical characteristics and initial presentations of the
CV and NCV groups are compared in Table 1. There were no
significant differences in gender, BMI, obesity, and current
smoker status, underlying cerebrovascular disease, chronic
obstructive pulmonary disease, liver cirrhosis, and chronic
renal disease between the two groups. The CV group consisted
of older patients (median age, 64.5 vs. 50 years; p = 0.023)
and had a significantly higher prevalence of coronary heart
disease (33% vs. 2%; p = 0.001), congestive heart failure
(33% vs. 2%; p = 0.001), diabetes mellitus (100% vs. 15%;
p = 0.001), and hypertension (67% vs. 22%; p = 0.014). Most
initial presentations of the CV and NCV groups were similar
between the two groups. However, there was a significantly
higher incidence of chest pain (50% vs. 15%; p = 0.034) and
dyspnea (83% vs. 40%; p = 0.045) in the CV group than in the
NCYV group. There were no significant differences in systolic
and diastolic blood pressures and heart rate.

3.2. Laboratory and ECG findings

The laboratory and ECG findings for the CV and NCV
groups are compared in Table 2. There were no significant
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differences in ECG findings such as PR interval, QRS dura-
tion, or corrected QT interval. Also, there were no significant
differences in the prevalence of ST elevation, Q-wave, T-wave
inversion, first atrioventricular block, bundle branch block, and
atrial and ventricular premature beats.

The CV group had significantly higher blood levels of
leukocyte count (median, 15.1 x 10°vs. 7.8 x 10°/uL;
p = 0.014), high sensitive C-reactive protein (hs-CRP)
(median, 153.4 vs. 54.5 mg/mL; p = 0.010), and glucose
(median, 310.0 vs. 117.5 mg/dL; p = 0.001) than the NCV
group. In addition, the CV group had significantly higher NT-
proBNP levels (median, 4756.0 vs. 480.0 pg/mL; p = 0.010)
than the NCV group. However, there were no significant
differences in the leukocyte count, hemoglobin level, platelet
count, creatinine phosphokinase (CPK), lactate dehydrogenase
(LDH), albumin, blood urea nitrogen (BUN), creatinine,
creatinine phosphokinase-MB (CK-MB), and troponin-I blood
levels between the two groups.

3.3. APACHE II score and Charlson comorbidity index

The CV group had significantly higher APACHE II score
[median, 20.0 (IQR, 16.0—32.0) vs. 10.0 (IQR, 5.5—17.5);
p = 0.001] and Charlson comorbidity index [median, 3 (IQR,
2—4) vs. 1 (IQR, 0—3); p = 0.035] than the NCV group
(Fig. 1).

Table 1
Comparison of clinical characteristics between CV and NCV groups.
CV group (n = 6) NCV group (n = 65) P
Age (y)* 64.5 (57.5—84.0) 50.0 (28.5—66.0) 0.023*
Male gender, n (%) 5 (83) 31 (48) 0.102
Body mass index (kg/m?)* 21.3 (20.1—-24.8) 22.4 (19.3—-25.0) 0.950
Obesity, n (%) 3 (50) 17 (26) 0.204
Diabetes mellitus, n (%) 6 (100) 10 (15) 0.001*
Hypertension, n (%) 4 (67) 14 (22) 0.014*
Current smoker, n (%) 1(17) 15 (23) 0.719
Coronary heart disease, n (%) 2 (33) 1) 0.001*
Congestive heart failure, n (%) 2 (33) 1) 0.001*
Cerebrovascular disease, n (%) 0 (0) 16 (25) 0.237
COPD, n (%) 0 (0) 5(@8) 0.485
Liver cirrhosis, n (%) 0 (0) 2 (3) 0.665
Chronic renal disease, n (%) 2 (33) 5(8) 0.041%*
Clinical presentation
Chest pain, n (%) 3 (50) 10 (15) 0.034*
Dyspnea, n (%) 5 (83) 26 (40) 0.045*
Fever/chills, n (%) 5 (83) 54 (83) 0.926
Cough/sputum, n (%) 6 (100) 49 (75) 0.171
Sore throat, n (%) 0 (0) 15 (23) 0.189
Nausea/vomiting, n (%) 1(17) 8 (12) 0.793
Abdominal pain/diarrhea, n (%) 2 (33) 8 (12) 0.337
Headache, n (%) 0 (0) 18 (28) 0.140
Fatigue/myalgia, n (%) 3 (50) 23 (35) 0.322
Hemodynamic parameters
SBP (mmHg)* 145 (110—150) 120 (105—140) 0.869
DBP (mmHg)* 91 (62—103) 80 (60—90) 0.893
Heart rate (beats/min)* 101 (85—135) 88 (76—109) 0.557

*Significant finding.

