microorganisms

Article

The Epidemiology of Meningitis in Infants under 90 Days of
Age in a Large Pediatric Hospital

Timothy A. Erickson "2, Flor M. Munoz 3, Catherine L. Troisi 2{, Melissa S. Nolan {7, Rodrigo Hasbun >,
Eric L. Brown 2 and Kristy O. Murray *

check for

updates
Citation: Erickson, T.A.; Munoz,
EM.; Troisi, C.L.; Nolan, M.S.;
Hasbun, R.; Brown, E.L.; Murray,
K.O. The Epidemiology of Meningitis
in Infants under 90 Days of Age in a
Large Pediatric Hospital.
Microorganisms 2021, 9, 526. https://
doi.org/10.3390/ microorganisms
9030526

Academic Editor: James Stuart

Received: 15 January 2021
Accepted: 9 February 2021
Published: 4 March 2021

Publisher’s Note: MDPI stays neutral
with regard to jurisdictional claims in
published maps and institutional affil-

iations.

Copyright: © 2021 by the authors.
Licensee MDPI, Basel, Switzerland.
This article is an open access article
distributed under the terms and
conditions of the Creative Commons
Attribution (CC BY) license (https://
creativecommons.org/licenses /by /
4.0/).

Department of Pediatrics, Section of Pediatric Tropical Medicine, William T. Shearer Center for Human
Immunobiology, Baylor College of Medicine and Texas Children’s Hospital, Houston, TX 77030, USA;
timothy.erickson@bcm.edu

2 School of Public Health, University of Texas Health Science Center, Houston, TX 77030, USA;
Catherine.L.Troisi@uth.tmc.edu (C.L.T.); eric.l.brown@uth.tmc.edu (E.L.B.)

Department of Pediatrics, Section of Infectious Diseases, Baylor College of Medicine and Texas Children’s
Hospital, Houston, TX 77030, USA; florm@bcm.edu

Department of Epidemiology and Biostatistics, Arnold School of Public Health, University of South Carolina,
Columbia, SC 29208, USA; msnolan@mailbox.sc.edu

5 McGovern Medical School, University of Texas, Houston, TX 77030, USA; Rodrigo.Hasbun@uth.tmc.edu
*  Correspondence: Kmurray@bcm.edu

Abstract: Background: Meningitis is associated with substantial morbidity and mortality, particularly
in the first three months of life. Methods: We conducted a retrospective review of patients <90
days of age with meningitis at Texas Children’s Hospital from 2010-2017. Cases were confirmed
using the National Healthcare Safety Network (NHSN) definition of meningitis. Results: Among
694 infants with meningitis, the most common etiology was viral (n = 351; 51%), primarily caused by
enterovirus (n = 332; 95%). A quarter of cases were caused by bacterial infections (1 = 190; 27%). The
most common cause of bacterial meningitis was group B Streptococcus (GBS, n = 60; 32%), followed
by Gram-negative rods other than E. coli (n = 40; 21%), and E. coli (n = 37; 19%). The majority
of Gram-negative organisms (63%) were resistant to ampicillin, and nearly one-fourth of Gram-
negative rods (23%) other than E. coli and 2 (6%) E. coli isolates were resistant to third-generation
cephalosporins. Significant risk factors for bacterial meningitis were early preterm birth and the
Black race. Conclusions: Enteroviruses most commonly caused viral meningitis in infants; GBS was
the most common bacterial cause despite universal screening and intrapartum prophylaxis. The
emergence of MRSA and resistance to third-generation cephalosporins in Gram-negative bacterial
meningitis challenges the options for empirical antimicrobial therapy.

Keywords: neonatal infections; meningitis; epidemiology; antibiotic resistance; etiologic diagnosis;
enterovirus; group B Streptococcus

1. Introduction

Meningitis is associated with substantial morbidity and mortality, particularly in
infants. Numerous causes of meningitis exist, with viral and bacterial infectious agents the
most common. About one-quarter of the cases of meningitis lacks an identified cause [1].
Infants, particularly those under 90 days of age, historically have the highest attack rates
for bacterial meningitis, with Haemophilus influenzae type b (Hib) being most common in the
era prior to routine vaccination and group B Streptococcus (GBS) and E. coli most commonly
reported since. Other leading causes include viral infection with enterovirus and herpes
simplex virus (HSV) [2-9]. Only a few studies have investigated the epidemiology of infant
meningitis since the introduction of antenatal screening and antepartum treatment for GBS
in pregnant women and the advent of molecular diagnosis [7,8,10,11].

Contemporary studies examining the etiology and epidemiology of infant meningi-
tis are needed, given advances in diagnostic methods available to clinicians in the last
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decade. Similarly, studies describing antimicrobial resistance patterns are needed [9]. This
information is particularly important as antibiotic resistance has increased in the past two
decades among the most common bacterial pathogens known to cause infant meningitis,
most particularly among Gram-negatives [12,13]. To address these gaps, we conducted an
investigation into the epidemiology of meningitis in infants 0 to 90 days of life at a large
pediatric hospital in Houston, Texas.

