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Abstract 

Prior to the licensing and introduction of rotavirus vaccines in 2006, rotavirus was 

the most common cause of severe acute gastroenteritis (AGE) in children <5 years of 

age, with the majority of disease burden occurring in children under two years of age. 

In the UK rotavirus was estimated to result in 80,000 general practice (GP) 

consultations in children <5 years of age each year, together with 45% of 

hospitalisations and 20% of emergency department (ED) attendances for AGE. 

The UK introduced rotavirus vaccination into the routine childhood immunisation 

programme in July 2013. Whilst rotavirus vaccine impact on severe disease has been 

well described, uncovering vaccine impact on gastrointestinal (GI) disease outcomes 

across primary and secondary care is of public health importance; particularly 

understanding the extent of indirect effect or ‘herd’ protection. It is also important to 

ensure vaccine uptake and impact is equitable. As incidence of AGE is highest in the 

most socioeconomically deprived populations and vaccine uptake is often lower, 

measuring vaccine impact in relation to socioeconomic deprivation is critical. These 

themes were addressed through a series of inter-linked studies, for three years post-

vaccine introduction (July 2013 to June 2016), in Merseyside, UK. 

In Merseyside, uptake of first-dose of rotavirus vaccine was 91.4%, and 86.7% for 

completion of the two dose schedule. Whilst, the risk of non-vaccination was higher 

in the most socioeconomically deprived populations.  

At a large acute paediatric hospital, after two seasons post-rotavirus vaccine 

introduction, laboratory confirmed rotavirus gastroenteritis (RVGE) hospitalisations 

reduced by 84% in vaccine-eligible children <2 years of age and 69% in vaccine 
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ineligible children 2-4 years of age. Reductions in both hospital- and community-

acquired RVGE was comparable (83%). 

Interrupted time-series analysis of multiple routine healthcare datasets for three 

seasons post-vaccine introduction showed that among children <5 years of age, the 

incidence of RVGE and AGE hospitalisations decreased by 80% and 44%, 

respectively, ED attendances fell by 23%, walk-in-centre attendances by 32% and 

GP consultations by 13%. Vaccine impact was greatest during the rotavirus-season 

and for vaccine eligible age groups. The rate of hospitalisations averted was higher 

among infants in the most deprived communities compared to the least deprived. In 

adults aged 65 years or older, AGE hospitalisations fell by 25%.  

Analysis of a GP birth cohort of children born between May 2010 and June 2016, 

demonstrated an overall rotavirus vaccine effectiveness (VE) of 11% against AGE. 

However, when using established methods to estimate direct and indirect VE, 

estimates were improbable, suggesting unmeasured confounding, and flawed 

comparator populations. A novel method using propensity score analysis was 

developed to deal with these issues through balancing comparator populations. 

Applying the alternative method produced epidemiologically and biologically 

plausible direct (8-11%) and indirect (1-4%) estimates of VE against GP 

consultations for AGE.  

In summary, rotavirus vaccination reduced healthcare use for multiple GI disease 

outcomes across the healthcare system. Effects were greatest in infants, for specific 

rotavirus outcomes, for severe disease, and in the rotavirus season. Furthermore the 

reduction of GI disease in older populations suggests ‘herd’ protection. Prioritising 

vaccine uptake in the most socioeconomically deprived communities is likely to give 
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the greatest health benefit in terms of reducing population disease burden. Finally, a 

novel approach for measuring VE has been developed to mitigate against 

unmeasured confounding. This methodology will be valuable for studies using 

routine healthcare data to measure the broader public health impact of vaccines using 

syndromic non-specific endpoints.  
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1 Introduction: rotavirus and rotavirus infection 

1.1 Rotavirus biology and classification 

Rotaviruses were first identified in humans in 1973 by Bishop and colleagues in the 

duodenal mucosa of children with gastroenteritis (1). These virus particles identified 

by Bishop were  linked to earlier descriptions of viruses identified as causing severe 

diarrhoea in animals (1–3). They were named rotaviruses due to their wheel like 

structure and icosahedral shape with rotational symmetries (like an old fashioned 

football) seen under electron microscopy (4).  

Rotavirus is a double-stranded segmented RNA virus, with a non-enveloped capsid. 

The capsid consists of three layers: the inner core, composed of the viral protein 

(VP) VP2, which contains the viral genome and VP3 and VP1; the middle capsid 

formed by VP6; and the outer capsid containing VP7 and VP4, which form the viral 

spikes. The middle capsid antigen (VP6) defines eight groups of rotavirus (A-H). In 

humans the majority of rotavirus disease is caused by group A rotaviruses (2,5), 

which are further classified by the sequence diversity of genes encoding their outer 

capsid. The VP7 is a glycoprotein that determines G-types and the VP4 is protease 

sensitive protein that determines P types, both of these proteins elicit type-specific 

neutralising antibody responses (2,5). Furthermore, whole genome sequencing has 

allowed rotavirus strains to be classified according to genotype constellations based 

on all 11 genome segments (6,7). For this whole genome classification, the genetic 

backbone constellation (defined by nine gene segments excluding VP7 and VP4) can 

be used to define genotype constellations (6,7). Among human group A rotaviruses 

there are two common genotype constellations: Wa-like and DS-1 like (6,7).  
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The segmented structure of the rotavirus genome means it is possible for rotaviruses 

to reassort during infections with multiple strains, and because VP7 and VP4 can 

segregate independently different G- and P- type combinations can co-circulate (8,9). 

This exchange of genetic material can lead to emerging novel strains, including 

zoonotic strains from reassortment between animal and human rotavirus strains (10). 

 

Figure 1-1 Simplified diagram of the location of the rotavirus structural 

proteins and overall virus structure  [Source Graham Colm English Wikipedia] 

1.2 Transmission and symptoms  

Transmission of rotavirus is by the faecal-oral route and can be person to person, via 

contact with contaminated surfaces, water and food. Because rotavirus is robust and 

has a low infectious dose (10-100 virus particles) it is highly transmissible (11,12). 

Rotavirus infection has a short incubation period, typically between 24 and 48 hours 

(13), followed by a rapid onset of symptoms of diarrhoea, vomiting and dehydration. 

Although acute gastroenteritis (AGE) is the most common set of symptoms 

associated with rotavirus, afebrile and febrile benign convulsions and other 

neurological conditions have been described (14). The severity of symptoms is 

variable and depends on a wide variety of host pathogen factors. If symptoms go 
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untreated infection can result in death, with young children living in low income 

countries at highest risk.   

1.3 Diagnosis of rotavirus infection 

There are a number of ways to diagnose rotavirus infection; symptoms alone cannot 

be used because of shared commonality with other pathogens and non-

communicable diseases. However, rotaviruses can be easily detected using standard 

laboratory procedures, with varying degrees of specificity and sensitivity. Faecal 

specimens are normally used and because of the high viral load during symptomatic 

infection, visualisation of viral particles is possible using electron microscopy (2). 

However, laboratory detection of rotavirus gastroenteritis (RVGE) in humans using 

electron microscopy has low sensitivity. This technique was replaced with antigen 

based assays, such as enzyme-linked immunosorbent assay (ELISA) using 

antibodies against the inner capsid antigen VP6 (15). This method is recommended 

by the World Health Organization (WHO) and correlates well with clinical disease 

but commercial ELISA kits generally can only detect group A rotaviruses (16). 

Diagnostic testing protocols for rotavirus differ between countries / regions and must 

therefore be considered when describing disease (17,18). 

Molecular techniques such as, reverse transcription-quantitative polymerase chain 

reaction (qRT-PCR) can be used to detect rotavirus in stool samples and distinguish 

between rotavirus groups. Furthermore qRT-PCR can be used to identify G and P 

types using standardised methodologies (17,18). The sensitivity of qRT-PCR 

compared to ELISA means that it can detect rotavirus shedding in faecal samples 

from asymptomatic individuals (16,19,20). Due to the good correlation between 

ELISA and clinical disease it has been used to identify cut-offs for qRT-PCR 
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equivalent to clinical disease (21,22). These cut-offs have become more important as 

molecular techniques are used more frequently in diagnostic laboratories. 

1.4 Rotavirus epidemiology 

1.4.1 Infections and susceptibility 

During a person’s life they experience repeat rotavirus infections often as 

asymptomatic episodes. Rotavirus has normally infected the majority of children by 

3-5 years of age (5). Severe symptomatic infection normally follows primary or early 

exposure to rotavirus, a level of protection is then provided against subsequent 

infections (23). A prospective birth cohort study from Mexico showed that 96% of 

children under 2 years had experienced a primary rotavirus infection. Also, showing 

that following primary infection the host / child has reduced susceptibility to 

secondary infections and that subsequent infections are more likely to be caused by 

different genotypes to that causing primary infection (24). The nature of host 

susceptibility helps to drive the age distribution of symptomatic cases with the 

majority occurring in children 4-24 months of age (2,5,25). Older children having 

already had multiple infections and therefore reduced susceptibility. Thus, by late 

childhood and adulthood, severity and frequency of clinical disease has declined; 

with the proportion of asymptomatic infections relative to symptomatic infections 

increasing (5,24). However, epidemiology of rotavirus infections in older children 

and adults is heavily affected by case presentation to healthcare establishments and 

testing protocols (26).  

1.4.2 Global rotavirus disease burden in children under 5 years 

Prior to licensing and routine use of rotavirus vaccination, rotavirus was the leading 

cause of AGE in children under the age of five years. Rotavirus was estimated to be 

responsible for 450,000 deaths globally (Figure 1-2); with over 90% of deaths 
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occurring in developing countries (27,28). Whilst mortality from rotavirus infections 

is low in high income countries they do cause substantial severe morbidity and 

burden on healthcare resources (29,30). Using a range of country specific incident 

rates from 1986-2000 it was estimated that in high income countries that rotavirus 

causes 223,000 (range 142,000–358,000) hospitalisations and 7,122,000 (range 

2,123,000–17,881,000) episodes of RVGE  requiring only home care per year (28). 

Rotavirus is also an important cause of nosocomial (healthcare-acquired) diarrhoea 

in children under 5 years of age. In Europe rotavirus was estimated to be responsible 

for 31-87% of paediatric nosocomial diarrhoea (31). 

In the USA rotavirus has been estimated to cost over $300 million to the healthcare 

system and nearly $1 billion in society costs (e.g. loss of earnings, childcare) (32).  

 

Figure 1-2 Estimated rotavirus disease burden in children <5 years of age, prior 

to rotavirus vaccine introduction  (28) 
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1.4.3 Seasonality 

Seasonality of rotavirus infections is very variable by geographical region. There has 

been speculation that genotype diversity, geographical location, climate and country 

development level all affect seasonality. However, there is no evidence that there is 

one unifying factor that explains why some regions have seasons and others 

experience year round disease (33). In Western Europe there is strong seasonality of 

disease in the Northern Hemisphere during the winter / spring months (Figure 1-3). 

There is some indication that rotavirus infections spread in Europe from South to 

North and West to East, with similar patterns described in the US (18,34–36). A 

recent review of global studies established that high income countries experience 

disease patterns which were more likely to be seasonal (33). 

 

Figure 1-3 Rotavirus seasonality in European countries participating in 

EuroRotaNet rotavirus surveillance network; prior to routine rotavirus vaccine 

introduction, September 2006 to August 2013 [EuroRotaNet data (17)] 

 



Introduction: rotavirus and rotavirus infection 

Measuring the effect of rotavirus vaccination on primary and secondary care 28 

1.4.4 Epidemiology in adults 

While the epidemiology and disease burden of RVGE in infants and young children 

is well described, the burden of rotavirus disease in older children and adults is less 

well understood. Whilst nearly all adults would have been infected by rotavirus 

across their life, rotavirus infections in adults are normally milder than in young 

children resulting in less clinical presentation (37–39). Furthermore the rates of 

infection and clinical presentation with symptoms is variable by geographical area 

and a country’s level of development (40). In the early 1980s a small hospital based 

study in the UK investigated the aetiology of acute diarrhoea hospitalisations in 73 

adults and identified that 4% were caused by rotavirus (41). Similarly rotavirus was 

identified in 3% of adults with diarrhoea presenting at a Swedish infectious disease 

clinic (42), and 5% of adults admitted to hospital with diarrhoea in Thailand (43). A 

hospital based surveillance study in Bangladesh also identified rotavirus in 4% of 

≥60 year olds with diarrhoeal disease (44). There have however, been studies in 

adults in which rotavirus is detected more frequently. Another small study conducted 

in Australia in 74 adults with acute diarrhoea identified rotavirus as the second most 

common pathogen (17%) and a Mexican study identified rotavirus in 64% of adults 

with moderate to severe AGE (45,46).  

Whilst most studies have been in the hospital setting focusing on moderate to severe 

RVGE, there is limited research on RVGE in adults in the community setting. A 

prospective surveillance study conducted in the UK showed that in those aged 5 

years and older, rotavirus was detected in approximately 4% of primary care 

consultations and 3% of community episodes for infectious intestinal disease (30,47).  

Several studies have also indicated that whilst endemic rotavirus season is driven by 

young children, adult disease is less season-specific, instead, occurring all year 
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(36,40). Although, rotavirus infection does occur in adult settings, such as long-term 

care facilities (48), the highest risk of rotavirus infection in adults appears to be in 

adults in contact with children with rotavirus infection (37–39). These findings 

suggest exposure to rotavirus is likely to vary dramatically over a person’s life and 

that young adults without dependents would be at the lowest risk of exposure to 

rotavirus.  

1.5 Prevention of rotavirus gastroenteritis 

Rotavirus can spread easily and infects nearly all children in early life, although 

good cleanliness and hand washing are good practice, routine handwashing in the 

home is ineffective at reducing rotavirus transmission (49–51). Whilst programmes 

which improve sanitation, hygiene and water supply in low-income countries is 

estimated to reduce diarrhoeal disease incidence by approximately 30%, the 

comparable rates of rotavirus disease (not severity) in low- and high-income 

countries (despite better sanitation in high-income countries), indicate that these 

improvements have minimal impact on rotavirus transmission (50,52–54). Therefore, 

vaccination against rotavirus currently represents the most effective preventative 

measure against rotavirus disease (49,51,54).  

1.5.1 A brief history of rotavirus vaccines 

Research into the development of vaccines against RVGE began in the late 1970’s. 

Using animal models it was demonstrated that previous infections with animal 

strains protected an animal from infection with human rotaviruses (55). Therefore it 

was supposed that live attenuated (reduced virulence) animal strains when given to 

humans orally could copy the immunity conferred by natural infection and prevent 

severe disease (14,54). This led to the development of live attenuated animal 

reassortment vaccines; however, field trials indicated variable efficacy (56–58). 
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Because of the broad diversity of rotaviruses any vaccine needs to show good cross-

protection against the predominant genotypes. Therefore, to achieve better cross-

protection, multivalent human - animal reassortment vaccines and live attenuated 

human rotavirus vaccines have been developed (5).  

The first licensed rotavirus vaccine was RotaShield® (Wyeth Laboratories) and it 

began use in the US in 1998. However, RotaShield® was withdrawn from use in 

1999 following associated incidences of intussusception (59). Intussusception is 

when one segment of the intestine folds into another section of the intestine and can 

result in an obstruction, whilst intussusception can occur in non-vaccinated infants 

and can be remedied using medical procedures, it is potentially fatal (60). 

Although RotaShield® remained licenced it was removed from use. Subsequently, 

since 2006, two major vaccines have been licensed for use; a three dose pentavalent 

human-bovine reassortment vaccine (RV5, RotaTeq®, Merck & Co., Inc.) and two 

dose live attenuated monovalent vaccine (RV1, Rotarix®, GlaxoSmithKline 

Biologicals, Belgium) (54) (Table 1-1).  

Clinical trials have shown both to be highly effective. In high-income countries with 

low mortality rates the vaccine efficacy in the first two years of follow-up is over 

80% against severe (defined using a score cut-off from either a Clark or Vesikari 

Clinical Severity Scoring System) rotavirus disease (61–63). But as income declines 

and mortality increases the efficacy of the vaccines decrease, with reported efficacy 

of ~39-49% in countries with high mortality rates (61,64,65). Although the efficacy 

is lower in high mortality countries the absolute benefit is substantial due to the 

higher baseline burden of disease (66). Currently no one factor has been identified as 

being responsible for the lower efficacy of the vaccines in high mortality countries. 
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There has been speculation that this is due to lower systemic immune response to 

both natural infection and rotavirus vaccination (67). Indeed two recent nested-case 

control studies of Ghanaian and Pakistani infants has suggested that the composition 

of the gut microbiome correlates with the immunogenicity of rotavirus vaccines and 

could be contributing to the reduced efficacy in developing countries (68,69).  

A further consideration is whether these rotavirus vaccines can induce heterotypic 

immunity. This is crucial, because of the variety of rotavirus strains circulating co-

currently, which may be heterotypic to the G and P types contained in the vaccine. 

Efficacy studies have indicated that both RotaTeq® and Rotarix® provide heterotypic 

protection, although this may be to a reduced degree for strains with G or P types 

which do not match the vaccine strain (54,70,71). Reassuringly a recent meta-

analysis of the strain specific effectiveness of rotavirus vaccines also suggest that 

both vaccines exert similar protection against homotypic and heterotypic rotavirus 

strains (72). However, an important component of the long-term evaluation of 

rotavirus vaccine programmes will be the continued surveillance of rotavirus strain 

distributions to identify possible vaccine induced changes in rotavirus strain 

distributions and any emerging new strains.  

As of April 2017 over 90 countries had introduced rotavirus vaccination into 

national immunisation programmes worldwide and many more have rotavirus 

vaccine available at state level or via private healthcare insurance (Figure 1-4) (73). 

Since the first introduction of the current era of rotavirus vaccines in 2006, 

observational and ecological studies have been conducted to assess the effect of 

rotavirus vaccines in the ‘real world’. The next section provides an overview of 

methodologies that are being employed to assess the effect of rotavirus vaccines 

after introduction into public health programmes. 
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Table 1-1 Details of two licensed rotavirus vaccines.(16) 

 Rotarix® 

GlaxoSmithKline Biologicals 

RotaTeq® 

Merck & Co 

Indication For the active immunisation of infants aged ≥6 weeks against RVGE 

Composition Live attenuated monovalent human 

rotavirus strain  

G1P[8] 

Live attenuated pentavalent  bovine 

(WC3)-human reassortant strains 

G1P[5]; G2P[5]; G3P[5]; G4P[5]; 

G6P[8] 

Form Orally administered in liquid formulation 

Administration ¶ Two doses 

¶ First dose from 6 weeks of age 

¶ Minimum of 4 weeks between 

doses 

¶ Schedule should be completed by 

24 weeks of age 

¶ Three doses 

¶ First dose between 6 and 12 

weeks of age 

¶ Minimum of 4 weeks between 

doses 

¶ Schedule should be completed 

by 26 weeks of age 

 

 

 

Figure 1-4 Countries that have introduced rotavirus vaccine 

 [Source: IVAC, accessed 20th February 2018]  
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1.6 Methodologies for measuring population vaccine effectiveness and 

impact 

Vaccines can have an effect at both the individual (direct protection) and population 

level (indirect protection) (74). Vaccine efficacy represents the direct effect of 

vaccination in individuals receiving vaccine under rigorously controlled conditions 

(75). This is normally measured in pre-licensure clinical trials. Whereas, vaccine 

effectiveness (VE) is for measuring vaccine performance in a population after 

vaccine introduction (76–78). Observational studies are the principal study design 

used for calculating VE (79). These studies are informative to public health as they 

measure both the effect on the individual and the population (74,77). The types of 

population effect include the indirect, total and overall effect. The indirect effect is 

the herd protection conferred by the vaccine on the unvaccinated (76); the total effect 

is a combination of the direct effect and indirect on vaccinated individuals (77,79); 

and the overall effect is a population weighted combination of the indirect effect on 

unvaccinated individuals and the total effect in vaccinated individuals. This overall 

effect allows health authorities to evaluate the population impact of a vaccine 

programme including calculation of vaccine cost-effectiveness (80,81).  

To measure the direct effect studies normally require one population in which the 

vaccine is available and then a comparison of the measured outcome in those that 

have received the vaccine with those that have not (77,79,80). In order to measure 

the indirect, total and overall effects of vaccination two populations are required, one 

with and one without vaccination. These populations are normally separate in time 

and / or space (Figure 1-5) (77). The epidemiological study designs employed for 

measuring VE predominately include: case-control, cohort, screening, outbreak, and 

ecological. Each design has biases and pros and cons, and the type of effect which 
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can be measured principally depends on the study design and the populations being 

compared (Table 1-2) (77). There are also serological studies, such as correlates of 

protection, which focus on a measurable biological response such as antibody titres 

(82–84). If this response is correlated to disease then they can be used for vaccine 

evaluations. The sections below describe the most common epidemiological study 

designs for assessing VE and population impact.  

 

Figure 1-5 Types of vaccine effect and comparison populations  [VE is the Vaccine 

effectiveness, where Ω is the attack rate (the proportion of cases in a defined population); f is proportion of the 

population vaccinated; t is time.] (74,77,85) 

Table 1-2 Study design and effect type 

Study type Effect type 

Direct Indirect Total Overall 

Cohort Yes Yes Yes Yes 

Outbreak Yes No No No 

Case-control Yes No No No 

Screening No No No Yes 

Ecological No No No Yes 



Introduction: rotavirus and rotavirus infection 

Measuring the effect of rotavirus vaccination on primary and secondary care 35 

Cohort studies 

These are normally conducted by comparing the incidence of an outcome / disease in 

a cohort of vaccinated and unvaccinated persons over a period of observation, either 

prospectively or retrospectively (83,84). Prospective studies are utilised less 

frequently to measure VE due to cost, time and subject dropout (82). However, they 

have been used to measure the long-term effectiveness of varicella vaccination in 

children, influenza VE in older adults and to assess VE of catch-up vaccine 

campaigns during disease outbreaks (86–88). A prospective cohort study can be 

affected by a number of potential biases. Some of these biases fall under a broad 

grouping of selection bias; error introduced when the population under study do not 

accurately represent the general or target population, resulting in reduced external 

validity (89,90). Types of selection bias include: loss to follow-up bias (attrition 

bias), when those who drop out of the study differ systematically from those that are 

not lost; non-response bias, when those who enrol in the study are different from 

those who did not. The healthy entry / healthy worker bias is an example of non-

response bias, when the study includes individuals at baseline that would be likely to 

be more healthy than the general population (90–92).  

Other biases that are commonly present in cohort studies are information bias and 

confounding. Response bias is a type of information bias, which could occur if 

participants systematically under report behaviour or health issues that may affect 

the chance of outcome, an example of this may be underreporting alcohol use (90). 

Confounding can occur when a variable has an association with both exposure 

(vaccination) and outcome (disease). For example, healthcare seeking behaviour / 

healthcare access can be an important confounder in some observational studies. 
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Confounding, information bias and selection bias need to be appropriately controlled 

for in study design or in the study analyses (89,91). 

In retrospective cohort studies that involve primary data collection the chance of bias 

is increased compared to a prospective study, through recall bias (83).  

A version of the cohort study commonly used to measure VE is those using pre-

established healthcare databases which include information on exposure 

(vaccination) and outcome (disease) (85,93–95). It is important in these studies that 

chance of exposure to the outcome is equal between groups or that adequate 

statistical approaches are applied to mitigate for any inequality (96). Often 

differences in health-seeking behaviour between vaccinated or unvaccinated 

individuals can lead to under ascertainment of the outcome and bias in VE estimates 

(82,97).  Unlike case-control studies cohort studies avoid bias associated with 

selecting inappropriate controls and also often allow the calculation of all four effect 

types (82,85), although the accuracy of these estimates can be variable depending on 

the occurrence of cofounders in comparator populations (85). In cohort studies 

typically there is a time element so that survival, relative incidence rates or relative 

hazards can be calculated for vaccinated versus unvaccinated groups. Therefore 

cohort studies will normally measure VE through the formula: % ρ 22 ρππ , 

where RR is the relative risk; or, 6% ρ (2 ρππ, where HR is the hazard 

ratio. 

Case-control studies 

Case-control studies are the most common study used in ‘real world’ VE studies 

(80,83,84,98). However, only the direct effect of a vaccine programme can be 

calculated in this design. They recruit based on the endpoint (cases of disease) and 
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establish a control comparator of individuals who have not experienced the outcome 

of interest (79,83,84). It is important that the end-point is specific because non-

specific endpoints can change over time and setting (99). Vaccine status is 

established retrospectively for both groups, normally along with baseline 

characteristics and confounders that may be adjusted for in analyses. These methods 

can be relatively cheap and rapid, but can be problematic if a vaccine programme is: 

highly effective with a large herd effect resulting in a lack of cases; and / or vaccine 

uptake is so low or high that unvaccinated population are likely to have a different 

disease risk to the general population independent of vaccination; and / or vaccine 

uptake is so high most cases are vaccinated so that a larger sample size is needed to 

detect a significant difference in vaccination status between cases and controls. 

Therefore, to increase power and reduce sample size, case-control studies are best 

implemented when vaccine coverage is between 20-80% (100).This may be easiest 

to achieve if the study is conducted as soon as possible after the start date of the 

vaccine programme (99).  

It is also important that cases and controls have an equal risk of exposure and that 

vaccine status is collected in the same robust way from both cases and controls 

(83,97). Often a matched case-control design is utilised using factors such as age, 

sex and geography (99). This is usually for convenience, improving efficiency and 

/or precision or for control in the analysis of unquantifiable social, environment or 

biological factors  (101). However, it is a common misconception that matching 

reduces confounding and it may actually increase the chance of confounding if the 

factors matched are not present in the overall population (101).  

The use of test negative-controls is common in case-control studies. Test negative-

controls are controls, which have the same symptoms as the cases but were negative 
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for the pathogen of interest. It is often logistically advantageous, cost-effective and 

provides a high-degree of comparability between controls and cases because both 

controls and cases are from the same single source (99). It can help to minimise 

selection bias because cases and controls are assumed to have similar health-seeking 

behaviour  reducing outcome ascertainment bias (97). A limitation of the test-

negative design is that there is an assumption that the vaccine under study has no 

effect on disease incidence in the controls. In case-control studies VE is 

predominately measured using a rate difference with the Odds Ratio (OR) in the 

formula: ὠὉ ρ ὕὙ ρππ.  

Screening studies 

The screening method is a variation on the case-control and cohort methodologies, in 

this design the entire population or a sample of the population is used as a reference 

(102–105). In screening studies the number of cases with the outcome of interest is 

required as is the number of cases vaccinated; the comparator is then the vaccine 

uptake in the reference population (84,102). This is less resource intensive than 

retrospective case-control studies and primary data collection cohort studies. Whilst 

the screening method has a role to play in measuring VE it is limited. The method is 

designed to be a rapid preliminary assessment of VE when attack rate data is 

unavailable. As the screening method uses secondary data analysis it is subject to the 

associated biases and relies on accurate measurement of vaccine coverage. 

Furthermore, when herd immunity is provided by a vaccine, and population 

incidence declines in the unvaccinated, the screening method will underestimate VE 

(102). Therefore, the appropriateness of using the screening method is dependent on 

the target vaccine, data quality, and the population; and may need to be followed up 
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with more robust observation methodologies. To measure VE using the screening 

study design the following formula is therefore used: ὠὉ

ρππ, where PCV is the proportion of cases vaccinated and PPV is the proportion of 

the total reference population vaccinated. 

Outbreak studies 

These studies are best conducted after a disease outbreak in a defined population 

setting such as a school, establishment or city (106–108). In outbreak studies 

measurement of VE is during a defined time-period and setting, using data on 

whether people became infected and / or developed disease in a defined population. 

Relative risk based on cumulative incidence or relative attack rates (the number of 

cases in a specific population dived by population under study) will be used to 

calculate VE: 6% ρ 22 ρππ , where RR is the relative risk. 

Ecological ï population vaccine impact 

These studies normally measure a disease over time e.g. “before and after” vaccine 

introduction. In these types of studies good quality surveillance data is required for a 

number of year’s pre and post-vaccine introduction, any temporal or seasonal trend 

must be taken in to account when assessing a change in disease burden. Temporal 

ecological studies remove the concerns of confounding through health status and 

health seeking behaviour associated with exposure (vaccination) because they do not 

compare the disease incidence in the vaccinated with that in the unvaccinated (97). 

However, in these studies there is the issue that any change or no change in disease 

incidence could be a result of the vaccine or some other factor, natural or otherwise 

(e.g. change in healthcare provision, data quality). Also, within this design there is 

the possibility of reducing some of this cofounding if the vaccine programme has 
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been introduced in phases, group by group (83). In this case a stepped wedge design 

can be utilised; groups of vaccinated and those yet to be vaccinated are compared, 

this could involve random or programmatic selection of groups (84,109). 

Confounding would be reduced as the groups under comparison should have similar 

base-line characteristics (83).  

A common study design for measuring population vaccine impact in the ‘real world’ 

is the interrupted time-series (ITS) (110–113). In the context of vaccine evaluations 

the ITS methodology would follow a disease outcome, over time, prior to an 

intervention (vaccination) to establish a baseline trend and seasonality, then under a 

hypothetical situation where vaccine introduction did not take place the 

counterfactual trend is predicted for the post-vaccine period and compared to the 

actual post-vaccine trend (110). A percentage change can then be calculated from 

this comparison. There is further complexity to the ITS design depending on how the 

vaccine is introduced, for instance, vaccine uptake that reaches a steady state almost 

instantly as a one off step / level change or gradual introduction could be analysed as 

multiple steps (111).  

In reality many published studies which assess vaccine impact are limited in the 

robustness of the analyses by the available data. Often a more crude “before and 

after” approach is used; in which mean / median incidence from the pre-vaccine 

period is compared to the post-vaccine introduction years, with little or no 

adjustment for trend or seasonality (114). Nevertheless, ecological study designs 

using both ITS and simple “before and after” methods have been used to evaluate the 

population impact of a number of vaccines including pneumococcal conjugate (115–

119), varicella (120), influenza (121,122), and rotavirus (112–114,123). 
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In summary, whilst there are variations on all these study designs, such as the case-

cohort, cohort and case-control studies contribute the majority of VE studies 

assessing individual level vaccine effects. Whereas studies aiming to assess vaccine 

impact at the population level will usually utilise an ecological design with varying 

degrees of rigour. 

1.7 Impact of rotavirus vaccination in high income countries 

Since licensing of Rotarix® and RotaTeq® in 2006, the global mortality from 

rotavirus diarrhoea in children <5 years of age has decreased substantially; from an 

estimated 528,000 in 2000 to 215,000 in 2013 (124). While the majority of this 

reduction has resulted from vaccine introduction in low-middle income countries 

(124), many high-income countries have also introduced rotavirus vaccination. 

Belgium and the USA introduced rotavirus vaccination in 2006, followed by Austria 

and Australia in 2007, Finland in 2009 and Israel in 2010. There are also a number 

of countries that have introduced the vaccine privately or regionally, such as in 

Germany, Greece, Italy, and Spain. More recently countries such as, Germany, 

Ireland and Norway, have introduced country wide vaccination. Chapter 3 in this 

thesis provides a systematic review and meta-analyses of observational case-control 

and cohort studies measuring rotavirus VE, whereas studies assessing the overall 

public health impact of rotavirus vaccination through ecological study design are 

described below.  

The majority of rotavirus impact studies have been retrospective using routine 

healthcare databases to assess a change in disease burden post-vaccine introduction 

relative to a pre-vaccine baseline. There have also been a few prospective 

surveillance studies. A number of rotavirus specific outcome measures have been 

reported, predominately RVGE hospitalisations, RVGE laboratory detections and 
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less frequently, RVGE ED visits and RVGE outpatient / GP visits. There have also 

been reports on less-specific disease outcomes such as AGE hospitalisation, AGE 

ED visits and AGE outpatient attendances, as well as, diarrhoeal disease outpatient / 

GP visits. As the US was one of the first countries to introduce rotavirus vaccination 

the majority of published impact studies have been conducted in the US.  

Impact on RVGE and AGE hospitalisations 

In the US RotaTeq® was first recommended in 2006 for routine childhood 

vaccination, this recommendation was expanded to include Rotarix® in 2008. 

Vaccination coverage is variable by state ranging from ~55% to 85% in 2013 for 19-

35 month olds (125). Impact studies covering seasons 2008, 2009 and 2010 showed 

reductions of between 55% and over 80% in RVGE hospitalisations in children <5 

years of age and reductions in all-cause AGE hospitalisations of between 29% and 

50% (126–133). These included studies of: national and state level health databases; 

a sub-national active surveillance study from the New Vaccine Surveillance Network 

of rotavirus diarrhoea; an insurance claims database study; and, local hospital based 

studies of laboratory confirmed rotavirus (126–133). The largest reductions in these 

studies were in vaccine eligible infants <12 months of age and 1 year olds, with a 

number of these studies also showing evidence of herd protection among 

unvaccinated groups (132,133). Additionally, data from the national healthcare 

database, from hospitals in 42 states, showed significant reductions in both RVGE 

coded discharges and all-cause AGE hospitalisations in 2008, 2009 and 2010 among 

5-14 year olds and 15-24 years (134,135). These reductions were highest during the 

winter / spring peak rotavirus season strengthening the evidence for an indirect effect 

of rotavirus vaccination.  
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Australia introduced rotavirus vaccination in specific states / territories that had high 

RVGE disease burden in 2006, followed by full inclusion in the national 

immunisation programme in 2007. Both Rotarix® and RotaTeq® are used in 

Australia, dependent on the state / territory choice. National vaccine uptake reached 

over 80% in 2007 and 2008 (136). In a national healthcare database study RVGE 

hospitalisations in children under 5 years of age reduced by 67% and 45% in 

2007/08 and 2008/09, respectively (136). There was also a 38% decline in non-

rotavirus coded AGE hospitalisations in 2009/10 (137). A one site paediatric hospital 

study of RVGE hospitalisations in children aged  under 5 years of age showed 

similar reductions of over 65% in 2008-2009 (138). Herd protection from rotavirus 

vaccination was also suggested through a further study at the same hospital site with 

reductions in RVGE hospitalisations in older age groups, including those ineligible 

for vaccination (139). 

Belgium introduced vaccination in 2006 and achieved over 90% uptake of vaccine 

(predominately Rotarix®) rapidly (140). There were large reductions in RVGE 

hospitalisations in the vaccine eligible age group of between 60-80% (141) and 

smaller but significant reductions in older children (141,142).  

Since vaccine introduction in Austria, both RotaTeq® and Rotarix® vaccines have 

been used at different times, vaccine uptake was reported at over 87% by 2008, and 

in age eligible children up to 20 months of age RVGE hospitalised cases decreased 

by 74% in the first full surveillance year post-vaccine introduction (143,144). This 

impact has been sustained in children under two years of age up to 4 years after 

introduction, with reductions of over 80% (145). Older vaccine eligible cohorts have 

also seen sustained reductions of over 60% in children 2-3.5 years (145). Herd 

protection is also likely; there were small reductions of approximately 20-22% in 
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unvaccinated older children in 2008 and 2009 (143). However, caution is required, 

as in 2011, increases in RVGE hospitalisations were seen in children aged 5-14 years 

(145).  

In Finland where RotaTeq® is the sole vaccine in use, vaccine uptake reached over 

95% for the full schedule comparable to other childhood vaccines (146). In the first 

complete season post-vaccine introduction, RVGE hospitalisations fell by 80% in 

infants and all-cause AGE hospitalisations fell by over 54%. Herd protection was 

also indicated with RVGE hospitalisations falling by over 53% and AGE 

hospitalisations falling by over 27% in children aged 1-4 years who predominately 

would have been vaccine ineligible (146). The impact of vaccination in Finland has 

been shown to be sustained up to 3 years post-vaccine  introduction (147,148).   

In Germany routine rotavirus vaccination has been recommended by regional health 

authorities since 2008. Rotavirus vaccine was only available through health 

insurance in some states, and state-based coverage ranged from 11% to 77% 

(140,149). Since 2013 vaccination has been recommended nationally (both 

RotaTeq® and Rotarix® vaccines are available) and vaccine coverage has increased; 

although remains variable across states (149). Currently, there are no vaccine impact 

studies post-national recommendation. However, an early study compared vaccine 

impact on RVGE hospitalisations in Western States (vaccine uptake ~58%) and 

Eastern States (vaccine uptake ~ 22%) between 2008 and 2011 (150). In children <2 

years of age reductions were 35% in Western States compared to 25% in Eastern 

States. A further study analysing data from 2006-2012, showed that in areas reaching 

64% vaccine uptake there was a 60% reduction in RVGE hospitalisations in infants 

< 1 year of age compared to 19% in low uptake areas (149). Small reductions were 
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also seen for all-cause AGE hospitalisations. However, there was no reduction in 

RVGE hospitalisations in children 2 and 3 years of age detected.  

In Israel RotaTeq® was introduced into the national immunisation programme in 

2010, with vaccine uptake around 80% (151). In a prospective study in 3 acute 

hospitals, conducted 2008-2015, the incidence of RVGE hospitalised fell by 61%, 

and AGE hospitalisations by 34% in children under 5 years of age (151).  

In Spain vaccination has not been recommended for inclusion in the childhood 

immunisation schedule, however vaccination is available privately (only RotaTeq® 

since 2010) but vaccine coverage is low –moderate (140). National and regional 

studies have shown a reduction in RVGE hospitalisations and AGE hospitalisations, 

since vaccine introduction (152,153). However, the most significant finding occurred 

after a withdrawal of rotavirus vaccination for six months in 2010, due to the 

detection of DNA fragments of porcine circovirus in both Rotarix® and RotaTeq® 

(154). Subsequent analysis showed a drop in vaccine coverage and in parallel RVGE 

hospitalisations in infants increased by 260% in 2010/11 compared to the previous 

season (2009/10). However, reductions in RVGE hospitalisations resumed when 

vaccination was re-established (155).  

Impact on RVGE and AGE outpatient / primary care visits 

The impact of rotavirus vaccination on RVGE and AGE outpatient / primary care 

visits has been less well described. In Finland hospital outpatient reductions in 

RVGE were similar to that in inpatient cases for infants <12 months of age (79%) 

and 1 year olds (73%). There were lower but non-significant reductions in children 

2-4 years of age (146). A retrospective health record study in New Orleans, USA 

showed significant decreases in all-cause AGE primary care visits between 2007 and 
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2009; 29% for infants <12 months of age and 18% in predominately vaccine 

ineligible children aged 2-4 years (156). Again in the US, an insurance claims 

database study estimated similar reductions in all-cause diarrhoea-associated 

outpatient visits of 21% and 24% among infants <12 months of age for the 2008 and 

2009 rotavirus seasons (January to June), respectively (128). Reductions were lower 

among children 1 year of age. In 2-4 year olds a 8% reduction in 2008 was followed 

by a 10% increase in 2009 (128). 