COPD = chronic obstructive pulmonary disease; CV group = patients with cardiovascular events; DBP = Diastolic blood pressure; NCV group = patients with no

cardiovascular events; SBP = systolic blood pressure.
# Presented as median (interquartile range).



438 B.G. Song et al. / Journal of the Chinese Medical Association 75 (2012) 435—441

Table 2

Comparison of electrocardiographic and laboratory findings between CV and NCV groups.

Electrocardiographic changes

PR interval (ms)*

QRS duration (ms)

Corrected QT interval (ms)
ST-segment elevation, n (%)
Q-wave, n (%)

T-wave inversion, n (%)

First AV block, n (%)

Bundle branch block, n (%)

Atrial premature beats, n (%)
Ventricular premature beats, n (%)

Laboratory findings
Leukocyte count (x 10%/puL)?*
Lymphocyte count (%)*
Hemoglobin (g/dL)*
Platelet count (x10*/pL)?
hs-CRP (mg/mL)*

CPK (ng/mL)*

LDH (ng/mL)*
Albumin (g/dL)*
Glucose (mg/dL)*
BUN (mg/dL)?
Creatinine (mg/dL)*
CK-MB (ng/mL)*
Troponin-I (ng/mL)*

CV group (n = 6) NCV group (n = 65) p
131.0 (118.0—196) 156.0 (144.0—176.0) 0.286
96.0 (91.0—132.0) 91.5 (86.0—99.0) 0.080
461.0 (442.0—4932.0) 441.0 (424.0—468.8) 0.352
3 (50) 20 (31) 0.322
1(17) 23) 0.110
4 (67) 19 (29) 0.070
0 (0) 1(2) 0.761
1(17) 2(3) 0.110
1(17) 2(3) 0.110
1.(17) 3(5) 0.215
15.1 (8.8—17.4) 7.8 (6.3—10.1) 0.032%*
11.2 (7.6—17.8) 12.7 (6.1-20.4) 0.854
12.4 (9.5—14.9) 12.5 (11.1-14.4) 0.846
194 (171-209.5) 182 (127.5—244) 0.575
153.4 (71.2—259.3) 54.5 (15.5—120.4) 0.010%*
143.0 (42.0—189.0) 98.0 (41.3—244.5) 0.665
322.0 (267.0—432.0) 226.0 (176.0—322.0) 0.102
3.0 (2.5-3.5) 3.1 (2.5-3.7) 0.721
310.0 (210.0—420.0) 117.5 (106.3—135.5) 0.001*
15.7 (12.3—27.4) 10.0 (7.2—20.4) 0.082
1.5 (0.9-1.9) 0.9 (0.7-1.2) 0.081
3.5(1.5-5.3) 2.6 (1.7-4.1) 0.821
0.02 (0.01—0.08) 0.02 (0.01—0.04) 0.640
4756.0 (2405.0—13210.0) 480.0 (54.5—6704.3) 0.010%*

NT-proBNP (pg/mL)*

* Significant finding.

AV = atrioventricular; BUN = blood urea nitrogen; CK-MB = creatinine phosphokinase-MB; CPK = creatinine phosphokinase; CV group = patients with
cardiovascular events; hs-CRP = high sensitive C-reactive protein; LDH = lactate dehydrogenase; NCV group = patients with no cardiovascular events;

NT-proBNP = N-terminal probrain natriuretic peptide.
# Presented as median (interquartile range).

3.4. Clinical course and treatment

The clinical courses and treatment for the CV and NCV
groups are compared in Table 3. There were no significant
differences in the time intervals between the two groups, from
the duration of symptoms to the time of admission [median,
2.5 days (IQR, 1.0—5.0 days) in the CV group vs. median, 2.0
days (IQR, 0—4 days) in the NCV group; p = 0.467] to the
time of antiviral therapy [median, 2.5 days (IQR, 2.0—6.0
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Also, there were no significant differences in the use of
inotropics and renal replacement therapy, and in the use and
duration of antiviral and antibiotic therapies between the two
groups. The CV group had a significantly higher prevalence of
ventilator use (33% vs. 8%; p = 0.041), and a significantly
higher duration of ICU stay (median, 15 vs. 2 days; p = 0.001)
and length of hospitalization (median, 23 vs. 6 days;
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Fig. 1. The APACHE II score and Charlson comorbidity index in the CV and NCV groups. The CV group had significantly higher APACHE II score [median, 20.0
(IQR, 16.0—32.0) vs. 10.0 (IQR, 5.5—17.5); p = 0.001] and Charlson comorbidity index [median, 3 (IQR, 2—4) vs. 1 (IQR, 0—3); p = 0.035] than the NCV group.
APACHE = Acute Physiology and Chronic Health Evaluation; CV group = patients with cardiovascular events; IQR = interquartile range; NCV group = patients