2. Materials and Methods

We conducted a retrospective medical record review of all patients with an ICD-9
or -10 diagnosis code corresponding to meningitis admitted to Texas Children’s Hospital
from 1 January 2010 to 30 December 2017 (Table S1). Only infants <90 days of age at the
time of diagnosis were retained for analysis. We employed the National Healthcare Safety
Network (NHSN) definition of meningitis, which states that a case of meningitis requires
having either (1) an organism identified from the cerebrospinal fluid (CSF) by culture
(e.g., bacteria, fungi), PCR (e.g., viruses), or confirmatory level of IgM (e.g., arbovirus),
OR (2) CSF pleocytosis and compatible signs and symptoms [14,15]. If a patient with
pleocytosis and clinically compatible signs and symptoms had no organism identified in
the CSF but had an organism isolated from a different sterile site (i.e., blood or urine) that
is a known cause of meningitis, then they were classified as meningitis caused by that
organism. Meningitis occurring after intravenous immunoglobulin (IVIG) was classified as
meningitis due to IVIG, a well-known phenomenon [16]. Patients were classed into groups
and subgroups by cause (viral, bacterial, fungal, and unknown).

Medical records were abstracted to acquire demographic information, pre- and post-
natal metrics, including gestational age at birth, microbiology and laboratory values at
the time of admission, and clinical outcomes. Patient length of stay was calculated from
the date of hospital admission to date of discharge except in the case of those patients
initially admitted for a non-meningeal cause; these were calculated from the date of the first
identification of an abnormal CSF result. Patients were divided by age into the following
categories: <7 days of age, 7-14 days, 15-21 days, 21-28 days, and >28 days of age; and by
gestational age at birth as term (>37 weeks gestation) or preterm (<37 weeks gestation).
Patients with preterm birth were defined as either early preterm (<34 weeks gestation)
or late preterm (35 or 36 weeks gestation). Maternal age, GBS screen status (conducted,
positive/negative), type of delivery (spontaneous vaginal delivery or cesarean section),
and maternal antibiotic treatment were also obtained.

Categorical variables were compared using a Pearson’s chi-square test with statistical
significance set at the 0.05 level. All statistics were calculated using STATA version 14.2
(StataCorp, College Station, TX, USA). This study was reviewed and approved by the
Baylor College of Medicine Institutional Review Board (H-35069).

3. Results

From 2010-2017, 1501 cases of meningitis and encephalitis were admitted to Texas
Children’s Hospital. Almost half (n = 694; 46%) of all patients presented in the first 90 days
of life (Figure 1).

These infant patients accounted for 9518 days of hospital stay, with a median length
of stay of 3 days. Fourteen patients (2%) died from their infections (Table 1). An etiologic
cause could be determined for 547 patients in this population (79%). Overall, viral causes
were most common (1 = 351; 51%), followed by bacteria (n = 190; 27%), fungi (n = 5; 1%);
and one case occurring after IVIG treatment (Table 2). One of every five patients had no
known cause identified (n = 147; 21%). Twenty-five patients (4%) had healthcare-associated
ventriculitis and meningitis (HCAVM). Among the 190 bacterial meningitis cases, the
majority were culture-positive in the CSF (n = 150; 79%), followed by blood (1 = 29; 15%),
urine (n = 9; 5%), wound site on brain (17 = 1; <1%), and one unknown.
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Table 1. Demographic and clinical characteristics of meningitis by etiology in infants under 90 days of age, Houston, TX

2010-2017 *.
Demographics Enterovirus Staphylococcus Gram- Gram
and glinlzcal and West Nile HSV GBS pS yecies Positive E. coli Negative Fungal Unknown
Findines Virus n=18 n =60 LN Others n=37 Others n=>5 n =147
8 n=333 = n=35 n=40
Male (%) 186 (56) 10 (56) 28 (47) 12 (66) 18 (51) 25 (68) 24 (60) 4 (80) 87 (59)
Race/ethnicity
White (%) 135 (41) 8 (44) 14 (23) 7 (39) 5(14) 10 (27) 16 (40) 3 (60) 49 (33)
Hispanic (%) 129 (39) 5(28) 28 (47) 6 (33) 17 (49) 17 (46) 10 (25) 1(20) 66 (45)
Black (%) 36 (11) 4(22) 15 (25) 5(28) 11 (31) 6 (16) 7 (18) 1(20) 20 (14)
Other (%) 33 (10) 1(6) 3(5) 0 2(6) 4(11) 7 (18) 0 12 (8)
Private
insurance (%) 165 (50) 5(28) 17 (28) 8 (44) 19 (54) 13 (35) 17 (43) 3 (60) 57 (39)
Age
<7 days 18 (5) 5(28) 10 (17) 3(17) 10 (29) 9(24) 10 (25) 3 (60) 17 (12)
7-13 days (%) 33 (10) 3(17) 9 (15) 2(11) 1(3) 3(8) 3(8) 1(20) 14 (10)
14-20 days (%) 36 (11) 5 (28) 4(7) 3(17) 5 (14) 5 (14) 7 (18) 1(20) 7 (5)
20-27 days (%) 59 (18) 2(11) 6 (10) 2(11) 1(3) 4(11) 5 (13) 0 15 (10)
>28 days (%) 187 (56) 3(17) 31(52) 8 (44) 18 (51) 16 (43) 15 (38) 0 94 (64)
CSF Findings
Median CSF
36.5 1185 915 831 (16— 549
lezlrl;(r)lcg};t)es 202 (1-7099) (0-247) (5-24,900) 119 (2-1290) (1-13,726) 161,500) 129 (7-7350) (35-1063) 227 (8-3848)
Percent 75.5
neutrophils 26 (0-95) 4(0-83)  765(3-97) 43.5 (0-85) 80(0-98)  70.5(2-97) 58.5 (7-95) (71.80) 29 (0-93)
. 112.5 263.5 146.5 261 317
Protein mg/dL 81 (21-6000) (59-1702) (51-6000) 172 (58-1397) (54-2412) (46-3587) 193 (43-1498) (72-1134) 90 (16-1456)
Glucose 37 26.5 35
mg/dL 41 (27-112) (20-102) (20-98) 36 (20-96) 42 (20-126) (20-121) 40 (20-97) 47 (20-55) 42 (20-83)
Death (%) 0 1(6) 6 (10) 2(11) 0 2(5) 3(8) 0 0

