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Abstract

Background—To examine temporal trends in emergency departments (ED) visits for
bronchiolitis among US children between 2006 and 2010.

Methods—Serial, cross-sectional analysis of the Nationwide Emergency Department Sample, a
nationally-representative sample of ED patients. We used |CD-9-CM code 466.1 to identify
children <2 years of age with bronchiolitis. Primary outcome measures were rate of bronchiolitis
ED visits, hospital admission rate, and ED charges.

Results—Between 2006 and 2010, weighted national discharge data included 1,435,110 ED
visits with bronchiolitis. There was a modest increase in the rate of bronchiolitis ED visits, from
35.6 to 36.3 per 1000 person-years (2% increase; Pieng=0.008), due to increases in the ED visit
rate among children from 12 months to 23 months (24% increase; Pireng<0.001). By contrast, there
was a significant decline in the ED visit rate among infants (4% decrease; Pyeng<0.001) Although
unadjusted admission rate did not change between 2006 and 2010 (26% in both years), admission
rate declined significantly after adjusting for potential patient- and ED-level confounders (adjusted
OR for comparison of 2010 with 2006, 0.84; 95%Cl, 0.76-0.93; P<0.001). Nationwide ED charges
for bronchiolitis increased from $337 million to $389 million (16% increase; Preng<0.001),
adjusted for inflation. This increase was driven by a rise in geometric mean of ED charges per
case from $887 to $1059 (19% increase; Pyeng<0.001).

Conclusions—Between 2006 and 2010, we found a divergent temporal trend in the rate of
bronchiolitis ED visits by age group. Despite a significant increase in associated ED charges, ED-
associated hospital admission rates for bronchiolitis significantly decreased over this same period.
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Introduction

Bronchiolitis is a major public health problem in the United States. Almost all children are
exposed to respiratory syncytial virus (RSV) and other causes of bronchiolitis® and
approximately 40% of children develop clinical bronchiolitis during the first two years of
life.23 The majority of children with bronchiolitis have mild illness, but some children
present to the emergency department (ED), and others require hospitalization.*® In 2009,
bronchiolitis led to approximately 130,000 hospitalizations, with total direct cost of $550
million.6

For the last two decades, ED visit rates in the US have increased by more than a third as
EDs have increasingly served as an acute diagnostic and treatment center, a primary safety
net, and a 24/7 portal for rapid hospital admission.”:8 For children with bronchiolitis, a
previous study estimated a stable temporal trend in national ED visit rates between 1992 and
2000.° More recent studies demonstrated increasing trends in the early 2000's, however,
within a local population,1© and within patients with RSV only.11 Although RSV is the most
common cause of bronchiolitis, many other infectious agents are associated with
bronchiolitis.12-14 Therefore, estimates derived from samples of RSV bronchiolitis would
underestimate health care utilization and expenditures.1® Since there have been no recent
efforts to assess temporal trends in the rate of bronchiolitis-related ED visits, hospital
admission rate, and ED charges, we used a nationally-representative study to examine
temporal trends in ED visits in children with bronchiolitis between 2006 and 2010,

Materials and Methods

Study design and setting

We conducted a serial cross-sectional analysis of data from the 2006-2010 Nationwide
Emergency Department Sample (NEDS),16 a component of the Healthcare Cost and
Utilization Project (HCUP) sponsored by the Agency for Healthcare Research and Quality
(AHRQ). The HCUP-NEDS is nationally representative of all community hospital-based
EDs in the United States, which is defined by the American Hospital Association as all
nonfederal, short-term, general, and other specialty hospitals.1® The NEDS was constructed
by using administrative records from the HCUP State Emergency Department Databases and
the State Inpatient Databases. The State Emergency Department Databases capture
information on ED visits that do not result in an admission (i.e., treat-and-release visits or
transfers to another hospital); the State Inpatient Databases contain information on patients
initially seen in the ED and then admitted to the same hospital. Taken together, the resulting
NEDS represents all ED visits regardless of disposition and contains information on short-
term outcomes for patients admitted through the ED. The NEDS is the largest all-payer ED
and inpatient database in the United States. The NEDS represents an approximately 20%
stratified sample of US hospital-based EDs, containing more than 28 million records of ED
visits from approximately 1,000 hospitals each year. Weights are available to obtain national
estimates at the ED visit and hospital level, pertaining to nearly 130 million ED visits.
Additional details of the NEDS can be found elsewhere.16 The institutional review board of
Massachusetts General Hospital approved this analysis.
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Study population

ED visits for patients age <2 years who had an International Classification of Diseases,
Ninth Revision, Clinical Maodification (ICD-9-CM) code for bronchiolitis (466.1) in the
primary or secondary diagnosis fields were eligible for our analysis. We included children
with bronchiolitis in the secondary diagnosis field to avoid underestimation of this clinical
diagnosis. Prior work shows potential overlap with pneumonia and potential difficulty
distinguishing between bronchiolitis and early asthma in children aged <2 years.’

