Vaccine XXX (XXXX) XXX

Contents lists available at ScienceDirect
accine

Vaccine

journal homepage: www.elsevier.com/locate/vaccine ool

Review

Rotavirus disease and health care utilisation among children under
5 years of age in highly developed countries: A systematic review and

meta-analysis

Cristina Ardura-Garcia®', Christian Kreis *!, Milenko Rakic %, Manon Jaboyedoff”, Maria Christina Mallet *<,

Nicola Low ¢, Claudia E. Kuehni

a,d,x

 Institute of Social and Preventive Medicine, University of Bern, Mittlestrasse 43, 3012 Bern, Switzerland

bService of Paediatrics, Department Women-Mother-Child, Lausanne University Hospital and University of Lausanne, Rue de Bugnon 21, 1011 Lausanne, Switzerland
€ Graduate School for Health Sciences, University of Bern, Mittlestrasse 43, 3012 Bern, Switzerland

d paediatric Respiratory Medicine, Children’s University Hospital of Bern, University of Bern, Freiburgstrasse, 3010 Bern, Switzerland

ARTICLE INFO

Article history:

Received 15 December 2020

Received in revised form 16 April 2021
Accepted 17 April 2021

Available online xxxx

Keywords:
Rotavirus
Gastroenteritis
Health care use
Mortality
Systematic review

ABSTRACT

Background: Rotavirus (RV) infection is the leading cause of diarrhoea-associated morbidity and mortal-
ity globally among children under 5 years of age. RV vaccination is available, but has not been imple-
mented in many national immunisation plans, especially in highly developed countries. This
systematic review aimed to estimate the prevalence and incidence of health care use for RV gastroenteri-
tis (RVGE) among children aged under 5 years in highly developed countries without routine RV vaccina-
tion.
Methods: We searched MEDLINE and Embase databases from January 15t 2000 to December 17 2018 for
publications reporting on incidence or prevalence of RVGE-related health care use in children below
5 years of age: primary care and emergency department (ED) visits, hospitalisations, nosocomial infec-
tions and deaths. We included only studies with laboratory-confirmed RV infection, undertaken in highly
developed countries with no RV routine vaccination plans. We used random effects meta-analysis to gen-
erate summary estimates with 95% confidence intervals (CI) and prediction intervals.
Results: We screened 4033 abstracts and included 74 studies from 21 countries. Average incidence rates
of RVGE per 100 000 person-years were: 2484 (95% Cl 697-5366) primary care visits, 1890 (1597-2207)
ED visits, 500 (422-584) hospitalisations, 34 (20-51) nosocomial infections and 0.04 (0.02-0.07) deaths.
Average proportions of cases of acute gastroenteritis caused by RV were: 21% (95% Cl 16-26%) for primary
care visits; 32% (25-38%) for ED visits; 41% (36-47%) for hospitalisations, 29% (25-34%) for nosocomial
infections and 12% (8-18%) for deaths. Results varied widely between and within countries, and hetero-
geneity was high (1> > 90%) in most models.
Conclusion: RV in children under 5 years causes many healthcare visits and hospitalisations, with low
mortality, in highly developed countries without routine RV vaccination. The health care use estimates
for RVGE obtained by this study can be used to model RV vaccine cost-effectiveness in highly developed
countries.
<2021 The Author(s). Published by Elsevier Ltd. This is an open access article under the CC BY license (http://
creativecommons.org/licenses/by/4.0/).
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1. Introduction

Rotavirus (RV) infection is the leading cause of diarrhoea-
associated morbidity and mortality globally among children under
5 years of age [1]. RV-associated deaths are rare in high-income
countries, but RV was estimated to account for 4.9 million episodes
of diarrhoea among children younger than 5 years in Western Eur-
ope in 2016 [1]. The proportion of hospitalisations for acute gas-
troenteritis in children under 5 years caused by RV varies
worldwide but has been reported to be 30-40% in both high- and
low-income countries [2]. RV gastroenteritis (RVGE) therefore still
poses a considerable burden on health care resources, although it is
a vaccine-preventable disease.

Oral RV vaccines have been available since 2006 and have
proven clinical efficacy against severe RVGE in different regions
of the world, as summarised in a Cochrane review of ran-
domised controlled trials in 2019 [3]. The World Health Organi-
zation (WHO) recommended the inclusion of RV vaccine in all
national immunisation programmes in 2009, especially for
countries at high risk of severe disease and mortality [4]. In
Europe, however, only one third of countries had introduced
RV vaccination in their national vaccination programmes in
2016 [5]. The low mortality and relatively high costs of the
RV vaccine have led public health authorities in high-income
countries to question the cost-effectiveness of the vaccine
[6,7]. However, the burden on healthcare of RV-related disease
includes the morbidity that leads to primary care consultations,
emergency care, hospitalisations and nosocomial infections, as
well as mortality (Fig. 1).

Previous systematic reviews have described the burden of RV-
related health care use [2,8-14]. Most included studies from low
and middle-income countries and did not include RV-related dis-
ease at all health care levels, from primary care visits to mortality
[2,8-11,13]. The most recent review of RV health care use, includ-
ing studies published up to 2016, also includes countries that have
introduced routine RV vaccination [15]. To assess the cost-
effectiveness of RV vaccines in high-income countries, we need
estimates of RV-related health care use estimates that include all
levels of care. We conducted a systematic review and meta-
analysis to estimate the incidence and prevalence of primary and
emergency care visits, hospitalisations, nosocomial infections and
deaths for RVGE among children under 5 years in highly developed
countries that had not introduced routine RV vaccination by 2018.