* One case of IVIG meningitis is not reported in this table.



Microorganisms 2021, 9, 526

40f11

Table 2. Subclassifications of causes of infant meningitis, Houston, TX 2010-2017.

Enterovirus
and West HSV GBS Stap hyla.caccus Other. . E. coli Other Qram- Fungal Un IVIG
P, _ _ Species Gram-Positive _ Negative _ known _
Nile Virus n=18 n =60 n =237 n=>5 n=1
n=18 n=35 n =40 n =147
n= 333
. Gram-positive Candida
Enterovirus — proy 14y GBs (o) StPMWIococcus Ty teriano E.coli37)  DHerobacter s
(332) aureus (8) . cloacae (7)
species (13) (©)]
West Nile HSV-2 Staphylococcus Streptococcus Klebsiella
virus (1) (14) epidermidis (8) gallolyticus (9) pneumoniae (7)
Staphylococcus Enterococcus Salmonella
warneri (1) faecalis (6) enterica (6)
Staphylococcus Streptococcus Acinetobacter
hominis (1) pneumoniae (3) baumannii (3)
Streptococcus Serratia
mitis (2) marcescens (3)

Clostridium
species (1)

Streptococcus
infantarius (1)

Gram-negative
rods, no species

@

Neisseria

meningitidis (2)

Proteus mirabilis
2
Citrobacter
braakii (1)
Citrobacter
freundii (1)
Haemophilus
influenzae (1)
Klebsiella
oxytoca (1)
Pantoea species
@
Pseudomonas
aeruginosa (1)
Pseudomonas
fluorescens (1)

Morganella
morganii (1)

3.1. Viral Infections

The vast majority of viral meningitis cases were caused by enteroviral infection
(332/351, 95% of all viruses identified). Enterovirus infections exhibited seasonal trends,
with cases occurring most commonly in the summer and with peaks in 2014 and 2015
(Figure 2). Infection with herpesviruses (1 = 18; 5% of all viruses), most frequently HSV-2
(n = 14; 78%), were the next most common. A single, 41-day-old patient was also identified
with NHSN confirmed meningitis, CSF pleocytosis, and positive West Nile virus IgM in
the serum.

3.2. Group B Streptococcus

The leading bacterial cause of meningitis in our population was group B Streptococcus,
with 60 cases, representing one-third (32%) of all bacterial meningitis and 9% of all-cause
meningitis (Tables 2 and 3). Most cases (1 = 45; 75%) occurred in term infants, with one
of every four (n = 15; 25%) GBS patients born premature. The majority of these (n = 13;
87%) were born early preterm. Complete data on GBS screening during pregnancy was
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unavailable for 6 of these 60 patients; 10 patients involved premature births that were likely
too early for screening. The majority of mothers of patients with maternal GBS screening
data available (1 = 29/44; 66%) had a confirmed negative result. None of these mothers
had any course of antibiotics administered prior to delivery. The mothers of 15 infants with
GBS meningitis were positive for GBS when screened prior to delivery. Of these, one did
not have a record of antibiotic treatment, two refused treatment, and two were not treated
with no explanation available. The remaining 10 all received appropriate prophylactic
treatment prior to delivery. Most of the infants with GBS meningitis developed disease >7
days after birth (n = 50; 83%) (late-onset), while 10 (17%) developed an infection within a
week of delivery (early-onset). Mothers of infants with early-onset GBS meningitis were
more likely to have screened negative for GBS when compared to infants with late-onset
GBS, although the comparison (89% vs. 60%) was not statistically significant (p = 0.10).

70

Case count

2010 2011 2012 2013 2014 2015 2016 2017
Year

Figure 2. Enteroviral meningitis by year.

Table 3. Characteristics of cases of group B Streptococcus (n = 60) meningitis among infants 0 to
90 days old, by age at presentation, Houston 2010-2017.