Patient- and ED-level variables

The NEDS contains information on patient demographics, ED visit day, diagnoses and
procedures, total charge for ED and/or inpatient services, ED disposition, and hospital
disposition. Socioeconomic status was estimated using national quartiles for median
household income based on the patient's ZIP code and primary insurance (payer).16 We
grouped primary payer into public sources (Medicaid and Medicare), private payers, self-
pay, and other types. Diagnoses and procedures were available using ICD-9-CM and
Clinical Classifications Software (CCS), a methodology developed by AHRQ to group
|CD-9-CM codes into clinically sensible and mutually exclusive categories. High-risk
medical condition was defined as history of prematurity (i.e., <36 weeks of gestation) or at
least 1 complex medical condition, previously defined using ICD-9-CM codes in 9
categories of illness (e.g., neuromuscular, cardiovascular, and respiratory).18

Hospital characteristics include annual visit volume, US region, urban-rural status, and
teaching status. Annual volume of bronchiolitis cases for each ED was calculated; EDs in
the top quartile of bronchiolitis volume were labeled as high-bronchiolitis-volume ED.
Geographic regions (Northeast, South, Midwest, and West) were defined according to
Census Bureau boundaries.1® Urban-rural status of the ED was defined according to the
Urban Influence Codes.2°

Outcome measures

The primary outcome measures were rates of bronchiolitis-related ED visits, hospital
admission rates, and charges for ED services. Other outcomes of interest included in-
hospital (ED and inpatient) use of mechanical ventilation, hospital length of stay, and in-
hospital all-cause mortality. Admission rate was defined as proportion of hospital
admissions among all bronchiolitis ED visits. Total ED charges reflected the total facility
fees reported for each discharge record. In-hospital all-cause mortality was defined as the
number of deaths divided by total number of bronchiolitis. Use of mechanical ventilation
(non-invasive or invasive) was identified with CCScode 216.

Statistical analysis

We described changes in the outcomes from 2006 through 2010. We calculated the rate of
ED visits using population estimates obtained from the US Census Bureau.2! ED visit rates
were expressed as the number of estimated ED visits per 1000 children of the corresponding
age group per year. Additionally, to address a possibility that diagnostic transfer may
partially explain the temporal trend in the rate of bronchiolitis ED visits, we also examined
temporal trends for pneumonia and asthma by using CCScode 122 and 128 in the primary
or secondary diagnosis field, respectively. To test for temporal trend in the ED visit rates,
we used Poisson regression models.

To facilitate direct comparisons between years for ED and overall charges, we converted all
charges to 2010 US dollars using the medical care component of the Consumer Price
Index.22 Because charges were not normally distributed, we calculated the weighted

Pediatr Infect Dis J. Author manuscript; available in PMC 2015 January 01.
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geometric mean and median of charges.23 The geometric mean is the average of the
logarithmic values of a data set, which is then converted back to a base-ten number; it is less
influenced by extreme values than the arithmetic mean. We estimated total charges as a
weighted sum of case-level charges. We used linear regression models for log-transformed
charges to test for temporal trends.

To examine temporal trends in admission rate and charges for ED services, we fit two
analytical models. First, we developed an unadjusted model that included only calendar year
as the independent variable. Second, we examined the association between calendar year
and each outcome using multivariable logistic regression. We adjusted for both patient-level
variables (i.e., age, sex, quartiles for median household income, primary payer, admission
day, and high-risk medical conditions) and ED-level (annual volume of bronchiolitis cases,
region, urban and rural distinction, and hospital teaching status). The model was fit by using
generalized estimating equations to account for clustering of discharges within hospitals.
Incorporating sampling weight is generally not advised for multi-level modeling in the
HCUP data because it complicates an already-complicated estimation procedure, possibly
for little or no gain.2 Thus, the unweighted bronchiolitis cohort was analyzed in the
multivariable models.

We then conducted a series of sensitivity analyses to assess the consistency of temporal
trend in each outcome among diagnostic subgroups. First, to minimize the potential
misclassification of asthma, we repeated the analysis in cases with bronchiolitis in children
<12 months of age (infants). Second, we conducted the analysis for cases with both primary
diagnosis of bronchiolitis aged <12 months and no high-risk conditions.

All analyses used SUDAAN version 11.0 (Research Triangle Institute, Research Triangle
Park, NC) to obtain descriptive statistics accounting for the complex sampling design, and
SAS version 9.3 (SAS Institute, Cary, NC) for multi-level modeling. Two-sided P<0.05 was
considered statistically significant.