2. Methods

The protocol for this systematic review has been registered in
the PROSPERO repository (CRD42019118069). We used the Pre-
ferred Reporting Items for Systematic Reviews and meta-
Analyses statement (PRISMA, research checklist online) [16] to
report our findings.

2.1. Eligibility criteria

We searched for scientific manuscripts reporting on health care
use for RVGE in children under 5 years old in highly developed
countries, before routine RV vaccination introduction. To obtain
accurate estimates, we included only studies that included chil-
dren seen or hospitalised for acute gastroenteritis and that used
specific and reliable tests to diagnose RVGE and specified age
ranges. We defined highly developed countries as those with a
good healthcare system (WHO mortality strata A: low adult mor-
tality, very low child mortality [17]), a democratic government
and a high-income economy (Organization for Economic Coopera-
tion and Development (OECD) member [18]). The list of eligible
countries is shown in Supplementary Table 1. To reduce the risk
of biases from studies with small sample sizes, misclassification
of diagnosis and limited study period, we defined exclusion criteria
based on sample size, year of publication and study duration. The
detailed inclusion and exclusion criteria are described in the Sup-
plementary Material (p. 10).

2.2. Information sources and search strategy

We searched the Embase and MEDLINE databases on December
17, 2018. Our search strings included medical subject headings
(MeSH) or thesaurus terms and free text key words pertaining to
(1) rotavirus, (2) disease outbreak, surveillance or epidemiology,
(3) names of major geographic regions or cities in eligible countries
and (4) infancy and childhood. The complete search strings are pre-
sented in the Supplementary Material (p. 5). We used an auto-
mated procedure to eliminate duplicates and generated an
EndNoteX8 (Clarivate Analytics, Philadelphia, Pennsylvania, United
States of America, USA) library to screen retrieved records.
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Fig. 1. Contributions to rotavirus burden of health care use. Levels C through F were estimated in our study.

2.3. Study selection

We screened titles and abstracts to assess eligibility using an
accelerated process (screening by one reviewer, followed by confir-
mation of records for exclusion by a second reviewer) [19]. Two
reviewers then independently screened the full-texts of potentially
eligible studies in duplicate. Disagreements were settled by con-
sensus or by discussion with a third researcher.

2.4. Data extraction

We extracted the data from all eligible publications into a pre-
piloted standard data extraction form in a secure online database
(Research Electronic Data Capture, REDCap, Vanderbilt University,
Tennessee, USA). Data extraction was done by one reviewer and
checked by a second reviewer (e.g. missing details or to confirm
important data). We extracted information on the publication,
study characteristics and the number and characteristics of the
participants, the authors’ definitions of the outcome measure,
numerical results and the specific laboratory procedure for identi-
fication of causal pathogens. A detailed list of items extracted is
described in the Supplementary Material (p. 10).

2.5. Risk of bias assessment

We assessed the risk of bias in individual studies by adapting
the tool proposed by Hoy et al. [20] to asses population based
prevalence studies. The checklist contains 10 items classified as:
Yes (low risk) or No (high risk). Questions 1-4 assess external
validity and 5-10 internal validity. Further details can be found
in the Supplementary Material (p. 11).

2.6. Synthesis of results and analysis

For each study and outcome, we used the number of positive RV
stools samples and the person-years of the population at risk to
calculate incidence rates, and the number of cases of acute gas-
troenteritis and the number of RV positive stool samples to calcu-
late pooled proportions. When the number of RVGE cases were not
reported, we calculated it based on person-years and incidence
rates. Similarly, if the number of person-years was not reported,
we calculated it based on the incidence rate and 95% confidence
interval. For proportions, if only the numerator (RV positive stool
samples) or the denominator (number of all cases of acute gas-

troenteritis) were reported, we used the reported proportion of
RVGE to calculate the other number. For nosocomial infections,
we only included those reported to occur during hospitalisation.

We performed random effects meta-analysis to calculate sum-
mary estimates of average incidence rates or proportions (with
95% CI). We used the Freeman-Tukey Double arcsine transforma-
tion to calculate the overall incidence rate or proportion [21]. We
examined heterogeneity graphically, using forest plots, statistically
by calculating the I and Tau-squared statistics [22], and in sub-
group analyses at the country level. We calculated the prediction
interval to indicate the range of the predicted proportion or inci-
dence rate in a new study conditional on the previous studies
[22,23]. However, if the heterogeneity between studies was so
large as to render the prediction interval uninformative, the pre-
diction interval was not plotted along with the forest plots. We
did not test the included studies for potential risk of publication
bias because the relevance for studies of prevalence or incidence
is uncertain. We used the R language for statistical computing for
all analysis, using the metaprop and metarate functions of the
package ‘meta’ [24] and package ‘epitools’ [25].