Early (0-7 Days) (n = 10) Late (>7 Days) (n = 50)
Maternal screen 9 35
Positive for GBS 1 (11%) 14 (40%)
Negative for GBS 8 (89%) 21 (60%)
GBS prophylaxis 2 (22%) 10 (20%)
Concurrent bacteremia 8 (89%) 35 (69%)
Death 1 (11%) 5 (10%)

3.3. Escherichia coli

The next most common cause of infection was E. coli, which was responsible for
37 cases of meningitis in the first 90 days of life (19% of bacterial meningitis and 5% of
all meningitis). Almost half (n = 16; 43%) of E. coli patients were premature. E. coli was
responsible for 24% of premature and for 17% of term infants with bacterial meningitis;
this difference was not statistically significant (p = 0.25). The majority of these cases (76%)
presented after the first week of life. Approximately 2/3 of the E. coli isolates were resistant
to ampicillin, while resistance to 3rd generation cephalosporins was seen in 6%.
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3.4. Gram-Negative Organisms Other Than E. coli

Gram-negative organisms other than E. coli (n = 40) caused 21% of bacterial meningitis
and 6% of all meningitis. Similar to E. coli, almost half (n = 18; 45%) of patients with
meningitis caused by these organisms were premature; 15/18 were in early premature pa-
tients. We identified 14 species of Gram-negative organisms causing meningitis, including
Enterobacter cloacae (n = 7; 18%), Klebsiella pneumoniae (n = 7; 18%), and Salmonella enterica
(n = 6; 15%) (Table 2). The majority of these Gram-negative organisms were isolated from
the CSF (n = 33/40, 83%). Approximately one-quarter (23%) of these organisms were
resistant to 3rd generation cephalosporins; only one was tested for resistance to cefepime
and was susceptible.

3.5. Gram-Positive Organisms Other Than GBS and Fungi

The most common single cause of bacterial meningitis outside of group B Streptococcus
and E. coli was the Streptococcus bovis group (n = 10/190; 5%). Staphylococcus species,
including aureus and epidermidis (n = 8; 4%), as well as Enterococcus (n = 6; 3%), accounted
for the majority of remaining cases of bacterial meningitis. A number of patients with Gram-
positive organisms that were not speciated were also noted (n = 13). The proportion of
preterm (n = 19; 28%) and term (n = 34; 28%) infants were the same with regards to bacterial
meningitis due to these organisms. Only five fungal meningitis cases were documented;
these were all preterm patients, and all were caused by Candida species, specifically Candida
albicans (n = 4) and Candida lusitaneae (n = 1) (Table 2).

3.6. Antimicrobial Resistance

Antimicrobial resistance was observed for all etiologies of bacterial meningitis with
the exception of GBS. We observed resistance to both third-generation cephalosporins and
ampicillin in E. coli (n = 2/34, 6%, 23/35, 66%, respectively) and in other Gram-negatives
(8/35,23%, 9/16, 56%, respectively) (Table 4 and Figure 3). Group B Streptococcus is reliably
susceptible to penicillin, and, therefore, routine susceptibility testing is not performed at our
hospital. On the other hand, one-third (n = 3/10, 30%) of Streptococcus bovis group isolates
were resistant to penicillin. However, among those positive for Staphylococcus species,
oxacillin resistance was observed in (n = 11/17, 65%), including two S. aureus. No isolates
were found to be resistant to either vancomycin (Gram-positives) or fourth-generation
cephalosporins (Gram-negatives).

Table 4. Gram-negative bacterial antimicrobial resistance.

4th Generation

Resistance Ampicillin 3rd Generatlt?n Gentamicin Piperacillin Ciprofloxacin Cephalosporin
Spectra (Total) Cephalosporin .
(Cefepime)
E. coli (37) 23/35 (66%) 2/34 (6%) 3/33 (9%) 16/27 (59%) 5/30 (20%) 0/5
Other
Gram-negative 9/16 (56%) 8/35 (23%) 1/30 (3%) 12/24 (50%) 0/22 0/1
(38)

3.7. Risk Factors for Meningitis

We examined the proportion of patients with prematurity as a risk factor for meningitis.
Preterm birth is associated with an increased risk for bacterial meningitis; 115 (17%) of all
patients in this study with meningitis were preterm, including 68 (10%) who were early
preterm (Table 5). More than one-third (n = 68; 36%) of infants < 90 days with bacterial
meningitis were preterm, with 55 of these early preterm (<34 weeks). Bacterial meningitis
represented more than three quarters (81%) of meningitis causes in all early preterm births.
Meningitis patients born early preterm were statistically significantly more likely to have
a bacterial etiology than those born late preterm (p < 0.0001; OR = 11.1, 95% CI 4.4-31.5)
or full term (p < 0.0001; OR = 15.8, 95% CI = 8.1-32.3), while there was no significant
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difference when late preterm were compared to full-term infants (p = 0.29; OR = 1.4; 95%
CI= 0.6-2.8). Fungal infections (Candida sp.) were only found in early preterm (n = 4)
and late preterm (n = 1) infants with meningitis. Patients born early preterm were less
likely to have an unknown cause of meningitis than patients born full-term or late preterm
(r <0.0001; OR = 0.2, 95% CI = 0.1-0.5).

40
35
30
25

20

Case count

15
10
| J .
|
0 == . ‘ |

2010 2011 2012 2013 2014 2015 2016 2017

Year

mmmm 3rd Generation Cephalosporin Resistant 1 Ampicillin resistant

Oxadillin resistant Bacterial meningitis

Figure 3. Bacterial meningitis and resistance patterns by year.

Table 5. Distribution of causes of meningitis by gestational age at birth.