Patient and ED characteristics

We identified a total of 313,566 ED visits for bronchiolitis in US, corresponding to a
weighted estimate of 1,435,110 ED visits between 2006 and 2010. This accounted for 4.3%
(95% confidence interval [Cl], 4.2%-4.5%) of all ED visits for children <2 years. Between
2006 and 2010, the annual proportion of bronchiolitis ED visits among the total ED visits
was relatively constant (Pireng=0.20).

The patient and ED characteristics of the population of children with bronchiolitis are shown
in Table 1. Infants accounted for three-fourths of bronchiolitis ED visits; most were male.
Patients with the lowest quartile for median household income contributed one-third of ED
visits. In more recent years, children with bronchiolitis were less likely to be age <12
months, and more likely to have a public insurance (both Pieng <0.01). Children with public
insurance contributed two-thirds of bronchiolitis ED visits in 2010.

Temporal trends in rates of bronchiolitis ED visits

Between 2006 and 2010, there was a modest increase in the rate of bronchiolitis ED visits,
from 35.6 (95%Cl, 32.9-38.5) to 36.3 (95%Cl, 33.3-39.5) per 1000 person-years (2%
increase; Pieng=0.008; Figure). This finding was due largely to an increase in the ED visit
rate among children from 12 months to 23 months (24% increase; Pireng<0.001). By
contrast, there was a significant decline in the ED visit rate among infants (4% decrease;
Ptreng<0.001).

Pediatr Infect Dis J. Author manuscript; available in PMC 2015 January 01.
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To determine if a shift in diagnostic preference could have played a role in the increase in
bronchiolitis ED visit rate, pneumonia and asthma ED visits were examined. Among
children from 12 months to 23 months, the increase in bronchiolitis ED visit rate was
mirrored by decreases in that for pneumonia and astnma (all Py¢ng<0.01; see Figure,
Supplemental Digital Content 1, http://links.lww.com/INF/B674). By contrast, among
infants, the decrease in bronchiolitis ED visits was paralleled by decreases in that for
pneumonia and asthma (all Pyeng<0.001; see Figure, Supplemental Digital Content 2, http://
links.lww.com/INF/B675).

Temporal trends in hospital admission and clinical outcomes for bronchiolitis

Between 2006 and 2010, the unadjusted hospital admission rate after an ED visit for
bronchiolitis did not change significantly (26% both in 2006 and 2010; odds ratio [OR] for
comparison of 2010 with 2006, 0.98; 95%Cl, 0.82-1.17; Table 2 and Table 3). By contrast,
the multivariable-adjusted admission rate declined significantly (adjusted OR for
comparison of 2010 with 2006, 0.84; 95%Cl, 0.76-0.93; P<0.001; Table 3). Patient-level
risk factors for hospital admission were younger age, female sex, higher household income,
having public and private insurance (compared to self-pay), ED visits on weekdays, and
presence of high-risk medical conditions; ED-level factors were EDs with high bronchiolitis
volume, in northeast or west regions, and with metropolitan teaching or non-metropolitan
status. Similarly, we observed a consistent, significant decline in adjusted admission rate
across all diagnostic subgroups (Table 4). Use of non-invasive or invasive mechanical
ventilation did not change (Pyreng=0.41; Table 2). Likewise, hospital length of stay and
overall mortality did not change significantly during the study period.

Temporal trends in ED charges

Dicussion

Between 2006 and 2010, the total national charges for bronchiolitis ED visits increased from
approximately $337 million (95%CI, $315-$358 million) to $389 million (95%CI, $359-
$419 million), adjusted for inflation (16% increase; Pyeng<0.001; Table 2). Infants
accounted for three-fourths of this annual charge ($286 million in 2010; 95%Cl, $263-$309
million; Table 4). The geometric mean of ED charges per case increased from $887 (95%Cl,
$824-$950) to $1059 (95%Cl, $971-$1147; 19% increase; Pieng<0.001).

Table 3 demonstrates multivariable regression results for predictors of ED charges. In
particular, the mean charge per ED visit was higher for more recent years (25 % higher for
comparison of 2010 with 2006; 95%CI, 20%-29%; P<0.001) and children with public
insurance (25% higher; 95%CI, 20%-29%; P<0.001). By contrast, the mean charge was
lower for patients seen in EDs with high bronchiolitis volume (14% lower; 95%Cl,
7%-22%; P<0.001).