We performed three sensitivity analyses to explore possible
causes of heterogeneity. First, we assessed incidence rates and pro-
portions in studies that included only children under 2 years of age,
as severe RVGE affects particularly children of this age range. For
this, we selected studies that included children aged between 0
and 24 months. In a second sensitivity analysis we assessed if
the risk of bias in the studies affected the pooled estimates for chil-
dren under 5 years old. For this analysis, we selected studies with a
low risk of bias score for selection and non-response bias, i.e. items
3 and 4 on the Hoy et al. risk of bias tool [20]. In the third sensitiv-
ity analysis we assessed if studies that tested the stools only for RV
and not for multiple pathogens, might be attributing RV as the
cause for the acute gastroenteritis, when the child is only excreting
RV, and the symptoms are caused by another pathogen. For this,
we included only studies that tested stool samples also for other
gastrointestinal pathogens apart from RV.

3. Results

Our electronic search identified 4033 records after removing
duplicates, of which we selected 1336 based on screening of titles
and abstracts. Of these, we included 77 full-text manuscripts
reporting on 74 studies in the systematic review [26-100]



C. Ardura-Garecia, C. Kreis, M. Rakic et al.

(Fig. 2). The included studies were conducted in 21 different coun-
tries in North America, Europe, Asia and Oceania.

We describe results for different levels of health care use: pri-
mary care, emergency care, hospitalisations, nosocomial infections
and deaths. For each level of health care use, we present summary
estimates of incidence rates and proportions of acute gastroenteri-
tis caused by RV infection in children under 5 years of age
(Table 1).

3.1. Primary care visits

The summary incidence rate for primary care visits, estimated
from 3 studies was 2484 (95%Cl: 697-5366) per 100 000 person-
years (I?: 99%) (Supplementary Figure 1). The proportion of pri-
mary care visits for acute gastroenteritis caused by RV infection
was 21% (95% Cl: 16-26%; prediction interval: 5-44%; I2: 98%) esti-
mated from 14 studies from 9 countries that ranged between 9 and
45% (Fig. 3).

Vaccine xxx (Xxxx) xxx
3.2. Emergency care visits

The incidence rate of RVGE emergency care visits in one study
was 1890 per 100 000 children per year (95% Cl: 1597-2207)
[82]. The estimated proportion of emergency care visits for acute
gastroenteritis caused by RV infection was 32% (95% CI: 25-38%;
prediction interval: 6-65%; 12: 98%), based on 19 studies from 11
countries (Fig. 4).

3.3. Hospitalisations

The summary incidence rate of RVGE hospitalisations was 500
(95%Cl: 422-584; prediction interval 221-892; I%: 100%) per 100
000 children per year, based on 13 studies from 9 countries
(Fig. 5). An estimated 41% of hospitalisations for acute gastroen-
teritis were caused by RV infection (95% Cl: 36-47%; prediction
interval: 9-79%; I2: 100%) based on 45 studies from 16 countries
(Fig. 6). Summary estimates by country are in Supplementary
Figure 2.
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Fig. 2. Rotavirus burden of health care use: flow diagram of study selection.
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Table 1

Vaccine xxx (Xxxx) XXx

Summary table with summary estimates of health care use for rotavirus gastroenteritis in children in highly developed countries with no routine rotavirus vaccination

programmes.

Outcome measure, number of Under 5 years

Under 2 years

Under 5 years, low risk of Under 5 years, multiple

studies (n) old old bias* pathogens tested
Primary care Proportion (95% CI) 21%(16-26%),14  24% (14-35%),2  17% (10-26%), 7 16% (7-28%), 4
visits Incidence per 100 000 person-years 2484 (697- 4390 (2916- - 1036 (814-1285), 1
(95% CI) 5366), 3 6161), 2
Emergency care Proportion (95% CI) 32%(25-38%),19 34% (9-66%), 2 29% (20-39%), 11 22% (18-26%), 7
visits Incidence per 100 000 person-years 1890 (1597- 1205 (193- - -
(95% CI) 2207), 1 3072), 2

Hospitalisa-tions  Proportion (95% CI)

Incidence per 100 000 person-years

41% (36-47%), 45
500 (422-584),

(95% CI) 13

Nosocomial Proportion (95% CI) 29% (25-34%), 3

infections Incidence per 100 000 person-years 34 (20-51), 3

(95% CI)
Incidence per 1000 hospital-days 0.63 (41-90), 3
(95% CI)
Incidence per 1000 hospitalisations 1.5 (1-2.1), 1
(95% CI)

Mortality Proportion (95% CI) 12% (8-18%), 1
Rate per 100 000 person-years (95% 0.04 (0.02-0.07),
(@))] 2
Rate per 100 000 hospitalisations 129 (81-187), 1

(95% CI)

50% (32-68%), 8
826 (650-1024),

9

53% (46-60%), 3
95 (90-100), 1

7.09 (1-17), 4

40% (32-47%), 30
544 (470-623), 10

38% (31-44%), 16
333 (41-905), 2

29% (25-34%), 3
43 (36-50), 2

30% (26-35), 2
26 (20-33), 1

0.61 (0.33-0.98), 2 0.79 (0.68-0.91), 1

18 (3-46), 3 - _

0.04 (0.02-0.07), 2 -

" Summary estimates including only studies with low risk of bias score for selection and non-response bias, i.e. items 3 and 4 on the Hoy et al. risk of bias tool.