Early Preterm Late Preterm Full Term
(<34 Weeks Gestation) (35-36 Weeks Gestation) (37+ Weeks)

(n = 68) (n=47) (n =579)

Viral 6 (9%) 23 (49%) 322 (56%)

Enterovirus and other viruses * 4 (6%) 20 (43%) 309 (53%)
HSV 2 (3%) 3 (6%) 13 (2%)

Bacterial 55 (81%) 13 (28%) 123 (21%)
Streptococcus agalactiae 13 (19%) 2 (4%) 45 (8%)
Staphylococcus species 8 (12%) 1(2%) 9 (2%)
Other Gram-positive ** 8 (12%) 2 (4%) 25 (4%)
E. coli 11 (16%) 5 (11%) 21 (4%)
Other Gram-negative ** 15 (22%) 3 (6%) 22 (4%)

Fungal 4 (6%) 1 (2%) 0

Unknown 3 (4%) 10 (21%) 134 (23%)

Other *** 0 (0%) 0 (0%) 1(0.2%)

* only one other virus was identified: West Nile virus in a full-term infant. ** Gram-positives include: Gram-positive bacteria, no species (13),
Streptococcus gallolyticus (9), Enterococcus faecalis (6), Streptococcus pneumoniae (3), Streptococcus mitis (2), Clostridium species (1) Streptococcus
infantarius (1); Gram-negatives include: Enterobacter cloacae (7), Klebsiella pneumoniae (7), Salmonella enterica (6), Acinetobacter baumannii (3),
Serratia marcescens (3), Gram-negative rods, no species (2), Neisseria meningitidis (2), Proteus mirabilis (2), Citrobacter braakii (1), Citrobacter
freundii (1), Haemophilus influenzae (1), Klebsiella oxytoca (1), Pantoea species (1), Pseudomonas aeruginosa (1), Pseudomonas fluorescens (1),
Morganella morganii (1) *** other was attributed to IVIG meningitis.

A disproportionately high number of bacterial meningitis cases occurred in Black pa-
tients when compared to all other races (p < 0.001, 42% vs. 25%, OR = 2.2, 95% CI = 1.4-3.4)
and correspondingly lower number of viral etiologies were observed in the Black pop-
ulation (38% in Black patients vs. 53% in non-Black patients, p < 0.01, OR = 0.55, 95%
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CI = 0.4-0.9) (Figure 4). While Black patients did have a significantly higher propor-
tion of early preterm births than did non-Black patients (p < 0.01, 17% vs. 8%, OR =2.2,
95% CI = 1.2-4.1), Black patients remained more likely to have bacterial causes of menin-
gitis even when controlling for premature status (p < 0.01, 34% vs. 19%, OR = 2.2, 95%
CI = 1.3-3.8). No statistically significant differences were noted between races in the
odds that bacterial meningitis was caused by GBS (p = 0.68, 34% vs. 31%, OR 1.16,
95% CI = 0.5-2.5). The proportion of cases of unknown etiology did not differ signifi-
cantly across races/ethnicities (ranging from a low of 19% in Black patients to a high of
23% in White, Hispanic patients).

70
60
50
40

30

Percent of Cases Observed

. | B

10

Viral Bacterial Fungal Unknown

Cause of Meningitis
B White ™ Hispanic Black Other
Figure 4. Meningitis cause by race.

3.8. Fatal Cases

Of the 14 deaths, nearly all occurred in patients with bacterial meningitis (13/14, 93%).
Leading causes included GBS (6 deaths/60 GBS infections; 10%), Staphylococcus aureus (2/8;
25%), and E. coli (2/37, 5%). Single deaths occurred in cases of Enterobacter, Serratia, and
Pantoea (3/40 of the non-E. coli Gram-negatives; 8%). The single fatality associated with
viral infection was the result of HSV-2. The majority of deaths occurred in preterm infants
(10/14, 71%).

4. Discussion

Overall, among infants 0 to <90 days of life treated for meningitis at Texas Children’s
Hospital from 2010 to 2017, viral meningitis was more common than bacterial meningitis.
Enteroviruses were responsible for the majority of meningitis cases, and GBS and E. coli
remained the most common causes of bacterial meningitis across all age and race categories.
The absolute percentage of bacterial meningitis due to GBS (32%) and E. coli (19%) is lower
than the percentages reported in other contemporary studies of meningitis or combined
sepsis and meningitis in patients of equivalent age. Higher proportions of meningitis due
to Gram-negative organisms other than E. coli were also noted [6-8]. Interestingly, Strepto-
coccus bovis group pathogens were the third most common cause of bacterial meningitis, a
finding much higher than other studies that have reported this pathogen [9,17]. Finally,
the diversity of organisms responsible for infant meningitis in our patient population is
greater than that found in other studies [7-9].

The substantial role played by GBS in the context of routine universal screening and
intrapartum prophylaxis at our institution cannot be understated. The 60% prevalence of
negative maternal screens in infants that later developed GBS meningitis was remarkably
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similar to prior studies of GBS disease [18]. Consistently, 71% of late-onset GBS meningitis
cases whose mothers had a positive GBS screen and received treatment prior to delivery de-
veloped meningitis, as GBS screening and peripartum treatment is known to be ineffective
for preventing late-onset GBS meningitis [19]. Other transmission routes for GBS infection
have been suggested, and it is possible these contribute to late-onset disease [20,21]. A
number of studies have called for a maternal vaccine for GBS to prevent infant sepsis or
meningitis [11,22]. Such a vaccine, if effective, could have prevented more than 1/5th of all
days of the length of stay due to meningitis, a substantial amount of ICU utilization and
associated costs, as well as almost half of all fatalities in our study. Our findings support
the need for a GBS vaccine for maternal immunization for the prevention of late-onset GBS
disease in infants.