In a nationally-representative sample of more than 300,000 actual ED visits by children with
bronchiolitis, we found a divergent temporal trend in the rate of bronchiolitis ED visits
between 2006 and 2010. Concurrent with these trends were a significant decrease in hospital
admission rates and an increase in ED charges. The observed increase in ED charges was
partially explained by differences in comorbidities; however, multivariable analysis
demonstrated that insurance status and several ED characteristics were strong predictors of
ED charges in children with bronchiolitis.

Previous studies reported an increase in rates of bronchiolitis ED visits in the early 2000s
within the Tennessee Medicaid populationl? and among patients with RSV infection.1! The
NEDS provides a nationally-representative sample that better addresses the public health
burden of bronchiolitis in US children. Between 2006 and 2010, our study demonstrated an
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increased ED visit rate among children from 12 months to 23 months and a decline among
infants. The reasons for these temporal trends are unclear and likely multifactorial. Changes
in the rate of ED visits could reflect true trends in disease incidence and severity.
Alternatively, non-biological factors may have contributed, such as altered access to primary
care, healthcare-seeking behaviors, and changes in the organization of medical services that
favor rapid diagnostic technologies and early treatment available in the ED. Furthermore,
the observed increase in bronchiolitis ED visit rate among older children was mirrored by
decreases in that for pneumonia and asthma. Therefore, it is possible that diagnostic transfer
explains, at least in part, the increase in bronchiolitis ED visit rates in this subgroup. By
contrast, we found a significant decline in the ED visit rate in infants, paralleled by
decreases in that for pneumonia and asthma. Thus, it is difficult to postulate that diagnostic
transfer fully explains the decrease in infants.

A recent study reported a decrease in the incidence of bronchiolitis hospitalizations through
the 2000s in US.® Similarly, we found a significant decline in the adjusted hospital
admission rate among US children with bronchiolitis across different definitions of the
disease. This temporal trend occurred without an increase in mortality, and has many
possible contributing factors, including changes in the criteria for hospitalizations,
availability and utilization of healthcare in the community, use of supplemental oxygen at
ED discharge, and severity of disease.2> Additionally, a previous study reported a decrease
in use of chest x-rays for ED patients with the availability of the 2006 American Academy
of Pediatrics practice guidelines,26 which might have led to fewer diagnoses of pneumonia
and hospitalizations. Alternatively, the decline may have been driven by alterations in
coding practice, with less severe cases of bronchiolitis being recognized and coded in more
recent years. However, the concurrent decrease in the rate of ED visits and admission among
infants and patients with “classic” bronchiolitis (i.e., primary diagnosis of bronchiolitis in
infants without high-risk medical conditions) argues against this possibility.

We also demonstrated significant contributions of socioeconomic status to hospital
admission rates among US children with bronchiolitis. This finding was consistent with
prior studies reporting higher admission rates associated with Medicaid-insured
patients.27:28 By contrast, and inconsistent with the previous investigations,2%-31 we found a
novel association between higher household incomes and higher admission rates.
Furthermore, we believe our study is the first to demonstrate significant variation in hospital
admission rate across US regions. This degree of variation is not unique to bronchiolitis, in
that substantial variation in rates have documented for number of diseases.32-33 The previous
investigations within local populations reported possible contributing factors, such as

differences in environmental factors, physician density, practice patterns, and healthcare
access,30,31,34,35

We are struck by the finding that national ED charges related to bronchiolitis increased over
time, even after adjusting for inflation. Despite the public health burden of bronchiolitis,
there have been no recent studies examining temporal trends in ED charges. Using different
definitions of bronchiolitis (i.e., infants with primary diagnosis of bronchiolitis or
pneumonia), a previous study estimated annual national ED costs of $50 million in 2001 US
dollars, although the ED charges would be considerably larger.28 We observed a 16%
increase in national charges from $337 million in 2006 to $389 million in 2010. This
increase was driven by increases in the average ED charge per case because the volume of
bronchiolitis ED visits remained constant during the study period. The reasons for increasing
charges per case are likely multifactorial. Potential explanations include changes in disease
severity, more ED resource use, overuse of medications and chest x-rays, and changes in
hospital billing practices.36-38 Additionally, a wide variation in diagnosis and management
for bronchiolitis among clinicians might, in part, contribute to this phenomenon.2:17:36.:38 |
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our study, the ED charges were partly explained by annual bronchiolitis volume within the
ED after adjusting for case-mix and other ED characteristics. Thus, the association between
the EDs with higher bronchiolitis volume and lower charges might result from the factors
other than patient and ED characteristics, such as greater provider experience and
streamlined systems of care contributing to less routine use of bronchodilators, radiographs,
and laboratory tests.