3.4. Nosocomial infections

The summary incidence rate of RVGE nosocomial infections was
34 (95% CI: 20-51) per 100 000 children under 5 years old per year,
with high heterogeneity (I?: 91%, 3 studies) (Supplementary Fig-
ure 3).The incidence rate of RVGE nosocomial infections per 1000
hospital-days reported by 3 studies [31,55,79], was 0.63 cases
(95% CI: 0.41-0.90; prediction interval: 0-7.3; I2: 91%) per 1000
hospital-days (Supplementary Figure 4). One study reported the
incidence proportion of RVGE nosocomial infections per 1000 hos-
pitalisations as 1.5 (95% CI: 0.96-2.15) [91]. The proportion of
nosocomial infections of acute gastroenteritis caused by RV in chil-
dren under 5 years old hospitalised for reasons other than acute
gastroenteritis was 29% (95% CI: 25-34%; prediction interval: 2-
72%; 12 31%), as estimated from 3 studies (Supplementary
Figure 5).

3.5. Mortality

The summary mortality rate for RVGE in children under 5 was
0.04 deaths (95% CI: 0.02-0.07; I?: 0%) per 100 000 person-years
[35,93], as reported in 2 studies from Germany (Supplementary
Figure 6). The proportion of deaths for acute gastroenteritis caused
by RV was reported by one study from the UK as 12% (95% CI: 8-
18%) [88]. The same study also reported mortality for RVGE as
129 (95% CI 81-187) deaths per 100 000 hospitalisations in chil-
dren under 5 years.

3.6. Risk of bias

One fifth of the studies (17) met all 10 items; 23 (31%) fulfilled
all the items for external validity and 50 (68%) all for internal valid-
ity items. When assessing external validity (Supplementary Fig-
ure 7), 41 (55%) studies had a study population that was a good
representation of the national population; 74% of studies tested
all children with acute gastroenteritis seen during the study period
in the study population, or tested a random sample of children for
RV; 73% of studies had a low risk of non-response bias. Internal

validity: 58 (78%) studies used the same method to test all the
stool samples for RV.

3.7. Sensitivity analyses

Our first sensitivity analysis selected only studies that included
children 0-24 months old (Table 1 & Supplementary Figure 8-16).
In this population, the incidence rates of RVGE were higher for pri-
mary care visits, hospitalisations and nosocomial infections, but
not for emergency care visits. No study reported mortality in chil-
dren under 2 years of age. The summary estimated proportions of
primary and emergency care visits for gastroenteritis caused by RV
were slightly higher, whereas for hospitalisations it reached 50%
(compared to 41% in under-5 s) and for nosocomial infections
53% (compared to 29% in under-5 s). The second sensitivity analy-
sis included only studies with low risk of bias (Table 1 & Supple-
mentary Figures 17-23). Overall, the summary incidence rate and
proportion of the five different health care outcomes changed little
when we excluded studies with lower external validity. The third
sensitivity analysis included only studies that looked for other
pathogens in the stool samples (29 of 74). Very few studies report-
ing on incidence of RVGE tested for multiple pathogens, and those
that did reported a lower incidence of primary care visits and hos-
pitalisations than all studies in under-5 s (1036 vs 2484 and 333 vs
500 per 100 000 per year, respectively) (Table 1 & Supplementary
Figure 24-28). The summary estimated proportions of primary
care and emergency visits caused by RV were lower compared to
the main analyses (16% vs 21%, and 22% vs 32%), while that of hos-
pitalisations was similar. Results for nosocomial infections were
similar and none of the studies reporting on mortality tested for
multiple pathogens.

4. Discussion

This systematic review and meta-analysis of RVGE in children
aged under 5 years found that, in highly developed countries with
no RV routine vaccination, every year an average of 500 children
are hospitalised per 100 000 children. Emergency care visits and
primary care visits occurred 4 to 5 times more often than
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Reference

Czech Republic
Diez-Domingo 2010
Random effects model

Heterogeneity: not applicable

Europe
Giaquinto 2007

Random effects model
Heterogeneity: not applicable

France
Parez 2012

Random effects model
Heterogeneity: not applicable

Germany
Ehlken 2002

Diez-Domingo 2010
Random effects model
Heterogeneity: /12 = 86%, t2 = 0.0027, p < 0.01

Israel
Muhsen 2015

Random effects model

Heterogeneity: not applicable

Italy
Giaquinto 2008
Panatto 2009

Diez-Domingo 2010

Dona 2016

Random effects model
Heterogeneity: 12 = 94%, 1* = 0.0097, p < 0.01

Spain

Diez-Domingo 2010
Gonzalez Galan 2011
Random effects model
Heterogeneity: /2 = 97%, t° = 0.0043, p < 0.01

United Kingdom
lturriza-Gomara 2008
Random effects model
Heterogeneity: not applicable

United States
Mast 2009

Random effects model

Heterogeneity: not applicable

Random effects model
Prediction interval
Heterogeneity: /2 = 98%, t° = 0.0123, p < 0.01

Study
period

11/05-05/07

10/04-09/05

12/05-05/07

05/97-04/98
11/05-05/07

01/05-05/14

10/04-09/05
01/06-12/06
11/05-05/07
05/10-04/11

11/05-05/07
04/06-04/07

02/06-09/07

02/05-07/06

Age

(months)

0-48
0-59

0-59

1-59
0-59
0-59
0-59

0-59
0-59

0-59

0-59

No. of
RV+

64

388

274

748
54

1074

133
55
107
75

196
115

111

207

Total
aGE

512
512

1392
1392

1302
1302

3156
314
3470

4398
4398

408
193
659
460
1720

1698
1845
3543

571
571

463
463

17371

Proportion
RV+ (%)