Racial disparities have been and continue to be a matter of substantial concern for
meningitis patients. The higher frequency of bacterial meningitis compared to the typi-
cally more benign viral meningitis in the Black population leads to more severe disease
outcomes. While previous studies have observed differences in the proportion of the five
most commonly identified causes of bacterial meningitis in a pediatric population between
Black and non-Black populations, large-scale, holistic assessment of all-cause meningitis
has been lacking in the infant population and have not managed to so readily elucidate the
racial disparity of these conditions [6]. Our observation of no difference in the proportion
of bacterial meningitis caused by GBS between racial groups was somewhat surprising,
given that Black women have been shown to have a higher rate of carriage of GBS and that
GBS disease is also linked to the Black race [23-25].

The role of prematurity as a risk factor for bacterial meningitis should be noted.
Bacterial meningitis was more frequently observed in early preterm patients, but we found
no difference between late preterm and term infants in regard to the proportion of bacterial
meningitis. In Texas, the number of preterm births has increased in recent years. In our
study, 17% of patients with meningitis were born preterm, compared to the Texas state
average of 10.6% for 2017 [26,27]. This may reflect the role of our institution as a referral
center for newborns requiring a higher level of care, and our hospital includes a Pavilion for
Women, an obstetric and maternal—fetal medicine referral center for high-risk pregnancies.

Etiologic diagnosis of meningitis patients, even in the case of the less severe en-
terovirus, is critical. Current Infectious Diseases Society of America (IDSA) guidelines
recommend the empiric use of 3rd generation cephalosporins in combination with ampi-
cillin in neonates or vancomycin in infants 2-3 months of age to treat bacterial meningitis.
Obtaining rapid viral diagnoses such as enterovirus that accounts for ~50% of all cases
can be helpful in ruling out bacterial meningitis and discontinuing unnecessary treatment.
Inappropriate use of antibiotic therapy contributes to antibiotic resistance and is associated
with increased toxicity such as renal dysfunction and prolonged hospitalization, resulting
in increased cost.

Empiric treatment for neonatal meningitis in most parts of the world includes ampi-
cillin and gentamicin or a 3rd generation cephalosporin. Given that we observed resis-
tance to third-generation cephalosporins in Gram-negative organisms, the use of fourth-
generation cephalosporins to provide adequate antimicrobial coverage for known and
suspected cases of bacterial meningitis is warranted in some cases, such as in the empiric
treatment of meningitis in early preterm and preterm infants, until organism identification
and susceptibility testing results are available.

One limitation of our study is that retrospective reviews lack the ability to verify data
first-hand. Another potential limitation could be related to selection bias and generalizabil-
ity to other populations, as our status as a large referral hospital may have resulted in an
unusual distribution of cases and causes of meningitis. This limitation could also be viewed
as a strength, as we could evaluate a large sample size of patients from a diverse population.
Our patient population had a high degree of racial diversity, allowing comparisons of
the causes and outcomes of meningitis between races and ethnicities. Other strengths are
also worth noting. This study examined all causes of meningitis in infants, as opposed to
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studies that focus solely on one etiology (bacterial, viral, or fungal). Additionally, given
the availability of molecular diagnostic testing in addition to routine bacterial cultures,
our hospital was able to identify the different causes of meningitis at a relatively high rate,
which was valuable for determining the true epidemiology of meningitis in infants 0 to
90 days of age.

This study reports the findings of a large investigation into the etiology and epidemi-
ology of meningitis in infants in the first 90 days of life. The majority of cases were caused
by viral pathogens, predominantly enterovirus. However, mortality was primarily asso-
ciated with bacterial causes, with changes in antimicrobial resistance patterns over time
suggesting a need to consider broader spectrum coverage for Gram-negative meningitis in
preterm infants given the possibility of non-E. coli Gram-negative infection.

Supplementary Materials: The following is available online at https:/ /www.mdpi.com/2076-2607/
9/3/526/s1, Table S1: oICD codes used to acquire case-patients.

Author Contributions: Conceptualization: T.A.E. and K.O.M.; methodology, T.A.E., K.O.M., R H.
and C.L.T,; validation, EM.M.; writing—original draft preparation, T.A.E.; writing—review and
editing, EM.M., C.L.T.,, M.S.N., RH,, E.L.B. and K.O.M,; supervision, K.O.M.; funding acquisition,
K.O.M. All authors have read and agreed to the published version of the manuscript.

Funding: This study was funded in part by the Chao Foundation.

Institutional Review Board Statement: The study was conducted according to the guidelines of the
Declaration of Helsinki, and approved by the Institutional Review Board (or Ethics Committee) of
Baylor College of Medicine (protocol code H-35069).

Informed Consent Statement: Patient consent was waived due to this being a retrospective chart re-
view.

Data Availability Statement: These data are not made publicly available.
Acknowledgments: We wish to thank Stacia DeSantis for her kind input.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design
of the study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or
in the decision to publish the results.