with no cardiovascular events.
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Table 3
Comparison of clinical courses and management between CV and NCV groups.

CV group (n = 6) NCV group (n = 65) P

Use of antiviral therapy, n (%) 100 (0) 100 (0) —
Duration of antiviral therapy (d)* 5.0 (5.0-5.0) 5.0 (5.0-5.0) 0.880
Combined bacterial pneumonia, n (%) 3 (50) 35 (54) 0.831
Use of antibiotic therapy, n (%) 6 (100) 54 (84) 0.665
Duration of antibiotic therapy (d)* 10.0 (10.0—14.0) 7.0 (5.0—10.0) 0.118
Use of inotropics, n (%) 3 (50) 16 (25) 0.171
Use of renal replacement therapy, n (%) 0 (0) 2 (3) 0.748
Use of ventilator, n (%) 2 (33) 5(8) 0.041*
ICU stay, n (%) 5 (83) 14 (22) 0.002*
ICU duration (d)* 15.0 (4.5—26.8) 2.0 (0.0—4.0) 0.001%*
Hospitalization (d)* 23.0 (9.8—38.8) 6.0 (3.0—10.5) 0.025%*
In-hospital mortality, n (%) 2 (33) 3(5) 0.010*
In-hospital cardiac mortality, n (%) 1(17) 0 (0) 0.001*

* Significant finding.

CV group = patients with cardiovascular events; ICU = intensive care unit; NCV group = patients with no cardiovascular events.

? Presented as median (interquartile range).

p = 0.025) than the NCV group. In addition, the CV group had
significantly higher in-hospital mortality rate (33% vs. 5%;
p = 0.010) and in-hospital cardiac mortality rate (17% vs. 0%;
p = 0.001) than the NCV group.

During hospitalization (median, 7.5 days; IQR, 3.5—11.8
days), five of 72 patients (6.9%) died; patient death was
caused by cardiac arrest with ventricular tachycardia, diabetic
ketoacidosis, massive gastrointestinal bleeding, hypoxemia,
and septic shock, respectively.

4. Discussion

The main findings of this study were as follows. First, the CV
group consisted of older patients; had a higher prevalence of
underlying coronary heart disease, congestive heart failure,
diabetes mellitus, and hypertension; and had higher blood
levels of leukocyte count, hs-CRP, glucose, and NT-proBNP
than the NCV group. Second, the CV group had significantly
higher in-hospital and cardiac mortalities than the NCV group.

To the best of our knowledge, this is the first study to
investigate in detail the clinical characteristics, laboratory
parameters, and ECG findings of adult patients with 2009
HIN1 infections in South Korea.®’

Overall, some clinical features of our study were similar to
those of earlier published studies in the literature.*'* Most
cases presented with clinical features of acute respiratory
illnesses and radiographic confirmation of pneumonia.'®~'* In
comparison with previous studies showing greater than one-
third of cases presenting with gastrointestinal symptoms,®'°
19 (27%) of our 71 cases presented with gastrointestinal
symptoms such as nausea, vomiting, abdominal pain, or
diarrhea. In our study, 18% of patients presented with chest
pain or discomfort. Bandt et al'? reported that 5—10% of their
patients experienced cardiac symptoms during acute influenza
infection.

A remarkable finding in our study was that a significant
proportion (69%) of adult patients with 2009 HIN1 infections
had abnormal ECG findings in the early stages after symptoms
showed up, although serum CK-MB and troponin-I blood

levels were normal. According to previous studies, ECG
abnormalities have been recorded in up to 81% of patients
hospitalized with influenza'*""” and in 43% of cases in
the community where patients were not hospitalized.'®
The possible explanation of any discrepancies between ECG
changes and cardiac enzymes in the early stages after symp-
toms occurred is that the nonspecific nature of the origin of
many of the ECG changes may be influenced by respiratory
alkalosis or fever, but not by the 2009 HIN1 virus itself.