¢

\d

»

0 0.20.40.60.8 1

95%-Cl

0.12[0.10; 0.16]
0.12 [0.10; 0.16]

0.28 [0.26; 0.30]
0.28 [0.26; 0.30]

0.21[0.19; 0.23]
0.21 [0.19; 0.23]

0.24 [0.22; 0.25]
0.17 [0.13; 0.22]
0.21 [0.15; 0.27]

0.24 [0.23; 0.26]
0.24 [0.23; 0.26]

0.33[0.28; 0.37]
0.28 [0.22; 0.35]
0.16 [0.14; 0.19]
0.16 [0.13; 0.20]
0.23 [0.15; 0.32]

0.12[0.10; 0.13]
0.06 [0.05; 0.07]
0.09 [0.04; 0.15]

0.19 [0.16; 0.23]
0.19 [0.16; 0.23]

0.45 [0.40; 0.49]
0.45 [0.40; 0.49]

0.21 [0.16; 0.26]
[0.05; 0.44]

Weight

7.1%
71%

7.3%
7.3%

7.3%
7.3%

7.3%
6.9%
14.3%

7.3%
7.3%

7.0%
6.7%
7.2%
71%
27.9%

7.3%
7.3%
14.6%

7.1%
7.1%

7.1%
7.1%

100.0%
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Fig. 3. Proportion of primary care visits for RVGE among all visits for acute gastroenteritis of children aged 0-5 years (forest plot). RVGE: Rotavirus gastroenteritis; RV+: stools
samples that tested positive for rotavirus; AGE: acute gastroenteritis; CI: Confidence Interval.

hospitalisations. Mortality for RVGE was very low (0.04 deaths per
100 000 person-years; 95% Cl: 0.02-0.07). The proportion of acute
gastroenteritis caused by RV was highest for hospitalisations (40%)
and lowest for primary care visits (21%). For nosocomial acute gas-

troenteritis, an average of 29% was caused by RV. In children aged
under 2 years, the incidence rates of all outcomes were higher than
in children under 5 years old, while the proportions of RVGE
among all acute gastroenteritis were similar. There were large
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Study Age No.of  Total Proportion
Reference period (months) RV+ aGE RV+ (%) 95%-Cl  Weight
Europe
Giaquinto 2007 10/04-09/05 0-59 377 765 - 0.49 [0.46; 0.53] 5.4%
Random effects model 765 * 0.49 [0.46; 0.53] 5.4%
Heterogeneity: not applicable
France
Forster 2009 02/05-08/06 0-59 114 232 - 0.49 [0.43; 0.56] 5.3%
Parez 2011 05/05-05/06 0-59 114 232 . 0.49 [0.43; 0.56] 5.3%
Random effects model 464 * 0.49 [0.45; 0.54] 10.5%
Heterogeneity: /2 = 0%, ©° = 0, p = 1.00
Germany
Forster 2009 02/05-08/06 0-59 114 278 1. 0.41[0.35; 0.47] 5.3%
Random effects model 278 * 0.41 [0.35; 0.47] 5.3%
Heterogeneity: not applicable
Greece
Konstantopoulos 2013 07/08-03/10 0-59 1 103 B 0.11[0.05; 0.18] 5.0%
Random effects model 103 > 0.11 [0.05; 0.17] 5.0%
Heterogeneity: not applicable
Israel
Givon-Lavi 2008 04/06-03/07 0-59 130 419 . 0.31[0.27; 0.36] 5.4%
Random effects model 419 0 0.31 [0.27; 0.36] 5.4%
Heterogeneity: not applicable :
Italy i
Giaquinto 2008 10/04-09/05 1-59 148 266 | 0.56 [0.49; 0.62] 5.3%
Forster 2009 02/05-08/06 0-59 126 382 . 0.33[0.28; 0.38] 5.4%
Dona 2016 05/10-04/11 0-59 7 35 -.— 0.20 [0.08; 0.37] 4.3%
Random effects model 683 i 0.37 [0.19; 0.56] 14.9%
Heterogeneity: /2 = 95%, 1> = 0.0263, p < 0.01
Spain i
Dalton 2002 10/96-09/97 0-48 205 822 - 0.25[0.22; 0.28] 5.4%
Roman 2003 10/96-09/97 0-48 234 820 - 0.29 [0.25; 0.32] 5.4%
Forster 2009 02/05-08/06 0-59 160 661 . 0.24[0.21; 0.28] 5.4%
Random effects model 2303 ¢ 0.26 [0.23; 0.29] 16.3%
Heterogeneity: /2 = 53%, <> = 0.0004, p = 0.12
United Kingdom
Forster 2009 02/05-08/06 0-59 12 50 l 0.24 [0.13; 0.38] 4.6%
Random effects model 50 - 0.24[0.13; 0.37] 4.6%
Heterogeneity: not applicable
Japan
Thongprachum 2015 07/09-06/13 0-59 463 2225 .: 0.21[0.19; 0.23] 5.5%
Random effects model 2225 ‘ 0.21[0.19; 0.23] 5.5%
Heterogeneity: not applicable
Canada
Comeau 2016 07/06-06/13 0-59 432 2944 . 0.15[0.13; 0.16] 5.5%
Freedman 2018 11/13-04/17 3-48 209 860 - 0.24[0.21;0.27] 5.4%
Random effects model 3804 > 0.19[0.11; 0.29] 10.9%
Heterogeneity: 12 = 98%, 1 = 0.0073, p < 0.01
United States
Cohen 2005 03/99-02/00 0-59 138 684 -.‘ 0.20[0.17; 0.23] 5.4%
Yee 2008 03/99-05/00 0-59 219 809 . 0.27 [0.24; 0.30] 5.4%
Mast 2009 02/05-07/06 0-59 474 748 . 0.63 [0.60; 0.67] 5.4%
Random effects model 2241 e 0.36 [0.13; 0.63] 16.3%
Heterogeneity: /2 = 99%, 1 = 0.0576, p < 0.01 H
Random effects model 13335 0 0.32[0.25; 0.38]  100.0%
Prediction interval [0.06; 0.65]
Heterogeneity: /2 = 98%, 1> = 0.0243, p < 0.01