References

1.

- W

10.

11.

Hasbun, R.; Wootton, S.H.; Rosenthal, N.; Balada-Llasat, ].M.; Chung, J.; Duff, S.; Bozzette, S.; Zimmer, L.; Ginocchio, C.C.
Epidemiology of Meningitis and Encephalitis in Infants and Children in the United States, 2011-2014. Pediatr. Infect. Dis. ]. 2019,
38, 37-41. [CrossRef]

Cherry, ].D.; Demmler-Harrison, G.; Kaplan, S.L.; Steinbach, W.J.; Hotez, P.J. Feigin and Cherry’s Textbook of Pediatric Infectious
Diseases, 7th ed.; Saunders/Elsevier: Philadelphia, PA, USA, 2014.

Rotbart, H.A. Enteroviral Infections of the Central Nervous System. Clin. Infect. Dis. 1995, 20, 971-981. [CrossRef]

Lee, B.E.; Dele Davies, H. Aseptic meningitis. Curr. Opin. Infect. Dis. 2007, 20, 272-277. [CrossRef]

Murphy, T.V.; White, K.E.; Pastor, P.; Gabriel, L.; Medley, E; Granoff, D.M.; Osterholm, M.T. Declining incidence of Haemophilus
influenzae type b disease since introduction of vaccination. JAMA 1993, 269, 246-248. [CrossRef] [PubMed]

Thigpen, M.C.; Whitney, C.G.; Messonnier, N.E.; Zell, E.R.; Lynfield, R.; Hadler, ].L.; Harrison, L.H.; Farley, M.M.; Reingold, A.;
Bennett, N.M.; et al. Bacterial Meningitis in the United States, 1998-2007. N. Engl. J. Med. 2011, 364, 2016-2025. [CrossRef]
Gaschignard, J.; Levy, C.; Romain, O.; Cohen, R.; Bingen, E.; Aujard, Y.; Boileau, P. Neonatal Bacterial Meningitis: 444 Cases in 7
Years. Pediatr. Infect. Dis. ]. 2011, 30, 212-217. [CrossRef] [PubMed]

Okike, I.O.; Johnson, A.P.; Henderson, K.L.; Blackburn, R.M.; Muller-Pebody, B.; Ladhani, S.N.; Anthony, M.; Ninis, N.; Heath, P.T.
Incidence, etiology, and outcome of bacterial meningitis in infants aged <90 days in the United kingdom and Republic of Ireland:
Prospective, enhanced, national population-based surveillance. Clin. Infect. Dis. 2014, 59, e150-e157. [CrossRef] [PubMed]
Ouchenir, L.; Renaud, C.; Khan, S.; Bitnun, A.; Boisvert, A.-A.; McDonald, J.; Bowes, J.; Brophy, J.; Barton, M.; Ting, J.; et al. The
Epidemiology, Management, and Outcomes of Bacterial Meningitis in Infants. Pediatrics 2017, 140, e20170476. [CrossRef]
MacNeil, J.R.; Cohn, A.C.; Farley, M.; Mair, R.; Baumbach, J.; Bennett, N.; Gershman, K.; Harrison, L.H.; Lynfield, R.; Petit, S.; et al.
Current Epidemiology and Trends in Invasive Haemophilus influenzae Disease—United States, 1989-2008. Clin. Infect. Dis. 2011,
53, 1230-1236. [CrossRef] [PubMed]

Verani, ].R.; McGee, L.; Schrag, S.J. Prevention of perinatal group B streptococcal disease—Revised guidelines from CDC, 2010.
MMWR. Recomm. Rep. 2010, 59, 1-36.


https://www.mdpi.com/2076-2607/9/3/526/s1
https://www.mdpi.com/2076-2607/9/3/526/s1
http://doi.org/10.1097/INF.0000000000002081
http://doi.org/10.1093/clinids/20.4.971
http://doi.org/10.1097/QCO.0b013e3280ad4672
http://doi.org/10.1001/jama.1993.03500020080036
http://www.ncbi.nlm.nih.gov/pubmed/8417244
http://doi.org/10.1056/NEJMoa1005384
http://doi.org/10.1097/INF.0b013e3181fab1e7
http://www.ncbi.nlm.nih.gov/pubmed/21416693
http://doi.org/10.1093/cid/ciu514
http://www.ncbi.nlm.nih.gov/pubmed/24997051
http://doi.org/10.1542/peds.2017-0476
http://doi.org/10.1093/cid/cir735
http://www.ncbi.nlm.nih.gov/pubmed/22080119

Microorganisms 2021, 9, 526 11 of 11

12.
13.

14.
15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

Collignon, P. Resistant Escherichia coli—We are what we eat. Clin. Infect. Dis. 2009, 49, 202-204. [CrossRef]

Chambers, H.F,; DeLeo, ER. Waves of resistance: Staphylococcus aureus in the antibiotic era. Nat. Rev. Genet. 2009, 7, 629-641.
[CrossRef]

CDC/NHSN Surveillance Definitions for Specific Types of Infections; National Healthcare Safety Network: Atlanta, GA, USA, 2018.
Arboviral Encephalitis or Meningitis 2001 Case Definition. Available online: https://wwwn.cdc.gov/nndss/conditions/
arboviral-encephalitis-or-meningitis / case-definition /2001 / (accessed on 10 January 2021).