Impact on hospital-acquired rotavirus 

Studies from the US, Australia, Austria, Belgium and Germany have all shown 

reductions in hospital-acquired RVGE comparable to community-acquired RVGE 

hospitalisations (131,139,142,150,157). This is indicative of a reduction in rotavirus 

transmission in the hospital setting. This is an important aspect of rotavirus 

vaccination as this should help protect hospitalised children with severe disease and 

comorbidities from exacerbation of underlying illness through hospital-acquired 

rotavirus infection.
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2 Thesis overview 

2.1 Project starting points 

The stimulus for this project was the introduction of routine rotavirus vaccination 

into the UK’s childhood immunisation schedule in July 2013 (158). Whilst the 

impact of rotavirus vaccine on severe disease has been well described, uncovering 

the impact of rotavirus on a “total health economy”, across primary and secondary 

care for rotavirus-specific and non-specific gastrointestinal outcome measures is yet 

to be documented. Furthermore, since it is known that in the UK the incidence of all-

cause acute gastroenteritis is highest in the most socioeconomically deprived 

populations and vaccine uptake is often lower in these populations (159–163), 

measuring vaccine impact in relation to socioeconomic deprivation is critical to 

assess whether vaccine uptake and impact is equitable. 

2.2 Aims and objectives 

Aim: To use routine healthcare data sources to estimate the direct and indirect 

impact of rotavirus vaccination on gastroenteritis indicators in the population of 

Merseyside, UK, in relation to vaccine coverage and sociodemographic indicators.  

Study objectives: 

The following questions will be addressed: 

¶ Is there a significant change in: 

¶ Laboratory detections of rotavirus in faecal samples? 

¶ Admissions to hospital for rotavirus or acute gastroenteritis? 

¶ Attendances to emergency departments for gastrointestinal 

conditions? 
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¶ Hospital-acquired cases of rotavirus infection?  

¶ GP and Walk-in-Centre consultations for gastroenteritis / diarrhoea? 

¶ What is the extent of indirect vaccine effectiveness or herd protection? 

¶ Is there a relationship between socioeconomic deprivation, vaccine uptake 

and vaccine impact? 

2.3 Outline of thesis 

The thesis contains a general introduction to rotavirus in chapter 1 and at the end a 

general discussion (Chapter 8). Chapter 3 includes a peer review published 

systematic review and meta-analysis of rotavirus vaccine effectiveness studies. The 

general methods chapter (chapter 4) includes the data sources and methods adapted 

from the published study protocol. The results chapters 5, 6 and 7 are in the form of 

studies written for publication and include, detailed methods and discussion: 

¶ The work encompassed in chapter 3 is published in BMC Infectious Diseases 

¶ The protocol presented in chapter 4 is published in BMJ Open 

¶ The study presented in chapter 5 is published in the Journal of Hospital 

Infection 

¶ The study presented in chapter 6 is published in BMC Medicine 

¶ The study presented in chapter 7 has been submitted for publication 

When the work for this thesis began the intention was to measure population vaccine 

impact in an ecological study design. However, in the process of sourcing data for 

the analysis of rotavirus vaccine impact on GP consultations, an important 

opportunity was identified. This prospect was to undertake a methodologically 

rigorous analysis of rotavirus vaccine effectiveness using a birth cohort design. This 

analysis would allow the different component of vaccine effectiveness to be 
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calculated and add important evidence of vaccine effectiveness on less severe / 

moderate disease burden, which is currently lacking from the literature. Therefore, a 

National Health Service (NHS) Research Ethics Committee study amendment for the 

addition of the GP birth cohort study was submitted and favourable opinion received 

in November 2014 (Appendix B). The GP birth cohort study began in parallel to the 

impact study and is described in its entirety in results chapter 7. 
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3 Population effectiveness of the pentavalent and 

monovalent rotavirus vaccines: a systematic review and 

meta-analysis of observational studies  

3.1 Abstract 

Background: Rotavirus was the leading cause of acute gastroenteritis (AGE) in 

infants and young children prior to the introduction of routine vaccination. Since 

2006 there have been two licensed vaccines available; with successful clinical trials 

leading the World Health Organization to recommend rotavirus vaccination for all 

children worldwide. In order to inform immunisation policy we have conducted a 

systematic review and meta-analysis of observational studies to assess population 

effectiveness against AGE. 

Methods: We systematically searched PubMed, Medline, Web of Science, Cinhal 

and Academic Search Premier, plus grey literature sources for studies published 

between January 2006 and April 2014. Studies were eligible for inclusion if they 

were observational measuring population effectiveness of rotavirus vaccination 

against healthcare attendances for rotavirus gastroenteritis (RVGE) or AGE. To 

evaluate study quality we use used the Newcastle-Ottawa Scale for non-randomised 

studies, categorising studies by risk of bias. Publication bias was assessed using 

funnel plots. If two or more studies reported a measure of vaccine effectiveness (VE), 

we conducted a random effects meta-analysis. We stratified analyses by World Bank 

country income level and used study quality in sensitivity analyses. 

Results: We identified 30 studies, 19 were from high income countries and 11 from 

middle-income countries. Vaccine effectiveness against hospitalisation for 

laboratory confirmed RVGE was highest in high income countries (89% VE; 95% 
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CI 84-92%) compared to middle-income countries (74% VE; 95% CI 67-80%). 

Vaccine effectiveness was higher for those receiving the complete vaccine schedule 

(81% VE; 95% CI 75-86%) compared to partial schedule (62% VE; 95% CI 55-

69%). Two studies from high-income countries measured VE against community 

consultations for AGE with a pooled estimate of 40% (95% CI 13-58%; 2 studies). 

Conclusions: We found strong evidence to further support the continued use of 

rotavirus vaccines. Vaccine effectiveness was similar to that reported in clinical 

trials for both high and middle-income countries. There is limited data from low-

income settings at present. There was lower effectiveness against milder disease. 

Further studies should continue to report effectiveness against AGE and less-severe 

rotavirus disease because as evidenced by pre-vaccine introduction studies this is 

likely to contribute the greatest burden on healthcare resources, particularly in high 

income countries. 

3.2 Background 

Prior to the introduction of rotavirus vaccine into childhood immunisation schedules, 

rotavirus was the most common cause of severe gastroenteritis in infants and young 

children. Thus, rotavirus gastroenteritis (RVGE) was estimated to be responsible for 

453,000 deaths worldwide in children under 5 years of age in 2008, with over 90% 

of deaths occurring in low income countries (12). The global morbidity from 

rotavirus infection was also substantial with pre-vaccine introduction studies 

indicating that approximately 40% of diarrhoeal hospitalisations in children were 

caused by rotavirus (164). In middle and high income countries without vaccination 

the burden of RVGE remains substantial in infants and young children with high 

rates of disease and rotavirus the major contributor to diarrhoea hospitalisation. In 

the UK prior to vaccine introduction RVGE was estimated to be responsible for 45% 
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of acute gastroenteritis (AGE) hospital admissions, 80,000 primary care 

consultations and 750,000 annual diarrhoeal episodes in children under 5 years of 

age (29,30). In middle-income countries such as, Mexico and Peru, prior to vaccine 

introduction the average incidence of RVGE was 0.3 episodes per child per year in 

children <2 years, resulting in significant healthcare use and mortality (165). 

Although the majority of severe RVGE occurs among young children, older children 

and adults can be affected, however rotavirus infection often causes milder 

symptoms or is asymptomatic in these ages, meaning the true burden and rate of 

disease incidence is poorly understood. 

Since improvements in sanitation and hygiene are not expected to substantially 

reduce the incidence of rotavirus infection, and treatment of RVGE is limited to 

rehydration therapy, immunisation of infants is considered the best option for control 

of the global burden of rotavirus disease (49,54,51). Since 2006 there have been two 

live-attenuated oral rotavirus vaccines that are licensed for use globally. A two dose 

monovalent vaccine (Rotarix®, GlaxoSmithKline Biologicals, Belgium), with the 

first dose typically administered at between 6-8 weeks of age and a second dose at 

least 4 weeks later and a three dose pentavalent vaccine (RotaTeq®, Merck), 

administered at 6-12 weeks of age with subsequent doses at 4-10 week intervals. 

Randomised controlled trials (RCTs) demonstrated both vaccines to be efficacious 

against severe RVGE; vaccine efficacy of over 80% has been shown in middle- and 

high-income countries, whilst trials in low-income settings have reported efficacy 

against severe RVGE of 40-60% (61). These trials led to a World Health 

Organisation (WHO) recommendation for universal vaccination of all children 

(12,166). More than 90 countries have since adopted rotavirus vaccination and the 

global mortality from RVGE is estimated to have fallen to 215 000 in 2013, with 



Population effectiveness of the pentavalent and monovalent rotavirus vaccines 

Measuring the effect of rotavirus vaccination on primary and secondary care 53 

almost 50% of deaths occurring in four lower-income countries (73,124). Currently 

within the European Union only nine countries include rotavirus vaccination in their 

childhood immunisation programme (140,167). 

It is now a decade since the licensing and first introduction of rotavirus vaccination 

into childhood vaccination schedule. In order to inform immunisation policy, we 

have conducted a systematic review and meta-analysis of the literature on 

observational studies in order to assess the population effectiveness of the Rotarix® 

and RotaTeq® against RVGE. Effectiveness was examined by severity and by 

region. 

3.3 Methods 

3.3.1 Inclusion / exclusion criteria 

We included prospective or retrospective observational studies (cohort and case-

control studies) reporting the population effectiveness of the monovalent Rotarix® 

(RV1) or pentavalent RotaTeq® (RV5) against healthcare attendance for RVGE or 

other AGE in countries where the vaccines are included in the national immunisation 

programme or privately offered through medical insurance. Studies published 

between January 2006 and 28th April 2014 were eligible for inclusion. Review 

articles, editorials and conference abstracts were included in citation checking but 

excluded from final analysis. Randomised controlled trials were also excluded. 

3.3.2 Search strategy 

We followed the Preferred Reporting Items for Systematic Reviews and Meta-

Analyses (PRISMA) guidelines. We systematically searched PubMed, Medline, Web 

of Science, Cinhal and Academic Search Premier, OpenGrey and the Cochrane 

Library databases using a well-defined search strategy following a protocol 

registered on the University of York database for Prospectively Registered 
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Systematic Reviews (PROSPERO: 2014:CRD42014012974). A number of relevant 

organisations websites were also systematically searched, and included the WHO, 

Public Health England, and Centers for Disease Control and Prevention. We 

systematically searched the literature by, pairing the terms [vacc*] and [rotavirus] 

with the following key words: [immuni*], [effect*], [evaluation], and [efficacy]. 

Authors (DH and CM) replicated the search strategy and independently screened 

titles and abstracts to identify full studies that were eligible for full publication 

review. Subsequently these two authors independently assessed the full text 

publications and their final inclusion was based on a consensus between the 

reviewers (DH, CM, KS, AT). 

3.3.3 Data extraction 

Data extraction was autonomously carried out by three authors (DH, AT, KS) and a 

collaborator (MSC) using a pre-designed internally piloted extraction tool. For each 

study the following information was extracted: Author, Year of publication, country 

and region of study, funding source, study period, country vaccine coverage, study 

type, sample size, age of subjects, type of vaccine (RV1 and / or RV5) in case and 

controls groups, case definition, control definition, number of vaccine doses, relative 

risks / risk ratios (RR) or odds ratio (OR) or vaccine effectiveness (VE) and 95% 

confidence intervals (95% CI) and, if applicable, a measure of intussusception. 

3.3.4 Grading of selected studies 

The Newcastle-Ottawa Scale (NOS) for assessing the quality of non-randomised 

studies was identified as an appropriate tool to assess study quality (168). Case-

control and cohort-studies were assessed using the tool by the same three researchers 

that carried out data extraction. To quality assess case-control studies the scale used: 

1) adequate definition of a case and the representativeness of cases; 2) controls 
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selection and case definition; 3) matching of controls or adjustment for confounders 

in analysis; 4) ascertainment of method of cases and controls in terms of exposure 

(rotavirus vaccination) and non-response rate. To quality assess cohort-studies the 

factors assessed were: 1) representativeness of the vaccinated cohort and selection of 

unvaccinated cohort in relation to the vaccinated; 2) ascertainment of vaccination 

record, confirmation of rotavirus negative at start of study; 3) matching of exposed 

and non-exposed in design or adjustment for confounders in analysis; 4) 

ascertainment of outcome (rotavirus infection); 5) follow-up duration in relation to 

outcome appearance (e.g. 1 year from vaccination date) and was follow-up adequate 

(we defined adequate as ascertainment of outcomes for >80% of participants). The 

scale is categorised into three groups, selection, comparability and outcome / 

exposure; a maximum of nine stars can be awarded to each study. Studies scoring 0 

in any of the categories were classified as having a high risk of bias, studies scoring 

1 in any categories (moderate risk of bias) and 2 or above in all categories (low risk 

of bias). 

3.3.5 Statistical analysis 

We used Stata, version 14, statistical software (Stata Corp., College Station, TX, 

USA) to perform all statistical calculations for this meta-analysis. Meta-analyses 

were conducted separately for cohort and case-control studies. We used the study 

published RR for cohort studies and OR for case-control studies and calculated 

standard errors (SE) using study reported confidence intervals in the formula: 

ὛὉ
ὰὲὟὴὴὩὶ ὧέὲὪὭὨὩὲὧὩ ὭὲὸὩὶὺὥὰὰὲὒέύὩὶ ὅέὲὪὭὨὩὲὧὩ ὭὲὸὩὶὺὥὰ

σȢως
 

Where studies did not report OR or RR, authors calculated crude OR or RR and SE 

using reported numbers of cases and controls. When a study reported both 
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unadjusted and adjusted RRs / ORs, adjusted RRs / ORs were included in meta-

analysis and unadjusted estimates excluded. Vaccine effectiveness was defined as 

ρππױױρױ ױρױױὙὙ or ρππױ  ὕὙ. A random effects model was used toױ

provide pooled estimates of VE. Because of differences in reported vaccine efficacy 

a decision was taken during data extraction, for analyses to be stratified by country 

income category, as defined by the World Bank and measured using gross national 

income per capita (61,169). Where a study had reported VE for multiple years the 

estimate for mid or most recent year (if only two years) were included in the meta-

analysis. Heterogeneity was measured using chi-squared (χ2) heterogeneity p-values 

and I2 statistics. A p-value<0.1 was considered to identify statistically significant 

heterogeneity rather than 0.05 due to the small number of studies included. The 

percentage of variance across studies due to heterogeneity rather than chance was 

categorised as low, moderate and high using I2 values of 25-49%, 50-74% and 

>=75%, respectively (170). 

Sensitivity analysis was conducted based on the NOS score, excluding studies with a 

high or moderate risk of bias and assessing whether a study was conducted in a 

country with routine vaccination (part of recommended health policy) or in countries 

where vaccination provision is private or only available in some states. Subgroup 

analysis was conducted on: number of doses (1 dose, and full doses), age group, and 

vaccine type. Both number of doses and vaccine type were identified as important 

analyses post-hoc. Where studies reported more than one type of control group the 

following hierarchy was used to select estimates for use in meta-analyses: 1) 

community / neighbourhood; 2) hospital non-AGE controls; hospital rotavirus 

negative AGE controls. Publication bias was checked by funnel plot asymmetry and 

use of Begg’s test (171). 
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3.4 Results 

3.4.1 Study characteristics 

The initial search strategy identified 2,097 studies as potentially relevant; of these, 

30 were eligible for inclusion in the review (Figure 3-1) (85,172–200).  

 

Figure 3-1 Flow chart of publications included and excluded for this review 

Summary tables of study characteristics are available in Appendix C. Seven studies 

were cohort studies and 23 were case-control studies (Table 3-1 and Table 3-2). 

Nineteen were from high-income countries and eleven were from middle-income 

countries. Seven studies declared some funding from industry related to the rotavirus 

vaccines under study. Over a third of studies were conducted in the USA (n=12). 

The majority of studies (27/30) reported on RVGE hospitalisations and / or 

emergency department (ED) attendances for AGE with a positive laboratory test for 
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rotavirus. A study by Mast et al., (172) measuring VE against RVGE hospitalisation 

and ED attendances included only cases with severe disease defined by a Vesikari 

score of greater than 11 in their VE estimate (62,172,201). Two studies reported 

RVGE ED attendances and hospitalisations combined. Five studies included 

community consultations for either RVGE or AGE (173–177), which included a 

range of definitions including outpatient, physician and telephone consultation.  

Controls for case-control studies were primarily hospital controls that were admitted 

for AGE symptoms but with a rotavirus negative laboratory test result. A few studies 

also used community asymptomatic controls or non-AGE hospital controls, such as 

children admitted with acute respiratory infection (Appendix C: Table S2). VE was 

measured for a range of age groups across studies.  

The study by Fontes Vieira et al. 2011 conducted in Brazil on a community cohort 

examined VE against laboratory confirmed RVGE but did not report an estimate of 

VE; a crude estimate was therefore calculated by the authors (173). In the majority 

of studies, laboratory confirmation of RVGE followed hospitalisation, an ED 

attendance or GP consultation for gastroenteritis symptoms such as diarrhoea. Study 

selection identified five studies from countries (Spain and Israel) where routine 

childhood vaccination is not available but either the monovalent or pentavalent 

vaccine is available privately and / or only in some states (174,178,180,186,197).
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Table 3-1 Cohort studies estimating vaccine effectiveness against 

hospitalisations, emergency department attendances and community 

consultations for RVGE or AGE 

Study Country Vaccine Age 

(months) 

Cohort 

year 

Vaccinated (N) Unvaccinated 

(N) 

Vaccine effectiveness (95% 

CI) 

Dose Incidence Incidence Unadjusted Adjusted 

Hospitalisation for RVGE 

Eberly 

2011 

(179) 

USA RV1 and 

RV5 

<60 All 1 NR 581/237660 86 (78-91) NR 

1 or 

more 

42/140213 88 (83-91) NR 

2 RV1 

/ 3 

RV5 

11/NR 90 (82-95) NR 

Panozzo 

2014* 
(85)] 

USA RV1 and 

RV5 

8-20 1 1 or 

more 

3/68380 60/64929 NR 87 (58-96) 

2 23/175890 91/91051 NR 87 (80-92) 

3 22/250035 74/61218 NR 92 (87-95) 

4 8/254377 13/41946 NR 90 (75-96) 

Hospitalisation and ED attendance for RVGE 

Wang 

2010 

(176) 

USA RV5 <36 All 3 0/7700 23/5831 100 (87-

100) 

NR 

Wang, 

2013 

(177) 

USA RV5 <36 All 1 2/5019 11/3343 88 (45-99) NR 

All 2 1/5886 13/4432 94 (61-100) NR 

Hospitalisation and ED attendance for AGE 

Wang  

2010 

(176)] 

USA RV5 <36 All 3 87/7700 160/5831 59 (46-69) 59 (47-68) 

Wang, 

2013 

(177)] 

USA RV5 <36 All 1 53/5019- 63/3343 44 (18-62) 46 (22-63) 

All 2 78/5886 98/4432 40 (18-56) 39 (16-55) 

Hospitalisation for AGE 

Panozzo 

2014* 

(85)] 

USA RV1 and 

RV5 

8-20 1 1 or 

more 

142/68378 271/64928 NR 22 (3-37) 

2 413/175765 317/90882 NR 40 (30-48) 

3 512/249838 300/61136 NR 56 (49-62) 

4 398/254232 109/41888 NR 41 (27-53) 

Community consultations for RVGE 

Wang  

2010 

(176)] 

USA RV5 <36 All 3 1/7700 20/5831 96 (76-100) NR 

Wang  

2013 

(177)] 

USA RV5 <36 All 1 0/5019 - 7/3343 100 (54-

100) 

NR 

All 2 4/5886 5/4432 40 (<0-88) NR 

Community consultations for AGE 

Fontes-

Vieira  

2011 

(173)** 

Brazil RV1 <12 1 2 87/100 84/100 -4 (-16 to 8) NR 

2 52/100 42/100 -24 (-

67 to 8) 

NR 

Muhsen 

2011 

(174)] 

Israel RV1 <12 All 1 153/716 8801/18591 54 (47-60) NR 

All 2 1605/6870 50 (47-52) NR 

Nolan  

2012 

(175)† 

USA RV5 <24 1 1 or 

more 

NR NR NR 28 (-21 

to58) 

1 NR NR NR 22 (-

13 to 46) 

2 NR NR NR 37 (-

37 to 71) 

Wang  

2010 

(176)] 

USA RV5 <36 All 3 1321/7700 1377/5831 27 (22-33) 28 (22-33) 

Wang  

2013 

(177)] 

USA RV5 <36 All 1 651/5019 521/3343 17 (6-26) 17 (7-26) 

All 2 774/5886 847/4432 31 (24-38) 28 (21-35) 

* Direct effect estimates, ** Crude VE calculated by authors, NR not reported, ED emergency department, d 

days, AGE acute gastroenteritis, RVGE rotavirus gastroenteritis, †GP consultations reported, paper also reported 

telephone triage and episodes (calls and visits within ten days), two cohorts were followed, the 1st for two 
seasons and 2nd for one season 
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Table 3-2 Case-control studies estimating vaccine effectiveness against 

hospitalisations, ED attendances for RVGE or AGE [partial: 1 dose of RV1 or RV5] 

Study Country Vaccine Age 

months 

(m) or 

days (d) 

Control 

group 

Cases vaccinated 

(n/N) 

Controls vaccinated 

(n/N) 

Vaccine 

effectiveness (95% 

CI) 

Partial Full Partial Full Partial Full 

Hospitalisations for RVGE 

Braeckman 

2012 (187) 

Belgium RV1 <36 Hospital - 

RV (-) AGE 

81/179* 70/160 208/228 179/198 91 (82-

95) 

90 (81-

95) 

3-11 36/77* 30/66 99/104 79/84 93 (80-

97) 

91 (75-

97) 

12-31 45/102* 40/94 109/124 100/114 89 (75-
95) 

90 (76-
96) 

Carvalho-

Costa 2009 

(181)] 

Brazil RV1 <60 Hospital - 
RV (-) AGE 

NR 4/14 NR 35/60 NR 71 (-15-
93) 

Castilla 

2012 (186)] 

Spain RV1 & 

RV5 

3-59 Hospital - 

RV (-) AGE 

NR 9/262 NR 80/518 NR 83 (65-

93) 

<24 NR 8/215 NR 69/371 NR 82 (60-

93) 

24-59 NR 1/43 NR 11/99 NR 89 (17-

99.8) 

Correia 

2010 (190) 

Brazil RV1 6-11 Hospital - 

RV (-) AGE 

NR NR NR NR NR 77 (42-

91) 

Cortese 

2011 (191) 

USA RV5 >7 Hospital - 

RV (-) AGE 

NR 20/140 NR 163/280 NR 92 (86-

96) 

>7 Communitya  NR 17/221 NR 672/195

3 

NR 90 (84-

94) 

Cortese 

2013 (192)] 

USA RV1 >7 Hospital - 

RV (-) AGE 

NR 2/30 NR 101/140 NR 98 (90-

100) 

>7 Communitya  NR 2/28 NR 206/440 NR 94 (71-
99) 

Cotes-

Cantillo 

2014 (185)] 

Colombia RV1 <60 Hospital - 
RV (-) AGE 

NR 6/84 NR 670/711 NR -2 (-182 
to 63) 

6-11 NR 12/15 NR 628/655 NR 84 (23-

97) 

≥12 NR 64/67 NR 628/655

R 

NR -80 (-

559 to 

51) 

de Palma 

2010 (193) 

El 

Salvador 

RV1 <25 Community 72/171 152/251 199/352 617/770 51 (26-

67) 

76 (64-

84) 

6-11 NR 49/63 NR 205/222 NR 83 (68-

91) 

12-24 NR 79/108 NR 284/335 NR 59 (27-

77) 

Desai 2010 

(194) 

USA RV1 & 

RV5 

2-35 Hospital - 

RV (-) AGE 

5/42* NR 24/80 NR 94 (55-

99) 

NR 

Community 5/42* NR 21/73 NR 96 (59-

99.8) 

NR 

Guh 2011 

(195)] 

USA RV5 <36 Community 2/54 0/54 34/270 25/270 84 (25-

96) 

92 (48-

100) 

Ichihara 
2014 (196)] 

Brazil RV1 4-24 Hospital – 
RV (-) and 

non-vaccine 

preventable 

33/215 115/215 279/1961 1481/19
61 

60(37-
75) 

72(44-
85) 

Justino 

2011 (188)* 

Brazil RV1 3-11 Hospital - 

non AGE or 

vaccine 

preventable 

NR/120 NR/77 NR/120 NR/77 61 (28-

78) 

56 (12-

78) 

12-35 NR/324 NR/235 NR/324 NR/235 35 (4-

56) 

32 (-4 

to 46) 

3-35 NR/444 NR/312 NR/444 NR/312 44 (23-

60) 

40 (14-

58) 

3-11 Community 

no AGE 

symptoms 

NR/91 NR/64 NR/91 NR/64 89 (63-

97) 

96 (68-

99) 

12-35 NR/240 NR/185 NR/240 NR/185 48 (17-

68) 

65 (37-

81) 

3-35 NR/331 NR/249 NR/331 NR/249 62 (42-

75) 

76 (58-

86) 

Muhsen 
2010 (197)* 

Israel RV1 & 
RV5 

<28 
(approx.) 

Hospital - 
RV (-) AGE 

2/111 NR 36/216 NR 89 (52-
98) 

NR 

Martinon-

Torres 

2011 (180) 

Spain RV1 & 
RV5 

<24 Hospital - 
RV (-) AGE 

2/75 1/74 22/186 130/294 80 (11-
95) 

98 (87-
99.8) 

Patel 2009 Nicaragua RV5 <24 Community 31/80 143/192 116/213 442/539 52 (14- 43 (9-
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Study Country Vaccine Age 

months 

(m) or 

days (d) 

Control 

group 

Cases vaccinated 

(n/N) 

Controls vaccinated 

(n/N) 

Vaccine 

effectiveness (95% 

CI) 

Partial Full Partial Full Partial Full 

(182) 73) 64) 

Hospital - 

RV (-) AGE 

31/80 143/192 106/181 350/425 60 (24-

78) 

49 (17-

68) 

Community 

and 

Hospital - 

RV (-) AGE 

31/80 143/192 222/394 792/964 55 (22-

74) 

44 (15-

63) 

Patel 2013 
(198) 

Bolivia RV1 6-11 Hospital - 
RV (-) non 

AGE 

NR NR NR NR NR 77 (51-
89) 

12-35 NR NR NR NR NR 76 (59-

86) 

<36 100/192 208/300 226/343 857/974 56 (32-

72) 

77 (65-

84) 

6-11 Hospital - 

RV (-) AGE 

NR NR NR NR NR 64 (34-

80) 

12-35 NR NR NR NR NR 72 (52-

86) 

<36 100/192 208/300 131/208 510/587 36 (0-

59) 

69 (54-

79) 

Patel 2012 

(183) 

Nicaragua RV5 6-44 Hospital - 

RV (-) Non 

AGE or 

vaccine 
preventable 

and 

Community 

NR 773/849 NR 3914/40

62 

NR 70 (59-

78) 

6-11 NR NR NR NR NR 73 (54-

84) 

12-44 NR NR NR NR NR 68 (51-

79) 

6-44 Hospital - 

RV (-) AGE 

NR 773/849 NR 3097/32

47 

NR 45 (25-

59) 

6-11 NR NR NR NR NR 64 (43-

78) 

12-44 NR NR NR NR NR 30 (-5 – 

53) 

Payne 2013 

(184)] 

USA RV1 <60 Hospital - 

RV (-) AGE 

NR/22 NR NR/34 NR 32 (-

156-82) 

NR 

RV5 NR/130 NR NR/372 NR 86 (74-

91) 

NR 

Snelling 

2009 (199)] 

Australia RV1 <60 Community 10/21 3/21 58/83 32/83 57 (<0-

83) 

85 (23-

97) 

Staat 2011 

(189)] 

USA RV5 1-37 Hospital - 

RV (-) AGE 

1/38 3/40 12/44 17/49 89 (16-

99) 

95 (48-

99) 

1-37 Hospital - 
RV (-) ARI 

1/60 29/102 5/64 40/113 94 (55-
99) 

82 (50-
93) 

Hospital admissions for AGE 

Snelling 
2009 (199) 

Australia RV1 <60 Community 21/42 11/42 120/166 72/166 67 (29-
84) 

78 (40-
92) 

ED attendances for RVGE 

Cotes-

Cantillo 

2014 (185)] 

Colombia RV1 <60 ED - RV (-) 

AGE 

NR 143/156 NR 670/711 NR 16 (79-

61) 

6-11 NR 27/31 NR 27/655 NR 79 (24-

94) 

≥12 NR 112/119 NR 628/655 NR -40 (-

271 to 

47) 

Cortese 

2011 (191)] 

USA RV5 >7 Hospital- 

RV (-) AGE 

NR 8/41 NR 163/280 NR 81 (53-

92) 

>7 Community NR 6/62 NR 138/567 NR 84 (58-

94) 

Cortese 

2013 (192) 

USA RV1 >7 Hospital- 

RV (-) AGE 

NR 20/65 NR 101/140 NR 86 (67-

94) 

>7 Community NR 17/61 NR 438/862 NR 65 (35-

81) 

Payne 2013 

(184)] 

USA RV1 <60 ED- RV (-) 

AGE 

38 NR 121 NR 78 (46-

91) 

NR 

RV5 <60 ED- RV (-) 
AGE 

229 NR 1439 NR 81 (70-
84) 

NR 

Staat 2011 

(189) 

USA RV5 15 d-

47m 

ED- RV (-) 

AGE 

5/56 8/59 12/66 22/76 75 (-64 

-96) 

74 (16-

92) 

15 d-

47m 

ED - ARI 7/76 8/77 16/101 54/139 45 (-80 

-83) 

88 (64-

96) 

Hospitalisations and ED attendances for RVGE 

Cortese 

2011 (191)] 

USA RV5 >7 Hospital RV 

(-) AGE 

10/163 23/283 20/137 141/341 69 (27-

87) 

89 (81-

94) 

8-11 NR 4/24 NR 63/92 NR 93 (75-

99) 
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Study Country Vaccine Age 

months 

(m) or 

days (d) 

Control 

group 

Cases vaccinated 

(n/N) 

Controls vaccinated 

(n/N) 

Vaccine 

effectiveness (95% 

CI) 

Partial Full Partial Full Partial Full 

12-23 NR 21/102 NR 86/147 NR 89 (77-

94) 

>23 NR 3/55 NR 14/41 NR 91 (62-

99) 

56d-5m 11/69 NA 97/248 NA 71 (40-

87) 

NA 

56d-5m Communitya  11/69 NA 184/633 NA 62 (20-

82) 

NA 

>7 NR 23/283 NR 850/252
0 

NR 89 (83-
93) 

8-11 NR 3/109 NR 194/100

9 

NR 94 (78-

99) 

12-23 NR 17/116 NR 517/988 NR 88 (80-

93) 

>23 NR 3/58 NR 139/523 NR 87 (56-

96) 

Cortese 

2013 (192)] 

USA RV1 >7 Hospital RV 

(-) AGE 

NR 22/95 NR 101/140 NR 91 (80-

95) 

8-11 NR 5/14 NR 45/61 NR 85 (35-

97) 

12-23 NR 14/66 NR 46/68 NR 91 (75-

96) 

>7 Communitya  NR 19/89 NR 644/130

2 

NR 76 (58-

86) 

8-11 NR 4/14 NR 114/196 NR 70 (24-

91) 

12-23 NR 13/65 NR 462/967 NR 76 (53-

87) 

Donauer 

2013 (200)] 

USA RV5 <36 Community 8/76 2/76 165/743 329/743 77 (14-

94) 

92(60-

99) 

Hospital - 
RV (-) AGE 

8/76 2/76 47/179 15/179 68 (-18 
to 91) 

92(21-
99) 

Hospital - 

RV (-) ARI 

8/76 2/76 71/288 27/288 58 (-38 

to 87) 

92(33-

99) 

Mast 2011 

(172)] 

Nicaragua RV5 Overall Community NR 241/300 NR 812/851 NR 87(74-

93) 

<12 NR 62/84 NR 219/225 NR 93(62-

99) 

≥ 12 NR 179/216 NR 593/626 NR 85(69-

93) 

Overall Hospital – 

RV(-) AGE 

NR 241/300 NR 711/792 NR 64(44-

78) 

<12 NR 62/84 NR 215/233 NR 78(49-

91) 

≥ 12 NR 179/216 NR 496/559 NR 55(22-

74) 

Overall Combined NR 241/300 NR 1523/16

43 

NR 76(63-

84) 

<12 NR 62/84 NR 434/458 NR 85(66-

93) 

≥ 12 NR 179/216 NR 1089/11
85 

NR 71(51-
82) 

Payne 2013 

(184)] 

USA RV1 <60 Hospital - 

RV (-) AGE 

46 56 83 140 57 (-45-

87) 

70 (39-

86) 

12-23 7 NR 54 - 56 (-59-

100) 

NR 

24-35 46 NR 79 NR 86 (60-

95) 

NR 

RV5 <60 Hospital - 

RV (-) AGE 

233 537 307 1445 70 (50-

82) 

84 (78-

88) 

12-23 34 NR 402 NR 85 (63-

94) 

NR 

24-35 121 NR 681 NR 89 (82-

93) 

NR 

36-47 91 NR 414 NR 83 (69-

90) 

NR 

Staat 2011 

(189)] 

USA RV5 15d -

37m 

Hospital - 

RV (-) AGE 

9/136 16/143 40/191 87/238 74 (37-

90) 

87 (71-

94) 

1-11 6/65 3/62 30/109 19/98 63 (7-

87) 

86 (31-

97) 

12-23 3/38 8/43 6/45 48/87 81 (22-

97) 

90 (65-

97) 

15d -
37m 

Hospital - 
RV (-) ARI 

10/159 17/166 79/391 195/507 73% 
(43-88) 

85 (72-
91) 
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Study Country Vaccine Age 

months 

(m) or 

days (d) 

Control 

group 

Cases vaccinated 

(n/N) 

Controls vaccinated 

(n/N) 

Vaccine 

effectiveness (95% 

CI) 

Partial Full Partial Full Partial Full 

1-11 6/76 3/73 60/230 43/213 74 (31-

90) 

84 (41-

96) 

12-23 4/41 9/46 15/87 104/176 70 (16-

92) 

87 (68-

95) 

Any episode of RVGE 

Bellido-

Blasco 

2012 (178)] 

Spain RV1 & 

RV5 

<36 RV (-) AGE 2/71 NR 57/261 NR 88 (46–

99.7) 

NR 

Castilla 
2012 (186)] 

Spain RV1 & 
RV5 

3-59 RV (-) AGE 45/756* 34/756 1094/603
6* 

849/603
6 

78 (70-
84) 

78 (68-
85) 

3-11 NR 12/309 NR 248/136

5 

NR 78 (58-

88) 

12-23 NR 16/318 NR 481/267

8 

NR 82 (69-

89) 

24-59 NR 6/118 NR 120/174

8 

NR 61 (0-

84) 

Martinon-

Torres 

2011 (180)] 

Spain RV1 & 

RV5 

<24 RV (-) AGE 3/143 8/148 22/186 130/294 84(46-

95) 

93  

AGE, all cause gastroenteritis symptoms; ARI, acute respiratory infection; RV (-), rotavirus test negative; ED, 

emergency department; d, days. *One or more doses reported for partial 

3.4.2 Quality of included observational studies 

The quality of studies varied considerably (Table 3-3). It was difficult to ascertain 

for most studies whether history of disease in control subjects was considered. The 

majority of studies used a combination of vaccination cards and medical records to 

ascertain vaccination status. The majority of studies either matched controls or 

adjusted for age in the analysis as a minimum and those with community controls 

often used an indicator of residence such as GP location as a covariate. A high risk 

of bias was identified in two out of seven cohort studies (173,179) and two out of 23 

case-control studies had a high risk of bias (180,181).
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Table 3-3 Quality of observational studies included in the review of rotavirus 

vaccine effectiveness 

Study Country 
Study 

design 
Selection Comparability 

Outcome / 

exposure 
Overall Bias 

Bellido-Blasco 2012 

(178) 
Spain 

Case-

control 
3 2 3 8 Low 

Braeckman 2012 (187) Belgium 
Case-

control 
3 2 3 8 Low 

Carvalho-Costa 2009 

(181) 
Brazil 

Case-

control 
2 0 1 3 High 

Castilla 2012 (186) Spain 
Case-

control 
3 2 3 8 Low 

Correia 2010 (190) Brazil 
Case-

control 
3 1 3 8 Moderate 

Cortese 2011 (191) USA 
Case-

control 
3 2 3 8 Low 

Cortese 2013 (192) USA 
Case-

control 
3 2 3 8 Low 

Cotes-Cantillo 2014 

(185) 
Colombia 

Case-

control 
3 2 3 8 Low 

de Palma 2010 (193) 
El 

Salvador 

Case-

control 
3 2 3 8 Low 

Desai 2010 (194) USA 
Case-

control 
3 2 2 7 Low 

Donauer 2013 (200) USA 
Case-

control 
2 2 2 6 Low 

Guh 2011 (195) USA 
Case-

control 
4 1 3 9 Moderate 

Ichihara 2014 (196) Brazil 
Case-

control 
3 2 2 7 Moderate 

Justino 2011 (188) Brazil 
Case-

control 
4 2 3 9 Low 

Martinon-Torres 2011 

(180)] 
Spain 

Case-

control 
4 0 2 6 High 

Mast 2011 (172) Nicaragua 
Case-

control 
3 2 1 7 Moderate 

Muhsen 2010 (197)] Israel 
Case-

control 
3 2 1 6 Moderate 

Patel 2009 (182) Nicaragua 
Case-

control 
4 2 3 9 Low 

Patel 2012 (183)] Nicaragua 
Case-

control 
4 2 2 8 Low 

Patel 2013 (198) Bolivia 
Case-

control 
3 2 3 8 Low 

Payne 2013 (184) USA 
Case-

control 
3 2 2 7 Low 

Snelling 2009 (199) Australia 
Case-

control 
3 2 3 8 Low 

Staat 2011 (189) USA 
Case-

control 
3 2 2 7 Low 

Eberly 2011 (179) USA Cohort 3 0 3 6 High 

Fontes-Vieira 2011 

(173) 
Brazil Cohort 3 0 2 5 High 

Muhsen 2011 (174) Israel Cohort 3 1 3 7 Moderate 

Nolan 2012 (175) USA Cohort 4 2 3 9 Low 

Panozzo 2014 (85) USA Cohort 4 2 3 9 Low 

Wang 2010 (176) USA Cohort 4 1 3 8 Moderate 

Wang 2013 (177) USA Cohort 4 1 3 8 Moderate 
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3.4.3 Meta-analysis of vaccine effectiveness against hospitalisation or 

combined hospitalisation and emergency department attendance for 

RVGE 

For this outcome measure cohort studies were too few to conduct a meta-analysis 

(Table 3-1). We therefore, included 21 out of the 22 case control studies that 

measured VE against hospitalisation or hospitalisation and ED attendance for 

laboratory confirmed RVGE in the meta-analysis. Patel et al. 2009 was excluded 

because a more recent publication Patel et al., 2012 provided more recent estimates 

of effectiveness for the same cohort (182,183). If studies reported more than one age 

group the overall estimate for the broadest age group was included in the meta-

analysis. Studies which reported on 0 doses vs full dose or 0 dose vs 1+ dose were 

included. Some 22 estimates from 21 studies were included, as Payne et al, 2013 had 

separate results for RV1 and RV5 (184). The funnel plot shows some asymmetry, 

however this is not significant for Begg’s (p=0.06) tests (Figure 3-2). Therefore, we 

included all 21 studies in the meta-analysis. 