In our study, there were no significant associations between
abnormal initial ECG findings and cardiovascular events
during index hospitalization. Previously published studies
found that ECG abnormalities were not associated with
cardiac injury markers or echocardiographic contractile
abnormalities.'®'”'*?* Qur study confirms this finding, and
together, these observations suggest that ECG changes during
the early stages of 2009 HINT1 infections may not predict the
cardiovascular events during index hospitalization and hence
are clinically insignificant.

A study of previously healthy military recruits found that
six (15%) of 40 patients with influenza had abnormal ECG
findings, and all had regional myocardial dysfunction
confirmed by echocardiography.'® The CK-MB levels were
elevated in three of the patients. Such findings are consistent
with acute myocarditis and suggest a much higher risk than
observed in our study. In contrast, other recent studies' 7221
found that most increases in CK levels seen during influenza
in ambulatory adults were likely of skeletal muscle origin and
acute viral myocarditis secondary to influenza was a very
uncommon complication, which are consistent with the find-
ings of the present study. According to the recently published
reports, adverse cardiovascular events occur in patients with
influenza through a number of mechanisms, including fever,
vasodilatation, hypovolemia, hypoxia, proinflammatory cyto-
kine elaboration, and procoagulant effects, as well as direct
cardiac injury such as myocarditis.>*"

In the present study, it is unclear how common asymptom-
atic cardiac involvement of influenza infection is, because
we did not perform systemic investigations such as
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echocardiogram, cardiac magnetic resonance imaging, or
cardiac biopsy in all patients. However, the prevalence of such
cardiac involvement has been reported to range from 0% to
53% of cases.”

In the present study, the incidence rate of cardiovascular
events during index hospitalization is 8.5%. According to
previous studies, cardiac changes associated with acute influ-
enza virus infection were found in 15—43% of ambulatory
patients and 14—75% of hospitalized patients.'®'”'*?* The
possible hypothesis for differences in incidence rate is that our
patients received antiviral therapy, which might have reduced
the likelihood of cardiac complications. Also, small sample
size and retrospective design of our study may further account
for those differences.

A recent analysis of individuals with health insurance
coverage provided by a large insurance company during a single
influenza season in the United States suggested a protective
effect of oseltamivir treatment for influenza against adverse
cardiac outcomes, such as unstable angina, myocardial infarc-
tion, arrhythmia, or congestive heart failure.>> A recently pub-
lished study has found that influenza vaccination improves the
clinical course of coronary artery disease and reduces the
frequency of coronary ischemic events in patients with opti-
mally treated coronary artery disease.”* Therefore, our results
may support the results of these studies, showing the importance
of early antiviral treatment in patients with severe 2009 HIN1
infections and the possible potential for influenza vaccinations
to reduce the number of cardiac fatalities.

Interestingly, in our study, the CV group had higher blood
levels of leukocyte count, hs-CRP, and NT-proBNP than the
NCV group. Recent experimental studies in mice demon-
strated that inoculation of HIN1 virus into a mouse athero-
sclerosis model resulted in heavy infiltration of atherosclerotic
plaques by inflammatory cells, as well as platelet aggregation
and thrombosis, which was an essential step in the evolution of
acute coronary syndrome.”> >’ Based on these findings, we
reasoned that higher hs-CRP and NT-proBNP blood levels in
the CV group might be reflective of the role of influenza in
stimulating cardiac remodeling, with acute inflammation
altering endothelial function. Therefore, higher leukocyte
count, hs-CRP, and NT-proBNP blood levels may be useful in
predicting an increased risk of cardiovascular events during
hospitalization in adult patients with 2009 HIN1 infections.

In our study, the CV group had significantly higher
APACHE 1II score and Charlson comorbidity index than the
NCYV group. These findings may support findings of previous
studies reporting numerous deaths and complications in
vulnerable populations with underlying chronic medical
disorders such as cardiovascular diseases.'

Notably, in the present study, the CV group had higher
in-hospital mortality and in-hospital cardiac mortality than the
NCV group. According to previously published studies,
influenza has historically been linked to cardiovascular
disease,'? and, based on epidemiological studies, cardiovascular
deaths have increased during influenza epidemics.”* A recent
systematic review of 39 studies reported consistent observa-
tional evidence of an influenza association with myocardial

infarction. Based on the consistent findings of these studies, in
addition to the results of the current study, we reasoned that the
possibility of influenza myocarditis, exacerbation of pre-existing
coronary artery disease, or worsening of congestive heart failure
is associated with increased cardiovascular mortalities in
patients with 2009 HIN1 infections.