Bharath, V.; Eckert, K.; Kang, M.; Chin-Yee, .H.; Hsia, C.C. Incidence and natural history of intravenous immunoglobulin-induced
aseptic meningitis: A retrospective review at a single tertiary care center. Transfusion 2015, 55, 2597-2605. [CrossRef] [PubMed]
Beneteau, A.; Levy, C.; Foucaud, P; Béchet, S.; Cohen, R.; Raymond, ].; Dommergues, M.-A. Childhood meningitis caused by
Streptococcus bovis group: Clinical and biologic data during a 12-year period in France. Pediatr. Infect. Dis. ]. 2015, 34, 136-139.
[CrossRef] [PubMed]

Van Dyke, M.K,; Phares, C.R.; Lynfield, R.; Thomas, A.R.; Arnold, K.E.; Craig, A.S.; Mohle-Boetani, J.; Gershman, K.; Schaffner,
W.; Petit, S.; et al. Evaluation of Universal Antenatal Screening for Group B Streptococcus. N. Engl. J. Med. 2009, 360, 2626-2636.
[CrossRef] [PubMed]

Perinatal group B streptococcal disease after universal screening recommendations—United States, 2003-2005. In Morbidity and
Mortality Weekly Report; Centers for Disease Control and Prevention: Atlanta, GA, USA, 2007; pp. 701-705.

Jawa, G.; Hussain, Z.; Da Silva, O. Recurrent Late-Onset Group B Streptococcus Sepsis in a Preterm Infant Acquired by Expressed
Breastmilk Transmission: A Case Report. Breastfeed. Med. 2013, 8, 134-136. [CrossRef]

Zimmermann, P; Gwee, A.; Curtis, N. The controversial role of breast milk in GBS late-onset disease. J. Infect. 2017, 74, S34-S40.
[CrossRef]

Seale, A.C.; Bianchi-Jassir, F.; Russell, N.J.; Kohli-Lynch, M.; Tann, C.J.; Hall, J.; Madrid, L.; Blencowe, H.; Cousens, S.; Baker, C.J.;
et al. Estimates of the Burden of Group B Streptococcal Disease Worldwide for Pregnant Women, Stillbirths, and Children. Clin.
Infect. Dis. 2017, 65 (Suppl. 2), S200-5219. [CrossRef]

Spiel, M.H.; Hacker, M.R; Haviland, M.].; Mulla, B.; Roberts, E.; Dodge, L.E.; Young, B.C. Racial disparities in intrapartum group
B Streptococcus colonization: A higher incidence of conversion in African American women. ]. Perinatol. 2019, 39, 433-438.
[CrossRef] [PubMed]

Newton, E.R.; Butler, M.C.; Shain, R.N. Sexual behavior and vaginal colonization by group B streptococcus among minority
women. Obstet. Gynecol. 1996, 88 Pt 1, 577-582. [CrossRef]

Schuchat, A. Epidemiology of Group B Streptococcal Disease in the United States: Shifting Paradigms. Clin. Microbiol. Rev. 1998,
11, 497-513. [CrossRef]

Martin, J.A.; Hamilton, B.E.; Osterman, M.].K,; Driscoll, A.K.; Mathews, T.J. Births: Final Data for 2015. Natl Vital Stat. Rep. 2017,
66, 1. [PubMed]

Martin, J.A.; Hamilton, B.E.; Osterman, M.J.K,; Driscoll, A K.; Drake, P. Births: Final Data for 2017. Natl Vital Stat. Rep. 2018, 67,
1-50. [PubMed]


http://doi.org/10.1086/599831
http://doi.org/10.1038/nrmicro2200
https://wwwn.cdc.gov/nndss/conditions/arboviral-encephalitis-or-meningitis/case-definition/2001/
https://wwwn.cdc.gov/nndss/conditions/arboviral-encephalitis-or-meningitis/case-definition/2001/
http://doi.org/10.1111/trf.13200
http://www.ncbi.nlm.nih.gov/pubmed/26095012
http://doi.org/10.1097/INF.0000000000000513
http://www.ncbi.nlm.nih.gov/pubmed/25144798
http://doi.org/10.1056/NEJMoa0806820
http://www.ncbi.nlm.nih.gov/pubmed/19535801
http://doi.org/10.1089/bfm.2012.0016
http://doi.org/10.1016/S0163-4453(17)30189-5
http://doi.org/10.1093/cid/cix664
http://doi.org/10.1038/s41372-018-0308-3
http://www.ncbi.nlm.nih.gov/pubmed/30635596
http://doi.org/10.1016/0029-7844(96)00264-5
http://doi.org/10.1128/CMR.11.3.497
http://www.ncbi.nlm.nih.gov/pubmed/28135188
http://www.ncbi.nlm.nih.gov/pubmed/30707672

	Introduction 
	Materials and Methods 
	Results 
	Viral Infections 
	Group B Streptococcus 
	Escherichia coli 
	Gram-Negative Organisms Other Than E. coli 
	Gram-Positive Organisms Other Than GBS and Fungi 
	Antimicrobial Resistance 
	Risk Factors for Meningitis 
	Fatal Cases 

	Discussion 
	References