 

Figure 3-2 Funnel plot of vaccine effectiveness against hospitalisation or 

hospitalisation and emergency department attendance for RVGE [only adjusted 

effect estimates included]  
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There was statistically significant heterogeneity (I2 = 60.6, p < 0.001) across all 

studies (Figure 3-3). Therefore pooled estimates of OR (0.18, 95% CI 0.14–0.23, 21 

studies [22 estimates], p<0.001) were calculated using a random effects model. The 

pooled VE was therefore 82% (95% CI 77–86%; 21 studies [22 estimates], p<0.001). 

A stratified analysis by World Bank Country Classifications calculated pooled 

estimated ORs. Pooled VE was lower in middle-income countries (74% VE; 95% CI 

67-80%; 9 studies, p<0.001) compared with high income countries (89% VE; 95% 

CI 84-92%; 12 studies [13 estimates], p<0.001). There was low to moderate 

heterogeneity for middle (I2 = 37.4%, p=0.120) and high income countries (I2 = 

40.8%, p=0.06). The study by Cotes-Cantillo et al., 2014 was the only study to report 

a negative vaccine effectiveness (-2 VE; 95% CI -182 to 63%) (185). 

Pooled estimates for case-control studies in high income settings (89% VE; 95% CI 

84-92%; 12 studies [13 estimates]) were comparable to the three unpooled cohort 

study estimates. All cohort studies were conducted in high-income settings. One 

study reported an adjusted VE estimate of 87% (95% CI 80-92%) and other two 

studies stated unadjusted estimates of 100% (95% CI 87-100%), and 90% (95% CI 

82-95%) (176,179,85). 
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Figure 3-3 Vaccine effectiveness against hospitalisation or hospitalisation and 

emergency department attendance for RVGE [only adjusted effect estimates included]  
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Sensitivity analysis 

We identified the possibility of study bias using the NOS. The pooled OR for studies 

with a low risk of bias was 0.18 (95% CI 0.13-0.25; 13 studies [14 estimates], 

p<0.001), suggesting that any bias in these studies may have been minimal. The 

corresponding pooled estimates by World Bank Country classification did not 

change substantially. When studies from countries with state-based or private 

rotavirus vaccine provision (Castilla et al 2012, Martinon-Torres, 2011 and Muhsen 

et al., 2010) were dropped from the meta-analysis the pooled OR remained similar 

(0.19 OR; 95% CI 0.14-0.25; 18 studies [19 estimates], p<0.001) (180,186,197). 

To further investigate the potential for publication bias, specifically that the effect of 

industry funding, we excluded 4 studies which had measured RVGE hospitalisations 

but were funded by industry (172,187–189). Overall pooled ORs remained 

comparable (0.19 OR; 95% CI 0.14-0.26; 17 studies [18 estimates], p<0.001). We 

also established that including an estimate from a study which measured vaccine 

effectiveness against severe disease (Vesikari score ≥11), did not cause an 

overestimation of the pooled estimate (172). 

Subgroup analyses 

Age: Because the age groups included in studies were varied we grouped ages in to 

the following groups to assess VE by crude age groups: <1 year, <2 years, >1 year 

and 1-2 years of age. In middle-income countries there was some variation in pooled 

estimates by age group but confidence intervals overlapped between estimates 

(Figure 3-4a). Here estimates should be interpreted with caution as there was only 1 

study in each of the 1-2 year and <2 year groups. Additionally, the VE estimate for 

children aged >12 months from the 2014 study by Cotes-Cantillo stood out as being 
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heterogeneous. As the authors note this is likely to be due to the low sample size in 

this group and potentially due to a variation in strain dominance by age (185). 

Estimates were very similar across age ranges in high income countries (Figure 

3-4b). 

Full v partial vaccine dose: To determine the impact of the number of vaccine 

doses on VE we compared studies which reported full dose vaccination with first 

dose vaccination for RV1 and RV5 VE estimates. There were 21 studies which 

either reported full or partial vaccination giving 32 estimates (13 partial schedule; 19 

full vaccine schedule). Pooled VE for full dose (81% VE; 95% CI 75-86%, p<0.001) 

was higher than for partial dose (62% VE; 95% CI 55-69%, p<0.001). However, 

there was moderate to high heterogeneity for studies reporting estimates for full dose 

(I2= 60.2%, p<0.001). When stratified by World Bank Country classification, this 

difference was most pronounced in middle-income countries, where pooled vaccine 

effectiveness for full dose was 74% (95% CI 67-80%, p<0.001) and 57% (95% CI 

47-66%, p<0.001) for partial dose (Figure 3-5a). Wider CIs were reported in studies 

reporting full vaccination, likely due to smaller available sample sizes. In high-

income countries VE for partial vaccine dose was 72% (95% CI 60-80%, p<0.001) 

compared to 87% (95% CI 81-91%, p<0.001) for full dose (Figure 3-5b). 
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Figure 3-4 Vaccine effectiveness against hospitalisation or hospitalisation and 

emergency department attendance for RVGE comparing partial age groups a 

middle income countries, b high income countries [only adjusted effect estimates included] 
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Figure 3-5 Vaccine effectiveness against hospitalisation or hospitalisation and 

emergency department attendance for RVGE comparing partial dose to full 

dose a) middle income countries, b) high income countries [only adjusted effect estimates 

included]  
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RV1 and RV5 vaccine effectiveness: Pooled VE for RV1 and RV5 stratified by 

World Bank Country classification showed that RV5 has slightly higher VE point 

estimates in both high and middle income countries but this difference was not 

significant. RV1 is the predominant vaccine used in studies from middle income 

countries included in the meta-analysis (7/10). In high income countries three studies 

reported VE for RV1, six for RV5 and four RV1 and RV5 combined. 

3.4.4 Meta-analysis of vaccine effectiveness against emergency department 

attendances for RVGE 

There were 4 estimates from three studies that included VE for ED attendances for 

RVGE (184,185,189). Three estimates were from high-income countries and one 

from middle-income. Publication bias was not assessed as there were inadequate 

numbers of studies to properly assess via a Begg’s test. Heterogeneity was high for 

these studies (I2 = 78.7%, p<0.001). Random effects meta-analysis gave a pooled OR 

of 0.26 (95% CI 0.12-0.57, p=0.001), indicating a significant effect of vaccination 

against ED attendances for RVGE (Figure 3-6). Analysis stratified by World Bank 

country classifications showed significant VE of 81% (95% CI 75-86%, p<0.001) 

for studies from high income countries. There was only one study from middle 

income countries with a VE of 16% (95% CI -79% to 61%, p=0.651). 
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Figure 3-6 Vaccine effectiveness against emergency department attendances for 

RVGE [only adjusted effect estimates included] 

3.4.5 Meta-analysis of vaccine effectiveness against community consultations 

for AGE 

A single study reported full dose VE against community consultations for laboratory 

confirmed RVGE, reporting a high unadjusted VE estimate of 96% (95% CI 76-

100%) (176,177). Four cohort studies included estimates of VE for community 

consultations for AGE (173–177). Three studies were from high-income countries 

and one from middle-income. Only two out of the four studies reported adjusted 

estimates. The study by Nolan et al., 2012 only reported an adjusted VE for 1 or 

more doses (175). We therefore could only include three cohort studies which report 

unadjusted VE in the meta-analysis. Publication bias was not assessed as there were 

inadequate numbers of studies to properly assess via a Begg’s test. Heterogeneity 

was very high for these studies (I2 = 97.9%, p<0.001). Random effects meta-analysis 

gave a pooled RR of 0.74 (95% CI 0.52-1.06, p=0.10), indicating a non-significant 



Population effectiveness of the pentavalent and monovalent rotavirus vaccines 

Measuring the effect of rotavirus vaccination on primary and secondary care 74 

effect of vaccination against community consultations for AGE (Figure 3-7). 

However, analysis stratified by World Bank Country classifications showed 

significant VE of 40% (95% CI 13-58%, p=0.008) for studies from high-income 

countries.  

There was only one study from middle income countries with a VE of -24% (95% -

67% to 8%, p=0.157), this study was assessed as having a high risk of bias as crude 

VE was calculated by the authors and children in the vaccinated cohort were 

significantly younger than the unvaccinated cohort. 

 

Figure 3-7 Vaccine effectiveness against community consultations for AGE [only 

unadjusted effect estimates included]  

3.5 Discussion 

The pooled data from case-control studies indicates that rotavirus vaccination is 

highly effective for preventing hospitalisations and / or ED attendances for 

laboratory confirmed rotavirus, as VE was 89% (95% CI 84-92) for high-income 
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countries and 74% (95% CI 67-80) for middle-income countries. This finding is 

further supported by comparable estimates from the unpooled cohort studies. Most 

studies reporting VE for community consultations could not identify the causative 

organism and therefore reported a much lower effectiveness against community 

consultations for AGE (26% VE; 95% CI -6 to 48%). However, like VE against 

RVGE hospitalisations and ED attendances, the pooled VE for community 

consultations for AGE was significant in high-income countries (40% VE; 95% CI 

13-58%). This study was also able to show that studies from countries with similar 

economic classification demonstrate similar VE and that VE was lower in middle-

income countries compared with high-income countries. Vaccine effectiveness 

against RVGE hospitalisations in high-income countries (89% VE; 95% CI 84-92%) 

was consistent with but at the upper limit of that reported in a Cochrane Review of 

RCTs; 85% (95% CI 80-88%) for RV1 and 82% (95% CI 50-93%) for RV5 for 

preventing severe rotavirus diarrhoea in children up to two years of age (61). 

Differing study definitions of severity and age may be responsible for the slight 

difference between pooled estimates. Additionally, pooled VE estimates from meta-

analysis for RVGE hospitalisations in middle income countries (Brazil, Colombia, 

Nicaragua and Bolivia) were significantly lower than high income countries, again 

consistent with estimates from efficacy studies (61,67). 

Our systematic review found substantial differences in the quality and design of 

studies and considerable heterogeneity. However, there was no evidence of 

publication bias. Heterogeneity was dealt with by stratifying the analysis by World 

Bank Country classification when heterogeneity was low to moderate and by using 

sensitivity analysis to identify factors which may have caused bias in the overall 

estimate. We conclude that the best pooled estimates are provided by stratifying by 
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World Bank country classification. Sensitivity analyses for RVGE hospitalisations 

and or ED attendances did not identify any substantial effects resulting from 

differences in study quality. Exclusion of studies from countries with only state 

based or private provision of rotavirus vaccination made little difference to the 

overall effect estimates. 

Sub-analyses by vaccine dose identified that 1 dose of rotavirus vaccine conferred a 

lower overall VE estimate than full course dose, particularly in middle-income 

countries, indicating that there is a clear benefit for children completing the full 

schedule. Wider confidence intervals were seen for partial dose estimates due to 

smaller available sample sizes which are likely a result of the majority of children 

completing recommended schedules. 

It was difficult to assess VE by age as the different studies reported VE for different 

age groups and therefore finding standard categorisations for age was problematic. 

Pooled VE estimates in children >1 year of age in middle-income countries were 

lower than for that for infants <1 year of age. This could be due to the higher relative 

disease burden in infants, a consequence of acquiring natural immunity with age, 

independent of vaccination (114). Nonetheless, classifications used here showed no 

significant differences between age groups in both high- and middle-income 

countries, suggesting that the RV vaccination is highly effective against RVGE 

hospitalisation regardless of age. Interestingly, one study from Colombia reported 

high VE in the <1 year olds (84.4% VE; 95% CI 23-97%) but negative VE in >1 

year olds (-79% VE; 95% CI -556 to 51%), the authors indicated that this could be 

because of a low sample size in the older group and a change in the predominant 

rotavirus strains circulating in Colombia during the study to heterotypic non-vaccine 

strains (185). 
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Additionally, whilst prior to vaccination the predominant strain type in many high-

income countries was G1P (36,124) in lower and middle-income countries there is 

often greater strain diversity and concurrent circulation of several strains (12,36). It 

is possible that the frequency of more strains that are heterotypic to vaccine types 

may contribute to the lower VE in middle-income countries. However, there are 

likely to be inherent immunological and epidemiological factors at play (202). 

Using meta-analysis to review VE against community consultations for AGE is 

particularly important in high income countries where the majority of the healthcare 

burden from rotavirus infection is in community healthcare settings. For instance in 

the UK rotavirus was deemed to be responsible for approximately 800 000 general 

practice consultations per year prior to vaccine introduction (30). Pooled estimates 

presented here show considerably lower VE against AGE community consultations 

compared with RVGE hospitalisations in high income countries. Since only one 

study is available for middle income countries, evaluation of the effectiveness of 

vaccination against AGE community consultations in this setting is difficult, 

particularly because this study had high risk of bias predominantly due to significant 

differences in age of the vaccinated and unvaccinated cohorts. 

Whereas clinical trials have suggested lower efficacy against milder disease (67,203), 

a single study here reported VE against laboratory confirmed RVGE community 

consultations on par with VE against RVGE hospitalisations (176,177). Whilst there 

was no indicator of disease severity in the study, the healthcare setting suggests 

milder disease. Therefore there is a need for more robustly designed studies in 

middle-income settings and high-income countries in order to properly assess 

rotavirus VE against milder disease resulting in community consultations for RVGE. 
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Studies reviewed here represent countries with a World Bank Country classification 

of high- or middle-income, and clearly show lower VE in middle-income countries. 

However, the burden of disease is likely to be greater in middle-income countries 

representing a greater potential population benefit of vaccination in these settings. At 

the time of review no studies could be included from low-income settings However, 

findings from a recent study in Malawi suggest a VE of 64% (95% CI 24–83), 

similar to that reported in middle-income countries (204). Future reviews will be 

required to capture studies from these settings. 

As these studies were conducted in the “real world” with population level vaccine 

introduction the VE estimates are likely to include both the direct effect and any herd 

protective effect of population vaccination. This could be particularly significant in 

cohort studies with high population vaccine uptake. Indeed only one study attempted 

to separate the herd protection and direct effect from the overall effect of vaccination, 

estimating a substantial increase in indirect effect of vaccination as cohort vaccine 

uptake increased over time (85). More evidence of the indirect effect of vaccination 

is therefore required through subsequent cohort studies. 

We searched three widely used databases—PubMed, Web of Science, and Academic 

Search Premier —as well as grey literature using a pre-specified, systematic search 

protocol. We were able to quality assess the studies included using an established 

critically appraised tool specifically for use with non-randomised studies in meta-

analysis, allowing a good understanding of a studies validity importantly with 

reference to RCT as a gold standard. The majority of studies were assessed as being 

at low or moderate risk of bias strengthening the meta-analysis for RVGE 

hospitalisation. However, our assessment of study bias used one specific tool, the 

NOS, with some author defined criteria. Therefore, it is possible that another bias 
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assessment tool and criteria would identify a different risk of bias. Furthermore, 

variations in study outcome definitions and statistical methods could have introduced 

error into some of our meta-analyses. For instance, heterogeneity was moderate to 

high in some of the meta-analyses, particularly those that examined community 

consultations; this could be related to varying definitions of a community 

consultation. 

3.6 Conclusions 

This review and meta-analysis has enabled the systematic production of pooled VE 

estimates for rotavirus vaccination globally from the literature. We conclude that 

rotavirus vaccines represent a highly effective preventive measure against severe 

rotavirus disease, with “real world” VE estimates as high as efficacy measures from 

RCTs. There is sufficient evidence to promote the continued roll out of both 

rotavirus vaccines in both high- and middle-income settings. The modest benefits 

from vaccination against community consultations for RVGE represent information 

which can be used in appropriate cost-effectiveness studies, which may provide 

better understanding of the value of reducing mild to moderate disease through 

vaccination. 
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4 Study protocol and general methods 

4.1 Abstract 

Introduction: Rotavirus was the most common cause of severe gastroenteritis in 

infants and young children worldwide. Currently 90 countries include rotavirus 

vaccine in childhood immunisation programmes, but uptake in Western Europe has 

been slow. In July 2013, rotavirus vaccine was introduced into the UK's routine 

childhood immunisation programme. Prior to vaccine introduction in the UK, 

rotavirus was estimated to result in 750,000 diarrhoea episodes and 80,000 general 

practice (GP) consultations each year, together with 45% and 20% of hospital 

admissions and emergency department attendances for acute gastroenteritis, in 

children under 5 years of age. This chapter describes the protocol for an ecological 

study that assessed rotavirus vaccine impact in the UK, to inform rotavirus 

immunisation policy in the UK and in other Western European countries. 

Methods and analysis: In Merseyside, UK, we conducted an ecological study using 

a ‘before and after’ approach to examine changes in gastroenteritis and rotavirus 

incidence following the introduction of rotavirus vaccination. Data were collected on 

mortality, hospital admissions, nosocomial infection, emergency department 

attendances, GP consultations and community health consultations to capture all 

healthcare providers in the region. We assessed both the direct and indirect effects of 

the vaccine on the study population. Comparisons of outcome indicator rates were 

made in relation to vaccine uptake and socioeconomic status. 

Ethics and dissemination: The study was approved by NHS Research Ethics 

Committee, South Central-Berkshire REC Reference: 14/SC/1140. Study outputs 

will be disseminated through scientific conferences and peer-reviewed publications. 
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The study will demonstrate the impact of rotavirus vaccination on the burden of 

disease from a complete health system perspective. 

4.2 Background 

In the UK, rotavirus gastroenteritis (RVGE) is seasonal, with most cases occuring 

between February and April each year. Prior to vaccine introduction rotavirus was 

estimated to result in 750,000 diarrhoea episodes and 80,000 general practice (GP) 

consultations each year in the UK (30), together with 45% and 20% of hospital 

admissions and emergency department (ED) attendances for acute gastroenteritis 

(AGE), respectively, in children under 5 years of age (29). The economic cost of 

RVGE to the health service was estimated to be approximately £14 million per year 

in England and Wales (29). At Alder Hey Children's NHS Foundation Trust, 

Liverpool, UK, rotavirus was a major cause of community-acquired and healthcare-

associated diarrhoea; in a 2-year prospective study among hospitalised children, 

rotavirus was detected by RT-PCR in 43% of community-acquired and in 31% of 

healthcare-associated gastroenteritis cases (205). AGE hospital admissions are 

known to have a positive correlation with socioeconomic deprivation and globally 

the burden of severe RVGE is much higher in low income countries (159). However, 

RVGE has not yet been correlated with socioeconomic deprivation in the UK. 

In July 2013, the Department of Health introduced a rotavirus vaccine into the UK's 

routine childhood immunisation programme (158,206). The live-attenuated, two 

dose oral monovalent vaccine (RV1, Rotarix®, GlaxoSmithKline Biologicals, 

Belgium) is administered at 2 and 3 months of age. At present more than 90 

countries include a rotavirus vaccine in their childhood immunisation programmes 

(73). Based on the uptake of other routine childhood vaccinations in the UK, 

coverage of over 90% would be expected for rotavirus vaccine (207); initial figures 
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for England indicate 93% uptake for first dose and 88% for the second dose of 

rotavirus vaccine (208). 

Clinical trials in middle-income and high-income countries demonstrated high 

(>85%) efficacy against severe RVGE (61). The introduction of rotavirus vaccines in 

the immunisation programmes of these countries has demonstrated direct benefits on 

a par with those observed in clinical trials, with significant reductions in diarrhoea 

hospitalisations (209). An unanticipated but beneficial consequence of rotavirus 

vaccination has been the reduction of rotavirus disease in unvaccinated individuals 

(‘herd’ protection), likely due to reduced virus transmission. Such ‘indirect benefits’ 

include reduced disease in non-vaccinated older children and adults who were not 

thought to sustain a significant burden of rotavirus disease (134). In the UK, the 

burden of RVGE in older children and adults is difficult to estimate but admissions 

for AGE are 2 per 1,000 population in 5–14-year-olds and 7 per 1,000 in those 15+ 

years of age (210). Hence monitoring changes in AGE incidence in non-vaccinated 

older children and adults is critical to assess indirect impact. 

Ecological rotavirus vaccine effectiveness studies have primarily focused on 

mortality, hospitalisations and laboratory detections as a measure of burden 

(103,136,145,187,192,211–213). Severe cases of rotavirus infection will often end 

up in hospital and receive full diagnostic evaluation. However, many cases of 

rotavirus infection, particularly in older children and adults, will not attend hospital 

but will be seen by primary and community healthcare providers. Therefore, in order 

to better understand the burden of RVGE and AGE on all ages and the impact of 

routine immunisation on the health system, it is crucial to examine routine data 

sources for all health service providers in a defined study area. Taking advantage of 

a range of regional healthcare facilities in Merseyside, UK, we conducted an 



Study protocol and general methods 

Measuring the effect of rotavirus vaccination on primary and secondary care 83 

ecological study which uses a ‘before and after’ approach allowing comprehensive 

evaluation of the direct and indirect vaccine impact following the introduction of the 

monovalent rotavirus vaccine into the UK's routine childhood immunisation 

programme. We investigated the relationship between socioeconomic deprivation, 

and vaccine uptake and disease burden. These data will provide evidence to support 

future rotavirus vaccination in the UK and will inform rotavirus immunisation policy 

in other Western European countries (158). 

4.3 Methods 

Each results chapter in this thesis includes a detailed methods section. Presented 

below is a generalised summary of the methods used, adapted from the published 

study protocol (214). 

4.3.1 Study aim 

Routine data sources were used to estimate the direct and indirect effects of 

monovalent rotavirus vaccination on gastroenteritis indicators in the population of 

Merseyside, UK, and their relationship to vaccine coverage and sociodemographic 

indicators. We also hoped to identify the key areas that require extended and 

improved data collection tools to maximise the usefulness of this surveillance 

approach. The main outcome measures are: 

¶ Laboratory detections of rotavirus in faecal samples; 

¶ Admissions to hospital for RVGE or AGE; 

¶ Attendances to EDs for AGE; 

¶ Number of nosocomially acquired cases of RVGE; 

¶ GP and community consultations for diarrhoea and AGE; 

¶ Routine rotavirus vaccine coverage mapping by small area geography; 
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¶ Relative contribution of direct (those vaccinated) and indirect (not 

vaccinated) effects to overall vaccine benefit in health system usage for both 

RVGE and AGE; 

¶ Relationship between socioeconomic deprivation, vaccine uptake and RVGE 

/ AGE incidence. 

4.3.2 Study setting and location 

The study was conducted in the large metropolitan area of Merseyside in North West 

England which contains five local authorities (Knowsley, Liverpool, Sefton, St 

Helens and Wirral). Merseyside has a population of ~1.4 million people, with 

approximately 80,000 of its population under 5 years of age. Socioeconomic 

deprivation within Merseyside is variable but over 60% of its population live in a 

more socioeconomically deprived area than the England average (Figure 4-1) (215). 

Vaccination uptake for most routine childhood vaccinations is also variable in small 

areas, but overall Merseyside has uptake above the national average for England 

(207). Healthcare for the population is self-contained with the region and including a 

specialist paediatric hospital. 

4.3.3 Study overview and choice of study designs 

The study employed an ecological design, utilising routine health surveillance data 

before and after rotavirus vaccine introduction. The evaluation incorporates 

interrupted time-series analyses of outcome indicators across the study population. 

Comparisons of outcome indicator rates were made between communities with high 

vaccine uptake and those with lower vaccine uptake and the relationship with 

socioeconomic deprivation. The ecological study approach allows population-based 

rates of outcomes to be compared in space and time using vaccine uptake and 

community-level socioeconomic deprivation as covariates. 
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Figure 4-1 Socioeconomic deprivation in Merseyside  

[Produced using the English Indices of Deprivation 2010, national quintiles for the Index of Multiple Deprivation 

(210).] 

4.3.4 Study data 

The National Health Service (NHS) in England and other government service 

agencies collect a range of administrative and healthcare data which is held at both 

local service level and centrally. Figure 4-2 outlines the data sources that were used 

for the evaluation and Table 4-1 shows the case definitions. 
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Figure 4-2 Schematic of study data sources and outcome measures [LSOA, Lower 

Super Output Area] 

Hospital admission and ED attendance data were obtained from hospital episode 

statistics (HES) (210), which record all inpatient admissions in NHS hospitals in 

England. The study measured hospitalisations and ED attendances for residents of 

Merseyside receiving care in hospitals throughout England. 

GP consultation data for diarrhoea or gastroenteritis was obtained from Clinical 

Commissioning Groups covering Merseyside. Community consultations for 

diarrhoea and gastroenteritis at ‘Walk-in Centres’ were sourced from NHS 

Community Health Trusts. Walk-in Centres are primarily nurse-led primary care 

facilities for illness and injuries without need for prior appointment. 
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RVGE at Alder Hey Children's NHS Foundation Trust (Alder Hey) in Liverpool is 

classified as community acquired or nosocomial. Alder Hey's footprint covers the 

majority of Merseyside's children, so these data enabled the evaluation of the effect 

of rotavirus vaccination on nosocomial rotavirus infection in children across 

Merseyside. 

Each dataset covered at least 3 years either side of vaccine introduction. All data 

were pseudoanonymised to allow distinction of records but no linking of datasets or 

identification of individuals was undertaken. Data were either geocoded from 

postcode to small statistical geographical community units termed Lower Super 

Output Areas (LSOAs) or sourced with this geography. In each LSOAs there is 

approximately 1,500 persons, with denominator populations derived from the Office 

for National Statistics (ONS) mid-year population estimates by LSOA (216). 

Indicators of socioeconomic deprivation at LSOA level were measured using the 

English Indices of Deprivation. The UK Department for Communities and Local 

Government produce the English Indices of Deprivation using census and other local 

administrative data (215). Rotavirus vaccination uptake data were sourced from the 

Child Health Information System (CHIS) which is held by community NHS health 

Trusts in Merseyside. Records of doses of vaccinations given as part of the UK 

childhood vaccine schedule are recorded in CHIS for each child.
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Table 4-1 Case definitions by health dataset 

Dataset Case definition 

Nosocomial and 

community acquired 

Nosocomial – Laboratory confirmed rotavirus case. Gastroenteritis 

symptoms beginning more than 48 hours after admission 

Community acquired – Laboratory confirmed rotavirus case. 

Gastroenteritis symptoms starting within 48 hours of admission  

Hospital admissions Rotavirus case definition - Inpatient finished consultant episodes (FCE) 

with a primary or subsidiary diagnosis International Classification of 

Disease version-10 (ICD-10) diagnosis code of A08.0 

AGE case definition – inpatient FCE with a primary or subsidiary 

diagnosis ICD10 code of intestinal infectious disease (A00 - A09) and 

non-infectious gastroenteritis (K52.9).  

Emergency attendances Attendance with a primary or secondary diagnosis HES Accident and 

Emergency diagnosis code of 26 Gastrointestinal conditions (those 

subsequently admitted excluded to prevent duplication in hospital 

admissions) 

GP Consultations GP consultations with a Read Code of (Read Codes in parenthesis): 

gastroenteritis—presumed infectious origin (A0812), diarrhoea of 

presumed infectious origin (A083); infantile viral gastroenteritis 

(A07y1); infectious gastroenteritis (A0803); enteritis due to rotavirus 

(A0762); infectious diarrhoea (A082); diarrhoea and vomiting (19G); 

diarrhoea symptom NOS (19F6); and diarrhoea (19F2). Infectious 

gastroenteritis will be used as the primary case definition but diarrhoea / 

vomiting will also be included for a secondary indicator of burden. 

Community 

consultations (Walk-in-

Centres) 

There is no consistent approach to diagnosis coding across providers. 

Read Codes (see above codes), Accident and Emergency diagnosis 

codes (see above codes), and free-text are used across Merseyside. 

Laboratory detections Detection of rotavirus in a faecal specimen by a standard enzyme 

immunoassay. 

 

4.3.5 Quality control 

Data sources such as HES and laboratory detections will be influenced by testing 

practices; for instance, testing of some organisms is more likely to occur at certain 

times of the year. In the hospital admission dataset, it is possible that some cases of 

RVGE will not be coded as rotaviral enteritis (ICD10: A08.0) and may be classified 

as other unspecified either due to an absence of laboratory confirmation or 
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misclassification / miscoding. In order to attempt to quantify this information bias, 

the investigator team performed quality control on hospital admissions and 

laboratory detections at the lead NHS Trust hospital site (Alder Hey). Using a 

sample of cases from at least 3 years, those cases with a laboratory confirmation 

were checked against clinical records and clinic coding and those coded as ICD10 

A08.0 rotaviral enteritis were cross-matched against laboratory detections. 

4.3.6 Ethical considerations 

The study has been approved by NHS Research Ethics Committee, South Central-

Berkshire REC Reference: 14/SC/1140. Data sharing agreement were obtained 

between PHE, participating NHS Trusts and the University of Liverpool. Research 

governance approval and data sharing agreements were sought from all participating 

NHS Trusts, Clinical Commissioning Groups and GP practices. 

4.3.7 Data analysis 

Changes in trends of primary care consultations, community consultations, ED 

attendances, hospitalisations and rotavirus detections were explored using 

interrupted time-series analysis. Population-based rates for a minimum of a 3-year 

period prior to vaccination and year on year after vaccination (for 3 years) were 

compared. For the regression analyses, Poisson or negative binomial regression were 

used. We first computed monthly population-based rates that were expected to occur 

in the absence of a rotavirus vaccination programme by fitting the model to pre-

vaccine data. We then adjust for secular and seasonal trends. The models were used 

to estimate ‘expected’ population-based rates after vaccination and compared with 

‘observed’ population-based rates. Rate ratios were calculated to assess the 

magnitude of decline in rates. Potential data biases were controlled for by the access 

and analysis of multiple health data sources. 
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4.3.8 Power calculation 

Based on hospital admissions for RVGE in 2012 obtained from HES data, the 

estimated rate of RVGE hospitalisation is approximately 1 per 1,000 children under 

age 5 years in England (210). Assuming high vaccine uptake rates (i.e. 95%), similar 

to uptake of other routine childhood vaccines in Merseyside, we used a one sample 

comparison of proportions for a two-sided test to calculate the power estimates 

(Table 4-2). Studies from other high income countries on the population effects of 

rotavirus vaccination have shown reductions in hospital admissions of over 50% in 

children under 5 years of age (140). Assuming a similar reduction in Merseyside, 

this study has over 90% power to detect a significant change in RVGE hospital 

admissions. 

Table 4-2 Predicted power of study for main outcome (hospitalisation rate) in 

Merseyside and selected sub-districts 

Area Estimated population 

(children <5 years of age) 

Assumed reduction in rotavirus 

hospitalisation rate 

25% 30% 40% 50% 75% 

Liverpool 27000 0.22 0.31 0.56 0.82 1 

Liverpool and Sefton 41000 0.34 0.48 0.78 0.96 1 

Liverpool, Sefton and 

Knowsley 

50000 0.41 0.58 0.87 0.99 1 

Merseyside 80000 0.63 0.8 0.98 1 1 

 

The study is also powered for detecting an indirect effect in adults. Using an AGE 

hospital admission rate of 7 per 1,000 population aged 15+ years (210), we would 

expect power to be at least 0.97 for Merseyside at assumed hospitalisation rate 

reductions post vaccination of 5%, 8% and 10%. Additionally, for GP consultations 

for AGE in children under 5, a power of 0.89 and 1 can be achieved, for assumed 
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consultation rate reductions post vaccination of 5% and 10% respectively. No formal 

power calculations have been undertaken for other end points under study. 

4.3.9 Project governance 

A stakeholder group within Merseyside was established to enable effective 

achievement of the project objectives and ownership by the professional community. 

The stakeholder group includes representatives from: Liverpool Health Partners 

(217); Liverpool Community Health NHS Trust (218); NHS England Merseyside 

Area Team Screening and Immunisation Team (207); Alder Hey Children's NHS 

Foundation Trust (219); NHS CCGs in Merseyside and Public Health England-

Liverpool (220).  

4.4 Discussion 

This study will enable demonstration of a complete health system perspective of the 

impact of rotavirus vaccination on the burden of disease in Merseyside, UK. It aims 

to study both direct and indirect effects of routine rotavirus vaccination. The study 

will also enable data on vaccine efficacy to infer the relative contribution of RVGE 

to AGE primary care, and emergency care consultations. Furthermore, as data will 

be linked to specific geographical units, for which information on socioeconomic 

deprivation and vaccine uptake is available, the association of these with disease 

burden can be explored. Quality control procedures contained within the study will 

provide a means of adjusting analysis for information bias and also enable 

identification of the key data collection issues that require improvement to maximise 

the usefulness of this surveillance approach. It is also hoped that this study will 

provide a learning resource and template for similar ecological approaches to 

examine effectiveness of other vaccines in the UK in the future. 
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4.4.1 Strengths 

A whole health system approach in a geographically defined area provides a number 

of strengths. Using datasets from a range of healthcare providers within a health 

economy will allow us to examine the relative impact of vaccination on the various 

health providers rather than the individual. The use of multiple data sources to 

measure independent indicators of vaccination effect also provides robustness, 

enabling easier identification of outliers from overall trends. 

Since there is annual variability in the number of rotavirus cases, it is imperative to 

conduct surveillance of rotavirus incidence over a number of years pre-vaccine and 

post-vaccine introduction. This study will provide a mechanism to do this as it will 

cover three rotavirus seasons post-vaccine introduction. Thus, cofounding caused by 

yearly variance in rotavirus numbers will be minimised. 

There are limited published data describing the indirect effect of routine vaccination 

on unvaccinated older children and adults and the majority of studies have focused 

on hospital admissions. As this study will collect data for all ages and cover RVGE 

and AGE incidence 3 years post-vaccination, it will provide sufficient data for 

measurement of the indirect effect on hospital admissions. As well as examining 

indirect effects in EDs and community settings. This is particularly important as it is 

perhaps more likely that moderate / severe RVGE in unvaccinated older children and 

adults will be treated at EDs and through community consultations. 

Another potential strength of the study is the ability to conduct analysis at small 

community (LSOA) level. This will enable small area sociodemographic information 

such as socioeconomic deprivation to be included in the analyses as a covariate at 

the lowest possible unit of analysis other than the individual. Thus, allowing the 
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exploration of the association between socioeconomic deprivation, burden of RVGE 

/ AGE and vaccine uptake while limiting the ecological fallacy of analysis. 

As many of the data sources included in this study do not include specific RVGE 

classification, AGE is used as an outcome measure for most datasets. Laboratory 

detection data which are organism specific has allowed the adjustment of these 

measures based on the seasonal contribution of organisms other than rotavirus such 

as norovirus. For example, RVGE seasonality is fairly constant but that of norovirus 

tends to vary over the winter and spring months in the UK. These AGE indicators 

were adjusted for seasonality (Figure 4-3) to give a better proxy of the contribution 

of rotavirus to overall AGE causes and the relative impact of rotavirus vaccination 

(221). 

 

Figure 4-3 Laboratory detections of norovirus (top) and rotavirus (bottom) in 

the North West, England, 2009/10–2013–14 [Laboratory reports are from LabBase2 system at 

Public Health England, (221)] 
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4.4.2 Limitations 

The gold standard for measurement of vaccine efficacy is the randomised controlled 

trial. However, this ecological study will investigate the impact of vaccination on 

population disease burden within a health system; therefore, an ecological study is 

appropriate. Conversely it is recognised that an ecological approach cannot show 

individual-level effects of vaccine and can only infer the impact of the vaccine at the 

population level without causation. Additionally, a key focus of this study is to 

quantify variation in the outcomes measured according to vaccine uptake levels and 

socioeconomic deprivation. Confounding may be an issue since cases living in areas 

with low vaccine uptake or high socioeconomic deprivation may also have other 

characteristics that will affect the risk of RVGE or AGE. 

For measures of AGE activity in community settings (e.g., GP and Walk-in Centre), 

syndromic indicators that are non-specific to rotavirus, for example, diarrhoea, 

vomiting, were used. An inherent issue is that the ability to detect effect on these is 

likely to be limited to large effects rather than small variations. 

A further limitation of the study is that investigators will not collect data directly as 

all data are secondary, with consequent risk of bias. There is potential for clinical 

coding to lead to misclassification of disease, and this misclassification may vary by 

different data sources. We will describe these biases through quality control and 

subsequently adjust for them at the analysis stage. The use of multiple datasets for 

outcome indicators limits these issues by improving robustness. 

It is likely that there have been changes in data collection methods over the study 

period, for example, changes to the assay used for rotavirus laboratory testing, 

leading to testing bias. One way to adjust for this in the analysis is to smooth 
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fluctuations caused by changes in testing methods. Contact with rotavirus testing 

laboratories and NHS Trusts, has allowed changes to be described and where 

possible assist appropriate analytical adjustments. It is also feasible that the 

introduction of vaccination may also trigger changes in clinician requests for 

rotavirus and other AGE diagnostic testing, particularly in the vaccination age group. 

Any possible testing bias was assessed at the lead NHS Trust via comparisons with 

pre-vaccine testing probabilities. 

The study does not include any economic component. However, previous studies 

have reported the likely cost-effectiveness of rotavirus vaccination for the population 

under 5 years of age (222). This study will provide the results and data necessary for 

economic evaluation based on the direct and indirect impact of rotavirus vaccination.
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5 Early impact of rotavirus vaccination in a large 

paediatric hospital in the UK 

5.1 Abstract 

The impact of routine rotavirus vaccination on community-acquired (CA)- and 

healthcare-associated (HA)-rotavirus gastroenteritis (RVGE) at a large paediatric 

hospital, UK, was investigated over a 13 year period. A total of 1644 hospitalised 

children aged 0-15 years tested positive for rotavirus between July 2002 and June 

2015. Interrupted time-series analysis demonstrated that post-vaccine introduction 

(July 2013-June 2015), CA- and HA-RVGE hospitalisations were 83% (95% CI 72-

90%) and 83% (95% CI 66-92%) lower than expected, respectively. Rotavirus 

vaccination has rapidly reduced the hospital rotavirus disease burden among both 

CA- and HA-RVGE cases.  