In the current study, the overall mortality rate (7%) was
similar to that in previous studies, which reported a mortality
rate of 7% in a US cohort of 272 hospitalized patients.’ In our
study, mortality associated with 2009 HIN1 infection itself was
3%: one patient died of uncontrolled hypoxemia and the other
died of uncontrolled septic shock. Causes of deaths in most
patients were associated with underlying diseases. Therefore,
we suggest that meticulous medical care, including cardiovas-
cular and pulmonary support, as well as antiviral and antibiotic
therapy for infections is critical for controlling the mortality and
morbidity associated with 2009 HIN1 infections.

4.1. Study limitations

There were some limitations in the current study. First, this
was a retrospective design. The use of a retrospective medical
record review may have contributed to information bias.
However, to the best of our knowledge, this is the first study
investigating in detail the clinical characteristics, laboratory
parameters, and ECG findings in adult patients with 2009
HINI infections who had in-hospital cardiovascular events.
Second, because a small number of case patients may not
represent the full 2009 HIN1 influenza clinical spectrum, our
study may have lacked a sufficient number of participants to
compare the differences between the two groups, and so these
comparisons should be interpreted with caution. Third, in most
cases, we did not perform systemic investigations such as
echocardiogram, cardiac magnetic resonance imaging, or
pathology examination. Finally, we could not investigate
asymptomatic cardiac involvement in adult patients with 2009
HINT infections due to the study’s retrospective design.

In conclusion, the CV group had higher in-hospital
mortality rate than the NCV group. Old age, underlying
coronary heart disease, congestive heart failure, diabetes, and
hypertension; and high blood levels of hs CRP, glucose, and
NT proBNP were significantly common in the CV group.
Based on these findings, a meticulous therapeutic approach
should be considered for patients with 2009 HINI infections
with these risk factors at the time of admission.

References

1. Nichol KL, Nordin J, Mullooly J, Lask R, Fillbrandt K, Iwane M. Influ-
enza vaccination and reduction in hospitalizations for cardiac disease and
stroke among the elderly. N Engl J Med 2003;348:1322—32.

2. Madjid M, Naghavi M, Litovsky S, Casscells SW. Influenza and cardio-
vascular disease: a new opportunity for prevention and the need for further
studies. Circulation 2003;108:2730—6.

3. Eickhoff T, Sherman I, Serfling R. Observations on excess mortality
associated with epidemic influenza. JAMA 1961;176:776—S82.

4. Warren-Gash C, Smeeth L, Hayward AC. Influenza as a trigger for acute
myocardial infarction or death from cardiovascular disease: a systemic
review. Lancet Infect Dis 2009;9:601—10.



11.

13.

14.

16.

B.G. Song et al. / Journal of the Chinese Medical Association 75 (2012) 435—441

. Mazumer B, Almond D, Park K, Crimmins EM, Finch CE. Lingering

prenatal effects of the 1918 influenza pandemic on cardiovascular disease.
J Dev Orig Health Dis 2010;1:26—34.

. Martin SS, Hollingsworth CL, Norfolk SG, Wolfe CR, Hollingworth JW.

Reversible cardiac dysfunction associated with pandemic 2009 influenza
A (HINI1). Chest 2010;137:1195—7.

. Lippi G, Franchini M, Favaloro EJ. Influenza and cardiovascular disease:

does swine-origin, 2009 HIN1 flu virus represent a risk factor, an acute
trigger, or both? Semin Thromb Hemost 2010;36:49—58.

. Lee EH, Wu C, Lee EU, Stoute A, Hanson H, Cook HA, et al. Fatalities

associated with the 2009 HINT1 influenza A virus in New York city. Clin
Infect Dis 2010;50:1498—504.

. Jain S, Kamimoto L, Bramley AM, Schmitz AM, Benoit SR, Louie J,

et al. Hospitalized patients with 2009 HIN1 influenza in the United States,
April—June 2009. N Engl J Med 2009;361:1935—44.

. Liu SL, Zhang ZR, Wang C, Dong Y, Cui LB, Yang XH, et al. 2009

pandemic characteristics and controlling experiences of influenza HIN1
virus 1 year after the inception in Hangzhou, China. Med Virol
2010;82:1985—-95.