Potential limitations

These findings should be interpreted in the context of the study design. First, our study was
ED-based and not population-based; many individuals may report to non-ED settings for
bronchiolitis, such as outpatient office visits.10:11 Therefore, our observations do not
represent the true incidence of the disease but rather the incidence of ED visits for
bronchiolitis. Second, we used an administrative database of discharge-level data, without
clinical information beyond that captured in ICD-9-CM codes. We might have
underestimated or overestimated the frequency of bronchiolitis ED-visits due to potential
overlap with pneumonia, and potential difficulty distinguishing between bronchiolitis and
early asthma.1” However, we conducted sensitivity analyses to address this issue. Third, a
lack of patient identifiers precluded us from examining longer-term outcomes, such as return
ED visits. It is possible that a small proportion of patients might have reported to EDs
multiple times in the same year. Lastly, as with any observational study, the observed
decline in hospital admission rate might be confounded by unmeasured factors, such as
disease severity; maternal age and infant birth weight; favorable changes in household
crowding, or parental smoking; and immunoprophylaxis with palivizumab for high-risk
children,39-43
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Figure. Rates of USED Visitsfor Bronchioalitis per 1000 Children, According to Age Group and
Different Definitions; 2006-2010

Between 2006 and 2010, there was a significant increase in the overall rate of bronchiolitis
ED visits among children age <2 years (2% increase; Pieng=0.008), and the subgroup of
children from 12 months to 23 months (24% increase; Pyeng<0.001). By contrast, there was
a significant decline in the rate among children age <12 months (4% decrease; Pireng<0.001),
and the subgroup of children age <12 month with bronchiolitis as the primary diagnosis and
no high-risk medical conditions (6% decrease; Ptreng<0.001). I bars represent 95%
confidence intervals.

Pediatr Infect Dis J. Author manuscript; available in PMC 2015 January 01.



Page 11

Hasegawa et al.

1.0 (¥2-GT) 6T (62-81) €2 (Te-81) ¥2 (ce-91) €2 (ze-L1) v2 1sampIN
890 (61-TT) ST (ez-v1) 8T (0z-1T) 5T (0z-11) 5T (zz-1T) 91 IseayuoN
uoibay
€60 (¥8-22) 18 (¥8-22) 28 (98-62) €8 (s8-82) 28 (98-62) ¢8 @3 awnjoA-spijoyouo.g-ybiH
v1°0 (856'v8-€22'9¢) v2L'sS  (688'18-T2L'LE) TLL'VS  (£08'08-T80'8E) ¢2€'GS  (VOZ'OL-v2T'WE) €GL'TS  (£29'9L-66L'LE) TE6'ES (4O1) uelpaw ‘awnjoA NsIA A3 [el0L
a|qelieA pae|-luawilredaq Aouab ewg
€0 (ed¢ (ea¢ (ed¢ (e2)¢ (ede Luonipuod xsu-ybiH
(ee-ze) ze (ee-ze) e (ee-te) 28 (ce-1e) 1€ (ee-ze) ze PUB33M
(89-29) 89 (89-29) 89 (69-89) 89 (69-89) 69 (89-29) 89 [Kepisam
900 Kep usin @3
70 (r-e) € (-2 € (Sev (-2 € (92 v Buyo
6000 (9v) g (2-9)9 (6-9) 8 (999 (£-9)9 Ked-yjas
20 (62-v2) 92 (0e-52) 82 (ve-L2) 1€ (ve-92) o€ (te-L2) 62 alentld
100 (89-€9) 99 (£9-19) ¥9 (€9-65) 65 (¥9-25) 09 (¥9-09) 29 aJedIPaN pue predIpan
aouelnsul yijeay Jo adA L
820 (L1-2T) 91T (sT-TT) €T (91-1T) 9T (91-21) T (0z-v1) 91 (sayby) ¥
90 (92-02) €2 (zz-81) 02 (v2-6T) 22 (vz-02) 2¢ (52-02) ¢z €
€20 (ee-L2) 0g (ee-12) 0¢ (ee-82) 0¢ (0e-92) 8¢ (62-92) L2 14
70 (8e-62) €€ (Tv-ge) L€ (8e-Te) 5¢ (ov-g€) 9¢ (8e-08) ve (1samoy) T
9p0od dIZ w_Em_EQ JO 3wodul pjoyssnoy uelpawl 1o} w__tm:O
850 (65-89) 65 (65-85) 65 (65-89) 65 (65-83) 65 (65-89) 85 X9 3[elN
(8z-92) L2 (Lz-v2) 9z (9z-€2) ve (ve-ee) €2 (ve-1e) ze 6'€C-CT
(L2l el (9L-€2) sL (LLv2) 9L (82-91) 1L (6£-92) 8L 6T1-0
100°0> (ypuow) aby

PSTEDIPUI 85 B0 SS31UN ([BASIU SOLBPIILIOD %4G6) aBeIUsd Bd

a|qel e pAs|-1uelied

GT6'98¢2 ¥02'€82 986'98¢ 9v0'€62 656782 N ‘ojdwes payyBramn
§62'€9 y6T'€9 96279 6TE'€9 291'65 N ‘adures pajybramun
pusll Jojd 0T10C 600c 800¢ 1002 900¢

0T0Z-900Z ‘SIM[0IYPUOIF M a3 84 01 BunUess 1d s Ip|IYD SN JO SONsIielde ey Jusw redeq Aousb ew3 pue Jusited

T alqel

NIH-PA Author Manuscript NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pediatr Infect Dis J. Author manuscript; available in PMC 2015 January 01.