5.2 Background 

Prior to rotavirus vaccine introduction rotavirus was an important cause of 

healthcare-associated (HA) gastroenteritis; among children at a large paediatric 

hospital, UK, rotavirus was detected by reverse transcription-polymerase chain 

reaction (RT-PCR) in 43% of community-acquired (CA) and in 31% of HA-

gastroenteritis cases (205). Since the UK introduced the live-attenuated, two dose 

oral monovalent rotavirus vaccine (RV1, Rotarix®, GlaxoSmithKline Biologicals 

SA, Belgium) with doses given at two and three months of age (158). Early impact 

studies in the UK suggested a large reduction (77%) in laboratory-confirmed 

rotavirus infections in vaccine age-eligible infants (223). However, no impact on 

HA-infection has yet been described. Understanding the impact of rotavirus 

vaccination on both CA- and HA-RVGE cases may have implications for both 
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hospital infection control and bed management policies, and will help inform the 

evidence base for continued immunisation in the UK. 

This retrospective investigation aimed to quantify the impact of rotavirus vaccination 

on HA- and CA-RVGE cases at the same children’s hospital as our prospectively 

conducted study from the pre-vaccine period (205). 

5.3 Methods 

5.3.1 Study setting 

The study was conducted at Alder Hey Children's NHS Foundation Trust, Liverpool, 

UK (Alder Hey). Alder Hey provides primary, secondary, and tertiary care facilities 

for >200,000 children each year and has approximately 240 inpatient beds. General 

medicine, general surgery, and a range of specialist services including critical care, 

oncology, cardiac, and neurosurgery are provided; there is also a large emergency 

department. 

5.3.2 Case definition 

Children aged between 0 and 15 years who were admitted with RVGE between July 

2002 and June 2015, or those in whom RVGE developed after hospitalisation, were 

eligible for inclusion. Testing for rotavirus was conducted on clinician request 

throughout the study period with no age restriction. RVGE was defined as rotavirus 

antigen detected by immunochromatographic test or by enzyme immunoassay in a 

faecal specimen of a child with acute gastroenteritis. RVGE was considered HA if 

gastroenteritis developed ≥48 hours after admission and there was no record of 

diarrhoea or vomiting on admission. Clinical and anonymised demographic data 

were collected for each participant, and included information on specimen date, 

admission date, age and symptoms on admission. The pre-vaccine period was 
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defined as July 2002 to June 2013 and the vaccine period was defined as July 2013 

to June 2015. 

5.3.3 Statistical analysis 

To assess the impact of rotavirus vaccination on hospitalisations for CA- and HA-

RVGE, an interrupted time-series methodology was used. Firstly, monthly expected 

incidence of rotavirus hospitalisations was estimated by fitting a negative binomial 

regression model to pre-vaccine monthly incidence data, offset for total monthly 

admissions and adjusting for seasonality and secular trends using calendar month 

and rotavirus year (July to June), respectively (214). This model was used to predict 

the counter-factual numbers of RVGE hospitalisations (in the absence of 

vaccination) for the vaccine period, where the impact of vaccination is expressed by 

the difference between the counter-factual expectation and observed number of 

hospitalisations. To quantify change in the number of RVGE hospitalisations by the 

introduction of the vaccine, a second model included a derived binary indicator 

variable for the post-vaccine period, enabling the computation of risk ratios (RR) and 

associated 95% confidence interval (CI). This second model offset for total monthly 

admissions and adjusted for month and rotavirus year. Percentage change in 

incidence was calculated as ρππρ ɀ ὙὙ. The analysis was undertaken 

separately for CA- and HA-RVGE hospitalisations.  To investigate the impact of 

routine vaccination on different age groups the analysis stratified overall RVGE 

hospitalisations by age group (<2 years old and 2-4 years). 

Demographic and clinical characteristics were compared between RVGE cases from 

the pre and post-vaccine periods and between CA- and HA-RVGE cases. For 

continuous variables we used a t-test or Wilcoxon rank-sum test if not normally 
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distributed and χ² or Fisher's exact test for categorical variables. All data handling 

and statistical analyses were performed using R Version 3.1.2 (224).  

5.3.4 Ethical approval 

Ethical approval was provided by NHS Research Ethics Committee, South Central-

Berkshire (Reference: 14/SC/1140). 

5.4 Results 

A total of 1644 hospitalised cases of RVGE were documented between July 2002 

and June 2015. CA-cases accounted for 74.2% (n=1220) of all RVGE cases, 25.4% 

(n=418) cases were HA-RVGE and 0.4% (n=6) did not meet the case definition for 

either HA or CA. In the pre-vaccine period there was a mean of 145 RVGE 

hospitalisations per year (range: 109-191), comprising 108 (83-150) CA- and 37 (18-

58) HA cases (Table 5-1). In the first post-vaccine year (July 2013-June 2014) there 

were a total of 22 RVGE cases and in the subsequent year (July 2014 – June 2015) 

there were 30 RVGE cases. In the pre-vaccine period 25% (range: 15-35%) of 

RVGE cases were classified as HA compared with 29% (18% in 2013/14; 37% in 

2014/15) in the vaccine period (p=0.6). 

There was an estimated 82% reduction in RVGE hospitalisations (95% CI 70-89%) 

in the vaccine period, compared with what would have been expected in the absence 

of vaccination (Table 5-1; Figure 5-1). Most of the decline occurred in vaccine age-

eligible children <2 years old (84%: 95% CI 74-90%). A reduction of 69% (95% CI 

38-86%) was observed in children age 2-4 years who were too old to have been 

vaccinated. There was an insufficient number of RVGE hospitalisations in children 

aged over 5 years in the pre-vaccine era (mean per year=12; range 6-20) to enable 

fitting of the regression model (Table 5-1). The magnitude of reduction in 
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hospitalisations in the vaccine period was similar in both CA-RVGE (83%: 95% CI 

72-90%) and HA-RVGE (83%: 95% CI 66-92%) cases (Table 5-1; Figure 5-1).  

The median age of pre-vaccine CA-RVGE cases (12 months, Interquartile Range 

[IQR] 7-23), was lower than the age of CA-RVGE cases from the vaccine period (23 

months, IQR 14-26; p<0.001). The median age of -HA-RVGE cases that occurred in 

the pre-vaccine period (9 months, IQR 4-22), was non-significantly higher than that 

of HA-RVGE cases in the vaccine period (5 months, IQR 4-14; p=0.131). The 

median age of CA-RVGE cases in the pre-vaccine period was significantly higher 

than that of HA-RVGE cases (p<0.001), with this age difference even greater in the 

vaccine period (p<0.001). 

Table 5-1 RVGE hospitalisations at Alder Hey among children 0-15 years of 

age, pre- and post-rotavirus vaccine introduction 

 Yearly mean No. of 

hospitalisations (range) 

pre-vaccine 

introduction, July 

2002-June 2013* 

No. of 

hospitalisations 

post-vaccine 

introduction, July 

2013-June 2015 

Risk Ratio 

(95% CI) 

Percent decline 

in 

hospitalisations 

(95% CI)† 

p-value 

Age  Year 1 Year 2    

0-15 years 145 (109-191) 22 30 0.18 (0.11-0.30) 82 (70-89) <0.001 

<2 years 111 (88-145) 17 16 0.16 (0.10-0.26) 84 (74-90) <0.001 

2-4 years 22 (15-32) 2 13 0.31 (0.14-0.62) 69 (38-86) 0.017 

5-15 years 12 (6-20) 2 1 - - - 

CA-RVGE 108 (83-150) 18 19 0.17 (0.10-0.28) 83 (72-90) <0.001 

HA-RVGE 37 (18-58) 4 11 0.17 (0.08-0.34) 83 (66-92) <0.001 

*yearly means are based on a rotavirus year running July to June 

†Calculated as 1-risk ratio. Risk ratio was calculated using a negative binomial model adjusting for 

calendar month and rotavirus year. 
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Figure 5-1 CA- and HA-RVGE hospitalisations at Alder Hey, July 2002 to June 

2015 [The blue line is the number of observed RVGE hospitalisations; the red line is the RVGE hospitalisations 

expected and the grey shading the 95% confidence intervals for the expected. The black hashed line represents 

the introduction of rotavirus vaccine in the UK in July 2013.] 

5.5 Discussion 

Since the introduction in 2013 of routine rotavirus vaccination in the UK there has 

been a significant decline in hospitalisations for RVGE in this large paediatric 

hospital. The magnitude of reduction was similar for both CA- and HA-RVGE cases. 

Age stratified analysis provided further evidence that the reduction in 

hospitalisations is highly likely to be due to the impact of vaccination as the largest 

reduction was observed in vaccine eligible infants <2 years of age. Furthermore, as 

shown in other settings, there was an increase in age of RVGE cases  post-vaccine 

introduction (204,223). The observed reduction in vaccine ineligible older age 

groups (2-4 years) is similar to that observed through national laboratory 

surveillance and may be indicative of an indirect effect of vaccination (223). 

We established that HA-RVGE cases were significantly younger than CA-RVGE 

cases. Furthermore, an increase in age in the vaccine period was observed among 

CA-RVGE cases but this was not observed among HA-RVGE cases. Similar age 
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profiles were also observed at a paediatric hospital in Greece following vaccine 

introduction (225). These data suggest that hospitalised infants remain at risk of 

developing HA-RVGE even among highly vaccinated populations, possibly through 

direct or indirect exposure to rotavirus from older children and adults. 

Our study relied upon rotavirus antigen testing in stools, which is known to be a 

better predictor of symptomatic rotavirus disease than PCR-based methods; 

interpretation of a positive PCR result is rendered difficult because of the high 

frequency of asymptomatic rotavirus shedding in young children, necessitating the 

development of a real-time PCR cut-off to define symptomatic infection (21). 

Therefore, it is likely that the cases in this study represent clinical disease. Although 

rotavirus vaccination cannot be definitively established as the cause of the observed 

reduction in RVGE hospitalisations due to the ecological nature of this study, there 

are additional factors which suggest vaccine impact. The reduction in CA- and HA-

RVGE cases in the vaccine period has not been mirrored by a similar decline in 

respiratory syncytial virus (RSV) infection, another viral pathogen that 

predominately affects young children in winter; indeed, the incidence of HA-RSV 

infection has remained stable whilst RSV infection has increased in the community 

(data not shown). There were also no major changes in hospital infection prevention 

and control policies during the period of study. Finally, our study examined two 

post-vaccine seasons and took into account long-term seasonal and annual trends.  

This study has demonstrated that since the introduction of routine rotavirus 

vaccination in the UK, in addition to a marked decline of CA-RVGE cases, there has 

been a similar fall in HA-RVGE hospitalisations. The reduction in RVGE cases is 

expected to save bed days and reduce the burden on infection control teams with 

potential for both clinical and economic benefit.
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6 Rotavirus vaccine impact and socioeconomic 

deprivation: an interrupted time-series analysis of 

gastrointestinal disease outcomes across primary and 

secondary care in the UK 

6.1 Abstract 

Background: Rotavirus causes severe gastroenteritis in infants and young children 

worldwide. The UK introduced childhood rotavirus vaccination in July 2013. We 

evaluated vaccine impact across a health system in relation to socioeconomic 

deprivation. 

Methods: We used interrupted time-series analyses to assess changes in monthly 

healthcare attendances in Merseyside, UK for all ages, from July 2013 to June 2016, 

compared to predicted counterfactual attendances without vaccination spanning 3-11 

years pre-vaccine. Outcome measures included laboratory confirmed rotavirus 

gastroenteritis (RVGE) hospitalisations; acute gastroenteritis (AGE) hospitalisations; 

emergency department (ED) attendances for gastrointestinal conditions; and 

consultations for infectious gastroenteritis at community walk-in-centres (WIC) and 

general practices (GP). All analyses were stratified by age, hospitalisations were 

additionally stratified by vaccine uptake and small area-level socioeconomic 

deprivation. 

Results: Uptake of first and second dose of rotavirus vaccine was 91.4% 

(29,108/31,836) and 86.7% (27,594/31,836), respectively. Among children aged <5 

years, the incidence of gastrointestinal disease decreased across all outcomes post-

vaccine introduction: 80% (95% confidence interval [95% CI] 70-87%; p<0.001) for 

RVGE hospitalisation; 44% (95% CI 35-53%; p<0.001) for AGE hospitalisations; 
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23% (95% CI 11-33%; p<0.001) for ED; 32% (95% CI 7-50%; p=0.02) for WIC; 

and 13% (95% CI -3-26%; p=0.10) for GP. Impact was greatest during the rotavirus-

season and for vaccine eligible age groups. In adults aged 65+ years, AGE 

hospitalisations fell by 25% (95% CI 19-30%; p<0.001).  

The pre-vaccine risk of AGE hospitalisation was highest in the most 

socioeconomically deprived communities (adjusted incident rate ratio 1.57; 95% CI 

1.51-1.64; p<0.001), as was the risk of non-vaccination (adjusted risk ratio 1.54; 

95% CI 1.34-1.75; p<0.001). The rate of AGE hospitalisations averted per 1,000 first 

doses of vaccine was higher among infants in the most deprived communities 

compared to the least deprived in 2014/15 (28; 95% CI 25-31 vs 15; 95% CI 12-17) 

and in 2015/16 (26; 95% CI 23-30 vs 13; 95% CI 11-16). 

Discussion: Following rotavirus vaccine introduction gastrointestinal disease 

reduced across the healthcare system. Vaccine impact was greatest among the most 

deprived populations, despite lower vaccine uptake. Prioritising vaccine uptake in 

socioeconomically deprived communities should give the greatest health benefit in 

terms of population disease burden. 

6.2 Background 

The monovalent rotavirus vaccine (Rotarix®) was introduced into the UK childhood 

immunisation schedule in July 2013, with two doses delivered at 8 and 12 weeks of 

age (158). Vaccine uptake in England increased rapidly, reaching over 91% for 1 

dose by February 2014 and over 94% by mid-2016 (226). To date, studies in the UK 

have separately, and for varied populations and time periods, analysed vaccine 

impact on rotavirus laboratory detections (77% reduction in infants) (223), RVGE 

hospitalisations (>80% reduction in infants) (227), all cause AGE hospitalisations 
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(26% in infants),(223) and GP attendances for diarrhoea related illness (20-30% in 

under 5 year olds) (228).  

This study aimed to assess the effect of rotavirus vaccination on multiple levels of 

the UK healthcare system simultaneously, by examining the trends in 

hospitalisations, ED attendances, community health consultations and GP 

consultations for outcomes of gastroenteritis, diarrhoea and rotavirus gastroenteritis 

(RVGE) in a defined population before and after vaccine introduction. This approach 

will for the first time provide estimates of rotavirus vaccine impact in a “total health 

economy”. Secondly, within the UK, children under five years of age are over 

represented in the most socioeconomically deprived populations (229,230), and 

experience significantly higher incidence of all-cause AGE hospitalisations than 

more affluent populations (159). It is known that in the UK, uptake of routine 

childhood vaccines (e.g. vaccines for measles, mumps and rubella, human 

papillomavirus, influenza) is lower in socioeconomically deprived populations 

(160,161,163). Thus we examined the uptake and impact of rotavirus vaccination in 

Merseyside, an area with wide variation in socioeconomic deprivation, in order to 

assess whether vaccine uptake and impact is equitable. 

6.3 Methods 

6.3.1 Study setting 

The study population was the metropolitan area of Merseyside, England with an 

estimated resident population of 1.4 million and an annual birth cohort of 

approximately 16 000. In 2016, 80,000 of the population were under 5 years of age 

(230). Merseyside contains five local authorities (Knowsley, Liverpool, Sefton, St 

Helens and Wirral), containing multiple National Health Service (NHS) trusts / 

organisations. Healthcare for the population is provided in the community by GP 
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practices and walk-in centres (WICs) offering both primary and urgent care; there 

are five hospitals with emergency and secondary care facilities including a large 

paediatric hospital (Alder Hey Children’s NHS Foundation Trust). Further 

description of the organisations and facilities has been previously described (214). 

6.3.2 Data sources and case definitions for outcome measures 

Data sources and full case definitions have been previously published (214).  Table 

6-1 summarises these details, and amends any discrepancies. Notably, data on GP 

consultations were obtained through the NHS clinical commissioning groups 

(CCGs). Coding for non-infectious gastroenteritis (ICD10 K52.9) was included in 

the all-cause AGE hospitalisation outcome measure, since unspecified gastroenteritis 

was classified under this code until April 2012 (231). 

6.3.3 Area of residence and socioeconomic deprivation 

In each of the health datasets accessed, an indicator for neighbourhood area of 

residence (Lower Super Output Area [LSOA]) was included. English LSOAs are 

small statistical boundaries defined following the 2001 and 2011 censuses and 

consist of approximately 1,500 people. A standardised measure of socioeconomic 

deprivation was assigned to each participant, using the LSOA of their residence and 

the English indices of deprivation 2015, the Index of Multiple Deprivation (IMD) 

(229).
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Table 6-1. Details of each outcome measure and data source 

Data source Population Outcome Denominator / offset Age in 

months 

(m) or 

years (y) 

Time 

period 

Alder Hey 

Children's 

NHS 

Foundation 

Trust -

laboratory 

reports 

Hospitalisations. 

Alder Hey's 

footprint covers the 

majority of 

Merseyside's 

children 

Laboratory confirmed rotavirus 

gastroenteritis. Rotavirus antigen 

detected by 

immunochromatography test or by 

enzyme immunoassay in a faecal 

specimen of a child with 

acute gastroenteritis 

Total hospitalisations per 

month by age group  

0-14y: 

<12m; 

12-23m; 

24-59m; 

5-14y 

July 

2002 

to June 

2016 

Hospital 

episode 

statistics - 

Admitted 

Patient Care 

 

Merseyside 

residents attending 

any hospital in the 

UK 

Hospitalisation for all cause acute 

gastroenteritis. Identified by 

ICD10 codes: A00-A09) or as 

non-infectious gastroenteritis 

(K52.9), in any diagnosis field 

Yearly estimated age 

specific population of 

Merseyside. Source: 

Office for National 

Statistics; accessed 

through Public Health 

England [17] 

All ages: 

<12m; 

12-23m; 

24-59m; 

5-14y; 

15-64y; 

65+ 

July 

2000 

to June 

2016 

 

Hospital 

episode 

statistics – 

Accident and 

Emergency 

Merseyside 

residents attending 

three major 

emergency 

departments in 

Merseyside 

Emergency department attendance 

for gastrointestinal conditions (AE 

diagnosis code 26); excluding 

subsequent admissions. Missing 

diagnosis data was imputed for 

one emergency department 

between November 2010 and 

March 2011 

Total emergency 

department attendances 

(excluding subsequent 

admissions) per month 

by age group 

All ages: 

<12m; 

12-23m; 

24-59m;  

5-14y; 

15-64y; 

65+ 

July 

2008 

to June 

2016 

Walk-in-

Centre 

attendance 

records 

 

Attendances to a 

Walk-in-Centres in 

Wirral, covering an 

estimated resident 

population of 

320,000 

Walk-in-Centre attendance for 

infectious gastroenteritis (Read 

Codes: gastroenteritis—presumed 

infectious origin (A0812), 

diarrhoea of presumed infectious 

origin (A083); infantile viral 

gastroenteritis (A07y1); infectious 

gastroenteritis (A0803); enteritis 

due to rotavirus (A0762); and 

infectious diarrhoea (A082)  

All Walk-in-Centre 

attendances per month 

by age group 

 

All ages: 

<12m; 

12-23m; 

24-59m; 

5-14y; 

15-64y; 

65+ 

July 

2011 

to June 

2016 

 

GP practice 

records 

 

Consultations at 

136 GP practices in 

Merseyside, 

covering an 

estimated 

population of 

790,000 

Consultations for infectious 

gastroenteritis (Read Codes: as 

above for Walk-in-Centre) 

Yearly estimated GP 

registered population by 

age group. Data were 

available from 2010 to 

2016, therefore estimates 

for 2007/2008 and 

2008/2009 were 

synthetically estimated 

using predictions from 

linear regression models. 

Source: Public Health 

England and 

participating GP 

practices 

All ages: 

<12m; 

12-23m; 

24-59m; 

5-14y; 

15-64y; 

65+ 

July 

2007 

to June 

2016 
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6.3.4 Uptake of rotavirus vaccination 

Pseudo-anonymised vaccine status data were extracted from the Child Health 

Information Service (CHIS) (232,233). The CHIS is managed locally by NHS Trusts 

and holds a unique record on each child born in these areas until the age of 18 years. 

We obtained a CHIS data extract on children eligible for rotavirus vaccination born 

from May 2013 to June 2016. The extract included a unique identifier, year and 

month of birth; year and month of first and second dose of rotavirus vaccine, and 

LSOA of residence. CHIS could be accessed for four out of the five local authorities 

in Merseyside. Data for Wirral could not be extracted due to lack of access to the 

CHIS database during the study period, related to organisational restructuring. We 

used codes in the CHIS dataset to exclude deaths, stillbirths and children who were 

born in Merseyside during the study period but subsequently moved out from the 

area. 

6.3.5 Statistical analyses 

Impact 

We examined monthly hospitalisations / attendances to healthcare providers using an 

interrupted time-series design. Firstly, to predict counterfactual numbers of 

hospitalisations and attendances that would have been expected in the absence of 

vaccination for the vaccine period, we fitted generalised linear models with Poisson 

or negative binomial distributions (to account for over-dispersion in the data) to pre-

vaccine introduction monthly counts, offset for dataset specific denominator (Table 

6-1). We adjusted for seasonal trends by including a categorical term for calendar 

month and secular trends by including a linear term for surveillance year (July to 

June) as explanatory variables in the models. Secondly, to quantify the percentage 

reduction in monthly attendances / hospitalisations, we included all data pre- and 
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post-vaccine introduction in a second model with a binary indicator variable 

denoting the post-vaccine period. This second model also included the same terms to 

adjust for seasonal and secular trends and allowed the calculation of incident rate 

ratios (IRRs). Percentage reduction was calculated as: ρππ ρ ὍὙὙ. The RVGE 

“season” in the UK in the pre-vaccine period was consistently between the months of 

January and May with the peak occurring in early to mid-March in most years;(36) 

for sensitivity analysis we examined specificity of end-point by stratifying by events 

which occurred in-season (January-May) and out-of-season (June-December). To 

investigate vaccine impact by age, the analysis was stratified by age group (<12 

months, 12-23 months, 24-59 months, 5-14 years, 15-64 years, 65+ years and 0-59 

months).  

Socioeconomic deprivation, vaccine uptake and hospitalisations 

Firstly, we wished to assess whether the incidence of all-cause AGE hospitalisations 

varied by level of socioeconomic deprivation. To achieve this we fitted negative 

binomial generalised linear models with the number of hospitalisations as the 

dependent variable and quintile of deprivation as the independent variable, offset for 

population denominator and adjusting again for seasonal and secular trends (model 

Y). Quintile of deprivation was calculated using the IMD scores for LSOAs 

nationally, whereby quintile five is the least deprived and quintile one the most 

deprived. Since the population of Merseyside is skewed towards the most deprived 

national quintiles, we combined the two least deprived quintiles into category “4/5 

(least deprived)”. The models allowed calculation of IRR for socioeconomic 

deprivation group by comparing the least deprived “4/5 (least deprived)” to the other 

quintiles, stratified by age group.  
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Secondly, we describe uptake of 1st and 2nd dose of rotavirus vaccine by month of 

birth for children born between May 2013 and December 2015. December 2015 was 

selected as the cut-off to allow all children in the cohort to reach 25 weeks of age, 

the upper time limit for rotavirus vaccination.(234) To investigate associations 

between socioeconomic deprivation and vaccine uptake, we fitted logistic regression 

models where the dependent variable was vaccine status and independent variable 

was national quintile of IMD and adjusted for gender, year and month of birth. The 

models allowed calculation of risk ratios (RRs) for socioeconomic deprivation group 

by comparing the least deprived “4/5 (least deprived)” to the other quintiles. 

Finally, we estimated the all-cause AGE hospitalisations averted per 1,000 vaccine 

first doses delivered in the 2014/15 and 2015/16 seasons for vaccine eligible cohorts 

aged <12 months and 12-23 months. We define the rate of hospitalisations averted 

per 1,000 vaccine first doses delivered as: 

ὙὈὃ
ὢ ὣ

ὖ ὠ
 

where: RDA is the rate of hospitalisations averted per 1,000 vaccine first doses 

delivered; X is the model predicted counter-factual number of hospitalisations that 

would have been expected in absence of vaccination for the vaccine period; Y is the 

observed number of hospitalisations in the vaccine period; P is the population 

denominator; V is the proportion of the population vaccinated with one dose of 

vaccine; i is the deprivation group; j is the age group; k is the surveillance year. 

We used the RDA in the Merseyside population in this study to provide an estimate 

of the number of all-cause AGE hospitalisations averted at a national level if the 

95% vaccine uptake targets set by the World Health Organization (WHO) were 
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achieved across all deprivation strata (235,236). We define the total number of all-

cause AGE hospitalisations averted at a national level in 2015/16 at uniform 95% 

uptake as: 

ὔὈὃ
ὙὈὃ

ρπππ
ὔ πȢωυ 

where: NDA is the number of all-cause AGE hospitalisations averted; RDA is the rate 

of hospitalisations averted per 1,000 vaccine first doses delivered in the Merseyside 

population; N is the national population denominator, derived from mid-year LSOA 

population estimates 2015 (230); i is the deprivation group; j is the age group; k is 

the surveillance year. 

Data handling and analysis was conducted in R version 3.3.0 or later (224). 

6.4 Results 

6.4.1 Vaccine uptake  

Rotavirus vaccine uptake (at least one dose of vaccine) in children born between 

May 2013 and December 2015 was 91.4% (29108/31,836); completion of full 

rotavirus vaccine schedule (i.e. two doses) was 86.7% (27,594/31,836). In the least 

deprived population, vaccine uptake for at least one dose was 93.6% (4,135/4,420) 

and 90.2% (3,989/4,420). For completion of the two dose schedule; in the most 

deprived population uptake was 90.6% (16,550/18,259) and 84.9% (15,505/18,259), 

respectively (Figure 6-1). The most deprived populations had a 54% (RR 1.54; 95% 

CI 1.34-1.75) increased risk of non-vaccination compared the least deprived 

populations. Furthermore, the most deprived populations had almost twice the risk 

(RR 1.97: 95% CI 1.62-2.41) of non-completion of the two dose schedule compared 

to the least deprived. 
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Figure 6-1. Rotavirus vaccine uptake in 4/5 areas of Merseyside for children 

born between May 2013 and December 2015 by deprivation quintile 

6.4.2 Vaccine impact by age 

Impact in under 5 year olds 

In children less than 5 years of age a clearly defined rotavirus season was observed 

prior to vaccine introduction, with the peak predominately occurring in March across 

all outcome measures for all years prior to vaccine introduction (Figure 6-2). The 

incidence of gastrointestinal disease fell across all health outcomes following 

vaccine introduction (Figure 6-2; Table 6-2). The greatest proportional reduction, 

80% (95% CI 70-87%), was for RVGE hospitalisation. All-cause AGE 

hospitalisations fell by 44% (95% CI 35-53%), ED attendances for gastrointestinal 

conditions by 23% (95% CI 11-33%); and WIC and GP consultations for infectious 

gastroenteritis by 32% (95% CI 7-50%) and 13% (95% CI -3 to 26%), respectively. 

Reductions were greatest in the rotavirus season for all outcomes; all-cause AGE 
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hospitalisations fell by 58% (95% CI 45-67%) and GP consultations by 29% (95% 

CI 8-45%).  

Disease reductions were highest in vaccine eligible age groups. RVGE 

hospitalisation fell by 87% (95% CI 78-93%) in infants age <12 months and 84% 

(95% CI 73-91%) in children 12-23 months; all-cause AGE hospitalisations fell by 

46% (95% CI 36-54%) in infants <12 months and 50% (95% CI 40-59%) in children 

12-23 months. In GP practices, infectious gastroenteritis consultations fell by 19% 

(95% CI 4-33%) in infants, averting 136 consultations per 10,000 registered 

population. There were also significant reductions in gastrointestinal disease 

outcomes in vaccine age ineligible children age 24-59 months; RVGE 

hospitalisations decreased in this age group by 66% (95% CI 44-81%) and all-cause 

AGE hospitalisations decreased by 26% (95% CI 11-39%). However, in the 2014/15 

season a peak of incidence was detected in May across all primary outcome 

measures that was comparable in magnitude to the pre-vaccine rotavirus peak 

observed in March. Disease rates by surveillance year and pre- and post-vaccine 

introduction are provided in Appendix C: Table S3. 

Impact in children aged 5 to 14 years 

In the pre-vaccine period, children aged 5-14 years had the lowest yearly rates of 

hospitalisation for all-cause AGE (18 per 10,000 population) (Table 6-2). Rotavirus 

seasonality in children aged 5-14 years, was less pronounced and inconsistent across 

all outcome measures in the pre-vaccine period (Figure 6-2). In this vaccine-

ineligible age group, between July 2013 and June 2016 there were only two 

laboratory confirmed detections of RVGE at Alder Hey Children’s hospital. 

Furthermore, all-cause AGE hospitalisations and ED attendances for gastrointestinal 

conditions also fell (Table 6-2). General Practice consultations (-3%, 95% CI -21 to 
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12%) and WIC attendances (0 %, 95% CI -52 to 34%) for infectious gastroenteritis 

remained similar to pre-vaccine levels. There were no differences between changes 

in incidence in the rotavirus-season and out of the rotavirus-season. 

Impact in persons aged 15-64 years 

Data were available for four out of five of the primary outcomes. There was no 

clearly identified seasonality in the pre-vaccine period for the non-specific outcome 

measures in this age group (Figure 6-3). Moderate reductions were seen in persons 

aged 15-64 years across all outcome measures (Table 6-2). In the post-vaccine 

period hospitalisations for all-cause AGE fell by 8% (95% CI 2-14%), ED 

attendances for gastrointestinal conditions by 29% (95% CI 16-40), and WIC and GP 

consultations for infectious gastroenteritis by 24% (95% CI 16-40%) and 26 % (95% 

CI 18-33%), respectively. There were no significant differences in the level of 

percentage change when comparing in season and out of season periods.  

Impact in 65+ year olds 

There were significant, moderate reductions in all-cause AGE hospitalisations, ED 

attendances for gastrointestinal conditions and GP consultations for infectious 

gastroenteritis (Figure 6-3; Table 6-2). The reduction in attendances to WICs for 

infectious gastroenteritis was non-significant (47%, 95% CI -15 to 75%). The 

absolute rate of consultations prevented was 19 per 10,000 registered population for 

GPs and 34 per 10,000 for WICs (Table 6-2). During the rotavirus season, 

proportional reductions were slightly higher than out of season, although the 

difference was not significant. 
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Figure 6-2. Trends in five study outcome measures for children aged 0-14 years 

in Merseyside, UK, July 2008 to June 2016 [Each analysis examines trends, including 

comparison of observed incidence (blue line) after rotavirus vaccination (July 2013 to June 2016) in the UK with 

expected incidence (red line) and associated 95% confidence intervals (red shaded area) in the absence of 

vaccination. Expected incidence and 95% confidence intervals are based on predictions from regression models 

fitted to available historic data for each outcome measure. The black hashed line represents the introduction of 

rotavirus vaccine in the UK in July 2013] 
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Figure 6-3 Trends in four study outcome measures for older children and adults 

aged 15+ years in Merseyside, UK, July 2008 to June 2016 [Each analysis examines 

trends, including comparison of observed incidence (blue line) after rotavirus vaccination (July 2013 to June 

2016) in the UK with expected incidence (red line) and associated 95% confidence intervals (red shaded area) in 

the absence of vaccination. Expected incidence and 95% confidence intervals are based on predictions from 

regression models fitted to available historic data for each outcome measure. The black hashed line represents the 

introduction of rotavirus vaccine in the UK in July 2013]
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Table 6-2. Changes in rates of hospitalisation / attendances to different levels of 

the health system post rotavirus vaccine introduction in Merseyside, UK 

Age group Mean yearly rate of hospitalisations / 

attendances (per 10,000)¥ 

Percent reduction in hospitalisations / attendance 

rates (95% CI)† 

pre-vaccination post vaccination 

Observed Observed Expected* Full year Jan-May Jun-Dec 

Hospitalisations for laboratory confirmed rotavirus to Alder Hey 

<12m 129 14 122 87 (78 - 93) 94 (86 - 97) 57 (10 - 81) 

12-23m 123 16 106 84 (73 - 91) 87 (76 - 94) 70 (19 - 91) 

24-59m 33 10 29 66 (44 - 81) 74 (52 - 87) 35 (70 - 77) 

5-14y 7 0.3 9 95 (84 - 99) 96 (80 - 99.7) 94 (71 - 99.7) 

Total 0-59m 87 12 81 80 (70 - 87) 88 (80 - 94) 58 (25 - 77) 

Hospitalisations for all cause acute gastroenteritis 

<12m 402 230 468 46 (36 - 54) 60 (49 - 69) 35 (20 - 46) 

12-23m 271 128 311 50 (40 - 59) 66 (56 - 74) 37 (19 - 50) 

24-59m 72 54 78 26 (11 - 39) 33 (10 - 50) 22 (1 - 38) 

5-14y 18 20 28 32 (21 - 41) 35 (19 - 48) 29 (13 - 42) 

15-64y 39 60 66 8 (2 - 14) 11 (1 - 19) 6 (1 - 13) 

65+ 135 157 210 25 (19 - 30) 28 (19 - 36) 22 (15 - 29) 

Total 0-59m 178 104 213 44 (35 - 53) 58 (46 - 67) 35 (22 - 46) 

ED attendances for gastrointestinal conditions (no admission) 

<12m 2034 1855 2816 22 (11 - 33) 30 (15 - 42) 16 (2 - 29) 

12-23m 1146 892 1650 31 (15 - 43) 41 (19 - 57) 23 (4 - 38) 

24-59m 759 759 1054 12 (-4 - 25) 14 (-15 - 36) 10 (-6 - 24) 

5-14y 552 661 1038 22 (11 - 31) 17 (-2 - 33) 25 (12 - 36) 

15-64y 405 503 993 29 (16 - 40) 30 (4 - 49) 28 (14 - 40) 

65+ 341 438 788 21 (4 - 34) 25 (-5 - 46) 18 (-3 - 34) 

Total 0-59m 1235 1124 1795 23 (11 - 33) 31 (12 - 45) 18 (4 - 29) 

Walk-in centre attendances for infectious gastroenteritis 

<12m 574 373 644 37 (6 - 58) 51 (12 - 73) 25 (-26 - 55) 

12-23m 463 256 606 39 (0 - 63) 67 (38 - 83) 5 (-86 - 52) 

24-59m 196 153 167 18 (-20 - 44) 36 (-12 - 64) -5 (-79 - 38) 

5-14y 79 71 68 0 (-52 - 34) 6 (-77 - 49) -6 (-86 - 39) 

15-64y 55 51 61 24 (7 - 38) 29 (0 - 49) 21 (-4 - 40) 

65+ 22 18 52 47 (-15 - 75) 56 (-43 - 86) 38 (-72 - 78) 

Total 0-59m 362 231 363 32 (7 - 50) 51 (22 - 69) 12 (-27 - 39) 

GP consultations for infectious gastroenteritis 

<12m 674 492 628 19 (4 - 33) 40 (27 - 51) 3 (-20 - 21) 

12-23m 590 418 498 13 (-10 - 31) 38 (11 - 56) -11 (-44 - 14) 

24-59m 184 166 172 8 (-14 - 26) 7 (-29 - 33) 9 (-20 - 31) 

5-14y 53 56 51 -3 (-21 - 12) -7 (-38 - 17) 0 (-23 - 19) 

15-64y 41 30 41 26 (18 - 33) 29 (17 - 40) 23 (13 - 32) 

65+ 35 29 48 36 (25 - 45) 43 (30 - 54) 30 (13 - 43) 

Total 0-59m 363 282 331 13 (-3 - 26) 29 (8 - 45) 0 (-20 - 17) 

*Expected in the absence of vaccination using negative binomial or Poisson model adjusting for month and 

rotavirus year for the pre-vaccine years. †percent change is calculated as 1-risk ratio. Risk ratio was calculated 

using a negative binomial model adjusting for month and rotavirus year. ¥Table 6-1 provides specific 

denominators for each outcome measure 
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6.4.3  Vaccine impact by socioeconomic deprivation status 

Burden of gastrointestinal infection prior to vaccine introduction 

Prior to vaccine introduction the risk of being admitted to hospital for all-cause AGE 

was 57% higher (IRR=1.57, 95% CI 1.51-1.64) in the most socioeconomically 

deprived populations of Merseyside compared to the least (Figure 6-4). Age group 

stratified analyses showed that in all age groups apart from those 5-14 years of age 

(IRR=1.08, 95% 0.96-1.21), the risk of hospitalisation with all-cause AGE was 

significantly greater in the most socioeconomically deprived populations of 

Merseyside compared to the least. Children <12 months of age in the most 

socioeconomically deprived quintile had the highest rate of hospitalisation (47 per 

1,000 person years), compared with 36 per 1,000 person years in the least deprived 

(IRR=1.31, 95% 1.16-1.47). Among 12-23 month olds, the age group with the 

second highest rates of hospitalisation, the difference between the most deprived (30 

per 1,000 person years) and least deprived (26 per 1,000 person years) was less 

pronounced (IRR=1.15, 95% CI 1.01-1.31). 
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Figure 6-4 Incidence rate ratios of hospitalisation with acute all cause-

gastroenteritis prior to vaccine introduction, by age group and deprivation 

quintile, July 2004 to June 2013, Merseyside UK   

Hospitalisations averted per child vaccinated 

We estimated the number of all-cause AGE hospitalisations potentially averted in 

Merseyside due to rotavirus vaccination in two vaccine eligible age cohorts, <12 

months and 12-23 months of age. In children aged <12 months living in the most 

deprived populations it was estimated that in 2014/15 and 2015/16, 28 (95% CI 25-

31) and 26 (95% CI 23-30) all-cause AGE hospitalisations were averted per 1,000 1st 

dose rotavirus vaccines delivered, respectively. In the least deprived populations 15 

(95% CI 12-17) and 13 (95% CI 11-16) all-cause AGE hospitalisations were averted 

per 1,000 rotavirus vaccine 1st dose delivered, in 2014/15 and 2015/16 respectively 

(Figure 6-5). For the cohort aged 12-23 months it was estimated that there were 18 
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(95% CI 15-20) all-cause AGE hospitalisations averted per 1,000 persons vaccinated 

with at least one dose of rotavirus vaccine in 2015/16 in the most deprived 

populations, and 13 all-cause AGE hospitalisations averted (95% CI 11-16) in the 

least deprived populations.  