Perez-Padilla R, de 1la Rosa-Zamboni D, Ponce de Leon S, Hernandez M,
Quifiones-Falconi F, Bautista E, et al. Pneumonia and respiratory failure
from swine-origin influenza A (HIN1) in Mexico. N Engl J Med
2009;361:630—9.

. Kumar A, Zarychanski R, Pinto R, Cook DJ, Marshall J, Lacroix J, et al.

Critically ill patients with 2009 influenza A (HIN1) infection in Canada.
JAMA 2009;302:1872—9.

Bandt CM, Staley NA, Noren GR. Acute viral myocarditis: clinical and
histologic changes. Minn Med 1979;62:234—17.

Walsh J, Burch GE, White A, Mogabgab W, Dietlein L. A study of the
effects of type A (Asian strain) influenza on the cardiovascular system of
man. Ann Intern Med 1958;49:502—28.

. Gibson TC, Arnold J, Craige E, Curnen EC. Electrocardiographic studies

in Asian influenza. Am Heart J 1959;57:661—8.

Verel D, Warrack AJ, Potter CW, Ward C, Rickards DF. Observations on
the A2 England influenza epidemic: a clinicopathological study. Am Heart
J 1976;92:290—6.

17.

18.

20.

21.

22.

23.

24.

25.

26.

217.

441

Greaves K, Oxford JS, Price CP, Clarke GH, Crake T. The prevalence of
myocarditis and skeletal muscle injury during acute viral infection in
adults: measurement of cardiac troponins I and T in 152 patients with
acute influenza infection. Arch Intern Med 2003;163:165—8.

Sole MJ, Liu P. Viral myocarditis: a paradigm for underlying the patho-
genesis and treatment of dilated cardiomyopathy. J Am Coll Cardiol
1993;22:99A—105A.

. Karjalainen J, Nieminen MS, Heikkila J. Influenza Al myocarditis in

conscripts. Acta Med Scand 1980;207:27—30.

Ison MG, Campbell V, Rembold C, Dent J, Hayden FG. Cardiac findings
during uncomplicated acute influenza in ambulatory adults. Clin Infect Dis
2005;40:415—22.

Bowles NE, Ni J, Kearney DL, Pauschinger M, Schultheiss HP,
McCarthy R, et al. Detection of viruses in myocardial tissues by
polymerase chain reaction. Evidence of adenovirus as a common
cause of myocarditis in children and adults. J Am Coll Cardiol
2003;42:466—72.

Mamas MA, Fraser D, Neyses L. Cardiovascular manifestations associ-
ated with influenza virus infection. Int J Cardiol 2008;130:304—9.
Enger C, Nordstrom BL, Thakrar B, Sacks S, Rothman KJ. Health
outcomes among patients receiving oseltamivir. Pharmacoepidemiol Drug
Saf 2003;12:1—11.

Ciszewski A, Bilinska ZT, Brydak LB, Kepka C, Kruk M,
Romanowska M, et al. Influenza vaccination in secondary prevention from
coronary ischemic events in coronary artery disease: FLUCAD study. Eur
Heart J 2008;29:1350—8.

Naghavi M, Wyde P, Litovsky S, Madijd M, Akhtar A, Naquib S, et al.
Influenza infection exerts prominent inflammatory and thrombotic effects
on the atherosclerotic plagues of adipoprotein E-deficient mice. Circula-
tion 2003;107:762—8.

Madjid M, Aboshady I, Awan I, Litovsky S, Casscells SW. Influenza and
cardiovascular disease: is there a causal relationship? Tex Heart Inst J
2004:31:4—13.

Haidari M, Wyde PR, Litovsky S, Vela D, Ali M, Casscells SW, et al.
Influenza virus directly infects, inflames, and resides in the arteries of
atherosclerotic and normal mice. Atherosclerosis 2010;208:90—6.



	Clinical features in adult patients with in-hospital cardiovascular events with confirmed 2009 Influenza A (H1N1) virus inf ...
	1. Introduction
	1. Introduction
	2. Methods
	2.1. Study participants
	2.2. Microbiological studies
	2.3. ECG
	2.4. N-terminal probrain natriuretic peptide assay
	2.5. Statistical analysis

	3. Results
	3.1. Clinical characteristics
	3.2. Laboratory and ECG findings
	3.3. APACHE II score and Charlson comorbidity index
	3.4. Clinical course and treatment

	4. Discussion
	4.1. Study limitations

	References