0 0.20.4060.8 1

Fig. 4. Proportion of emergency department consultations for RVGE among all
consultations for acute gastroenteritis of children aged 0-5 years (forest plot).
RVGE: Rotavirus gastroenteritis; RV+: stools samples that tested positive for
rotavirus; AGE: acute gastroenteritis; CI: Confidence Interval.

variations between and within countries, and heterogeneity was
high (>90%) in most models.

4.1. Strengths and limitations

This systematic review summarised incidence rates and propor-
tions of RVGE disease across all levels of health care use, from pri-
mary care to hospitalisations, including nosocomial infections and
mortality (Fig. 1). This gives a complete picture of the burden of
RVGE in highly developed countries with no routine RV vaccination
programmes. Our inclusion criteria attempted to reduce small
study and measurement biases. We also attempted to identify
causes of heterogeneity, such as age, risk of bias and testing solely
for RV, in sensitivity analyses.

Vaccine xxx (XxXx) XXx

This review has also limitations. We found high heterogeneity,
both between and within countries. This may be due to differences
in health care systems and climate, so the average summary esti-
mates may not be applicable to all settings. Second, some of the
included studies had a high risk of bias, especially concerning
external validity. However, the summary estimates did not vary
greatly when excluding these studies. Finally, the proportion of
children that had received RV vaccination may have varied
between studies. We excluded studies undertaken after RV vaccine
introduction in national immunisation programmes, but some par-
ents might still have opted to vaccinate their children and pay pri-
vately. We extracted these data from the studies when available,
but it was rarely reported.

4.2. Findings in relation to other studies

For every hospitalisation for RVGE, we estimated an average of
4 emergency care visits and 5 primary care visits. The ratio
between primary care visits and hospitalisations was similar for
children aged under 2. A 2017 European Centre for Disease Preven-
tion and Control (ECDC) report on RV burden in the European
Union also found that there are 2-4 times more visits to the emer-
gency department or other outpatient facilities caused by RVGE
than hospitalisations [14]. However, the proportion of acute gas-
troenteritis caused by RV were half as high for primary care than
for hospitalisations (21% vs 40%). Indeed, RV may lead to more sev-
ere disease with a higher degree of dehydration than other patho-
gens. One previous meta-analysis of studies from China reported
on RVGE burden estimates for different levels of health care. They
found that 33% of outpatient visits for acute gastroenteritis were
caused by RV, and 43% of hospitalisations, similar to our findings
[12].

The higher incidence of RVGE in children under 2 years of age,
especially severe RVGE requiring hospitalisations, has been
reported [11] and is explained by the higher risk of dehydration
in infants. This could account for part of the variation in incidence
and proportions found between studies depending on the age dis-
tribution, which was not reported by all studies.

Hospitalisations for RVGE have been studied worldwide. Two
reviews including high and low-income countries found hospitali-
sation rates for RVGE similar to our study. The ECDC report of 49
studies from the European Union and the European Economic Area,
reported that the hospitalisation incidence rates ranged from 100
to 1190 per 100 000 person years (most of which were between
300 and 600) and the proportion of all acute gastroenteritis hospi-
talisations ranged between 26 and 69% [14], comparable to our
findings. A worldwide review including 242 studies found also a
similar overall proportion of RV-attributable hospitalisations for
acute gastroenteritis in children aged under 5 (38%; 95% Cl: 36—
40%) [11]. However, this proportion was lower in studies that
tested for multiple pathogens rather than for RV alone (20% in
studies with 5-13 pathogens vs 39% in single-pathogen studies,
p <0.0001) [11]. This was not the case in our study for the propor-
tion of hospitalisations, though we also found a lower incidence of
hospitalisations for RVGE in the two studies that tested for multi-
ple pathogens. Worldwide reviews found that the incidence of RV
hospitalisations does not vary much with the level of economic
development (median RV admissions per 1000 children under
5 years per year: 2.0 vs 1.9 in low- and high-income regions,
respectively) [13].