 

Figure 6-5 Estimated all-cause acute gastroenteritis hospitalisations averted per 

1,000 vaccine first doses delivered in the 2014/15 and 2015/16 seasons for 

vaccine eligible cohorts aged <12 months and 12-23 months [AGE, acute 

gastroenteritis] 

If the WHO target for primary childhood immunisations of 95% uptake were 

attained in each deprivation strata nationally (England), 10,810 all-cause AGE 

hospitalisations in infants would have been averted in 2015/16, with 41% (4,395, 

95% CI 3,898-4,925) of those averted in the most deprived population (Table 6-3). 

Among 12-23 month olds 9,472 all-cause AGE hospitalisations would be expected 
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to be averted, with 31% (2,940, 95% CI 2,570-3,330) of those averted in the most 

deprived population. 

Table 6-3 Predicted all-cause acute gastroenteritis hospitalisations averted 

nationally in children under 2 years of age in 2015/16 at 95% vaccine uptake 

Age group Index of Multiple 

Deprivation 

Estimated 

national 

population (2016) 

Hospitalisations averted at 95% vaccine 

uptake 

N 95% LCI 95% UCI 

<12months 1 (most deprived) 174784 4395 3898 4925 

2 149462 2185 1795 2603 

3 126372 1597 1292 1924 

4/5 (least deprived) 212359 2634 2156 3147 

Total 662977 10810   

12-23 months 1 (most deprived) 176129 2941 2579 3330 

2 149862 2397 2080 2740 

3 126517 1363 1124 1621 

4/5 (least deprived) 218485 2771 2359 3218 

Total 670993 9472 
  

 

6.5 Discussion 

In this study to simultaneously evaluate the impact of rotavirus vaccine introduction 

across all levels of the healthcare system in a defined geographic area, we have 

demonstrated reductions in gastrointestinal disease burden across all levels of 

healthcare and across all ages. Reductions were greatest for the most specific and 

severe disease outcomes (rotavirus and hospitalisations), during the rotavirus season, 

and for the youngest children who were vaccine age-eligible. Smaller reductions 

among older, unvaccinated populations suggest herd protection. The impact of 

vaccination was also greater in the most socioeconomically deprived populations, 

despite lower vaccine coverage.  
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Most previous studies that evaluated rotavirus vaccine impact in high income 

countries focussed on severe disease outcomes, with magnitude of reductions similar 

to those described here in both vaccine eligible and ineligible children 

(134,141,145,147–149,223,237–244). The reduction in all-cause AGE of 46% (36-

55%) for infants and 50% (38-60%) for children 12-23 months of age was also 

similar to that reported in earlier UK studies, as was the indication of herd protective 

effects in older adults and children (223,239). 

For less severe disease outcomes (disease presenting to GPs and WICs) we 

demonstrated smaller relative reductions compared to more-specific or severe 

disease outcomes. However, these reductions constitute a substantial contribution to 

the absolute number of healthcare contacts averted through vaccination. The impact 

on non-specific outcome measures was consistently highest during the rotavirus 

season for children under five years, suggesting that the observed reduction in 

incidence of AGE is likely to be due to a real reduction in rotavirus disease. The 

smaller reductions in consultations in primary care (WICs and GP practices) are 

likely explained by the non-specific gastroenteritis outcome measure and also 

because of the presumed lower effectiveness of rotavirus vaccine against milder 

disease (98,203). Furthermore, the reductions in GP consultations for infectious 

gastroenteritis observed in vaccine age-eligible children (19% for infants and 13% 

for 12-23 months) are epidemiologically plausible, since a study from the pre-

vaccine period estimated that rotavirus was detected by enzyme-linked 

immunosorbent assay (ELISA) in 14%, and by ELISA and / or PCR in 

approximately 19% of infectious intestinal disease GP consultations in UK children 

under 5,(47,245) with this estimate likely to be higher in infants. Furthermore, the 

estimated reductions in WIC attendances and GP consultations are comparable to 
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that reported from analysis of UK syndromic surveillance of GP consultations for 

gastroenteritis, diarrhoea, and vomiting (26% reduction in infants),(228) and are 

comparable with reductions in AGE outpatient attendances reported in Finland (13% 

reduction in infants) (146,148). 

We have shown that the most deprived populations were at the greatest risk of all-

cause AGE prior to vaccine introduction, with highest rates of disease occurring in 

infants in the most deprived populations. This supports previous findings from a 

lower resolution national study, which showed that the rate of hospitalisation with 

all-cause AGE increased with increasing deprivation.(159) The uptake of rotavirus 

vaccination in our study population was also associated with neighbourhood level 

deprivation, with significantly lower uptake of the 1st dose of vaccine and lower 

completion of the full 2 dose schedule in the most deprived populations. Similar 

findings have been shown in Merseyside for measles, mumps and rubella 

vaccination, and locally and nationally for childhood influenza vaccination (160,161). 

We were able to overlay a combination of small area level deprivation status, 

vaccine uptake and all-cause AGE hospitalisations to estimate the disease averted 

per 1st vaccine dose delivered for different deprivation strata. In infants, disease 

averted by vaccination was higher in the most deprived, suggesting that even with 

lower vaccine uptake the most deprived populations benefit the most from the 

vaccination programme. The higher rates of disease averted in infants <12 months of 

age living in the most deprived populations is likely to reflect the higher baseline 

burden of disease in this group and the relative inequity of hospitalisation rates prior 

to vaccine introduction. However, in the 12-23 month olds there a smaller difference 

in disease averted between the least deprived and the most deprived reflecting the 

lower baseline inequity in disease burden between the deprivation strata.  
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Nationally there are disproportionately more infants and young children living in the 

most deprived quintile (26%) compared to the least deprived (15%).(229,230) With 

individual level vaccine effectiveness known to be lower in persons with lower 

socioeconomic status in studies conducted in high income settings,(174,246) 

improving vaccine uptake in the most deprived populations will have the biggest 

impact towards reducing rotavirus associated disease. We estimate that over 41% of 

all-cause AGE hospitalisations averted in infants due to rotavirus vaccination would 

be averted in the most deprived populations if vaccine uptake was equitable across 

deprivation strata at the WHO vaccine uptake target of 95% (235,236). 

6.5.1 Strengths and Limitations 

This ecological study using routine health service data is subject to a number of 

limitations. There is an inherent problem with clinical coding of RVGE in UK 

hospitals; quality analysis at Alder Hey Children’s hospital showed that only 39% of 

laboratory confirmed rotavirus hospitalisations were coded as ICD10 rotaviral 

enteritis (A08.0), and this figure is lower in other UK based hospitals (247). 

Since rotavirus detection is not routinely undertaken in community settings such as 

GP and WICs, syndromic and non-specific outcomes related to gastroenteritis were 

used, and we were therefore unable to account for the contribution of other 

pathogens causing AGE. However, the predictable seasonality of rotavirus infection 

allowed analysis to focus on the rotavirus season, which should improve the 

robustness of reduction estimates in age-eligible children. In older children and 

adults the estimates are more uncertain because there is limited laboratory testing 

and surveillance data on rotavirus seasonality and disease burden in these age groups 

in the pre-vaccine period. The lack of routine testing is evidenced by the 

recommendation in the Standards for Microbiology Investigation S7: gastroenteritis 
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and diarrhoea (PHE) that rotavirus testing is only standard for sporadic cases of 

gastroenteritis under the age of 5 years and immunocompromised cases (26). 

Because of these limitations, model fit was less good for older populations due to the 

less seasonal and more random incidence of gastroenteritis disease, and in these 

situations the analysis may have overestimated the impact of vaccination. 

Furthermore, we used non-dynamic regression fit and so were not accounting for 

changes in force of infection due to reduction in number of cases. We were therefore 

not able to adjust the predicted incidence to account for current levels of infection. A 

full transmission model would be required to fully describe the reduction in 

transmission rate and associated case reduction due to vaccination. Despite these 

limitations, studies in the UK, Australia, Europe and the US also show impact in 

older populations (134,143,223,239,240,248,249). The number of hospitalisations 

averted nationally under uniform 95% vaccine uptake was made using two main 

assumptions. Firstly, that the population of Merseyside is representative of the 

population nationally and secondly, that the relationship between vaccine uptake and 

the herd protective effect of vaccination is linear. Therefore the estimates are likely 

to be conservative as a consequence of assuming a linear relationship, particularly if 

the level of rotavirus vaccine uptake required for population protection is reached 

before 95% uptake.  

Finally, the novelty of measuring vaccine impact on multiple levels of a health 

system simultaneously in a defined population provides robustness that any detected 

changes are due to rotavirus vaccination rather than idiosyncrasies of one particular 

dataset. For example we detected delayed peak activity (April / May) in children 

aged 24-59 months across all primary outcome measures in season 2014/15 

strengthening the evidence that the datasets used in this study were useful in 
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detecting rotavirus activity in non-specific outcomes. This delayed peak is also 

observed in laboratory confirmed rotavirus detections nationally. 

6.5.2 Conclusions and policy implications 

This analysis identified the effect of rotavirus vaccination on healthcare utilisation 

for acute gastroenteritis in the four major levels of the UK health system for five 

outcomes of varying specificity. The study strongly indicates that rotavirus 

vaccination has reduced the incidence of acute gastroenteritis across the healthcare 

system in both vaccine eligible and ineligible populations. Rotavirus vaccination will 

therefore contribute to alleviating the increasing pressures on acute services across a 

health system. With impact greater than that predicted through cost effective 

modelling in the UK (222), these data strongly support the sustained use of the 

vaccine in the UK and continued expansion to other European countries. 

We have also shown that prioritising vaccine uptake in the most socioeconomically 

deprived communities is likely to give the greatest health benefit in terms of 

population disease burden and can contribute to reducing health inequalities. Further 

studies are required to disentangle which factors related to socioeconomic 

deprivation have greatest influence over vaccine acceptance, so that interventions to 

improve vaccine uptake can be effectively targeted.
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7 Mitigating confounding in observational vaccine 

effectiveness studies: a novel methodology using 

propensity score estimation to balance comparator 

populations in a rotavirus vaccine evaluation  

7.1 Abstract 

Background: Measuring real world vaccine effectiveness (VE) relies on the use of 

observational study designs. However, achieving robust estimates of direct and 

indirect VE is frequently compromised by bias, particularly when using syndromic 

diagnoses of low-specificity.  

Methods: In order to mitigate confounding between the measured outcome and the 

likelihood of being vaccinated we developed a method to balance comparator 

populations using individual-level propensity scoring derived from the vaccine-

exposed population, and applied it to the unexposed comparator population. Indirect 

VE was estimated by comparing the unvaccinated vaccine-exposed group with a 

propensity score-simulated unvaccinated, unexposed group. Direct VE was derived 

by removing indirect VE from the overall VE. We applied this method we applied it 

to data collected for evaluation of rotavirus vaccine introduction in the UK in July 

2013. In a general practice birth cohort covering the period May 2010 and June 2016 

and including 54,548 births, we calculated indirect and direct VE against 

consultations for acute gastroenteritis using conventional and vaccination-propensity 

adjustment comparator populations. 

Results: The overall VE calculated using mixed effects Cox regression was 11% 

[95% confidence intervals (95% CIs): 7-16%]. Use of traditional comparator 

populations resulted in implausible VE estimates of -46% (95% CIs: -70 to -26%) 
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for direct and 34% (95% CIs: 23-43%) for indirect effects. Applying our alternative 

method and estimating VE at a range of propensity scores, direct VE ranged between 

8 and 11% and indirect VE between 1% and 4%.  

Conclusions: Estimating VE using propensity score simulated comparator 

populations, particularly for those studies using routine health data with syndromic, 

low-specificity endpoints will aid accurate measurement of the broader public health 

impact of a vaccine programme. 

7.2 Background 

Vaccine efficacy is best measured by randomised controlled clinical trials (RCTs); 

such trials are considered to be the gold standard and are often conducted prior to 

vaccine licensing. However, efficacy studies have rigorously controlled conditions 

and are only generalisable if the study population is comparable to the wider 

population. In contrast, vaccine effectiveness (VE) is a measure of vaccine 

performance under real world conditions (80). Commonly a case-control or cohort 

design is used for calculating VE. These designs have the benefit of being cheaper 

than RCTs. Whilst RCTs with individual randomisation allow the calculation of 

direct vaccine efficacy, VE studies enable the calculation of the overall VE as an 

indicator of the public health benefit of a vaccine. Overall VE is a composite of the 

direct effect on those vaccinated and indirect effect / herd protection conferred by the 

vaccine on the unvaccinated; the total effect combines the direct and indirect effect 

in only those that are vaccinated (Figure 7-1). The overall VE and the indirect effect 

are important for the measurement of the broader public health impact, allowing 

health authorities to calculate realistic vaccine cost-effectiveness, informative to 

vaccine programmes (77,74,76,250).  
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Halloran et al., provide a framework for study design to allow calculation of the 

constituents of overall VE in observation studies (Figure 7-1) (77). This 

methodology has been referenced in a number of observational VE studies 

(85,106,251) In Halloran’s approach two populations are compared, population ὃ-

‘vaccine-exposed’ and comparator population ὄ-‘unexposed’. Population ὃ and ὄ 

must be separate in space and/or time to ensure no transmission between populations. 

Population A is divided according to individual vaccination status into ὃ 

(vaccinated) and ὃ  (unvaccinated). Furthermore, this method requires that 

populations ὃ, ὃ, and ὄ are similar in base-line population and individual level 

characteristics and be distinguished only by vaccine receipt. In observational post-

licensure studies particularly those that utilise healthcare databases for VE 

estimation, are subject to selection bias: confounding introduced through different 

baseline characteristics of the population sampled, such as differences in healthcare 

access, health-seeking behaviour and social-mixing rates (80,252–254). Hence, an 

accurate calculation of the direct VE using post-vaccine population ὃ, requires that 

the unvaccinated and vaccinated populations (ὃ  and ὃ, respectively) are 

comparable; indistinct in every aspect except vaccine receipt, if confounding is to be 

minimised (Figure 7-1). However, there is clear potential for confounder-dependent 

association between the outcome of interest and likelihood of being vaccinated 

(80,254). For example, those vaccinated (ὃ) are likely to have different health-

seeking behaviours and better healthcare access than those unvaccinated (ὃ), 

particularly in outpatient or general practice (GP) settings (80,253). This will 

introduce ascertainment bias which may cause under-estimation of the direct effect 

(254). Additionally, due to social-mixing and transmission within the community, 

individuals in each population (ὃ  and ὃ) may not have fully independent infection 
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risks. Thus direct effect estimates from comparison between these groups is prone to 

error.  

Estimating indirect and total effects by comparing either an unvaccinated post-

vaccine population (ὃ) or a vaccinated post-vaccine introduction population (ὃ) 

with a temporally or geographically separate population ὄ will not be appropriate. 

This is because population ὃ has been conditioned on vaccine uptake, allowing for a 

distinction between populations ὃ  and ὃ. This is not the case for population ὄ, 

which remains mixed, and incorporates residual confounding (76,80). Categorising 

population B into virtual groups, those that probably would and would not have 

received vaccine, offers a potential solution. 

 

Figure 7-1 Calculation of vaccine effectiveness based on different comparison 

populations [Adapted from Halloran et al. 1997 and Panozzo et al. 2014 (77,85). Abbreviations: VE, 

vaccine effectiveness; λ, hazard rate of infection] 

The limitations affecting accurate calculation of VE in many observational studies 

can be minimised through the use of propensity scores (PSs). The PS is traditionally 

used in observational studies to reduce the effect of confounding and is the 
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conditional probability of receiving treatment or of being exposed in relation to 

known baseline characteristics (255–258). We therefore propose the use of PS 

analysis to establish propensity for vaccine uptake in population ὃ and then applying 

PS to population ὄ. This enables the simulated splitting of population ὄ into two 

groups; those who would have been likely to receive vaccine were it available (ὄ) 

and those likely to remain unvaccinated despite vaccine availability (ὄ) (Figure 

7-2). Comparing ὃ  with ὄ provides an estimate of indirect VE. Direct VE is then 

derived by removal of the indirect VE from the overall VE estimates. This method is 

particularly applicable to observational studies measuring the broader public health 

effect of a well utilised vaccine using non-pathogen specific syndromic endpoints 

where risk of bias is magnified. To provide an example of this methodology in 

practice we applied it to an evaluation of rotavirus vaccination in the UK. 

 

7.2.1 Applied use of vaccination-propensity adjustment  

Rotavirus vaccination was introduced into the childhood immunisation schedule for 

the UK in July 2013. Children born from 1st May 2013 were eligible to receive the 

live-attenuated, two dose oral monovalent rotavirus vaccine (RV1, Rotarix™, 

GlaxoSmithKline Biologicals S.A., Belgium) with doses given at two and three 

months of age (158). Rotavirus vaccination  rapidly achieved high uptake, at over 

92% for one dose and 88% for two by early 2014 (259). Impact studies in the UK 

have estimated reductions of over 70% in laboratory detections of rotavirus and 

>80% for rotavirus gastroenteritis hospitalisations since vaccine introduction 

(223,227,260). Although high-specificity disease endpoints (e.g. rotavirus 

gastroenteritis) are important, low-specificity endpoints (e.g. all-cause 

gastroenteritis) pose a significant burden to health systems because of their greater 

number. We therefore conducted a birth cohort study to assess VE against milder, 
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non-specific gastroenteritis presenting at GP. We firstly examined rotavirus VE 

using the study design comparator populations used in Figure 7-1 (Method One) and 

subsequently applied novel methodology to measure VE utilising PS analysis 

(Method Two) (Figure 7-2).  

 

Figure 7-2. Calculation of vaccine effectiveness based on simulated comparison 

populations generated through the use of vaccination-propensity adjustment 

[Population A and B are separate through inter alia, geographical or temporal separation. Panel I represents VE 

calculations under rigorously controlled or “idealised“ real world conditions, with no difference other than 

receipt of vaccine between populations. Panel II represents vaccination-propensity adjustment for identifying 

comparator populations under observational conditions. (Panel I: adapted from Halloran et al. 1997 and Panozzo 

et al. 2014). Abbreviations: VE, vaccine effectiveness; λ, hazard rate of infection]  
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7.3 Study population and data 

7.3.1 Setting 

Merseyside is a large metropolitan area in England, with an estimated resident 

population in 2015 of 1.4 million persons, of whom 50,000 are under 3 years of age 

(261).   

7.3.2 Design, Data and Population 

In the UK, GPs electronically record consultations and patient notes for each patient 

registered. Children are routinely registered with a GP in the first months of life. We 

created a birth cohort dataset that included all children born between May 2010 and 

June 2016 and who were registered with any of the participating GPs. Data were 

extracted from GP records by practice or centrally via a National Health Service 

(NHS) Clinical Commissioning Group (CCG). Agreement to participate was first 

sought from the CCGs information governance and then GPs within the participating 

CCGs. Children entered the study at 6 months of age, beyond which no further 

rotavirus vaccination is given in the UK. Due to patient confidentiality data were not 

extracted from children that had died or children for whom there was no consent to 

share data. 

7.3.3 Outcomes, exposures and covariates 

Outcome measures were consultations for acute gastroenteritis including rotavirus 

gastroenteritis. Rotavirus coded consultations are rare because laboratory testing for 

rotavirus is not routinely undertaken in primary care. We therefore used coding 

indicating acute gastroenteritis and associated syndromes (e.g. diarrhoea), excluding 

those for specific non-rotavirus infections, as previously reported (214).   
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Vaccine status was extracted including date of vaccination (214); vaccine status was 

taken at six months of age. Six months was selected because the cut-off for receipt of 

the second dose of the vaccine in the UK is 24 weeks of age (262).  

To account for geographical variation, we included an indicator for neighbourhood 

area of residence (Lower Super Output Area [LSOA]); in order to characterise 

differences in care seeking or access to healthcare we also included GP for which 

each child was registered. English LSOAs are small statistical boundaries consisting 

of approximately 1,500 people. Using LSOA of residence, a measure of 

socioeconomic deprivation was assigned to each participant, measured using English 

indices of deprivation, Index of Multiple Deprivation (229). 

7.4 Statistical analysis 

7.4.1 Method One 

For time to first event analysis we used mixed-effects Cox proportional hazards 

regression models to estimate hazard ratios, comparing the hazard of acute 

gastroenteritis consultations in the pre-vaccine introduction cohort (B) to that in the 

post-vaccine introduction cohort (A) (Figure 7-1 and Figure 7-3). Overall VE 

(ὃ ὺί ὄ) was calculated using ρ ὌὙ. The time variable started at 0 days when 

children entered the cohort at 6 months of age and were censored following a 

consultation for acute infectious gastroenteritis or at the end of the study period; June 

30th 2013 for the pre-vaccine cohort and June 30th 2016 for the post-vaccine period, 

whichever occurred first. The model included a random effect for registered GPs and 

was adjusted for gender and Index of Multiple Deprivation score. We also estimated 

the direct (ὃὺί ὃ), indirect (ὃὺί ὄ) and total effects (ὃὺί ὄ), changing the 

comparison cohorts as described above (Figure 7-1). By way of sensitivity analysis, 

we examined the effect of specificity of endpoint by also fitting models which only 
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included events that occurred in peak rotavirus-season (January to May) because of 

the distinct seasonality of rotavirus disease in children in the UK prior to vaccine 

introduction (36).  

 

Figure 7-3 Population cohort groups for this study [ὃ and ὄ are separate in time.] 

Cohort characteristics were compared between children from the pre- and post-

vaccine periods. Continuous variables were tested by Student’s t-test or Wilcoxon 

rank-sum test if not normally distributed and χ2-test or Fisher's exact-test for 

categorical variables. All data analyses were performed using R Version 3.1.2 (224). 

7.4.2 Method Two: alternative VE estimation 

Selection of comparator populations using vaccination-propensity adjustment 

Using population A where vaccination uptake is known, we generated a PS for the 

predicted probability of vaccine uptake based on known associations. Vaccine 

uptake with any dose was the binomial outcome variable, and registered GP practice 

and LSOA of residence were used as categorical predictors. These predictors were 

identified a priori based on the availability of data, previously unpublished local data 

analysis and published literature on risk factors for non-vaccination (20–24). 
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Often a PS is estimated using parametric model such as logistic regression model. 

Here we used a machine learning non-parametric regression model known as 

Generalised Boosting Model (GBM). A number of studies suggest GBM outperform 

PS estimation from simple logistic regression, providing a more flexible approach 

that may model nonlinear relationships using an iterative process with multiple 

regression trees (256,265). We used the “gbm” package in R to generate the PS 

(224,266). Although assessing PS performance with area under the receiver operator 

characteristic curve (AUC) or c-statistics is questionable,(267) in this study we used 

PS for predictive modelling rather than its traditional use. Therefore, using AUC was 

considered appropriate and a value of 0.87 indicated good predictive power.  

We then applied the PS to population ὄ, enabling ὄ to be split into ὄwhich would 

have the lowest probability of being vaccinated (lower PS) if they were offered the 

rotavirus vaccine, and ὄ the highest probability of being vaccinated (Figure 7-4). 

The populations ὄ and ὄ were generated using a range of PSs including the 80th-

90th-95th-99th percentiles for non-vaccination.  

 

Figure 7-4 Conceptualised population cohort groups and sub-population 

comparators, utilising a vaccination-propensity adjustment for identification of 

population B0
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Estimating the indirect VE 

An indirect VE can be estimated using a range of PSs to identify population B0 

(Figure 4) and can be written as  

ὠὉ ρ
‗ὃ ὸ

‗ὄ ὸ
 

Abbreviations: ὠὉȟ vaccine effectiveness; ὍὈ, indirect effect; ὖS, propensity 

score range for selecting the comparator population.  

Because GP and residence information were used to generate the PS they could not 

be used for modelling VE. Therefore, a fixed-effects Cox regression model adjusting 

for gender and Index of Multiple Deprivation score was used to calculate VE for the 

indirect and total effects at a range of PS scores. 

Estimating direct VE 

Direct VE cannot be calculated robustly estimated using the comparator populations 

ὃ and ὃ  because as discussed previously it is likely that differences in healthcare 

seeking behaviour between vaccinated (ὃ) and unvaccinated groups (ὃ) could 

cause substantial confounding. We therefore established the following mathematical 

formula for calculating direct VE. 

Overall disease averted (ὕ ) is a composite of the indirect and direct effect on three 

different populations: 1) those that are vaccinated (ὠ) and receive a direct effect of 

vaccination; 2) those that have been vaccinated but in whom the vaccine has failed to 

exert a direct immune response / vaccine failures (ὠὪ) but may still receive an 

indirect effect; 3) the unvaccinated population (Ὗὠ) that may achieve an indirect 

effect through herd protection. The estimate of overall disease averted in a 

population can be written as:  

/ 6 ὠὪ 56  
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Abbreviations: ὕ , overall disease averted by population vaccination; ὠ , 

disease averted in the vaccinated population; ὠὪ , disease averted in the 

population of vaccine failures; Ὗὠ , disease averted in the unvaccinated. 

Components calculated by: 

/ ὠὉ ὖ Ὑ 

ὠ ὠὉ Ὑ ὖ  

ὠὪ ὠὉ Ὑ ὖ ρ ὠὉ  

Ὗὠ ὠὉ Ὑ ὖ  

Abbreviations: ὠὉ ,direct vaccine effectiveness; ὠὉ , indirect vaccine 

effectiveness; ὖ, cohort ὃ population; ὖ ȟ  number vaccinated; ὖ number 

unvaccinated; R, rate of disease in the pre-vaccine era. 

Full equation to estimate Overall disease averted: 

ὠὉ ὖ Ὑ

ὠὉ Ὑ ὖ ὠὉ Ὑ ὖ ρ ὠὉ ὠὉ Ὑ ὖ  

Therefore the indirect VE and overall VE estimates can be used in a rearranged 

equation to produce direct VE estimate and can be written as: 

ὠὉ
ὠὉ ὠὉ ὖ

ὖ ρ ὠὉ
 

Once indirect VE estimates were produced for different comparator populations 

selected using PS at 80th-90th-95th-99th percentiles for non-vaccination we were able 

calculate direct VE. We also specified what values within this range of percentiles 

would be considered epidemiologically and biologically plausible in context of 

rotavirus vaccination in a childhood cohort. This was pre-specified using the 

following criteria: 

¶ Indirect VE should not be higher than direct VE in a cohort of the same age. 
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¶ Indirect and direct VE should not be below zero. 

¶ Direct and indirect VE cannot be higher than the overall VE (maximum value 

at the 95% Upper CI). 

7.5 Results – method one 

7.5.1 Characteristics of the cohort 

Six of the seven NHS CCGs in Merseyside, agreed to participate in the study. 

Therefore, 232 GPs had the opportunity to participate, and of these 135 (58%) 

consented. There was no difference in the IMD score for GP practices participating 

and those that declined. Records on 54 548 children were extracted from 

participating GPs (Figure 7-5); approximately 0.1% of the total registered population 

could not be extracted due to patient confidentiality. We excluded 905 children that 

were born outside of Merseyside or were missing covariates (LSOA, Gender, GP); 

8336 children who were <6 months of age; and 48 children from the post-vaccine 

cohort (A) that had either received a dose of rotavirus vaccine after 6 months of age 

or had an invalid vaccination date. This left 45,259 in the cohort, comprising 23,020 

in the pre-vaccine period and 22,239 in the post-vaccine period. Of the children in 

the post-vaccine period 91% (20,289) had received one rotavirus vaccine dose and 

84% (18,733) received two doses (Table 7-1). In the post-vaccine period, children 

who were unvaccinated were more likely to have been from a socioeconomically 

deprived household (ὃ  vs ὃ: P<0.001) and to have been older / in the cohort for 

longer (ὃ  vs ὃ: P<0.001). Unvaccinated children were more likely to be older 

because vaccine uptake levels took several months after introduction to reach steady 

state (259). 
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Figure 7-5 Study population.  

[Abbreviations: NHS, National Health Service; GP, General Practice] 
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Table 7-1 Characteristics of the cohort Figures are n (%) (n=45,259)  

Variable 

Pre-vaccine 

period (ὄ) 

(n=23020) 

Post-vaccine period (ὃ) 

ὃ  v ὃ  

(P 

value) † 

ὄ vs ὃ 

(P  

value)† 

 

Vaccinated 

(ὃ) 

(n=20289) 

Unvaccinate

d (ὃ) 

(n=1950) 

Total (ὃ) 

(n=22239) 

Male 11807 (51) 10489 (52) 1012 (52) 11501 (52) 0.866 0.371 

Time in cohort (days)     <0.001 0.041 

Median 412 412 504 412   

Lower quartile 177 170 261 182   

Upper quartile 685 682 777 685   

Number of vaccine doses        

0 

23020 

(100) 

0 1950 (100) 1950 (9) N/A N/A 

1 0 20289 (100) 0 20289 (91)   

2 0 18733 (92) 0 18733 (84)   

Index of Multiple 

Deprivation score 

    <0.001 0.001 

Median 34.390 34.20 44.16 35.13   

Lower quartile 16.94 17.27 22.61 17.44   

Upper quartile 55.26 55.26 60.22 55.85   

Quintile of deprivation≠ 

 

     

5 (least deprived) 1689 (7) 1381 (7) 79 (4) 1460 (7) <0.001 0.014 

4 2599 (11) 2313 (11) 154 (8) 2467 (11)   

3 3567 (15) 3261 (15) 241 (12) 3502 (16)   

2 3499 (15) 3065 (15) 279 (14) 3344 (15)   

1 (most deprived) 11666 (51) 10269 (51) 1197 (61) 11466 (52)   

† χ2-test and Wilcoxon rank-sum test 

≠ Index of Multiple Deprivation score divided into quintiles 

7.5.2 Direct, indirect, total and overall vaccine effectiveness 

The overall VE (ὃ ὺί ὄ) for one or more doses of RV1 for preventing GP 

consultations for acute gastroenteritis and its symptoms in this cohort was 11% (95% 

CI 7%, 16%) (Table 7-2). If only time and events in-season (January to May) were 
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included overall VE (ὃ ὺί ὄ) increased to 30% (95% CI 25%, 34%). Using 

comparator populations specified in Method One the direct VE (ὃ ὺί ὃ  ) in our 

cohort was -46% (95% CI -70%, -26%). The indirect effect (ὃ ὺί ὄ) was 34% (95% 

CI 23%, 43%) and the total effect (ὃ ὺί ὄ) 9% (95% CI 4%, 14%). Similar to 

overall VE in-season, the direct, indirect and total effects were all higher in the 

rotavirus season (Table 7-2). 

Table 7-2. Rotavirus vaccine effectiveness estimates against GP consultations 

for acute gastroenteritis: Method One   

 Time period 1 or more doses 

vaccinated (ὃ) n 

Unvaccinated (ὃ) n Pre-vaccine population 

(ὄ) n 

Vaccine 

effectiveness 

(95% CI) 
Events Population Events Population Events Population 

Direct Full year 2632 20289 191 1950 - - -46 (-70,26) 

Jan-May 1362 19653 109 1913 - - -30 (-58,6) 

Indirect Full year - - 191 1950 3287 23020 34 (23,43) 

Jan-May - - 109 1913 2146 22308 41 (28,51) 

Total Full year 2632 20289 - - 3287 23020 9 (4,14) 

Jan-May 1362 19653 - - 2146 22308 29 (24,33) 

Overall Full year 2632 20289 191 1950 3287 23020 11 (7,16) 

Jan-May 1362 19653 109 1913 2146 22308 30 (25,34) 

Abbreviations: CI, confidence interval. 

7.6 Results - method two 

Figure 7-6 presents the indirect and direct VE for a range of comparator populations 

selected using the PS; they are presented as 1-PS with percentiles towards non-

vaccination. The 95th percentile fell at ρ ὖὛ πȢσς (population ὄ: n=1,008) 

giving an indirect vaccine effect of 2% and an associated direct effect of 10%; at the 

99th percentile population where ρ ὖὛ πȢυς the population size of ὄ was very 

low (n=164) and gave an indirect vaccine effect of 25% and direct effect of -21%.  
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Figure 7-6. Indirect and direct vaccine effectiveness against GP consultations 

for acute gastroenteritis; for a range of comparator populations selected 

through vaccination-propensity adjustment [The values on the x axis include populations 

 ╟╢. The grey box represents a plausible range of values given prior knowledge of rotavirus and the vaccine. 

Abbreviations: VE, vaccine effectiveness] 

The 95th percentile for non-vaccination fell within a range of values which were 

plausible. Following the specified criteria, plausible estimates for direct VE ranged 

from 8-11% and the indirect VE ranged from 0-4%  

We also estimated indirect and direct VE for the rotavirus season only. Figure 7-7 

shows the indirect and direct effects for in-season (January to May). At the 95th 

percentile indirect VE was 8% and direct VE 26% (population ὄ: n=982), whereas 

at the 99th CI the indirect VE estimate was 38% giving a direct VE of -14% 

(population ὄ: n=194). Within the plausible range of estimates (grey box), the 



Mitigating confounding in observational vaccine effectiveness studies 

Measuring the effect of rotavirus vaccination on primary and secondary care 144 

direct VE was calculated at between 17% and 29% for indirect VE estimated at 

between 5% and 17%.  

 

Figure 7-7 Indirect and direct vaccine effectiveness against GP consultations for 

acute gastroenteritis during the rotavirus season, for a range of comparator 

populations selected through vaccination-propensity adjustment (January to 

May) [The values on the x axis include populations  ρ ὖὛ. The grey box represents a plausible range of 

values given prior knowledge of rotavirus and the vaccine. Abbreviations: VE, vaccine effectiveness] 

7.7 Discussion 

We have presented two methods for calculating direct and indirect VE in 

observational studies. The first, established method (Method One) is commonly cited 

in the literature for measurement of rotavirus vaccine impact and effectiveness 

(77,85,251). However, in order to provide accurate VE estimates it requires a study 

design with little to no bias and rigorous control over study participants that is often 

not afforded in effectiveness studies. The second methodology (Method Two) 



Mitigating confounding in observational vaccine effectiveness studies 

Measuring the effect of rotavirus vaccination on primary and secondary care 145 

attempts to mitigate for design limitations such as selection bias and confounding via 

the use of PS analysis.  

Regardless of the two methods used, overall VE was estimated as 11% (95% CI 7%, 

16%). When analysis was restricted to rotavirus season, thereby increasing 

specificity, the overall VE increased substantially to 30% (95% CI 25%, 34%). The 

overall estimates of VE compare well to those from the ecological study of the same 

population which used an interrupted time-series approach for analysis (Chapter 6). 

Thus rotavirus vaccination appears to be effective at reducing attendances to GPs, 

supporting findings from other studies  assessing rotavirus VE against community 

attendances for acute gastroenteritis (174,175,177). 

When estimating the components of overall VE, Method One produced estimates for 

direct (-46%) and indirect (34%) VE that were implausible, suggesting confounding, 

typical for this type of study design. For instance, the outcome measure depends on 

comparable healthcare seeking behaviour for each comparator group. However, by 

definition, those in the post-vaccine introduction vaccinated group (ὃ) are more 

likely to access healthcare than the unvaccinated. Therefore, for mild disease which 

is more likely to be seen by GPs than at hospitals it may be assumed that the 

vaccinated (ὃ) are more likely to seek healthcare contact when ill than the 

unvaccinated (ὃ), resulting in a negative direct VE. This issue is also true of the 

pre-vaccine introduction cohort (ὄ) using Method One, as this group will include 

persons that would either have been vaccinated or unvaccinated had rotavirus 

vaccine been available. Therefore under Method One a large positive indirect VE 

could be expected if direct VE is negative and the comparator population ὄ is more 

likely to access healthcare than population ὃ .  



Mitigating confounding in observational vaccine effectiveness studies 

Measuring the effect of rotavirus vaccination on primary and secondary care 146 

Method Two attempts to control for the confounding and bias in healthcare seeking 

behaviour by using a PS score to balance comparator populations. Method Two 

provided a range of direct (8% to 11%) and indirect VE (0 to 4%) estimates which 

are plausible given logical criteria based on epidemiological and biological 

knowledge of rotavirus disease and vaccination. Whilst point estimates of direct and 

indirect VE are difficult to specify using this method because they depend on 

selection of the most representative comparator populations, estimates at the 95th 

percentile were plausible for both full year and in-season VE estimates. Estimates at 

the 99th percentile were implausible and were generated using a very small 

comparator population for ὄ. We opted not to calculate total VE in Method Two 

because of its limited public health relevance relative to the overall VE and because 

it is a composite of the direct and indirect effects. 

To put our findings into context, a longitudinal cohort study conducted in the UK 

prior to rotavirus vaccine introduction identified rotavirus in 14% of stool samples 

obtained from children under five attending GP practices with infectious intestinal 

disease, with this figure likely to be higher in children under 2 years of age, and 

during the season when rotavirus activity is higher (36,227,245). Given the direct 

effects (8-11%) reported from Method Two and assuming rotavirus was the 

causative agent in 14% of gastroenteritis cases this would suggest an efficacy of 

between 57% and 78%. This is lower than that reported for severe disease in 

developed countries, but the cases in this cohort are likely to represent mild or 

moderate disease against which rotavirus vaccines are less efficacious (203,67).   

This study was subject to limitations which are often associated with secondary 

routine healthcare data. We needed to consider the potential for clinical coding to 

lead to misclassification of disease, and this misclassification may vary by different 
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GP practice. We tried to account for any GP level effect through mixed effects 

models with GP practice as a random effect. We also investigated any temporal 

changes in coding with the NHS CCGs and there had been no recorded changes in 

practice during the dates of interest.   

There are number of considerations and assumptions required for Method Two to be 

successful. Firstly, it requires data such as population level parameters or individual 

level characteristics for the generation of the PS. In this study using healthcare data 

from a clinical database, we had access to few individual and population level 

indicators. However, even with this level of data we were able to generate a PS with 

excellent discrimination based on a strong association between the covariates and the 

exposure (AUC=0.87). In order to utilise this method in other studies it is imperative 

that individual and population characteristics which are associated with exposure are 

available. However, in generating a PS the complexity of any covariates included 

need to be balanced with the need to keep the PS generalisable to the population. A 

trade-off between specificity and sensitivity is required. Secondly, applying a PS to 

population ὄ requires an assumption that the populations ὃ and ὄ are comparable in 

the variables used to generate the propensity score. This assumption was appropriate 

in this study as we compared the same population at two periods that were 

temporally not too distant. Finally, the criteria used to identify the plausible range in 

this study are specific to the population and pathogen. Nonetheless, provided that 

indirect VE is measured in the same sub-set of the population as the direct VE, the 

criteria are likely to be applicable to rotavirus vaccination in other settings and 

pathogens with similar infectious disease dynamics, such as, short carriage and rapid 

acute symptoms. However, these criteria would be inappropriate for measuring 

indirect VE in sub-populations which are ineligible for vaccination but have high 
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incidence of disease, for example, the indirect effect of vaccination of children with 

Pneumococcal Conjugate Vaccine on Incidence of pneumococcal disease in older 

adults, where indirect may exceed direct VE (268). 