Page 12

Hasegawa et al.

*(s19pJos1p 10848p 2118uah Jo [enusbuod Jaylo pue ‘Asueubifew ‘orjogeisw ‘o1Bojounwwi Jo ABojorewsay ‘feunsajuiolsed ‘eual ‘Alojelidsal ‘rejnasenoiped

‘1e|nasnwoJnau “a'1) ssauj|l 40 salofialed 6 Ul S8P0d IND-6-AD | Buisn paulgap Ajsnoinaid ‘uonipuod [ealpaw xajdwod T 1ses) 1e Jo Alunyewsald Jo AI0ISIY Se paulap Sem UOIIPUOD [edlpaw v_m__-:m__.:
‘Aepli4 pue ‘Aepsiny ‘Aepsaupapn ‘Aepsan] ‘Aepuoln uo NsIA a3

.

‘abuel a1enbisiul ‘YOI Quswiredap Adusblaws ‘3 :SsuoneIAsIqaY

290 (61-€T) 9T (61-21T) ST (81-21) ¥T (T-11) 9T (9z-01) €1 ueytjodonaw-uoN
¥9°0 (6e-22) €€ (6e-82) €€ (ov-22) €€ (ov-22) €€ (ve-ze) 82 Buiyoesi-uou uepjodonain
650 (09-7¥) 2§ (85-GY) 1§ (09-6¥) 2§ (T9-av) €5 (£9-19) 65 Buiyoesy ueyjodonsiy
snyels Bulyoeay/uoieao]
v2'0 (9e-02) L2 (5z-s1) 6T (se-81) 92 (9e-02) L2 (se-27) ¢ 1S9/
L0 (Lv-2€) 6€E (Lv-€¢€) v (ev-62) € (zv-82) € (vv-82) 9¢ uyinos
pueiL Jojd (0]4074 6002 800¢ 1002 900¢

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

Pediatr Infect Dis J. Author manuscript; available in PMC 2015 January 01.



Page 13

Hasegawa et al.

abuel ajuenbiaiul ‘YOI {JeAtslul 8duapIIU0D ‘D ‘uawedap Aouabiaws ‘g3 suoneinsIqqy

100°0> (6Tv-65€) 68€ (eTv-v9¢) 68 (G6e-81€) 95¢  (18£-€€€) LG€  (8SE-STE) LEE 10%56 ‘(suot|jiw) ¢ sabireyo [ejoL
100'0> (Lv11-126) 6S0T  (9TT1-626) 8¥0T  (166-G28) €€6  (166-228) €66  (0S6-728) 288 (1D %S6) Ueal d113awioab ‘¢ YsIA Jad sadlnies @3 1o abreyd
€0 (20'0-00'0) 100 (20'0-00'0) T0'0  (20°0-00°0) T0'0  (€0°0-00°0) TO'0  (€0°0-T0°0) 20°0 (12 %S6) % ‘AHjenow |[esan0
250 (sm¢e (ome (sMe r1e (sT¢e (401) uetpaw ‘(Aep) Aels yo yibua
70 (8-€)g (6-%) 9 (92 v (92 v (L-€) v (12 9656) % 'UOITRIIIUBA [eD1UBYIBIN
900 (82-€2) 92 (L2-22) v2 (82-22) S¢ (0e-g2) 82 (82-12) 92 (12 %S6) % ‘uoissiwpy
G16'98¢ 702'€82 986'98¢ 9v0'€6e 656'78¢ sjuaiyed Jo JaquinN
pw.L o} d 0T0Z 6002 800¢ 1002 9002

0T02-900¢ ‘shijoiyouo.g

y1m Juswil fedaq Aouab o3 ayy 01 Bunusss id us Ip|1yD SN Buowre a1 ses 1uswil fedaq Aouab o3 Jo) seb feyd pue SawodInQ [eoaluld

NIH-PA Author Manuscript

¢?olqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pediatr Infect Dis J. Author manuscript; available in PMC 2015 January 01.



Page 14

Hasegawa et al.