4.3. Implications for health care and future research
The results from this meta-analysis can be used to model the

cost-effectiveness of RV vaccine introduction into national immu-
nisation plans in highly developed countries. Economic evaluations
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Study Age No. of
Reference period (months) RV+

Austria

Rendi-Wagner 2006 01/97-12/03 0-59 3175.00
Random effects model

Heterogeneity: not applicable

Denmark
Fischer 2001 01/95-12/99 0-59 434.00
Random effects model

Heterogeneity: not applicable

Germany

Koch 2011 01/01-12/08 0-59 17636.00
Wilking 2012 01/07-12/09 0-47 1787.00
Dudareva-Vizule 2012 09/04-08/06 0-59 20247.00
Pietsch 2018 10/02-09/17 0-59 1024.00

Random effects model
Heterogeneity: /% = 99%, 1 = < 0.0001, p < 0.01

Italy
Giaquinto 2008 10/04-09/05 1-59 55.00
Random effects model

Heterogeneity: not applicable

Spain
Rivero 2011 01/05-12/08 0-59 323.00
Random effects model

Heterogeneity: not applicable

Sweden

Rinder 2014 10/07-10/08 0-59 642.00
Random effects model

Heterogeneity: not applicable

Switzerland

Bucher 2006 01/99-12/03 0-59 328.00
Random effects model

Heterogeneity: not applicable

Japan
Kamiya 2009 01/03-12/07 0-59 453.00
Kinoshita 2014 09/01-08/11 0-59 387.00

Random effects model
Heterogeneity: 2= 98%, 2= 0.0003, p <0.01

United States

Staat 2010 07/96-06/08 0-59 245.86
Random effects model

Heterogeneity: not applicable

Random effects model
Prediction interval
Heterogeneity: /% = 100%, % = 0.0001, p = 0

Vaccine xxx (Xxxx) xxx

Person Incidence per
Years 100,000 PY 95%-Cl  Weight
414491 . 766.00 [739.59; 792.88] 7.9%
I 766.00 [739.59; 792.88] 7.9%
164055 . 264.55 [240.23; 290.03] 7.8%
(2 264.55 [240.23; 290.03] 7.8%

3458039 ] 510.00 [502.50; 517.55]  7.9%
366605 ] 487.45[465.10; 510.31]  7.9%
3584151 B 564.90 [557.15; 572.71]  7.9%
97524 B 1050.00[986.66; 111531]  7.7%

i 628.38 [549.71; 712.30]  31.5%

10377 B 530.02 [398.57; 679.98]  6.5%
< 530.02 [398.57; 679.98]  6.5%

54746 500.00 [527.36; 656.14]  7.6%
590.00 [527.36; 656.14]  7.6%
165464 [+ 388.00 [358.56; 418.61]  7.8%
'y 388.00 [358.56; 418.61]  7.8%
219782 [l 149.24 [133.51; 165.84]  7.9%
[ 149.24 [133.51; 165.84]  7.9%
91520 B 494.97 [450.42; 541.63)  7.7%
44039 i B 878.77 [793.34; 968.56]  7.5%
:’— 672.14 [348.37; 1101.16] 15.3%
104017 @ | 234.34[205.93; 264.57]  7.8%
* 234.34[205.93; 264.57]  7.8%
* 500.18 [422.44; 584.46] 100.0%

— [220.83; 891.91]

| I I I A I |

0200 600 1000

Fig. 5. Incidence rate of hospitalisations for RVGE of children aged 0-5 years per 100,000 person-years (forest plot). RVGE: Rotavirus gastroenteritis; RV+: stools samples that

tested positive for rotavirus; PY: person-years; Cl: Confidence Interval.

will provide useful information for public health authorities when
deciding upon immunisation strategies for RV. We observed a wide
variation of estimates of RVGE health care use between and within
countries in our review, presumably due to differences in health
care systems, climate and prevalence of other gastrointestinal

pathogens, but also to differences in study designs (use of hospital
records vs cohort studies with invited participants), specific loca-
tions (multicentre vs single centre studies) and laboratory methods
used (testing for multiple pathogens vs only RV). This has resulted
in the high heterogeneity observed in our pooled models.
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Study Age
Reference Country period (months)
Raes 2007 Belgium 06/02-05/06 0-59
Raes 2011 Belgium 06/04-05/06 0-59
Arientova 2012 Czech Republic  09/06-12/08 0-59
Fischer 2001 Denmark 01/95-12/99 0-59
Fischer 2011 Denmark 02/09-03/10 0-59
Giaquinto 2007 Europe 10/04-09/05 0-59
Forster 2009 France 02/05-08/06 0-59
Parez 2011 France 05/05-05/06 0-59
Poppe 2002 Germany 06/97-05/98 0-48
Forster 2009 Germany 02/05-08/06 0-59
Kaiser 2011 Germany 10/02-05/08 0-59
Koch 2011 Germany 01/01-12/08 0-59
Pietsch 2018 Germany 10/02-09/17 0-59
Levidioutou 2009 Greece 01/00-12/06 0-59
Nika 2010 Greece 01/08-12/09 0-59
Konstantopoulos 2013 Greece 07/08-03/10 0-59
Givon-Lavi 2008 Israel 04/06-03/07 0-59
Muhsen 2015 Israel 11/07-07/14 0-59
Albano 2006 Italy NA-NA 1-48
De Grazia 2006 Italy 01/01-12/05 0-59
Giaquinto 2008 Italy 10/04-09/05 1-59
Panatto 2009 Italy 01/06-12/06 0-59
Forster 2009 Italy 02/05-08/06 0-59
Zuccotti 2010 Italy 01/08-12/08 0-59
De Grazia 2014 Italy 01/85-08/12 0-59
Dona 2016 Italy 05/10-04/11 0-59