In summary, although Method Two will not remove the temporal bias of ecological 

studies, it does provide a robust solution to dealing with selection bias caused by 

differences in healthcare access and health- seeking behaviour between vaccinated 

and unvaccinated groups. The method is particularly applicable to vaccine 

effectiveness studies using routine health data that wish to measure the broader 

public health impact of a vaccine through the use of non-pathogen specific 

syndromic endpoints. We envisage that this method will be immediately applicable 

to respiratory diseases such as influenza where there are multiple non-pathogen 

specific syndromic outcomes from influenza infection. 
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8 Summary, recommendations and further research 

8.1 What this thesis adds to the knowledge base 

I have used routine health data for a defined population to evaluate the effect of 

rotavirus vaccination on a range of health outcomes. To achieve this aim a series of 

inter-linked studies / analyses were conducted using ecological and cohort study 

designs. The effect of vaccination on gastrointestinal disease presentations at 

primary and secondary care in relation to vaccine uptake and deprivation has been 

described.  

In the studies that make up this thesis a number of novel findings were identified. 

Whilst the impact of rotavirus vaccination on severe disease outcomes in high 

income countries has been well described, the impact across an entire healthcare 

economy for a defined population has not been described before. Importantly in 

vaccine eligible children, impact was shown across all outcome measures, in primary 

care and secondary care. The level of impact varied depending on the setting and the 

specificity of the outcome definition but was comparable with other studies 

conducted in high income settings. 

In Merseyside uptake of rotavirus vaccine reached over 90% rapidly mirroring 

national trends (226). Like other routine childhood vaccines, uptake was not 

equitable across deprivation strata. First dose vaccine uptake and completion of the 

full dose schedule was significantly lower in the most socioeconomically deprived 

populations compared to the least deprived. Findings from this Merseyside based 

study also supported that of Pockett et al, 2011, that those living in the most 

deprived populations had the highest baseline incidence of all-cause acute 

gastroenteritis (AGE) admissions (159). These findings suggest that the most 
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deprived populations have the most to gain from rotavirus vaccination. Indeed this 

study shows that infants from the socioeconomically deprived populations derived 

the greatest benefit from rotavirus vaccination despite lower vaccine uptake. This is 

the first time an ecological study design has described rotavirus vaccine impact in 

relation to socioeconomic deprivation in a high income country. 

The impact of vaccination on milder disease across all-age groups is 

underrepresented in the literature (240). This study presents evidence that in children 

<2 years of age where the burden of rotavirus disease is highest, vaccination is 

having a substantial impact on healthcare attendances for mild disease. Furthermore, 

results indicate that herd protection is also reducing mild disease in older adult 

populations, likely through the reduced transmission of rotavirus from children. This 

is an important finding as the majority of rotavirus related disease in healthy adults is 

likely to be mild and either result in home care or contact with primary care.  

The novelty of measuring vaccine impact across primary and secondary care in 

parallel in a defined population provides robustness that any detected changes are 

due to rotavirus vaccination rather than the peculiarities of one particular data source. 

The delayed peak of rotavirus in 2-4 year olds in season two (2014/15) post-vaccine 

introduction detected nationally, in rotavirus laboratory detections and locally, at 

Alder Hey Children’s NHS Foundation Trust was detected across all study outcome 

measures, strengthening the evidence that the datasets used in this study were useful 

in detecting rotavirus gastroenteritis for non-specific outcomes. These findings could 

potentially provide confidence for using similar datasets for other regional vaccine 

evaluation studies. However, the use of an ecological study design with multiple 

non-specific endpoints still means that we can still only infer vaccine impact and 

cannot prove a causal link. The reduction in rotavirus and non-specific AGE 
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outcomes could be related to unmeasured population changes, virus variance and 

environmental factors such as: changes to birth rates (affecting the number of 

immunological naïve susceptible infants); climate; and / or natural shifts in rotavirus 

genotype distribution. Although, these factors cannot be ruled out, they seem 

unlikely to be causing the significant reductions reported in this thesis. Particularly 

since, birth rates in Merseyside have stayed constant (230) and seasonal rotavirus 

genotype distributions in the UK pre-vaccine introduction were stable for decades 

(36,269–271).  

The retrospective general practice (GP) birth cohort using routine data from primary 

care was an original approach to measuring rotavirus vaccine effectiveness (VE) 

against GP consultations for infectious gastroenteritis. This study was intended to 

allow a methodologically rigorous analysis of individual level rotavirus vaccine VE 

against milder non-specific disease. However, there were a number of issues with 

confounding associated with the use of a retrospective healthcare database. 

Therefore, these issues necessitated the development of a new methodology for 

designing and analysing VE in studies suffering from confounding, related to 

healthcare access / health-seeking behaviour. Use of an adaptive study designs, like 

that used here, are gaining prominence in case-control, cohort and ecological studies 

measuring VE and impact, as epidemiologists continually look to reduce study bias, 

maintain generalisability and ethics, whilst conducting cost-realistic studies 

(254,272). This methodology should therefore be useful to epidemiologists assessing 

the effect of interventions; specifically VE studies measuring multiple non-pathogen 

specific syndromic outcome. However, it requires application under different 

conditions, such as vaccines with lower vaccine uptake, (e.g influenza vaccine) to 

assess the generalisability of this method. 
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8.2 Recommendations arising from thesis 

8.2.1 Data access and quality 

As the studies included in this thesis were entirely based on analysis of routine 

health data, there has been the opportunity to assess the accessibility and usefulness 

of these data sources for infectious disease epidemiological research. Access to data 

is incredibly complex and time consuming, largely due to the complexities of NHS 

organisational structures across multiple local authorities (Figure 8-1).  

There are aspects of this study that require improvement, firstly, there were 

substantial inconsistencies in clinical / symptomatic coding across services which 

provide similar if not identical functions but are commissioned by different 

organisations. For instance Read Codes, accident and emergency NHS codes or free-

text were used by walk-in-centres (WIC) across Merseyside to record a patient’s 

symptoms / clinical presentation. Secondly, there has been multiple instances of the 

organisations responsible for commissioning services not having access to full 

datasets for the services they commission, either because of restrictions in access 

caused by IT data provider contracts, organisation restructure or gaps in staff training. 

These experiences have led to the following specific recommendations: 

¶ Data for this study came from multiple NHS organisations and was provided 

to the study team without financial remuneration. Access was only possible if 

NHS organisations could see the value of the study. The success of this study 

has therefore largely been facilitated by strong partnership working between 

the research team and partner agencies and a commitment to using an 

evidenced-based approach. Therefore identifying key individuals and 

fostering strong relationships early on in study design is crucial for a 

successful study. 
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¶ Regular contact with data providers including sites visits by researchers to 

observe data input and database storage is critical to understanding the 

complexities and idiosyncrasies of secondary clinical data. This effort will 

help to minimise study bias and the potential of erroneous findings. 

¶ For anonymous data research / surveillance GPs and NHS CCGs should 

consider employing an opt out method for data sharing between GPs and 

NHS CCGs. NHS CCGs should act as the data custodian on behalf of GPs.  

¶ IT systems procured for use by healthcare providers, should allow 

compatibility with legacy systems. Contracts with IT providers should not 

include costs for data access incurred by providers and commissioners. 

¶ All anonymous data collected within the NHS on patients should be freely 

accessible to the organisations that commission the service in question and to 

the service providers.  

¶ Permissions for data sharing for research purposes could be streamlined if 

multiple NHS Trusts and CCGs utilised a cross-organisation team for 

research governance and data protection. 

¶ Study investigators should organise a regional event to feedback research 

finding and recommendations. Those invited should include: NHS Trusts; 

NHS CCGs; Public Health Departments at local authorities; Regional Public 

Health England; and NHS England Screening and Immunisation team. Lay 

members of these organisations should be invited. The event should also 

provide an opportunity for sharing future research priorities. 

In the longer term many of the specific recommendations above would be redundant 

in secondary data studies if primary, secondary and community health data were 

linked as routine practice to create an anonymised unique record for each GP 
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registered patient. Access could then be governed on a study specific basis by the 

NHS Health Research Authority Confidentiality Advisory Group (CAG) (273). 

8.2.2 Research design and analysis 

The rotavirus vaccine programme was introduced universally across the UK in July 

2013, therefore population-level vaccine impact studies have been limited to a cohort 

or time-series design with ‘before and after’ comparator populations. The use of 

more robust pragmatic study designs and analysis could be utilised for this and other 

vaccines. For example, although not feasible for evaluating rotavirus vaccination in 

the UK, a cluster randomised stepped wedge design could be both politically, 

analytically and logistically appealing for a new vaccine programme (109,274). 

Alternatively, novel analytical methods could be used to minimise unmeasured bias 

and confounding, helping to disentangle changes in outcome measures that are 

related to the vaccine and changes that are caused by extraneous factors. In this 

thesis propensity score analysis was utilised in an original methodology to balance 

comparator populations in a birth cohort through minimising confounding related to 

healthcare seeking behaviour. Other methodologies may also have been applicable 

and may warrant investigation for future analyses. One such method uses synthetic 

controls for adjusting interrupted time-series models (272,275). In this approach 

multiple control time-series are weighted based on their fit to the pre-vaccine 

introduction time-series of the outcome of interest and combined into one control 

time-series. Unmeasured bias and confounding is effectively adjusted for, using the 

synthetic control’s predicted counterfactual estimates of what would have occurred 

in the post-intervention period if the vaccine had not been introduced (272).  
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8.2.3 Microbiology standards 

The significant reduction in laboratory confirmed rotavirus at Alder Hey Children’s 

NHS Foundation Trust and mirrored at other acute hospitals may encourage 

rotavirus diagnostic and genotypic testing practices to change. The decrease in 

RVGE is likely to mean the relative prevalence of other AGE causing pathogens, 

such as norovirus and adenovirus increases. It may be sensible and cost-effective for 

paediatric hospitals to begin testing for these pathogens if not already doing so. 

However, as it is only four years since rotavirus vaccine introduction, routine 

paediatric testing should continue, so that the long term effect of vaccination on 

paediatric RVGE epidemiology can be monitored, especially genotype distributions 

and prevalence. 

8.2.4 Vaccine policy 

Finally, the findings that vaccination in the most socioeconomically deprived 

communities has the largest impact on population disease burden despite lower 

vaccine uptake, further highlights the need for additional targeted immunisation 

campaigns in socioeconomically deprived populations to maximise vaccine impact 

and cost-effectiveness. Whilst identifying deprived areas at the micro-population 

level is relatively straightforward, understanding the enablers and barriers for 

vaccination in these communities is challenging; particularly since opinions are fluid. 

However, successfully increasing uptake of routine childhood vaccinations in the 

most deprived areas will contribute to reducing health inequalities and help “give 

each child the best start in life” (276,277). 
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8.3 Further research 

This study was conducted over only 3 years post-vaccine introduction on routine 

health data. Whilst there is strong evidence that rotavirus vaccination has 

significantly reduced healthcare use for AGE across both primary and secondary care, 

in vaccine eligible infants, and young children, the long-term impact of vaccination 

on these cohorts is as yet uncertain. Prior to vaccination in the UK, there was a well-

defined rotavirus season occurring between January and May each year with peak 

incidence in late March (36). Infections were predominately caused by the G1P[8] 

genotype (56%) and ~90% of RVGE was in children less than 5 years old. However, 

persons aged 5 years and over were more likely to be infected with non-G1P[8] 

genotypes. Odds of infection with less common non-G1P[8] strains also increased 

out of rotavirus season (June-December), as did the odds of infection in persons aged 

5 years and over. This pattern of a relative proportional increase in less common 

genotypes out-of-season and the associated reduction in rotavirus incidence are 

reflected in countries which have introduced vaccination (278,279). Furthermore, 

since vaccine introduction there is the potential that vaccinated children will have 

reduced exposure to both natural primary and secondary infections as a child because 

they are only being exposed to G1P[8] in the Rotarix® vaccine. Therefore, further 

work should explore the hypothesis that heterotypic immunity to non-G1P[8] 

genotypes in the vaccinated cohort will be lower than in the pre-vaccine era, leaving 

this cohort more susceptible to heterotypic infections as older children and adults, 

potentially increasing the risk of outbreaks in older children. 

To achieve these aims, serological data, cohort healthcare data from hospitals and 

primary care and mathematical models would be required to predict how routine 

childhood vaccination may alter the epidemiology of rotavirus infection. Specifically, 
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looking to investigate how rotavirus genotype distribution and risk of rotavirus 

infection changes as a vaccinated cohort ages. Then to validate the model predictions 

against routinely collected epidemiological data. Any changes to disease patterns 

will have implications for diagnostics, outbreak prevention and response and the 

public impact and societal cost. This study would therefore be important and unique; 

integrating detailed serology, genotyping and incidence data into mathematical 

models will allow us to understand, monitor and predict any changes in the 

epidemiology of rotavirus infections. This work would support vaccine programme 

policy and health protection preparedness going forward.  

It was not possible within the scope of this study to determine the economic cost of 

rotavirus ‘before and after’ vaccine introduction across a healthcare system in 

relation to socioeconomic deprivation and vaccine uptake. Economic evaluations of 

the impact of rotavirus vaccine exist but have mainly focussed on the effect on 

severe disease presentations and specific endpoints. What is lacking is an economic 

assessment of the impact on the wider healthcare system, taking into account less 

specific endpoints and societal costs. However, the data collected in this study along 

with previously published data could be used to parameterise an economic-cost 

model for direct medical and indirect patient / carer costs associated with an episode 

of acute viral gastroenteritis. For instance, these data would allow the medical costs 

of an episode to be extrapolated from resources such as the Unit Costs of Health and 

Social Care and the NHS reference costs (280,281). Whereas the indirect patient / 

carer costs could be estimated using data from the previously published Infectious 

Intestinal Diseases Study (IID2), UK. A cost saving per episode and a total cost 

saving could then be calculated, which can be further analysed for differential impact 

across socioeconomic strata.  
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In addition to the commonly associated symptoms of diarrhoea and vomiting, 

rotavirus infection is associated with childhood seizures. Prior to vaccine 

introduction, a large multi-centre study in Canada, showed that 7% of children 

hospitalised with laboratory confirmed rotavirus infection had seizures (282). 

Rotavirus vaccine introduction in the United States has been associated with a 18-

21% reduction in emergency department or hospital diagnosed seizures (283). In 

Australia there has been a 35-38% reduction in febrile seizure hospitalisations in 

children under 2 years of age, since rotavirus vaccine introduction.  

As yet, no study has been conducted in the UK to assess the population impact of 

rotavirus vaccination on afebrile and febrile seizures. However, preliminary analysis 

by this research team suggest a 34% reduction in hospitalisations for all-cause AGE 

with a co-diagnosis of febrile seizure in children under 5 years of age since 

introduction of rotavirus vaccination. Therefore an ecological study to assess the 

impact of rotavirus vaccination in children under 5 years of age on seizure 

hospitalisations; and, to estimate the unmeasured incidence of seizures associated 

with rotavirus infection would be welcome.  

In this thesis a novel method for dealing with bias in observational vaccine 

effectiveness studies is described and tested using rotavirus vaccination in a GP birth 

cohort. However, it is now necessary to test the applicability of the novel method in 

other relevant studies. An adapted application of the methodology is planned for 

investigating the impact of pneumococcal conjugate and rotavirus vaccine over time 

in Malawi, using all-cause mortality as the outcome and population level 

demographic survey data for reducing confounding through balancing comparator 

groups (284). 
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Lastly, ongoing work is required to understand the underlying barriers and enablers 

to childhood vaccine uptake in socioeconomically deprived communities. The 

evidence included in this thesis has already supported a public engagement grant for 

understanding attitudes to vaccination in the Liverpool community and is supporting 

ongoing work to develop educational resources through an iterative process in the 

community.  

8.4 Conclusions 

In summary, this thesis has presented a wide body of evidence that rotavirus 

vaccination reduced healthcare use related to AGE, in young children in a defined 

geographic area; ranging from rotavirus specific hospitalisations to milder disease 

presenting to GPs and WICs. Furthermore, there is also indication that vaccination is 

offering herd protection particularly to older adults. The findings also offer evidence 

that rotavirus vaccination reduces severe disease burden in the most 

socioeconomically deprived populations, despite lower vaccine uptake. These data 

should support national measures to reduce health inequalities by improving vaccine 

uptake in the most deprived communities. Lastly, in the process of assessing 

rotavirus VE in primary care a novel methodology was developed to mitigate the 

often inherent bias in routine health data. This method will be particularly applicable 

to clinicians, epidemiologists and public health professionals that wish to measure 

the wider public health impact of a vaccine through syndromic endpoints in routine 

healthcare data. 

 



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 161 

References 

1.  Bishop RF, Davidson GP, Holmes IH, Ruck BJ. Virus particles in epithelial 

cells of duodenal mucosa from children with acute non-bacterial gastroenteritis. 

Lancet Lond Engl. 1973 Dec 8;2(7841):1281–3.  

2.  Desselberger U. Rotaviruses: Basic Facts. In: Gray J, Desselberger U, editors. 

Rotaviruses methods and protocols. New Jersey: Humana Press; 2000. p. 1–8.  

3.  Bishop R. Discovery of rotavirus: Implications for Child health. J Gastroenterol 

Hepatol. 2009 Oct 1;24:S81–5.  

4.  Flewett TH, Bryden AS, Davies H, Woode GN, Bridger JC, Derrick JM. 

Relation between viruses from acute gastroenteritis of children and newborn 

calves. Lancet Lond Engl. 1974 Jul 13;2(7872):61–3.  

5.  Parashar UD, Bresee JS, Gentsch JR, Glass RI. Rotavirus. Emerg Infect Dis. 

1998;4(4):561–70.  

6.  Matthijnssens J, Ciarlet M, Rahman M, Attoui H, Bányai K, Estes MK, et al. 

Recommendations for the classification of group A rotaviruses using all 11 

genomic RNA segments. Arch Virol. 2008 Aug 1;153(8):1621–9.  

7.  Matthijnssens J, Van Ranst M. Genotype constellation and evolution of group 

A rotaviruses infecting humans. Curr Opin Virol. 2012 Aug 1;2(4):426–33.  

8.  Iturriza-Gómara M, Kang G, Gray J. Rotavirus genotyping: keeping up with an 

evolving population of human rotaviruses. J Clin Virol. 2004 Dec 1;31(4):259–

65.  

9.  Iturriza-Gómara M, Isherwood B, Desselberger U, Gray J. Reassortment In 

Vivo: Driving Force for Diversity of Human Rotavirus Strains Isolated in the 

United Kingdom  between 1995 and 1999. J Virol. 2001 Apr;75(8):3696–705.  

10.  Gómara MI, Cubitt D, Desselberger U, Gray J. Amino Acid Substitution within 

the VP7 Protein of G2 Rotavirus Strains Associated with Failure To Serotype. J 

Clin Microbiol. 2001 Oct;39(10):3796–8.  

11.  Gervasi G, Capanna A, Mita V, Zaratti L, Franco E. Nosocomial rotavirus 

infection: An up to date evaluation of European studies. Hum Vaccines 

Immunother. 2016 May 16;12(9):2413–8.  

12.  World Health Organization. Rotavirus vaccines. WHO position paper – January 

2013. Relevé Épidémiologique Hebd Sect Hygiène Secrétariat Société Nations 

Wkly Epidemiol Rec Health Sect Secr Leag Nations. 2013 Feb 1;88(5):49–64.  

13.  Lee RM, Lessler J, Lee RA, Rudolph KE, Reich NG, Perl TM, et al. Incubation 

periods of viral gastroenteritis: a systematic review. BMC Infect Dis. 2013 Sep 

25;13:446.  

14.  Parashar UD, Nelson EAS, Kang G. Diagnosis, management, and prevention of 

rotavirus gastroenteritis in children. BMJ. 2013 Dec 30;347:f7204.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 162 

15.  Brandt CD, Kim HW, Rodriguez WJ, Thomas L, Yolken RH, Arrobio JO, et al. 

Comparison of direct electron microscopy, immune electron microscopy, and 

rotavirus enzyme-linked immunosorbent assay for detection of gastroenteritis 

viruses in children. J Clin Microbiol. 1981 May;13(5):976–81.  

16.  World Health Organization. Generic protocol for monitoring impact of 

rotavirus vaccination on gastroenteritis disease burden and viral strains. 2008 

[cited 2017 Nov 7]; Available from: 

http://www.who.int/iris/handle/10665/69913 

17.  EuroRotaNet. Rotavirus Detection and Typing [Internet]. UK: EuroRotaNet; 

2009 Jan [cited 2014 Nov 25] p. 10–25. Available from: 

http://www.eurorota.net/docs.php 

18.  Iturriza-Gómara M, Dallman T, Bányai K, Böttiger B, Buesa J, Diedrich S, et al. 

Rotavirus genotypes co-circulating in Europe between 2006 and 2009 as 

determined by EuroRotaNet, a pan-European collaborative strain surveillance 

network. Epidemiol Infect. 2011 Jun;139(06):895–909.  

19.  Phillips G, Lopman B, Rodrigues LC, Tam CC. Asymptomatic rotavirus 

infections in England: prevalence, characteristics, and risk factors. Am J 

Epidemiol. 2010 May 1;171(9):1023–30.  

20.  Amar CFL, East CL, Gray J, Iturriza-Gomara M, Maclure EA, McLauchlin J. 

Detection by PCR of eight groups of enteric pathogens in 4,627 faecal samples: 

re-examination of the English case-control Infectious Intestinal Disease Study 

(1993-1996). Eur J Clin Microbiol Infect Dis Off Publ Eur Soc Clin Microbiol. 

2007 May;26(5):311–23.  

21.  Phillips G, Lopman B, Tam CC, Iturriza-Gomara M, Brown D, Gray J. 

Diagnosing rotavirus A associated IID: Using ELISA to identify a cut-off for 

real time RT-PCR. J Clin Virol Off Publ Pan Am Soc Clin Virol. 2009 

Mar;44(3):242–5.  

22.  Bennett A, Bar-Zeev N, Jere KC, Tate JE, Parashar UD, Nakagomi O, et al. 

Determination of a Viral Load Threshold To Distinguish Symptomatic versus 

Asymptomatic Rotavirus Infection in a High-Disease-Burden African 

Population. J Clin Microbiol. 2015 Jun 1;53(6):1951–4.  

23.  Fischer TK, Valentiner-Branth P, Steinsland H, Perch M, Santos G, Aaby P, et 

al. Protective immunity after natural rotavirus infection: a community cohort 

study of newborn children in Guinea-Bissau, west Africa. J Infect Dis. 2002 

Sep 1;186(5):593–7.  

24.  Velázquez FR, Matson DO, Calva JJ, Guerrero L, Morrow AL, Carter-

Campbell S, et al. Rotavirus infections in infants as protection against 

subsequent infections. N Engl J Med. 1996 Oct 3;335(14):1022–8.  

25.  Giaquinto C, van Damme P, REVEAL Study Group. Age distribution of 

paediatric rotavirus gastroenteritis cases in Europe: the REVEAL study. Scand 

J Infect Dis. 2010;42(2):142–7.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 163 

26.  Public Health England. UK Standards for Microbiology Investigations S 7: 

Gastroenteritis and diarrhoea. [Internet]. London: Public Health England; 2013 

Dec [cited 2017 Jun 8] p. 1–20. (Standards for microbiology investigations 

(SMI)). Report No.: 7:1. Available from: 

https://www.gov.uk/government/publications/smi-s-7-gastroenteritis-and-

diarrhoea 

27.  Tate JE, Burton AH, Boschi-Pinto C, Steele AD, Duque J, Parashar UD, et al. 

2008 estimate of worldwide rotavirus-associated mortality in children younger 

than 5 years before the introduction of universal rotavirus vaccination 

programmes: a systematic review and meta-analysis. Lancet Infect Dis. 2012 

Feb;12(2):136–41.  

28.  Parashar UD, Hummelman EG, Bresee JS, Miller MA, Glass RI. Global Illness 

and Deaths Caused by Rotavirus Disease in Children. Emerg Infect Dis. 2003 

May;9(5):565–72.  

29.  Harris JP, Jit M, Cooper D, Edmunds WJ. Evaluating rotavirus vaccination in 

England and Wales. Part I. Estimating the burden of disease. Vaccine. 2007 

May 16;25(20):3962–70.  

30.  Tam CC, Rodrigues LC, Viviani L, Dodds JP, Evans MR, Hunter PR, et al. 

Longitudinal study of infectious intestinal disease in the UK (IID2 study): 

incidence in the community and presenting to general practice. Gut. 2012 

Jan;61(1):69–77.  

31.  Gleizes O, Desselberger U, Tatochenko V, Rodrigo C, Salman N, Mezner Z, et 

al. Nosocomial rotavirus infection in European countries: a review of the 

epidemiology, severity and economic burden of hospital-acquired rotavirus 

disease. Pediatr Infect Dis J. 2006 Jan;25(1 Suppl):S12-21.  

32.  Widdowson M-A, Meltzer MI, Zhang X, Bresee JS, Parashar UD, Glass RI. 

Cost-effectiveness and potential impact of rotavirus vaccination in the United 

States. Pediatrics. 2007 Apr;119(4):684–97.  

33.  Patel MM, Pitzer VE, Alonso WJ, Vera D, Lopman B, Tate J, et al. Global 

seasonality of rotavirus disease. Pediatr Infect Dis J. 2013 Apr;32(4):e134-147.  

34.  Iturriza‐Gómara M, Dallman T, Bányai K, Böttiger B, Buesa J, Diedrich S, et al. 

Rotavirus Surveillance in Europe, 2005–2008: Web‐Enabled Reporting and 

Real‐Time Analysis of Genotyping and Epidemiological Data. J Infect Dis. 

2009 Nov;200(s1):S215–21.  

35.  Pitzer VE, Viboud C, Simonsen L, Steiner C, Panozzo CA, Alonso WJ, et al. 

Demographic variability, vaccination, and the spatiotemporal dynamics of 

rotavirus epidemics. Science. 2009 Jul 17;325(5938):290–4.  

36.  Hungerford D, Vivancos R, EuroRotaNet network members, Read JM, Pitzer 

VE, Cunliffe N, et al. In-season and out-of-season variation of rotavirus 

genotype distribution and age of infection across 12 European countries before 

the introduction of routine vaccination, 2007/08 to 2012/13. Euro Surveill Bull 

Eur Sur Mal Transm Eur Commun Dis Bull. 2016 Jan 14;21(2).  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 164 

37.  Wenman WM, Hinde D, Feltham S, Gurwith M. Rotavirus infection in adults. 

Results of a prospective family study. N Engl J Med. 1979 Aug 9;301(6):303–6.  

38.  Kapikian AZ, Kim HW, Wyatt RG, Cline WL, Arrobio JO, Brandt CD, et al. 

Human reovirus-like agent as the major pathogen associated with ‘winter’ 

gastroenteritis in hospitalized infants and young children. N Engl J Med. 1976 

Apr 29;294(18):965–72.  

39.  Grimwood K, Abbott GD, Fergusson DM, Jennings LC, Allan JM. Spread of 

rotavirus within families: a community based study. Br Med J Clin Res Ed. 

1983 Aug 27;287(6392):575–7.  

40.  Anderson EJ, Weber SG. Rotavirus infection in adults. Lancet Infect Dis. 2004 

Feb 1;4(2):91–9.  

41.  Jewkes J, Larson HE, Price AB, Sanderson PJ, Davies HA. Aetiology of acute 

diarrhoea in adults. Gut. 1981 May;22(5):388–92.  

42.  Svenungsson B, Lagergren A, Ekwall E, Evengård B, Hedlund KO, Kärnell A, 

et al. Enteropathogens in adult patients with diarrhea and healthy control 

subjects: a 1-year prospective study in a Swedish clinic for infectious diseases. 

Clin Infect Dis Off Publ Infect Dis Soc Am. 2000 May;30(5):770–8.  

43.  Echeverria P, Blacklow NR, Cukor GG, Vibulbandhitkit S, Changchawalit S, 

Boonthai P. Rotavirus as a cause of severe gastroenteritis in adults. J Clin 

Microbiol. 1983 Sep;18(3):663–7.  

44.  Faruque ASG, Malek MA, Khan AI, Huq S, Salam MA, Sack DA. Diarrhoea in 

elderly people: aetiology, and clinical characteristics. Scand J Infect Dis. 

2004;36(3):204–8.  

45.  Pryor WM, Bye WA, Curran DH, Grohmann GS. Acute diarrhoea in adults: a 

prospective study. Med J Aust. 1987 Nov 16;147(10):490–3.  

46.  del Refugio González-Losa M, Polanco-Marín GG, Manzano-Cabrera L, 

Puerto-Solís M. Acute gastroenteritis associated with rotavirus in adults. Arch 

Med Res. 2001 Apr;32(2):164–7.  

47.  Tam CC, Viviani L, Adak B, Bolton E, Dodds JP, Cowden JM, et al. The 

Second Study of Infectious Intestinal Disease in the Community (IID2 Study) 

[Internet]. Manchester, UK: University of Manchester; 2012. Available from: 

https://www.food.gov.uk/science/research/foodborneillness/b14programme/b14

projlist/b18021 

48.  Piednoir E, Borderan GC, Borgey F, Thibon P, Lesellier P, Leservoisier R, et al. 

Direct costs associated with a hospital-acquired outbreak of rotaviral 

gastroenteritis infection in a long term care institution. J Hosp Infect. 2010 

Aug;75(4):295–8.  

49.  Dennehy PH. Transmission of rotavirus and other enteric pathogens in the 

home. Pediatr Infect Dis J. 2000 Oct;19(10 Suppl):S103-105.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 165 

50.  Mrukowicz J, Szajewska H, Vesikari T. Options for the prevention of rotavirus 

disease other than vaccination. J Pediatr Gastroenterol Nutr. 2008 May;46 

Suppl 2:S32-37.  

51.  Rotavirus | Prevention | CDC [Internet]. 2017 [cited 2018 Feb 28]. Available 

from: https://www.cdc.gov/rotavirus/about/prevention.html 

52.  Fewtrell L, Kaufmann RB, Kay D, Enanoria W, Haller L, Colford JM. Water, 

sanitation, and hygiene interventions to reduce diarrhoea in less developed 

countries: a systematic review and meta-analysis. Lancet Infect Dis. 2005 Jan 

1;5(1):42–52.  

53.  Brown J, Cairncross S, Ensink JHJ. Water, sanitation, hygiene and enteric 

infections in children. Arch Dis Child. 2013 Jun 11;archdischild-2011-301528.  

54.  Dennehy PH. Rotavirus Vaccines: an Overview. Clin Microbiol Rev. 2008 Jan 

1;21(1):198–208.  

55.  Zissis G, Lambert JP, Marbehant P, Marissens D, Lobmann M, Charlier P, et al. 

Protection studies in colostrum-deprived piglets of a bovine rotavirus vaccine 

candidate using human rotavirus strains for challenge. J Infect Dis. 1983 

Dec;148(6):1061–8.  

56.  Hanlon P, Hanlon L, Marsh V, Byass P, Shenton F, Hassan-King M, et al. Trial 

of an attenuated bovine rotavirus vaccine (RIT 4237) in Gambian infants. 

Lancet Lond Engl. 1987 Jun 13;1(8546):1342–5.  

57.  Lanata CF, Black RE, del Aguila R, Gil A, Verastegui H, Gerna G, et al. 

Protection of Peruvian children against rotavirus diarrhea of specific serotypes 

by one, two, or three doses of the RIT 4237 attenuated bovine rotavirus vaccine. 

J Infect Dis. 1989 Mar;159(3):452–9.  

58.  Ruuska T, Vesikari T, Delem A, André FE, Beards GM, Flewett TH. 

Evaluation of RIT 4237 bovine rotavirus vaccine in newborn infants: 

correlation of vaccine efficacy to season of birth in relation to rotavirus 

epidemic period. Scand J Infect Dis. 1990;22(3):269–78.  

59.  Centers for Disease Control and Prevention (CDC). Withdrawal of rotavirus 

vaccine recommendation. MMWR Morb Mortal Wkly Rep. 1999 Nov 

5;48(43):1007.  

60.  Centers for Disease Control and Prevention (CDC). Intussusception among 

recipients of rotavirus vaccine--United States, 1998-1999. MMWR Morb 

Mortal Wkly Rep. 1999 Jul 16;48(27):577–81.  

61.  Soares-Weiser K, Maclehose H, Bergman H, Ben-Aharon I, Nagpal S, 

Goldberg E, et al. Vaccines for preventing rotavirus diarrhoea: vaccines in use. 

Cochrane Database Syst Rev. 2012;11:CD008521.  

62.  Ruuska T, Vesikari T. Rotavirus disease in Finnish children: use of numerical 

scores for clinical severity of diarrhoeal episodes. Scand J Infect Dis. 

1990;22(3):259–67.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 166 

63.  Clark HF, Bernstein DI, Dennehy PH, Offit P, Pichichero M, Treanor J, et al. 

Safety, efficacy, and immunogenicity of a live, quadrivalent human-bovine 

reassortant rotavirus vaccine in healthy infants. J Pediatr. 2004 Feb 

1;144(2):184–90.  

64.  Zaman K, Dang DA, Victor JC, Shin S, Yunus M, Dallas MJ, et al. Efficacy of 

pentavalent rotavirus vaccine against severe rotavirus gastroenteritis in infants 

in developing countries in Asia: a randomised, double-blind, placebo-controlled 

trial. Lancet. 2010 Aug 21;376(9741):615–23.  

65.  Armah GE, Sow SO, Breiman RF, Dallas MJ, Tapia MD, Feikin DR, et al. 

Efficacy of pentavalent rotavirus vaccine against severe rotavirus gastroenteritis 

in infants in developing countries in sub-Saharan Africa: a randomised, double-

blind, placebo-controlled trial. Lancet. 2010 Aug 21;376(9741):606–14.  

66.  Madhi SA, Cunliffe NA, Steele D, Witte D, Kirsten M, Louw C, et al. Effect of 

Human Rotavirus Vaccine on Severe Diarrhea in African Infants. N Engl J Med. 

2010 Jan 28;362(4):289–98.  

67.  Jiang V, Jiang B, Tate J, Parashar UD, Patel MM. Performance of rotavirus 

vaccines in developed and developing countries. Hum Vaccin. 2010 

Jul;6(7):532–42.  

68.  Harris VC, Armah G, Fuentes S, Korpela KE, Parashar U, Victor JC, et al. 

Significant Correlation Between the Infant Gut Microbiome and Rotavirus 

Vaccine Response in Rural Ghana. J Infect Dis. 2017 Jan 1;215(1):34–41.  

69.  Harris V, Ali A, Fuentes S, Korpela K, Kazi M, Tate J, et al. Rotavirus Vaccine 

Response Correlates with the Infant Gut Microbiota Composition in Pakistan. 

Gut Microbes. 2017 Sep 11;0.  

70.  Ruiz-Palacios GM, Pérez-Schael I, Velázquez FR, Abate H, Breuer T, Clemens 

SC, et al. Safety and efficacy of an attenuated vaccine against severe rotavirus 

gastroenteritis. N Engl J Med. 2006 Jan 5;354(1):11–22.  

71.  Vesikari T, Matson DO, Dennehy P, Van Damme P, Santosham M, Rodriguez 

Z, et al. Safety and Efficacy of a Pentavalent Human–Bovine (WC3) 

Reassortant Rotavirus Vaccine. N Engl J Med. 2006;354(1):23–33.  

72.  Leshem E, Lopman B, Glass R, Gentsch J, Bányai K, Parashar U, et al. 

Distribution of rotavirus strains and strain-specific effectiveness of the rotavirus 

vaccine after its introduction: a systematic review and meta-analysis. Lancet 

Infect Dis. 2014 Sep 1;14(9):847–56.  

73.  ROTA Council. Rotavirus Deaths & Rotavirus Vaccine Introduction Maps – 

ROTA Council [Internet]. [cited 2016 Nov 16]. Available from: 

http://rotacouncil.org/toolkit/rotavirus-burden-vaccine-introduction-map/ 

74.  Shim E, Galvani AP. Distinguishing vaccine efficacy and effectiveness. 

Vaccine. 2012 Oct 19;30(47):6700–5.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 167 

75.  Haber M, Longini IM, Halloran ME. Measures of the effects of vaccination in a 

randomly mixing population. Int J Epidemiol. 1991 Mar;20(1):300–10.  

76.  Halloran ME, Haber M, Longini IM, Struchiner CJ. Direct and Indirect Effects 

in Vaccine Efficacy and Effectiveness. Am J Epidemiol. 1991 Feb 

15;133(4):323–31.  

77.  Halloran ME, Struchiner CJ, Longini IM. Study Designs for Evaluating 

Different Efficacy and Effectiveness Aspects of Vaccines. Am J Epidemiol. 

1997 Nov 15;146(10):789–803.  

78.  Halloran ME, Longini IM, Struchiner CJ. Design and interpretation of vaccine 

field studies. Epidemiol Rev. 1999;21(1):73–88.  

79.  Halloran ME. Overview of vaccine field studies: types of effects and designs. J 

Biopharm Stat. 2006;16(4):415–27.  

80.  Weinberg GA, Szilagyi PG. Vaccine Epidemiology: Efficacy, Effectiveness, 

and the Translational Research Roadmap. J Infect Dis. 2010 Jun 

1;201(11):1607–10.  

81.  Edmunds WJ, Medley GF, Nokes DJ. Evaluating the cost-effectiveness of 

vaccination programmes: a dynamic perspective. Stat Med. 1999 Dec 

15;18(23):3263–82.  

82.  King C, Beard J, Crampin AC, Costello A, Mwansambo C, Cunliffe NA, et al. 

Methodological challenges in measuring vaccine effectiveness using population 

cohorts in low resource settings. Vaccine. 2015 Sep 11;33(38):4748–55.  

83.  Knight-Jones TJD, Edmond K, Gubbins S, Paton DJ. Veterinary and human 

vaccine evaluation methods. Proc R Soc B Biol Sci [Internet]. 2014 Jun 7 [cited 

2017 Sep 12];281(1784). Available from: 

http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4043076/ 

84.  Lahariya C. Vaccine epidemiology: A review. J Fam Med Prim Care. 

2016;5(1):7–15.  