NIH-PA Author Manuscript

(¢z-012-) ¥T-

(0z01TT) 9T
o1z

(8o1T) S

CRIVEICT )]

(8o1g)9
(62 0102) 52

(oot
(Tat)o
(tat)o
CRIVEIETEN]

(c-011-) 1-
CRIVEIETEN]

(e-011-) 2-

(62 0102) Sz

(Lzo16T) €2

(6T o1TT) ST
(¢1019)6
EREIETEN]

(8z-2) 8T
(5e-8) LT
(eTorgr) g
¥rore)s
ERIEVETEN]

(LzZ0189T)S6T

(T9g01¥1°2) ¥8°2
(6T TOIVTT)OTT

(16T01/2T)8ST
ERlVEICIE)]
(cezo1€LT) 002
(Lzz015.T) 00T

(8eTO0122T) 62T
(02T0160T)ST'T
(¥TT01€0T) 20T

ERIVEIEIEN]

uoibay
@3 awnjoA-spijolyouo.g-ybiH
LuonIpuod su-ybiH

(pusaam 'sn) Aepxaan
Aep usin @3

BY10

Aed-}19s

areAlld

aIedIpaIN pue PredIpaiN
aouelnsul yijeay Jo adA L

(asaubiy) v

€

4

(3samoy) T

3p09 dZ sausiied JO 8W0D Ul Ployasnoy UeIpaw Joy ajiend)

(S0T0100T)€0T
9oualaley

(OV'T019ET) TV'T

(€6'0019°0) ¥8°0
(216°00128°0) 680
(660 0158°0) 26°0
(20°T 0106°0) 96°0
ERIEVETEN|

(LT'T0128°0) 86°0
(20T 0162°0) 260
(yT'T 0108°0) 96°0
(LzT01760) 60T
ERIIETETENS|

X35 dewa
6'€c-¢l
6'TT-0

(yruow) aby
0T0C
600C
800¢
L00C
9002

Jeak Jepus|e)

(10 %s6) sbueyo o

(1D %S6) 0172 SPPO
ppowa|gelleARINA  PpoW pesnipeun  ppowajqeleAlNIN - Ppow paxsn fpeun
S90Inses a3 Jloysab reyd

a1eY UOKSIWPY

S|qelren

0T02Z-9002 ‘S11j01yduo Ig yim juswiredeq Aousb w3 03 Bunuess id
ue Ip|1yD Buouwre saoin ses 1usW fedaq Aousb jowg Jo)ab rey)d pue soley UOKSIWPY [1IdSOH JoSPPO A 9|gelfeAlln A pue pasn [peun

€9lgel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pediatr Infect Dis J. Author manuscript; available in PMC 2015 January 01.



Page 15

Hasegawa et al.

*(sJapJosip 199)9p onaduab Jo [enusabuod Jayro pue ‘Aoueubijew ‘orjogelsw ‘o1bojounwiwi o ABojorewsay ‘[eunsajulonseb ‘[euss
‘Alojelidsal ‘ye[nasenolpled ‘JeinasnWoINau ') ssaul|l 40 Sallobaled 6 Ul Sapod IND-6-aD 1 Buisn paulyap Ajsnolaaid ‘UoRIPUOI [edIpaw xa|dwod T 1Ses| Je Se pauljap Sem UORIPU0d [ealpaw %sH-ybiH

1

'$90IAIBS 03 Joy sabreyd pawloysuell-H0] Jo s|opow uoissalbas Jeaur
M

“JuedIIUBIS Ajjeonsiels ase synsal pjog

“Juawitedap Aouabiawia 3 {[eAIsIUl 8UBPILUOD | :SUOHRIABIGAY

(6¢- 01 €€-) L€~ - (L2TO12ET) EST uetjodonsw-uoN
ERITEIETENS| - ERIIEIETEN| Buiyoear-uou ueyjodosan
(€T012)8 - (leTO10TT)ECT Buiyoes) uenjodonsiy

snyels Bulyoesy/uoneao]
(sTo1p) 9 - (0sT0180T) 2T 1S3
(tto11) 9 - (8T'T0188°0) 20°T yinos
ERITEIETENS| - ERlIEIETEN| 1SOMPIN
(8ory) e - (62T01/2T)TST 1seayuoN
(1D %S6) abueyd 9% (1D %S6) 01¥ed SPPO a|qel e\

ppow a|geleAllnN - ppow pasnipeun  ppowa|qelreARNIN - pPOW pasn(peun

SeoInues a3 10y sabreyd a1ey UOKSIWPY

NIH-PA Author Manuscript NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pediatr Infect Dis J. Author manuscript; available in PMC 2015 January 01.