Sanchez-Fauquier 2003 Spain 10/98-09/02 0-59

Sanchez-Fauquier 2006 Spain 01/05-12/05 0-59
Forster 2009 Spain 02/05-08/06 0-59
Cilla 2010 Spain 07/96-06/08 1-59
Sanchez-Fauquier 2011 Spain 03/06-04/08 0-59
Rivero 2011 Spain 01/05-12/08 0-59
Castilla 2011 Spain 01/08-06/11 0-59
Gonzalez Galan 2011 Spain 04/06-04/07 0-59
Rinder 2014 Sweden 10/07-10/08 0-59
Forster 2009 United Kingdom  02/05-08/06 0-59

Schnagl 2002 Australia 01/95-12/98 1-59
Galati 2006 Australia 07/98-06/03 0-59
Campbell 2009 Australia 07/01-06/06 0-59
Jayasinghe 2012 Australia 01/00-12/07 0-59
Kamiya 2009 Japan 01/03-12/07 0-59
Taijiri 2013 Japan 01/08-12/09 0-59
Kinoshita 2014 Japan 09/01-08/11 0-59
Kelly 2017 New Zealand 01/10-12/14 0-59
Lee 2005 United States 11/97-12/99 0-59
Patel 2007 United States 07/00-06/06 0-59
Mast 2009 United States 02/05-07/06 0-59

Random effects model
Prediction interval
Heterogeneity: /> = 100%, <* = 0.0363, p = 0
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No.of  Total Proportion
RV+ aGE RV+ (%) 95%-Cl  Weight
423 1074 0.39[0.36; 0.42] 22%
881 3161 0.28 [0.26; 0.29] 2.2%
478 832 0.57 [0.54; 0.61] 2.2%
434 2146 0.20[0.19; 0.22] 2.2%
1074 2610 0.41[0.39; 0.43] 2.2%
337 555 0.61[0.57; 0.65] 2.1%
186 289 0.64 [0.59; 0.70] 2.1%
186 289 0.64 [0.59; 0.70] 21%
621 1451 0.43[0.40; 0.45] 2.2%
380 621 0.61[0.57; 0.65] 2.1%
2118 4867 0.44 [0.42; 0.45] 2.2%
17636 25154 0.70[0.70; 0.71] 2.2%
1024 3226 0.32[0.30; 0.33] 2.2%
904 4604 0.20[0.18; 0.21] 2.2%
216 1352 0.16 [0.14; 0.18] 2.2%
109 458 0.24 [0.20; 0.28] 21%
176 568 0.31[0.27; 0.35] 2.1%
1137 3514 0.32[0.31; 0.34] 2.2%
381 911 0.42[0.39; 0.45] 2.2%
411 1030 0.40[0.37; 0.43] 22%
55 83 0.66 [0.55; 0.76] 2.0%
216 776 0.28[0.25; 0.31] 2.2%
66 199 0.33[0.27; 0.40] 21%
182 521 0.35[0.31; 0.39] 2.1%
2138 6522 0.33[0.32; 0.34] 2.2%
3 12 0.25[0.05; 0.57] 1.4%
1155 3760 0.31[0.29; 0.32] 2.2%
362 656 0.55[0.51; 0.59] 21%
86 164 0.52 [0.45; 0.60] 2.1%
419 1070 0.39[0.36; 0.42] 2.2%
821 2048 0.40[0.38; 0.42] 2.2%
323 663 0.49 [0.45; 0.53] 2.1%
262 780 0.34[0.30; 0.37] 2.2%
80 399 0.20 [0.16; 0.24] 21%
642 1549 0.41[0.39; 0.44] 2.2%
27 52 0.52[0.38; 0.66] 1.9%
267 774 0.34[0.31; 0.38] 2.2%
2344 4688 0.50 [0.49; 0.51] 2.2%
310 881 0.35[0.32; 0.38] 2.2%
689 1453 0.47 [0.45; 0.50] 2.2%
453 961 0.47 [0.44; 0.50] 2.2%
625 1072 0.58 [0.55; 0.61] 2.2%
387 834 0.46 [0.43; 0.50] 2.2%
401 906 0.44 [0.41; 0.48] 2.2%
548 2067 0.27[0.25; 0.28] 2.2%
1109 1802 0.62 [0.59; 0.64] 2.2%
201 411 0.49 [0.44; 0.54] 21%
93815 0.41[0.36; 0.47]  100.0%

[0.09; 0.79]
1T 111

0 0.20.40.60.8 1

Fig. 6. Proportion of hospitalisations for RVGE among all hospitalisations for acute gastroenteritis of children aged 0-5 years (forest plot without country estimates). RVGE:
Rotavirus gastroenteritis; RV+: stools samples that tested positive for rotavirus; AGE: acute gastroenteritis; Cl: Confidence Interval.

Researchers assessing RV-related health care in future could obtain
more robust results by using standardised prospective methods
across different countries.

5. Conclusion

RV causes a considerable number of health care visits and hos-
pitalisations for gastroenteritis in highly developed countries with-
out routine RV vaccination. RV was one of the main pathogens of

severe gastroenteritis requiring hospitalisation in children under
5 years. Even though RVGE mortality is low in highly developed
countries, this vaccine-preventable disease poses a considerable
burden on health care systems.
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