85.  Panozzo CA, Becker-Dreps S, Pate V, Weber DJ, Jonsson Funk M, Stürmer T, 

et al. Direct, indirect, total, and overall effectiveness of the rotavirus vaccines 

for the prevention of gastroenteritis hospitalizations in privately insured US 

children, 2007-2010. Am J Epidemiol. 2014 Apr 1;179(7):895–909.  

86.  Baxter R, Ray P, Tran TN, Black S, Shinefield HR, Coplan PM, et al. Long-

term effectiveness of varicella vaccine: a 14-Year, prospective cohort study. 

Pediatrics. 2013 May;131(5):e1389-1396.  

87.  Ortqvist A, Granath F, Askling J, Hedlund J. Influenza vaccination and 

mortality: prospective cohort study of the elderly in a large geographical area. 

Eur Respir J. 2007 Sep;30(3):414–22.  

88.  Woudenberg T, van der Maas NAT, Knol MJ, de Melker H, van Binnendijk RS, 

Hahné SJM. Effectiveness of Early Measles, Mumps, and Rubella Vaccination 



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 168 

Among 6-14-Month-Old Infants During an Epidemic in the Netherlands: An 

Observational Cohort Study. J Infect Dis. 2017 Apr 15;215(8):1181–7.  

89.  Delgado-Rodríguez M, Llorca J. Bias. J Epidemiol Community Health. 2004 

Aug 1;58(8):635–41.  

90.  Sedgwick P. Bias in observational study designs: prospective cohort studies. 

BMJ. 2014 Dec 19;349:g7731.  

91.  Pearce N, Checkoway H, Kriebel D. Bias in occupational epidemiology studies. 

Occup Environ Med. 2007 Aug;64(8):562–8.  

92.  Howe CJ, Cole SR, Lau B, Napravnik S, Eron JJ. Selection bias due to loss to 

follow up in cohort studies. Epidemiol Camb Mass. 2016 Jan;27(1):91–7.  

93.  Leval A, Herweijer E, Ploner A, Eloranta S, Fridman Simard J, Dillner J, et al. 

Quadrivalent Human Papillomavirus Vaccine Effectiveness: A Swedish 

National Cohort Study. JNCI J Natl Cancer Inst. 2013 Apr 3;105(7):469–74.  

94.  Mangtani P, Cumberland P, Hodgson CR, Roberts JA, Cutts FT, Hall AJ. A 

cohort study of the effectiveness of influenza vaccine in older people, 

performed using the United Kingdom general practice research database. J 

Infect Dis. 2004 Jul 1;190(1):1–10.  

95.  Waight PA, Andrews NJ, Ladhani SN, Sheppard CL, Slack MPE, Miller E. 

Effect of the 13-valent pneumococcal conjugate vaccine on invasive 

pneumococcal disease in England and Wales 4 years after its introduction: an 

observational cohort study. Lancet Infect Dis. 2015 May;15(5):535–43.  

96.  Nelson JC, Marsh T, Lumley T, Larson EB, Jackson LA, Jackson ML, et al. 

Validation sampling can reduce bias in health care database studies: an 

illustration using influenza vaccination effectiveness. J Clin Epidemiol. 2013 

Aug;66(8 Suppl):S110-121.  

97.  Lipsitch M, Jha A, Simonsen L. Observational studies and the difficult quest for 

causality: lessons from vaccine effectiveness and impact studies. Int J 

Epidemiol. 2016 Jul 24;dyw124.  

98.  Hungerford D, Smith K, Tucker A, Iturriza-Gómara M, Vivancos R, 

McLeonard C, et al. Population effectiveness of the pentavalent and 

monovalent rotavirus vaccines: a systematic review and meta-analysis of 

observational studies. BMC Infect Dis. 2017 Aug 15;17(1):569.  

99.  Verani JR, Baqui AH, Broome CV, Cherian T, Cohen C, Farrar JL, et al. Case-

control vaccine effectiveness studies: Preparation, design, and enrollment of 

cases and controls. Vaccine. 2017 Jun 5;35(25):3295–302.  

100.  Department of Immunization, Vaccines and Biologicals, World Health 

Organization. Measuring impact of Streptococcus pneumoniae and 

Haemophilus influenzae type b conjugate vaccination [Internet]. World Health 

Organizer; 2012 [cited 2017 Oct 13]. Available from: 

http://apps.who.int/iris/bitstream/10665/75835/1/WHO_IVB_12.08_eng.pdf 



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 169 

101.  Pearce N. Analysis of matched case-control studies. BMJ. 2016 Feb 

25;352:i969.  

102.  Cohen AL, Jr TT, Farley MM, Schaffner W, Lesher LJ, Gershman KA, et al. 

An Assessment of the Screening Method to Evaluate Vaccine Effectiveness: 

The Case of 7-Valent Pneumococcal Conjugate Vaccine in the United States. 

PLOS ONE. 2012 Aug 1;7(8):e41785.  

103.  Field E, Vally H, Grimwood K, Lambert S. Pentavalent rotavirus vaccine and 

prevention of gastroenteritis hospitalizations in Australia. Pediatrics. 2010 

Sep;126(3):e506-12.  

104.  Cardellino A, Khawaja S, Sánchez Cruz E, Mast TC. Effectiveness of 

vaccination with the pentavalent rotavirus vaccine in Nicaragua as determined 

using the screening method. Hum Vaccines Immunother. 2013 Jul;9(7):1449–

53.  

105.  Farrington CP. Estimation of Vaccine Effectiveness Using the Screening 

Method. Int J Epidemiol. 1993 Aug 1;22(4):742–6.  

106.  Barrabeig I, Rovira A, Muñoz P, Batalla J, Rius C, Sánchez JA, et al. MMR 

vaccine effectiveness in an outbreak that involved day-care and primary schools. 

Vaccine. 2011 Oct 19;29(45):8024–31.  

107.  Snelling TL, Andrews RM, Kirkwood CD, Culvenor S, Carapetis JR. Case-

Control Evaluation of the Effectiveness of the G1P[8] Human Rotavirus 

Vaccine during an Outbreak of Rotavirus G2P[4] Infection in Central Australia. 

Clin Infect Dis. 2011 Jan 15;52(2):191–9.  

108.  Takla A, Böhmer MM, Klinc C, Kurz N, Schaffer A, Stich H, et al. Outbreak-

related mumps vaccine effectiveness among a cohort of children and of young 

adults in Germany 2011. Hum Vaccines Immunother. 2013 Oct 7;10(1).  

109.  Brown CA, Lilford RJ. The stepped wedge trial design: a systematic review. 

BMC Med Res Methodol. 2006 Nov 8;6:54.  

110.  Bernal JL, Cummins S, Gasparrini A. Interrupted time series regression for the 

evaluation of public health interventions: a tutorial. Int J Epidemiol. 2017 Feb 

1;46(1):348–55.  

111.  Kontopantelis E, Doran T, Springate DA, Buchan I, Reeves D. Regression 

based quasi-experimental approach when randomisation is not an option: 

interrupted time series analysis. BMJ. 2015 Jun 9;350:h2750.  

112.  Pérez-Rubio A, Luquero FJ, Bachiller Luque MR, de la Torre Pardo P, Eiros 

Bouza JM. Impact of the rotavirus vaccine in Valladolid, Spain: An interrupted 

time series analysis. Trials Vaccinol. 2016 Jan 1;5(Supplement C):84–7.  

113.  do Carmo GMI, Yen C, Cortes J, Siqueira AA, de Oliveira WK, Cortez-

Escalante JJ, et al. Decline in diarrhea mortality and admissions after routine 

childhood rotavirus immunization in Brazil: a time-series analysis. PLoS Med. 

2011 Apr;8(4):e1001024.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 170 

114. Richardson V, Hernandez-Pichardo J, Quintanar-Solares M, Esparza-Aguilar M, 

Johnson B, Gomez-Altamirano CM, et al. Effect of rotavirus vaccination on 

death from childhood diarrhea in Mexico. N Engl J Med. 2010 Jan 

28;362(4):299–305.  

115.  Grijalva CG, Nuorti JP, Arbogast PG, Martin SW, Edwards KM, Griffin MR. 

Decline in pneumonia admissions after routine childhood immunisation with 

pneumococcal conjugate vaccine in the USA: a time-series analysis. The Lancet. 

2007 Apr 13;369(9568):1179–86.  

116.  Simonsen L, Taylor RJ, Schuck-Paim C, Lustig R, Haber M, Klugman KP. 

Effect of 13-valent pneumococcal conjugate vaccine on admissions to hospital 

2 years after its introduction in the USA: a time series analysis. Lancet Respir 

Med. 2014 May;2(5):387–94.  

117.  Lau WCY, Murray M, El-Turki A, Saxena S, Ladhani S, Long P, et al. Impact 

of pneumococcal conjugate vaccines on childhood otitis media in the United 

Kingdom. Vaccine. 2015 Sep 22;33(39):5072–9.  

118.  Kyaw MH, Lynfield R, Schaffner W, Craig AS, Hadler J, Reingold A, et al. 

Effect of introduction of the pneumococcal conjugate vaccine on drug-resistant 

Streptococcus pneumoniae. N Engl J Med. 2006 Apr 6;354(14):1455–63.  

119.  Lowbridge C, McIntyre PB, Gilmour R, Chiu C, Seale H, Ferson MJ, et al. 

Long term population impact of seven-valent pneumococcal conjugate vaccine 

with a "3+0″ schedule-How do "2+1″ and "3+1″ schedules compare? Vaccine. 

2015 Jun 22;33(28):3234–41.  

120.  Höhle M, Siedler A, Bader H-M, Ludwig M, Heininger U, Von Kries R. 

Assessment of varicella vaccine effectiveness in Germany: a time-series 

approach. Epidemiol Infect. 2011 Nov;139(11):1710–9.  

121.  Mann AG, Mangtani P, Russell CA, Whittaker JC. The impact of targeting all 

elderly persons in England and Wales for yearly influenza vaccination: excess 

mortality due to pneumonia or influenza and time trend study. BMJ Open. 2013 

Aug 1;3(8).  

122.  Simonsen L, Reichert TA, Viboud C, Blackwelder WC, Taylor RJ, Miller MA. 

Impact of influenza vaccination on seasonal mortality in the US elderly 

population. Arch Intern Med. 2005 Feb 14;165(3):265–72.  

123.  Ngabo F, Tate JE, Gatera M, Rugambwa C, Donnen P, Lepage P, et al. Effect 

of pentavalent rotavirus vaccine introduction on hospital admissions for 

diarrhoea and rotavirus in children in Rwanda: a time-series analysis. Lancet 

Glob Health. 2016 Feb;4(2):e129–36.  

124.  Tate JE, Burton AH, Boschi-Pinto C, Parashar UD, World Health 

Organization–Coordinated Global Rotavirus Surveillance Network. Global, 

Regional, and National Estimates of Rotavirus Mortality in Children <5 Years 

of Age, 2000-2013. Clin Infect Dis Off Publ Infect Dis Soc Am. 2016 May 1;62 

Suppl 2:S96–105.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 171 

125.  ChildVaxView | 2013 Childhood Rotavirus Vaccination Coverage Report | 

CDC [Internet]. [cited 2017 Sep 18]. Available from: 

https://www.cdc.gov/vaccines/imz-managers/coverage/childvaxview/data-

reports/rotavirus/reports/2013.html 

126.  Yen C, Tate JE, Wenk JD, Harris JM, Parashar UD. Diarrhea-Associated 

Hospitalizations Among US Children Over 2 Rotavirus Seasons After Vaccine 

Introduction. Pediatrics. 2011 Jan;127(1):E9–15.  

127.  Payne DC, Staat MA, Edwards KM, Szilagyi PG, Weinberg GA, Hall CB, et al. 

Direct and Indirect Effects of Rotavirus Vaccination Upon Childhood 

Hospitalizations in 3 US Counties, 2006-2009. Clin Infect Dis. 2011 

8/1/2011;53(3):245–53.  

128.  Cortes JE, Curns AT, Tate JE, Cortese MM, Patel MM, Zhou F, et al. Rotavirus 

Vaccine and Health Care Utilization for Diarrhea in US Children. N Engl J Med. 

2011 Sep 22;365(12):1108–17.  

129.  Desai R, Curns AT, Steiner CA, Tate JE, Patel MM, Parashar UD. All-cause 

gastroenteritis and rotavirus-coded hospitalizations among US children, 2000-

2009. Clin Infect Dis Off Publ Infect Dis Soc Am. 2012 Aug;55(4):e28-34.  

130.  Guerra AH, Stockmann C, Pavia AT, Hersh AL, Thorell EA, Weng HY, et al. 

Laboratory-Confirmed Rotavirus Disease in Utah Children: Clinical and 

Economic Impact of Rotavirus Vaccination. J Pediatr Infect Dis Soc. 2012 

Dec;1(4):268–77.  

131.  Anderson EJ, Rupp A, Shulman ST, Wang D, Zheng X, Noskin GA. Impact of 

rotavirus vaccination on hospital-acquired rotavirus gastroenteritis in children. 

Pediatrics. 2011 Feb;127(2):e264-270.  

132.  Curns AT, Steiner CA, Barrett M, Hunter K, Wilson E, Parashar UD. Reduction 

in Acute Gastroenteritis Hospitalizations among US Children After Introduction 

of Rotavirus Vaccine: Analysis of Hospital Discharge Data from 18 US States. 

J Infect Dis. 2010 Jun 1;201(11):1617–24.  

133.  Cortese MM, Tate JE, Simonsen L, Edelman L, Parashar UD. Reduction in 

Gastroenteritis in United States Children and Correlation With Early Rotavirus 

Vaccine Uptake From National Medical Claims Databases. Pediatr Infect Dis J. 

2010 Jun;29(6):489–94.  

134.  Lopman BA, Curns AT, Yen C, Parashar UD. Infant rotavirus vaccination may 

provide indirect protection to older children and adults in the United States. J 

Infect Dis. 2011 Oct 1;204(7):980–6.  

135.  Gastañaduy PA, Curns AT, Parashar UD, Lopman BA. Gastroenteritis 

hospitalizations in older children and adults in the United States before and 

after implementation of infant rotavirus vaccination. JAMA J Am Med Assoc. 

2013 Aug 28;310(8):851–3.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 172 

136.  Pendleton A, Galic M, Clarke C, Ng SP, Ledesma E, Ramakrishnan G, et al. 

Impact of rotavirus vaccination in Australian children below 5 years of age A 

database study. Hum Vaccines Immunother. 2013 Aug 1;9(8):1617–25.  

137.  Dey A, Wang H, Menzles R, Macartney K. Changes in hospitalisations for 

acute gastroenteritis in Australia after the national rotavirus vaccination 

program. Med J Aust. 2012 Oct 15;197(8):453–7.  

138.  Jayasinghe S, Macartney K. Estimating rotavirus gastroenteritis hospitalisations 

by using hospital episode statistics before and after the introduction of rotavirus 

vaccine in Australia. Vaccine. 2013 Jan 30;31(6):967–72.  

139.  Macartney KK, Porwal M, Dalton D, Cripps T, Maldigri T, Isaacs D, et al. 

Decline in rotavirus hospitalisations following introduction of Australia’s 

national rotavirus immunisation programme. J Paediatr Child Health. 2011 

May;47(5):266–70.  

140.  Parez N, Giaquinto C, Du Roure C, Martinon-Torres F, Spoulou V, Van 

Damme P, et al. Rotavirus vaccination in Europe: drivers and barriers. Lancet 

Infect Dis. 2014 May;14(5):416–25.  

141.  Braeckman T, Van Herck K, Raes M, Vergison A, Sabbe M, Van Damme P. 

Rotavirus vaccines in Belgium: policy and impact. Pediatr Infect Dis J. 2011 

Jan;30(1 Suppl):S21-24.  

142.  Raes M, Strens D, Vergison A, Verghote M, Standaert B. Reduction in 

Pediatric Rotavirus-related Hospitalizations After Universal Rotavirus 

Vaccination in Belgium. Pediatr Infect Dis J. 2011 Jul;30(7):E120–5.  

143.  Paulke-Korinek M, Kundi M, Rendi-Wagner P, de Martin A, Eder G, 

Schmidle-Loss B, et al. Herd immunity after two years of the universal mass 

vaccination program against rotavirus gastroenteritis in Austria. Vaccine. 2011 

Mar 24;29(15):2791–6.  

144.  Paulke-Korinek M, Rendi-Wagner P, Kundi M, Kronik R, Kollaritsch H. 

Universal mass vaccination against rotavirus gastroenteritis: impact on 

hospitalization rates in austrian children. Pediatr Infect Dis J. 2010 

Apr;29(4):319–23.  

145.  Paulke-Korinek M, Kollaritsch H, Aberle S, Zwazl I, Schmidle-Loss B, Vecsei 

A, et al. Sustained low hospitalization rates after four years of rotavirus mass 

vaccination in Austria. Vaccine. 2013 May 31;31(24):2686–91.  

146.  Leino T, Gren J, Salo H, Tiihonen P, Kilpi T. First year experience of rotavirus 

immunisation programme in Finland. Vaccine. 2012 Dec 17;31(1):176–82.  

147.  Vesikari T, Uhari M, Renko M, Hemming M, Salminen M, Torcel-Pagnon L, et 

al. Impact and effectiveness of RotaTeq® vaccine based on 3 years of 

surveillance following introduction of a rotavirus immunization program in 

Finland. Pediatr Infect Dis J. 2013 Dec;32(12):1365–73.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 173 

148.  Hemming M, Räsänen S, Huhti L, Paloniemi M, Salminen M, Vesikari T. 

Major reduction of rotavirus, but not norovirus, gastroenteritis in children seen 

in hospital after the introduction of RotaTeq vaccine into the National 

Immunization Programme in Finland. Eur J Pediatr. 2013 Jun;172(6):739–46.  

149.  Uhlig U, Kostev K, Schuster V, Koletzko S, Uhlig HH. Impact of Rotavirus 

Vaccination in Germany: Rotavirus Surveillance, Hospitalization, Side Effects 

and Comparison of Vaccines. Pediatr Infect Dis J. 2014 Nov;33(11):e299–304.  

150.  Dudareva-Vizule S, Koch J, an der Heiden M, Oberle D, Keller-Stanislawski B, 

Wichmann O. Impact of rotavirus vaccination in regions with low and moderate 

vaccine uptake in Germany. Hum Vaccines Immunother. 2012 Oct;8(10):1407–

15.  

151.  Muhsen K, Kassem E, Rubenstein U, Goren S, Ephros M, Cohen D, et al. 

Incidence of rotavirus gastroenteritis hospitalizations and genotypes, before and 

five years after introducing universal immunization in Israel. Vaccine. 2016 

Nov 21;34(48):5916–22.  

152.  Gil-Prieto R, Gonzalez-Escalada A, Alvaro-Meca A, Garcia-Garcia L, San-

Martin M, González-López A, et al. Impact of non-routine rotavirus vaccination 

on hospitalizations for diarrhoea and rotavirus infections in Spain. Vaccine. 

2013 Oct 9;31(43):5000–4.  

153.  Martinon-Torres F, Martinon-Torres N, Bouzon Alejandro M, Redondo Collazo 

L, Pertega-Diaz S, Teresa Seoane-Pillado M, et al. Acute gastroenteritis 

hospitalizations among children aged < 5 years before and after introduction of 

rotavirus vaccines A hospital-based surveillance study in Galicia, Spain. Hum 

Vaccines Immunother. 2012 Jul;8(7):946–52.  

154.  Alejandro MB, Domingo JD, Martinón-Torres F. Circovirus and impact of 

temporary withdrawal of rotavirus vaccines in Spain. Hum Vaccin. 2011 Jul 

1;7(7):798–9.  

155.  Martinon-Torres F, Aramburo A, Martinon-Torres N, Cebey M, Teresa Seoane-

Pillado M, Redondo-Collazo L, et al. A reverse evidence of rotavirus vaccines 

impact. Hum Vaccines Immunother. 2013 Jun;9(6):1289–91.  

156.  Begue RE, Perrin K. Reduction in Gastroenteritis With the Use of Pentavalent 

Rotavirus Vaccine in a Primary Practice. Pediatrics. 2010 Jul;126(1):E40–5.  

157.  Zlamy M, Kofler S, Orth D, Würzner R, Heinz-Erian P, Streng A, et al. The 

impact of Rotavirus mass vaccination on hospitalization rates, nosocomial 

Rotavirus gastroenteritis and secondary blood stream infections. BMC Infect 

Dis. 2013;13:112.  

158.  Iturriza-Gómara M, Cunliffe N. Rotavirus vaccine: a welcome addition to the 

immunisation schedule in the UK. BMJ. 2013;346:f2347.  

159.  Pockett RD, Adlard N, Carroll S, Rajoriya F. Paediatric hospital admissions for 

rotavirus gastroenteritis and infectious gastroenteritis of all causes in England: 



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 174 

an analysis of correlation with deprivation. Curr Med Res Opin. 2011 Apr 

1;27(4):777–84.  

160.  Hungerford D, Macpherson P, Farmer S, Ghebrehewet S, Seddon D, Vivancos 

R, et al. Effect of socioeconomic deprivation on uptake of measles, mumps and 

rubella vaccination in Liverpool, UK over 16 years: a longitudinal ecological 

study. Epidemiol Infect. 2015 Nov 6;1–11.  

161.  Green HK, Andrews N, Letley L, Sunderland A, White J, Pebody R. Phased 

introduction of a universal childhood influenza vaccination programme in 

England: population-level factors predicting variation in national uptake during 

the first year, 2013/14. Vaccine. 2015 May 21;33(22):2620–8.  

162.  Norbury M, Fawkes N, Guthrie B. Impact of the GP contract on inequalities 

associated with influenza immunisation: a retrospective population-database 

analysis. Br J Gen Pract J R Coll Gen Pract. 2011 Jul;61(588):e379-385.  

163.  Spencer AM, Roberts SA, Brabin L, Patnick J, Verma A. Sociodemographic 

factors predicting mother’s cervical screening and daughter’s HPV vaccination 

uptake. J Epidemiol Community Health. 2014 Jun;68(6):571–7.  

164.  World Health Organization. Global networks of rotavirus gastroenteritis, 2001-

2008. Wkly Epidemiol Rec. 2008 Nov 21;83(47):421–8.  

165.  Granados-García V, Velázquez FR, Salmerón J, Homedes N, Salinas-Escudero 

G, Morales-Cisneros G. Burden of disease and costs of treating rotavirus 

diarrhea in Mexican children for the period 2001–2006. Vaccine. 2011 Sep 

2;29(38):6712–9.  

166.  Rotavirus vaccines WHO position paper: January 2013 - Recommendations. 

Vaccine. 2013 Dec 16;31(52):6170–1.  

167.  European Centre for Disease Prevention and Control. Vaccine schedule: 

Recommended immunisations for rotavirus infection [Internet]. ECDC. [cited 

2015 Mar 2]. Available from: http://vaccine-

schedule.ecdc.europa.eu/Pages/Scheduler.aspx 

168.  Wells G, Shea B, O’Connell D, Peterson J, Welch V, Losos M, et al. The 

Newcastle-Ottawa Scale (NOS) for assessing the quality of nonrandomised 

studies in meta-analyses [Internet]. Ottawa Hospital Research Institute. 

Available from: http://www.ohri.ca/programs/clinical_epidemiology/oxford.asp 

169.  World Bank. Country and Lending Groups | Data [Internet]. 2013 [cited 2015 

Oct 20]. Available from: http://data.worldbank.org/about/country-and-lending-

groups 

170.  Higgins JPT, Thompson SG, Deeks JJ, Altman DG. Measuring inconsistency in 

meta-analyses. BMJ. 2003 Sep 4;327(7414):557–60.  

171.  Begg CB, Mazumdar M. Operating characteristics of a rank correlation test for 

publication bias. Biometrics. 1994 Dec;50(4):1088–101.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 175 

172.  Mast TC, Khawaja S, Espinoza F, Paniagua M, Del Carmen LP, Cardellino A, 

et al. Case-control study of the effectiveness of vaccination with pentavalent 

rotavirus vaccine in Nicaragua. Pediatr Infect Dis J. 2011 Nov;30(11):e209-215.  

173.  Fontes Vieira SC, Gurgel RQ, Kirby A, Barreto IP, de Souza LD, Oliveira OC, 

et al. Acute diarrhoea in a community cohort of children who received an oral 

rotavirus vaccine in Northeast Brazil. Mem Inst Oswaldo Cruz. 2011 

May;106(3):330–4.  

174.  Muhsen K, Chodick G, Goren S, Shalev V, Cohen D. The uptake of rotavirus 

vaccine and its effectiveness in preventing acute gastroenteritis in the 

community. Vaccine. 2011;29(1):91–4.  

175.  Nolan SM, Prasad P, Fiks AG, Zaoutis T, Tenhave TR, Coffin SE. Effect of 

rotavirus vaccine on reducing acute gastroenteritis in a large outpatient pediatric 

network. Arch Pediatr Adolesc Med. 2012 Mar;166(3):232–9.  

176.  Wang FT, Mast TC, Glass RJ, Loughlin J, Seeger JD. Effectiveness of the 

Pentavalent Rotavirus Vaccine in Preventing Gastroenteritis in the United 

States. Pediatrics. 2010 Feb 1;125(2):e208–13.  

177.  Wang FT, Mast TC, Glass RJ, Loughlin J, Seeger JD. Effectiveness of an 

incomplete RotaTeq (RV5) vaccination regimen in preventing rotavirus 

gastroenteritis in the United States. Pediatr Infect Dis J. 2013 Mar;32(3):278–83.  

178.  Bellido-Blasco JB, Sabater-Vidal S, Salvador-Ribera M del M, Arnedo-Pena A, 

Tirado-Balaguer MD, Meseguer-Ferrer N, et al. Rotavirus vaccination 

effectiveness: a case-case study in the EDICS project, Castellón (Spain). 

Vaccine. 2012 Dec 14;30(52):7536–40.  

179.  Eberly MD, Gorman GH, Eide MB, Olsen CH, Rajnik M. The effect of 

rotavirus immunization on rotavirus gastroenteritis hospitalization rates in 

military dependents. Vaccine. 2011 Jan 17;29(4):650–9.  

180.  Martinon-Torres F, Bouzon Alejandro M, Redondo Collazo L, Sanchez Lastres 

JM, Pertega Diaz S, Seoane Pillado MT, et al. Effectiveness of rotavirus 

vaccination in Spain. Hum Vaccin. 2011 Jul;7(7):757–61.  

181.  Carvalho-Costa FA, Araujo IT, Santos de Assis RM, Fialho AM, Miranda de 

Assis Martins CM, Boia MN, et al. Rotavirus Genotype Distribution after 

Vaccine Introduction, Rio de Janeiro, Brazil. Emerg Infect Dis. 2009 

Jan;15(1):95–7.  

182.  Patel M, Pedreira C, De Oliveira LH, Tate J, Orozco M, Mercado J, et al. 

Association between pentavalent rotavirus vaccine and severe rotavirus diarrhea 

among children in Nicaragua. JAMA J Am Med Assoc. 2009 Jun 

3;301(21):2243–51.  

183.  Patel M, Pedreira C, De Oliveira LH, Umaña J, Tate J, Lopman B, et al. 

Duration of protection of pentavalent rotavirus vaccination in Nicaragua. 

Pediatrics. 2012 Aug;130(2):e365-372.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 176 

184.  Payne DC, Boom JA, Staat MA, Edwards KM, Szilagyi PG, Klein EJ, et al. 

Effectiveness of pentavalent and monovalent rotavirus vaccines in concurrent 

use among US children <5 years of age, 2009-2011. Clin Infect Dis Off Publ 

Infect Dis Soc Am. 2013 Jul;57(1):13–20.  

185.  Cotes-Cantillo K, Paternina-Caicedo A, Coronell-Rodriguez W, Alvis-Guzman 

N, Parashar UD, Patel M, et al. Effectiveness of the monovalent rotavirus 

vaccine in Colombia: A case-control study. Vaccine. 2014 May 

23;32(25):3035–40.  

186.  Castilla J, Beristain X, Martínez-Artola V, Navascués A, García Cenoz M, 

Alvarez N, et al. Effectiveness of rotavirus vaccines in preventing cases and 

hospitalizations due to rotavirus gastroenteritis in Navarre, Spain. Vaccine. 

2012 Jan 11;30(3):539–43.  

187.  Braeckman T, Van Herck K, Meyer N, Pirçon J-Y, Soriano-Gabarró M, Heylen 

E, et al. Effectiveness of rotavirus vaccination in prevention of hospital 

admissions for rotavirus gastroenteritis among young children in Belgium: 

case-control study. BMJ. 2012;345:e4752.  

188.  Justino MCA, Linhares AC, Lanzieri TM, Miranda Y, Mascarenhas JDP, Abreu 

E, et al. Effectiveness of the monovalent G1P[8] human rotavirus vaccine 

against hospitalization for severe G2P[4] rotavirus gastroenteritis in Belém, 

Brazil. Pediatr Infect Dis J. 2011 May;30(5):396–401.  

189.  Staat MA, Payne DC, Donauer S, Weinberg GA, Edwards KM, Szilagyi PG, et 

al. Effectiveness of pentavalent rotavirus vaccine against severe disease. 

Pediatrics. 2011 Aug;128(2):e267-275.  

190.  Correia JB, Patel MM, Nakagomi O, Montenegro FMU, Germano EM, Correia 

NB, et al. Effectiveness of monovalent rotavirus vaccine (Rotarix) against 

severe diarrhea caused by serotypically unrelated G2P[4] strains in Brazil. J 

Infect Dis. 2010 Feb 1;201(3):363–9.  

191.  Cortese MM, LeBlanc J, White KE, Jerris RC, Stinchfield P, Preston KL, et al. 

Leveraging State Immunization Information Systems to Measure the 

Effectiveness of Rotavirus Vaccine. Pediatrics. 2011 Dec;128(6):E1474–81.  

192.  Cortese MM, Immergluck LC, Held M, Jain S, Chan T, Grizas AP, et al. 

Effectiveness of Monovalent and Pentavalent Rotavirus Vaccine. Pediatrics. 

2013 Jul;132(1):E25–33.  

193.  de Palma O, Cruz L, Ramos H, de Baires A, Villatoro N, Pastor D, et al. 

Effectiveness of rotavirus vaccination against childhood diarrhoea in El 

Salvador: case-control study. BMJ. 2010;340:c2825.  

194.  Desai SN, Esposito DB, Shapiro ED, Dennehy PH, Vázquez M. Effectiveness 

of rotavirus vaccine in preventing hospitalization due to rotavirus gastroenteritis 

in young children in Connecticut, USA. Vaccine. 2010 Nov 3;28(47):7501–6.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 177 

195.  Guh AY, Hadler JL. Use of the state immunization information system to assess 

rotavirus vaccine effectiveness in Connecticut, 2006-2008. Vaccine. 2011 Aug 

26;29(37):6155–8.  

196.  Ichihara MYT, Rodrigues LC, Teles Santos CAS, Teixeira M da GLC, De Jesus 

SR, Alvim De Matos SM, et al. Effectiveness of rotavirus vaccine against 

hospitalized rotavirus diarrhea: A case-control study. Vaccine. 2014 

May;32(23):2740–7.  

197.  Muhsen K, Shulman L, Kasem E, Rubinstein U, Shachter J, Kremer A, et al. 

Effectiveness of rotavirus vaccines for prevention of rotavirus gastroenteritis-

associated hospitalizations in Israel: a case-control study. Hum Vaccin. 2010 

Jun;6(6):450–4.  

198.  Patel MM, Patzi M, Pastor D, Nina A, Roca Y, Alvarez L, et al. Effectiveness 

of monovalent rotavirus vaccine in Bolivia: case-control study. BMJ. 

2013;346:f3726.  

199.  Snelling TL, Schultz R, Graham J, Roseby R, Barnes GL, Andrews RM, et al. 

Rotavirus and the indigenous children of the Australian outback: monovalent 

vaccine effective in a high-burden setting. Clin Infect Dis Off Publ Infect Dis 

Soc Am. 2009 Aug 1;49(3):428–31.  

200. Donauer S, Payne DC, Edwards KM, Szilagyi PG, Hornung RW, Weinberg GA, 

et al. Determining the effectiveness of the pentavalent rotavirus vaccine against 

rotavirus hospitalizations and emergency department visits using two study 

designs. Vaccine. 2013 May 31;31(24):2692–7.  

201.  Ruuska T, Vesikari T. A prospective study of acute diarrhoea in Finnish 

children from birth to 2 1/2 years of age. Acta Paediatr Scand. 1991 

May;80(5):500–7.  

202.  Lopman BA, Pitzer VE, Sarkar R, Gladstone B, Patel M, Glasser J, et al. 

Understanding Reduced Rotavirus Vaccine Efficacy in Low Socio-Economic 

Settings. Plos One. 2012 Aug 6;7(8):e41720.  

203.  Bresee JS, Parashar UD, Widdowson M-A, Gentsch JR, Steele AD, Glass RI. 

Update on Rotavirus Vaccines: Pediatr Infect Dis J. 2005 Nov;24(11):947–52.  

204.  Bar-Zeev N, Kapanda L, Tate JE, Jere KC, Iturriza-Gomara M, Nakagomi O, et 

al. Effectiveness of a monovalent rotavirus vaccine in infants in Malawi after 

programmatic roll-out: an observational and case-control study. Lancet Infect 

Dis. 2015 Apr;15(4):422–8.  

205.  Cunliffe NA, Booth JA, Elliot C, Lowe SJ, Sopwith W, Kitchin N, et al. 

Healthcare-associated viral gastroenteritis among children in a large pediatric 

hospital, United Kingdom. Emerg Infect Dis. 2010 Jan;16(1):55–62.  

206.  Nakagomi O, Iturriza-Gomara M, Nakagomi T, Cunliffe NA. Incorporation of a 

rotavirus vaccine into the national immunisation schedule in the United 

Kingdom: a review. Expert Opin Biol Ther. 2013 Nov;13(11):1613–21.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 178 

207.  Health and Social Care Information Centre. NHS Immunisation Statistics, 

England -2012-13 [Internet]. England: Health and Social Care Information 

Centre; 2013 Sep [cited 2014 Apr 17] p. 1–123. Available from: 

http://www.hscic.gov.uk/searchcatalogue?q=title%3A%22NHS+Immunisation

+Statistics%22&area=&size=10&sort=RelevanceDesc 

208.  Public Health England. Early evidence of the impact of the national rotavirus 

immunisation programme. Health Prot Rep Wkly Rep. 2014 Mar 28;8(12).  

209.  Patel MM, Glass R, Desai R, Tate JE, Parashar UD. Fulfilling the promise of 

rotavirus vaccines: how far have we come since licensure? Lancet Infect Dis. 

2012 Jul;12(7):561–70.  

210.  Health and Social Care Information Centre. Hospital Episode Statistics. 

Admitted Patient Care, England -2012-13: Diagnosis [Internet]. Health and 

Social Care Information Centre. 2014. Available from: 

http://www.hscic.gov.uk/searchcatalogue?productid=13264&q=title%3a%22Ho

spital+Episode+Statistics%2c+Admitted+patient+care+-

+England%22&sort=Relevance&size=10&page=1#top 

211.  Bayard V, DeAntonio R, Contreras R, Tinajero O, Castrejon MM, Ortega-

Barria E, et al. Impact of rotavirus vaccination on childhood gastroenteritis-

related mortality and hospital discharges in Panama. Int J Infect Dis. 2012 

Feb;16(2):E94–8.  

212.  Buttery JP, Lambert SB, Grimwood K, Nissen MD, Field EJ, Macartney KK, et 

al. Reduction in Rotavirus-associated Acute Gastroenteritis Following 

Introduction of Rotavirus Vaccine Into Australia’s National Childhood Vaccine 

Schedule. Pediatr Infect Dis J. 2011 Jan;30(1):S25–9.  

213.  Rissardo L Karina, Furlan MCR, Marcon S Silva, Ferrer ALM, Oliveira R 

GusmÃ£o. Hospital morbidity before and after vaccination program against 

rotavirus in the state of ParanÃ¡-Brazil: descriptive- ecological study 

[Portuguese]. Online Braz J Nurs. 2010 May;9(2):1–1.  

214.  Hungerford D, Vivancos R, French N, Iturriza-Gomara M, Cunliffe N. 

Ecological assessment of the direct and indirect effects of routine rotavirus 

vaccination in Merseyside, UK using data from multiple health systems: a study 

protocol. BMJ Open. 2014 Nov 1;4(11):e006161.  

215.  Department for Communities and Local Government. The English Indices of 

Deprivation 2010 [Internet]. England: Department for Communities and Local 

Government; 2011 Mar [cited 2014 Jan 14]. Available from: 

https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/6

871/1871208.pdf 

216.  Office for National Statistics. Super Output Area Population Estimates - Mid-

2011 (Census Based) [Internet]. Office for National Statistics. 2013 [cited 2014 

Apr 17]. Available from: http://www.ons.gov.uk/ons/rel/sape/soa-mid-year-

pop-est-engl-wales-exp/mid-2011--census-based-/stb---super-output-area---

mid-2011.html 



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 179 

217.  Liverpool Health Partners [Internet]. Available from: 

http://www.liverpoolhealthpartners.org.uk/index.html 

218.  Liverpool Community Health NHS Trust [Internet]. Available from: 

http://www.liverpoolcommunityhealth.nhs.uk/ 

219.  Alder Hey Children’s NHS Foundation Trust [Internet]. Available from: 

http://www.alderhey.nhs.uk/ 

220.  Public Health England [Internet]. Available from: 

https://www.gov.uk/government/organisations/public-health-england 

221.  Public Health England, Field Epidemiology Service North West. North West 

Infectious Intestinal Disease Activity Winter 2013/14 Bulletin: Week 44 

[Internet]. Public Health England; 2013 Jul. (North West Infectious Intestinal 

Disease Activity Winter 2013/14 Bulletin). Report No.: 5. Available from: 

http://www.hpa.org.uk/webc/HPAwebFile/HPAweb_C/1317140237031 

222.  Jit M, Edmunds WJ. Evaluating rotavirus vaccination in England and Wales. 

Part II. The potential cost-effectiveness of vaccination. Vaccine. 2007 May 

16;25(20):3971–9.  

223.  Atchison CJ, Stowe J, Andrews N, Collins S, Allen DJ, Nawaz S, et al. Rapid 

Declines in Age Group–Specific Rotavirus Infection and Acute Gastroenteritis 

Among Vaccinated and Unvaccinated Individuals Within 1 Year of Rotavirus 

Vaccine Introduction in England and Wales. J Infect Dis. 2015 Jul 30;jiv398.  