Page 16

'snyels Bulyaesy pue ‘snyexs [edni/ueqgin ‘uoibal SN ‘a3
awn|oA-siIjoIyduoIg-ybiy ‘uonipuod [earpaw ysu-ybiy Jo aouasaid ‘Aep 1sIA @3 ‘sniels aoueINSUI ‘BLOJUI PJOYasNoy UeIpaW ‘Xas :Sonstialoeleyd jeudsoy pue jusiyed Buimopjoy sy Jo4 Bunsnipe sjapoin
M

‘0T 01 [enba 10 uey) $S8] SI Jeak Yoes Ul SUOIIBAISSTO JO Jaquinu ay) se paiodal 10u ‘—

abues ajienbisIul ‘YO ‘[eAIBIUI 3OUSPILUO0D ‘1D ‘O1IR] SPPO ‘YO ‘Juswiiedap Aoushiaws ‘3 :suoneinaIgqay

(652-6T2) 6€C (092-122) eve (152-66T) S22 (6¥2-972) 2€2 (ovz-212) 922

Hasegawa et al.

(10 %G6) ‘(suoijiw) $ sebieyo [elo0

(62-6T) v2 (ze-81) €2 (61-T1) ST (e1-9) 0T 8ouBIB)eY (10 %56) aBueyd 9 pasnlpy
100°0> (9GTT-296) 290T  (V2T1-826) TSOT  (886-G98) 926  (v00T-2.8) 866  (9G6-828) 268 (1D %6S6) Uealu o130k ‘($) NsIA Jad sadlnles Q3 Joj abreyd
- - - - - - (12 %S6) % ‘Aferow |[e18n0
v7°0 (sTme (9T € (sTe w12 (CRIES (401) uerpaw (Aep) Aess jo LpbuaT
9g'0 (8-€)g (0t1-v) 9 (sa)¢ (9-2)¢ (-9 v (1D 9%56) % ‘UOIIRIIIUSA [eIUBYISIN
(€8'0-590) 20 (06'0-G20) €80  (26'0-82°0) 580  (S0°'T-68'0) £6'0 9uaIa)ey (10 %56) 4O pasnlpy
170 (L2-22) S¢ (L2-22) sz (82-22) ¢ (Te-L2) 62 (62-92) L2 (12 %S6) % ‘uoissiwpy
099 7.1 9€9 9.1 LSv 18T €15 06T 18 06T Jusized Jo JaquinN
uo131pu0d s ybiy ou pue syjuow gT> abe ‘sisoubelp Asew id se siijoiyouoig
(60€-€92) 98¢ (TT€-€L2) 262 (662-€v2) T2 (962-LG2) 9L (182-Lv2) ¥9¢2 (12 %56) ‘(suot||iw) ¢ sabreyo [e10L
(62-02) ¢ (8z-67) €2 (61-TT) ST (e1-9) 0T CRIIEILTER] {10 %56) abueyd 9, paisnlpy
100°0> (LGT1-626) 990T  (L2T1-286) GS0T  (v66-v.8) €6  (POOT-v.8) 6€6  (¥S6-928) 068 (1D %6S6) Ueall o130k ‘($) NsIA Jad sadlnles Q3 1oy abreyd
150 (€0'0-00'0) 100 (20°0-00'0) T0'0  (€0°0-T0°0) T0'0  (20°0-00°0) TO'0  (¥0°0-T0°0) 20'0 (12 %S6) % ‘Aujenow |essn0
170 (CRIR> (CRE (sme rne (1€ (4O1) uerpaw (Aep) Aess yo LybuaT
6€0 (8-€)g (0T-v) 9 (9-2av (92 ¢ (2-€) v (12 9%S6) % ‘UOIIRIIIUSA [eD1UBYISN
(06'0-v2'0) 280 (£6'0-18°0) 680  (86°0-¥8'0) 160  (20'T-68°0) G6°0 aoualasey (10 %56) 4O pasnlpy
820 (0e-62) L2 (62-12) L2 (0e-v2) L2 (ce-L2) 0g (0e-52) 82 (12 %S6) % ‘uoissiwpy
GT18'80C 660'TTZ TTL'LT2 Z9v'sze 688'T2C jusnzed Jo JaquinN
syjuow g1>aby
pw.L o} d 0T0Z 6002 8002 L002 9002
0T0Z-900¢

‘suoniule@ 1ue Jo1J1g 01 Bulp 020V ‘siijoIyduo g Ylim Juswil redeq Adusb jowi3 ayl 01 Bunuess id us Ip|iyd SN Buouwre sswiod1nQ [edl

NIH-PA Author Manuscript

1o

v alqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pediatr Infect Dis J. Author manuscript; available in PMC 2015 January 01.