224.  R Core Team. R: A Language and Environment for Statistical Computing 

[Internet]. Vienna, Austria: R Foundation for Statistical Computing; 2016. 

Available from: http://www.R-project.org 

225.  Konstantopoulos A, Tragiannidis A, Fouzas S, Kavaliotis I, Tsiatsou O, 

Michailidou E, et al. Burden of rotavirus gastroenteritis in children <5 years of 

age in Greece: hospital-based prospective surveillance (2008-2010). BMJ Open. 

2013;3(12):e003570.  

226.  Public Health England. National rotavirus immunisation programme: 

preliminary data for England, February 2016 to July 2016. Health Prot Rep 

Wkly Rep. 2016 Sep 23;10(32):1–6.  

227.  Hungerford D, Read JM, Cooke RPD, Vivancos R, Iturriza-Gómara M, Allen 

DJ, et al. Early impact of rotavirus vaccination in a large paediatric hospital in 

the UK. J Hosp Infect. 2016 Jun;93(2):117–20.  

228.  Bawa Z, Elliot AJ, Morbey RA, Ladhani S, Cunliffe NA, O’Brien SJ, et al. 

Assessing the Likely Impact of a Rotavirus Vaccination Program in England: 

The Contribution of Syndromic Surveillance. Clin Infect Dis. 2015 Mar 

31;civ264.  

229.  English indices of deprivation - GOV.UK [Internet]. [cited 2014 Apr 17]. 

Available from: https://www.gov.uk/government/collections/english-indices-of-

deprivation 



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 180 

230.  Office for National Statistics. Lower Super Output Area Mid-Year Population 

Estimates [Internet]. 2016 [cited 2017 Jul 5]. Available from: 

https://www.ons.gov.uk/peoplepopulationandcommunity/populationandmigrati

on/populationestimates/datasets/lowersuperoutputareamidyearpopulationestimat

es 

231.  Wilson SE, Deeks SL, Rosella LC. Importance of ICD-10 coding directive 

change for acute gastroenteritis (unspecified) for rotavirus vaccine impact 

studies: illustration from a population-based cohort study from Ontario, Canada. 

BMC Res Notes. 2015;8:439.  

232.  Department of Health. Information Requirements for Child Health Information 

Systems - Publications [Internet]. London: Department of Health; 2012 [cited 

2014 Aug 10]. Available from: 

https://www.gov.uk/government/publications/information-requirements-for-

child-health-information-systems 

233.  Public Health England. Public health functions to be exercised by NHS England 

Service specification No.28 Child Health Information Systems (CHIS). 

Department of Health; 2013.  

234.  Public Health England. Rotavirus: the green book, chapter 27b [Internet]. 

Public Health England; 2013 [cited 2017 Jul 4]. Available from: 

https://www.gov.uk/government/publications/rotavirus-the-green-book-chapter-

27b 

235.  World Health Organization Regional Office for Europe. Health21: the health 

for all policy framework for the WHO European Region. Copenhagen, 

Denmark: World Health Organization Regional Office for Europe; 1999 p. 1–

230. (European Health for All Series). Report No.: 6.  

236.  World Health Organization Regional Office for Europe. European Vaccine 

Action Plan 2015–2020 (2014) [Internet]. Copenhagen, Denmark: World 

Health Organization Regional Office for Europe; 2014 p. 1–108. Available 

from: http://www.euro.who.int/en/health-topics/disease-prevention/vaccines-

and-immunization/publications/2014/european-vaccine-action-plan-20152020-

2014 

237.  Zeller M, Rahman M, Heylen E, De Coster S, De Vos S, Arijs I, et al. Rotavirus 

incidence and genotype distribution before and after national rotavirus vaccine 

introduction in Belgium. Vaccine. 2010 Nov 3;28(47):7507–13.  

238.  Leshem E, Moritz RE, Curns AT, Zhou F, Tate JE, Lopman BA, et al. 

Rotavirus Vaccines and Health Care Utilization for Diarrhea in the United 

States (2007–2011). Pediatrics. 2014 Jul 1;134(1):15–23.  

239.  Marlow R, Muir P, Vipond B, Lyttle M, Trotter C, Finn A. Assessing the 

impacts of the first year of rotavirus vaccination in the United Kingdom. Euro 

Surveill Bull Eur Sur Mal Transm Eur Commun Dis Bull. 2015;20(48):30077.  

240.  Karafillakis E, Hassounah S, Atchison C. Effectiveness and impact of rotavirus 

vaccines in Europe, 2006–2014. Vaccine. 2015 Apr 27;33(18):2097–107.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 181 

241.  Clark HF, Lawley D, Mallette LA, DiNubile MJ, Hodinka RL. Decline in cases 

of rotavirus gastroenteritis presenting to The Children’s Hospital of 

Philadelphia after introduction of a pentavalent rotavirus vaccine. Clin Vaccine 

Immunol CVI. 2009 Mar;16(3):382–6.  

242.  Clark HF, Lawley D, Matthijnssens J, DiNubile MJ, Hodinka RL. Sustained 

Decline in Cases of Rotavirus Gastroenteritis Presenting to the Children’s 

Hospital of Philadelphia in the New Rotavirus Vaccine Era. Pediatr Infect Dis J. 

2010 Aug;29(8):699–702.  

243.  Rha B, Tate JE, Payne DC, Cortese MM, Lopman BA, Curns AT, et al. 

Effectiveness and impact of rotavirus vaccines in the United States - 2006-2012. 

Expert Rev Vaccines. 2014 Jan 6;13(3):365–76.  

244. Tate JE, Cortese MM, Payne DC, Curns AT, Yen C, Esposito DH, et al. Uptake, 

Impact, and Effectiveness of Rotavirus Vaccination in the United States Review 

of the First 3 Years of Postlicensure Data. Pediatr Infect Dis J. 2011 

Jan;30(1):S56–60.  

245.  Tam CC, O’Brien SJ, Tompkins DS, Bolton FJ, Berry L, Dodds J, et al. 

Changes in Causes of Acute Gastroenteritis in the United Kingdom Over 15 

Years: Microbiologic Findings From 2 Prospective, Population-Based Studies 

of Infectious Intestinal Disease. Clin Infect Dis. 2012 May 1;54(9):1275–86.  

246.  Gosselin V, Généreux M, Gagneur A, Petit G. Effectiveness of rotavirus 

vaccine in preventing severe gastroenteritis in young children according to 

socioeconomic status. Hum Vaccines Immunother. 2016 Jul 1;12(10):2572–9.  

247.  Riordan FAI, Quigley T. Estimating hospital admissions due to rotavirus 

gastroenteritis from hospital episode statistics. J Infect. 2004 Jul;49(1):13–6.  

248.  Lambert SB, Faux CE, Hall L, Birrell FA, Peterson KV, Selvey CE, et al. Early 

evidence for direct and indirect effects of the infant rotavirus vaccine program 

in Queensland. Med J Aust. 2009 Aug 3;191(3):157–60.  

249.  Anderson EJ, Shippee DB, Weinrobe MH, Davila MD, Katz BZ, Reddy S, et al. 

Indirect protection of adults from rotavirus by pediatric rotavirus vaccination. 

Clin Infect Dis Off Publ Infect Dis Soc Am. 2013 Mar;56(6):755–60.  

250.  Patel MM, Tate J, Cortese M, Payne DC, Armstrong G, Parashar UD, et al. The 

impact of indirect benefits of vaccination on postlicensure vaccine effectiveness 

estimates: A scenario analysis. Vaccine. 2010 Nov 23;28(50):7987–92.  

251.  Hanquet G, Ducoffre G, Vergison A, Neels P, Sabbe M, Van Damme P, et al. 

Impact of rotavirus vaccination on laboratory confirmed cases in Belgium. 

Vaccine. 2011 Jun 24;29(29–30):4698–703.  

252.  Chen RT, Orenstein WA. Epidemiologic methods in immunization programs. 

Epidemiol Rev. 1996;18(2):99–117.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 182 

253.  Hanquet G, Valenciano M, Simondon F, Moren A. Vaccine effects and impact 

of vaccination programmes in post-licensure studies. Vaccine. 2013 Nov 

19;31(48):5634–42.  

254.  Halloran ME, Hudgens MG. Estimating population effects of vaccination using 

large, routinely collected data. Stat Med. 2017 Jul 19;  

255.  Rosenbaum PR, Rubin DB. The central role of the propensity score in 

observational studies for causal effects. Biometrika. 1983 Apr 1;70(1):41–55.  

256.  McCaffrey DF, Ridgeway G, Morral AR. Propensity Score Estimation With 

Boosted Regression for Evaluating Causal Effects in Observational Studies. 

Psychol Methods. 2004 Dec;9(4):403–25.  

257.  Austin PC. An Introduction to Propensity Score Methods for Reducing the 

Effects of Confounding in Observational Studies. Multivar Behav Res. 2011 

May;46(3):399–424.  

258.  Wyss R, Ellis AR, Brookhart MA, Girman CJ, Funk MJ, LoCasale R, et al. The 

Role of Prediction Modeling in Propensity Score Estimation: An Evaluation of 

Logistic Regression, bCART, and the Covariate-Balancing Propensity Score. 

Am J Epidemiol. 2014 Sep 15;180(6):645–55.  

259.  Public Health England. National rotavirus immunisation programme: 

preliminary data for England, October 2013 to September 2014. Health Prot 

Rep Wkly Rep. 2014 Oct 24;8(41):1–6.  

260.  Atchison C, Collins S, Brown D, Ramsay ME, Ladhani S. Reduction in 

rotavirus disease due to the infant immunisation programme in England; 

evidence from national surveillance. J Infect [Internet]. [cited 2015 May 14]; 

Available from: 

http://www.sciencedirect.com/science/article/pii/S0163445315000286 

261. Office for National Statistics. Population Estimates for UK, England and Wales, 

Scotland and Northern Ireland: mid-2015 [Internet]. Office for National 

Statistics. 2015 [cited 2017 Jan 26]. Available from: 

https://www.ons.gov.uk/peoplepopulationandcommunity/populationandmigrati

on/populationestimates/bulletins/annualmidyearpopulationestimates/mid2015 

262.  Public Health England. Rotavirus: the green book, chapter 27b - Publications - 

GOV.UK [Internet]. Public Health England; 2015 [cited 2017 Feb 7]. Available 

from: https://www.gov.uk/government/publications/rotavirus-the-green-book-

chapter-27b 

263.  Charland KM, de Montigny L, Brownstein JS, Buckeridge DL. Clinic 

accessibility and clinic-level predictors of the geographic variation in 2009 

pandemic influenza vaccine coverage in Montreal, Canada. Influenza Other 

Respir Viruses. 2014 May;8(3):317–28.  

264.  Thomson A, Robinson K, Vallée-Tourangeau G. The 5As: A practical 

taxonomy for the determinants of vaccine uptake. Vaccine. 2016 Feb 

17;34(8):1018–24.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 183 

265.  McCaffrey DF, Griffin BA, Almirall D, Slaughter ME, Ramchand R, Burgette 

LF. A tutorial on propensity score estimation for multiple treatments using 

generalized boosted models. Stat Med. 2013 Aug 30;32(19):3388–414.  

266.  Ridgeway G. Generalized Boosted Regression Models: GBM 2.1.1 package 

manual. 2014 [Internet]. 2015. Available from: https://cran.r-

project.org/web/packages/gbm/gbm.pdf 

267.  Garrido MM, Kelley AS, Paris J, Roza K, Meier DE, Morrison RS, et al. 

Methods for Constructing and Assessing Propensity Scores. Health Serv Res. 

2014 Oct;49(5):1701–20.  

268.  Centers for Disease Control and Prevention (CDC). Direct and indirect effects 

of routine vaccination of children with 7-valent pneumococcal conjugate 

vaccine on incidence of invasive pneumococcal disease--United States, 1998-

2003. MMWR Morb Mortal Wkly Rep. 2005 Sep 16;54(36):893–7.  

269.  Iturriza Gómara M, Simpson R, Perault AM, Redpath C, Lorgelly P, Joshi D, et 

al. Structured surveillance of infantile gastroenteritis in East Anglia, UK: 

incidence of infection with common viral gastroenteric pathogens. Epidemiol 

Infect. 2008 Jan;136(1):23–33.  

270.  Iturriza-Gómara M, Green J, Brown DW, Ramsay M, Desselberger U, Gray JJ. 

Molecular epidemiology of human group A rotavirus infections in the United 

Kingdom between 1995 and 1998. J Clin Microbiol. 2000 Dec;38(12):4394–

401.  

271.  Iturriza-Gómara M, Elliot AJ, Dockery C, Fleming DM, Gray JJ. Structured 

surveillance of infectious intestinal disease in pre-school children in the 

community: ‘The Nappy Study’. Epidemiol Amp Infect. 2009 Jul;137(7):922–

31.  

272.  Bruhn CAW, Hetterich S, Schuck-Paim C, Kürüm E, Taylor RJ, Lustig R, et al. 

Estimating the population-level impact of vaccines using synthetic controls. 

Proc Natl Acad Sci U S A. 2017 Feb 14;114(7):1524–9.  

273.  Confidentiality Advisory Group [Internet]. Health Research Authority. [cited 

2017 Nov 1]. Available from: http://www.hra.nhs.uk/resources/confidentiality-

advisory-group/ 

274.  Hemming K, Haines TP, Chilton PJ, Girling AJ, Lilford RJ. The stepped wedge 

cluster randomised trial: rationale, design, analysis, and reporting. BMJ. 2015 

Feb 6;350:h391.  

275.  Brodersen KH, Gallusser F, Koehler J, Remy N, Scott SL. Inferring causal 

impact using Bayesian structural time-series models. Ann Appl Stat. 2015 

Mar;9(1):247–74.  

276.  Marmot M, Bell R. Fair society, healthy lives. Public Health. 2012 Sep;126 

Suppl 1:S4-10.  



Summary, recommendations and further research 

Measuring the effect of rotavirus vaccination on primary and secondary care 184 

277.  The Marmot Review. Fair Society Healthy Lives’ (The Marmot Review). 

London: UCL; 2010.  

278.  Braeckman T, Van Herck K, Raes M, Vergison A, Sabbe M, Van Damme P. 

Rotavirus Vaccines in Belgium Policy and Impact. Pediatr Infect Dis J. 2011 

Jan;30(1):S21–4.  

279.  Dóró R, László B, Martella V, Leshem E, Gentsch J, Parashar U, et al. Review 

of global rotavirus strain prevalence data from six years post vaccine licensure 

surveillance: is there evidence of strain selection from vaccine pressure? Infect 

Genet Evol J Mol Epidemiol Evol Genet Infect Dis. 2014 Dec;28:446–61.  

280.  Department of Health. NHS reference costs 2013 to 2014 [Internet]. 

Department of Health; 2014 [cited 2017 Sep 7]. Available from: 

https://www.gov.uk/government/publications/nhs-reference-costs-2013-to-2014 

281.  Curtis L, Burns A. Unit Costs of Health and Social Care 2016 [Internet]. 

Canterbury: Personal Social Services Research Unit, University of Kent; 2016 

[cited 2017 Sep 7]. Available from: http://www.pssru.ac.uk/project-pages/unit-

costs/2016/index.php 

282.  Le Saux N, Bettinger JA, Halperin SA, Vaudry W, Scheifele DW. Substantial 

Morbidity for Hospitalized Children With Community-Acquired Rotavirus 

Infections: 2005–2007 IMPACT Surveillance in Canadian Hospitals. Pediatr 

Infect Dis J. 2010 Sep;29(9):879–82.  

283.  Payne DC, Baggs J, Zerr DM, Klein NP, Yih K, Glanz J, et al. Protective 

Association Between Rotavirus Vaccination and Childhood Seizures in the 

Year Following Vaccination in US Children. Clin Infect Dis Off Publ Infect Dis 

Soc Am. 2014 Jan;58(2):173–7.  

284.  Bar-Zeev N, Kapanda L, King C, Beard J, Phiri T, Mvula H, et al. Methods and 

challenges in measuring the impact of national pneumococcal and rotavirus 

vaccine introduction on morbidity and mortality in Malawi. Vaccine. 2015 May 

28;33(23):2637–45.  



Appendix A: Supporting manuscripts 

Measuring the effect of rotavirus vaccination on primary and secondary care 185 

Appendix A: Supporting manuscripts 

 



Appendix A: Supporting manuscripts 

Measuring the effect of rotavirus vaccination on primary and secondary care 186 

 



Appendix A: Supporting manuscripts 

Measuring the effect of rotavirus vaccination on primary and secondary care 187 

 



Appendix A: Supporting manuscripts 

Measuring the effect of rotavirus vaccination on primary and secondary care 188 

 

 



Appendix B: Ethical approvals 

Measuring the effect of rotavirus vaccination on primary and secondary care 189 

Appendix B: Ethical approvals 

 

 



Appendix B: Ethical approvals 

Measuring the effect of rotavirus vaccination on primary and secondary care 190 

 

  



Appendix B: Ethical approvals 

Measuring the effect of rotavirus vaccination on primary and secondary care 191 

 



Appendix B: Ethical approvals 

Measuring the effect of rotavirus vaccination on primary and secondary care 192 

 



Appendix B: Ethical approvals 

Measuring the effect of rotavirus vaccination on primary and secondary care 193 



Appendix B: Ethical approvals 

Measuring the effect of rotavirus vaccination on primary and secondary care 194 

  



Appendix B: Ethical approvals 

Measuring the effect of rotavirus vaccination on primary and secondary care 195 

 

 



 

 

 M
e

a
s
u

rin
g

 th
e

 e
ffe

c
t o

f ro
ta

v
iru

s
 v

a
c
c
in

a
tio

n
 o

n
 p

rim
a

ry
 a

n
d

 s
e

c
o

n
d

a
ry

 c
a

re
                                .1

9
6
 

A
p

p
e

n
d
ix

 C
: S

u
p

p
le

m
e

n
ta

ry
 ta

b
le

s
 

Appendix C: Supplementary tables 

Table S1 study characteristics of seven cohort studies published between January 2006 and April 2014. 

Study Country Vaccine 
introduction 
year 

Vaccine 
coverage 

Study period Setting Outcome Cohort definition Vaccine 
status 

VE measure 

Eberly et 

al. 2011 
USA 2006 54% July 2003-

June 2009 
Military 
health 
system 
database 

Hospitalisation for RVGE Cohort of all US military dependents <5 years enrolled in 
5ŜǇŀǊǘƳŜƴǘ ƻŦ 5ŜŦŜƴŎŜΩǎ  ƘŜŀƭǘƘ ŎŀǊŜ ǇǊƻƎǊŀƳ 

Outpatient 
records 
contained 
within 
database 

1-RR x 100 (crude) 

Fontes-
Vieira et 

al. 2011 

Brazil 2006 (National 
immunisation 
programme) 

NR December 
2006-
December 
2008 

Monitored 
at home 
every 2 
weeks 

All-cause diarrhoea and RV (+) 
diarrhoea 

Cohort of 500 children under 1 year.    Reports cumulative 
incidence of all-cause diarrhoea and number of samples RV 
positive in vaccinated and unvaccinated groups. 

Vaccination 
card and 
health centre 
databases 

NR calculated by reviewers. 

Muhsen 
et al. 
2011 

Israel 2007 (partial 
reimbursement 
offered) 

55% September 
2008-January 
2009 

Health 
maintenance 
organisation 
(HMO) 
database 

AGE requiring a physician visit 
in infants < 1 year (Physician 
diagnoses coded as AGE 
according to ICD 9)  

Cohort of 34,642 infants analysed. Exposure variable: RV 
vaccine purchased before September 1st 2008 

Vaccine 
purchases 
(HMO 
database) 

1-RR x 100, stratified by 
number of doses purchased 
and socioeconomic status 
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Nolan et 

al. 2012 
USA 
(Philadelphia) 

2006 78.2% 
(1+) 65% 
(full) 

Feb 2006 ς 
Feb 2008 

Electronic 
Health 
Record of a 
Paediatric 
Practice 
Based 
Research 
Network 

AGE community consultation, 
AGE after hours telephone 
calls, or AGE episode 
(combination of calls and 
consultations occurring within 
10 days of each other to 
estimate discrete episodes) 

A total of 24,679 children eligible for RVV.  
Cohort 1 -  children eligible in both 2007 & 2008 ς 13951 
(9351 received vaccine). Further divided in to 1a ς 2007 
season, and 1b 2008 season (mutually exclusive) 
Cohort 2 ς children only eligible in 2008 ς 10728 (9958 
received vaccine). 

Electronic 
Health 
Record 

1-IRR x 100, adjusted for 
age at start of season, race, 
practice location, presence 
of a chronic condition, well 
child visits up to date, non-
RV immunisations up to 
date, total sick-child visits, 
time in cohort. 

Panozzo 
et al. 
2014 

USA 2006 51% in 
2007 - 
86% I n 
2010 

Born May 
2000-April 
2005 and 
born May 
2006- April 
2010 

National 
Health 
Insurance 
Claims 
Database 

ICD9 Codes identifying RVGE & 
AGE hospitalisations 

Cohort of 905,718 children aged 8-20 months who had 
received at least 1 dose of DTaP. 

Coding in 
National 
Health 
Insurance 
Claims 
Database 

1-Hx100  Cox regression. 
Age was the time variable 
and  analyses were 
stratified by year and 
adjusted for birth month.  

Wang et 

al. 2010 
USA 2006 NR 2007 & 2008 

Rotavirus 
Seasons 

National 
Health 
Insurance 
Claims 
Database 

ICD10 Codes identifying RVGE 
& AGE outpatient 
consultations, hospitalisations 
and ED presentations. ED 
presentations and 
hospitalisations were 
combined into one outcome. 

A total of 42306 infants who had received at least one dose 
of RV5 and a concurrent group of 28,417 infants who had 
not received RV5 but had received a first dose of DTaP. 

Vaccination 
codes or 
National drug 
codes o 
health 
insurance 
claims. 

VE =  1- rate ratio 
comparing infants receiving 
RV5 to DTaP. AGE outcomes 
were adjusted for gender 
and calendar year. RVGE 
outcomes not adjusted due 
to small numbers 

Wang et 

al. 2013 
USA 2006 NR 2007 & 2008 

Rotavirus 
Seasons 

National 
Health 
Insurance 
Claims 
Database 

ICD10 Codes identifying RVGE 
& AGE outpatient 
consultations, hospitalisations 
and ED presentations. ED 
presentations and 
hospitalisations were 
combined into one outcome. 

A total of 33140 infants who had received a full course of 
RV5 and a concurrent group of 26167 infants who had not 
received RV5 but had received a full course of DTaP 

Vaccination 
codes or 
National drug 
codes o 
health 
insurance 
claims. 

1- RR x 100 AGE outcomes 
were adjusted for gender 
and calendar year. RVGE 
outcomes not adjusted due 
to small numbers 
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Table S2 study characteristics of twenty three case-control studies published between January 2006 and April 2014. 

Study Country Vaccine 
introduction 
year 

Vaccine 
coverage 

Study 
period 

Setting Outcome Case definition Control definition Vaccine status VE measure 

Case-Control studies 

Bellido-
Blasco et 

al. 2012 

Spain 
(Castellon) 

2006 (privately 
available) 

21.8% 
(control 
group) 

2009 Laboratory 
surveillance 

Laboratory 
detection 

Children 2-35 months of 
age with Diarrhoea and 
laboratory (+) RV. Mixed 
infections excluded 

Children 2-35 months of age with AGE with 
laboratory (-) RV 

Immunisation 
registry 

1-OR*100  adjusted for 
age, hospitalisation and 
time of year. Logistic 
regression. 

Braeckman 
et al. 2012 

Belgium 2006 (National 
immunisation 
programme, 
partially 
reimbursed) 

>90% February 
2008-June 
2010 

Random 
sample of 
39 hospitals 

Hospitalisation 
for RVGE 

Children with AGE aged 
3-59 months with 
laboratory (+) RV 

Non-AGE controls ς ƳŀǘŎƘŜŘ ǘƻ ŎŀǎŜΩǎ 5h. 
attending hospital or outpatient clinic. 

Vaccination 
card or 
medical record 

1-mOR*100 from logistic 
regression adjusting for 
sex, medical history, 
attendance at day care, 
maternal breast feeding, 
maternal education, 
attendance at preschool 
and household size 

Carvalho-
Costa et al. 
2009 

Brazil (Rio de 
Janeiro) 

2006 (National 
immunisation 
programme) 

58% 
(control 
group) 

February 
2005 to 
December 
2007 

A paediatric 
hospital 

Hospitalisation 
for RVGE 

Children<60 months of 
age with AGE and 
dehydration requiring IV 
fluid replacement with 
laboratory (+) RV 

Children<60 months of age with AGE and 
dehydration requiring IV fluid replacement 
with laboratory (-) RV 

Unknown 1-OR*100 (crude OR 
calculated by review 
team) 

Castilla et 

al. 2012 
Spain 
(Navarre) 

2006 (privately 
available) 

18% 
(control 
group) 

January 
2008- June 
2011 

Health 
service 
database 

RVGE or AGE 
health care 
contact or 
Hospitalisation 

Children with AGE aged 
3-59 months with 
laboratory (+) RV 

Children with AGE aged 3-59 months with 
laboratory (-) RV 

Immunisation 
registry 

1-OR*100, adjusting for 
age group, sex, birth year, 
major chronic conditions, 
health care setting and 
area 

Correia et 

al. 2010 
Brazil 2006 (National 

immunisation 
programme) 

>50% March 2006 
- September 
2008 

A paediatric 
hospital 

Hospitalisation 
or ED visit for 
RVGE 

Children under 60 
months of age  with 
severe diarrhoea defined 
as treatment with IV fluid 
replacement with 
laboratory (+) RV 

Two groups 
1) Children under 60 months of age  with 
severe diarrhoea defined as treatment with IV 
fluid replacement with laboratory (-) RV. 
2) Children hospitalised with ARI 

Vaccination 
card 

1-OR *100 unconditional 
logistic regression 
adjusting for month and 
year of birth 
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Cortese et 

al. 2011 
USA 
(Minnesota, 
Georgia and 
Connecticut) 

2006 In controls 
41-63% fully 
vaccinated 

December 
2006 ς June 
2007, 
December 
2007- June 
2008, 
December 
2008 - June 
2009 

5 Hospitals Hospitalisation 
or ED visit for 
RVGE 

Children 56days and 
older with AGE 
laboratory (+) RV 

Two groups:  
1) Children with AGE with laboratory (-) RV. 
2) Matched controls from Immunisation 
registry. Matched on Zip code and birth date 

Hospital 
providers or 
immunisation 
registry 

1-OR*100 adjusting for 
site, season and birth 
quarter. Exact 
unconditional logistic 
regression 

Cortese et 

al. 2013 
USA (Georgia 
and 
Connecticut) 

2006 In controls 
72% fully 
vaccinated 
with RV1 

January 
2010-June 
2010 and 
January 
2011-June 
2011 

5 Hospitals Hospitalisation 
or ED visit for 
RVGE 

Children >7 months of 
age with AGE laboratory 
(+) RV 

Two groups:  
1) Children with AGE with laboratory (-) RV. 
2) Matched controls from Immunisation 
registry. Matched on Zip code and birth date 

Hospital 
providers or 
immunisation 
registry 

1-OR*100 adjusting for 
site, season and birth 
quarter. Exact 
unconditional logistic 
regression 

Cotes-
Cantillo et 

al. 2014 

Colombia 2009 
(Expanded 
programme of 
immunisation) 

>90% January 
2009 - 
January 
2011 

Health 
centres 
with EDs in 
six cities 

Hospitalisation 
or ED visit for 
RVGE 

Children aged <60 
months with diarrhoea 
and laboratory (+) RV. 

Children aged <60 months with diarrhoea and 
laboratory (-) RV. 

Vaccination 
card 

1-OR*100 adjusting for 
age and birth quarter, 
dehydration, and vomit. 
Unconditional logistic 
regression 

de Palma 
et al. 2010 

El Salvador 2006 In controls 
85%  

Jan 2007 to 
June 2009 

Seven 
hospitals 
based in 
cities 

Hospitalisation 
for RVGE 

Children under 60 
months of age  with 
dehydration with 
laboratory (+) RV 

For each case three controls from the  
community were matched on case date of 
birth  

Vaccination 
card or 
vaccination 
registry 

1-OR *100 conditional 
logistic regression 
adjusting for sex, medical 
history, attendance at day 
care, maternal breast 
feeding and SES 

Desai et al. 
2010 

USA 
(Connecticut) 

2006 In controls 
30%  

March 2006 
- July 2009 

A paediatric 
hospital 

Hospitalisation 
for RVGE 

Children 8 weeks to 3 
years of age  with 
laboratory (+) RV 

Two group 2 matched controls per group: 
1) Hospitalised children with AGE (-) RV or 
hospitalised for non-AGE. Matched on date of 
birth and date of hospitalisation. 
2) Non-hospitalised children registered at the 
same medical centre as case. Also matched 
for date of birth. 

Medical 
records 

1-mOR*100 from logistic 
regression adjusting for 
sex, race, ethnicity, day-
care attendance, breast 
feeding, chronic illness, 
premature birth, income 
and tobacco exposure. 
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Donauer et 

al. 2013 
USA 
(Rochester, 
Cincinnati, 
Nashville) 

2006 7п҈ όҗ м 
dose) 

December 
2006 ς June 
2007 and 
December 
2007- June 
2008 

Prospective 
active 
population 
based 
surveillance 
at 3 sites 

Hospitalisation 
or ED visit for 
RVGE 

Lab-confirmed rotavirus 
in children < 3 years 

Three groups:  
1) Representative sub-cohort of children 
registered with primary care practices.  
2) Children with AGE negative for RV; 
3) Children with acute respiratory infection.  
(2&3 at same institutions as cases and 
matched by date of birth) 

Immunisation 
records, 
immunisation 
registries and 
review of 
medical charts 

(1) 1-HR*100 adjusted for 
DOB, insurance status, 
breast feeding and days 
spent at risk; (2&3) 1-
OR*100, adjusted for age, 
breastfeeding, insurance 
status and site 

Guh et al. 
2011 

USA 
(Connecticut) 

2006 In controls 
22% at least 
partially 
vaccinated  

July 2006-
December 
2008 

2 Paediatric 
specialty 
hospitals 

Hospitalisation 
for RVGE 

!ƭƭ ƛƴŦŀƴǘǎ ŀƎŜŘ җ н 
months but < 3 years 
with laboratory (+) RV  

No hospitalisation for RV in study period. 
Matched by birth date and residence  

Connecticut 
immunisation 
registry and 
tracking 
system  

1-mOR*100 conditional 
logistic regression 

Ichihara et 

al. 2014 
Brazil  2006 (National 

immunisation 
programme) 

In controls 
90% at least 
partially 
vaccinated 

July 2008-
August 2011 

National RV 
Acute 
Diarrhoea 
Surveillance 
System 

Hospitalisation 
for RVGE 

Children aged 4-24 
months admitted with 
acute diarrhoea and (+) 
RV. Hospital stay at least 
24 hours and first 
hospitalisations only. 

Hospital controls recruited from same 
hospital as cases.  No previous history RV-A 
diarrhoea and no vaccine preventable 
disease.  Frequency matched for age and sex.   

Vaccination 
card 

1-OR*100, adjusting for 
sex and age, year of birth 
and robust variance 
estimation of Jackknife, 
with clusters being 
hospitals 

Justino et 

al. 2011 
Brazil 
(Belém) 

2006 (National 
immunisation 
programme) 

85% 
partially 
vaccinated 
(Community 
controls) 

May 2008-
May 2009 

Active 
surveillance 
at 4 large 
paediatric 
hospitals 

Hospitalisation 
for RVGE 

Children at least 12 
weeks of age hospitalised 
with lab-confirmed 
severe RVGE 

Two groups: 
1Community and 1 hospital control without 
gastroenteritis per case.  Matched by birth 
date. 

Vaccination 
card 

1-OR*100,adjusting for 
potential confounders 
including recruitment 
period, underlying medical 
conditions, diet and 
breastfeeding) 

Martinon-
Torres et 

al. 2011 

Spain (not 
reimbursed) 

2008 40% October 
2008-June 
2009 

Paediatric 
research 
network 
including 
primary, ED 
and 
hospital 
settings 

Any episode of 
RVGE and 
hospitalisation 
for RVGE 

Children under 2 years 
seeking care due to AGE 
with laboratory (+) RV 

Children with AGE with laboratory (-) RV Vaccination 
record 

1-OR*100 (crude) 
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Mast et al. 
2011 

Nicaragua 2006 (National 
immunisation 
programme) 

92% 
partially 
vaccinated 
(Community 
controls) 

February 
2007-
October 
2009 

Prospective 
active RV 
surveillance 
programme 
at 6 
hospital 
sites 

Hospitalisation 
or ED visit for 
RVGE 

{ŜǾŜǊŜ ό±ŜǎƛƪŀǊƛ ǎŎƻǊŜ җ 
11) wild type RVGE in 
children under 5 years 

Two groups 
1) Community controls, age and residence 
matched. 
2) Hospital controls, acute non-diarrhoeal 
infectious disease, age-matched 

Child health 
cards, health 
centre records 
if cards not 
available 

1-OR*100, Final model 
adjusted for income, 
potential confounders 
included in univariate 
analysis included maternal 
education, gender, 
Maternal employment; 
mothers age, income, 
breastfeeding birth 
weight, premature. 

Muhsen et 

al. 2011 
Israel 2007 (partial 

reimbursement 
offered) 

In controls 
36% at least 
partially 
vaccinated 

November 
2007-
December 
2009 

Active 
surveillance 
at 3 
hospitals in 
Northern 
Israel 

Hospitalisation 
for RVGE 

Children born August 
2007 or later hospitalised 
with laboratory (+) RV 

Children hospitalised with diarrhoea with 
laboratory (-) RV 

tŀǊŜƴǘǎΩ ǊŜǇƻǊǘ 1-OR*100, adjusting for 
season, age, hospital, 
socio-economic status, 
birth year and month 

Patel et al. 
2009 

Nicaragua 2006 In controls 
88% were 
at least 
partially 
vaccinated. 

2007-2008 4 hospitals 
in 
Nicaragua 

RVGE requiring 
overnight 
admission 
(other outcome 
measures 
included but 
not reported 
here) 

Children age-eligible to 
receive RV5 who were 
admitted with diarrhoea 
and laboratory (+) RV 

Two groups: 
1) Community - homes to left and right of 
case visited until 3 age matched controls 
identified 
2) Hospital - children seeking care at ED or 
outpatient clinic, unrelated to diarrhoea or 
vaccine preventable illness, and matched to 
DOB within 30 days. 

Obtained from 
parent and 
considered 
confirmed if 
vaccination 
card or clinic 
records 
completed. 

VE = 1 ςmOR x 100 
Unadjusted findings 
presented, as adjusting for 
potential confounders did 
not change results 
Confounders tested 
included gender, 
underlying chronic illness, 
breastfeeding, day-care 
attendance, maternal 
education, no. of children, 
household size and 
socioeconomic status 
required to change 
estimate by more than 
10%. 
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Patel et al. 
2012 

Nicaragua 2006 <1 Year 79% 
average had 
1 dose over 
period of 
study.  
35% 
average had 
1 dose over 
period of 
study 

2007-2010 4 
community 
hospitals in 
Nicaragua 

Hospitalisation 
with diarrhoea, 
laboratory (+) 
RV (other 
outcomes e.g. 
IV hydration ς 
not reported 
here) 

Children age-eligible to 
receive RV5 vaccine 
presenting with acute 
diarrhoea laboratory (+) 
RV. 

Three groups: 
1) Non-diarrhoea controls ς ƳŀǘŎƘŜŘ ǘƻ ŎŀǎŜΩǎ 
DOB from 2 sources ς hospital and 
community. Hospital -were seeking care at ED 
or clinic or admitted to same hospital as the 
case, with an illness unrelated to diarrhoea or 
a vaccine preventable condition.  
2) Community controls were found by visiting 
homes to left and right of case home until 3 
controls identified. 
3) Children hospitalised with diarrhoea 
laboratory (-) RV 

Obtained from 
parent and 
considered 
confirmed if 
vaccination 
card or clinic 
records 
completed. 

VE = 1-OR x 100 
VE calculations adjusted 
for month of birth, age at 
hospitalisation, and 
hospital. Confounders 
tested included gender, 
underlying chronic illness, 
breastfeeding, day-care 
attendance, maternal 
education, no. of children, 
household size and 
socioeconomic status 
required to change 
estimate by more than 
10%. 

Patel et al., 
2013 

Bolivia 2008 National 
coverage 
76% 2010, 
80% 2011 

March 2010 
ς June 2011 

Six 
hospitals in 
Bolivia 

Hospitalisation 
with diarrhoea, 
laboratory (+) 
RV (other 
outcomes 
considered but 
not presented 
here). 

Children admitted 
overnight with acute 
diarrhoea testing positive 
for RV, eligible to receive 
at least one dose of RV1, 

Two groups: 
1) Hospital Controls ς children admitted to 
same hospital for acute illness unrelated to 
diarrhoea or a vaccine preventable condition, 
eligible to receive at least 1 dose of RV1, with 
a DOB within 30 days of case. 
2) Children hospitalised with diarrhoea lab-
negative for RV 

Obtained from 
parent and 
considered 
confirmed if 
vaccination 
card or clinic 
records 
completed. 

1-adjusted OR x100 
non-diarrhoea controls 
matched on age and 
hospital, and adjusted for 
gender, number of 
children and rooms at 
home, a computer at 
home. Test negative 
controls adjusts for age in 
months, month/year of 
birth, gender, hospital, 
number of children and 
rooms in home, computer 
at home. 

Payne et 

al. 2013 
USA 2006 In controls 

fully 
vaccinated 
with: 
RV1 in 2010 
46%; 47% in 
2011: RV5 
53% in 2010 
and 63% in 
2011  

November 
2009 ς June 
2011 

Range of 
surveillance 
hospital 
sites in 
USA. 

Rotavirus 
disease 
presenting to 
ED or requiring 
hospitalisation, 
age-eligible for 
vaccination. 

Children <5 years of age 
visiting ED or hospitalised 
with AGE laboratory (+) 
RV  

Those children enrolled in the study who 
were found to be laboratory (-) RV 

Contact with 
ǎǳōƧŜŎǘΩǎ 
primary care 
provider and 
regional 
immunization 
systems. 

VE = (1-OR) x 100  
Presented stratified 
analysis across a range of 
factors. Adjusted for 
insurance status and 
clinical setting but results 
not presented. 
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Snelling et 

al. 2011 
Australia 2006 In controls 

72% fully 
vaccinated  

March ς July 
2011 

Medical 
record 
review of 
all children 
admitted to 
Alice 
Springs 
hospital 
during an 
outbreak 

ICD10 codes for 
infectious 
gastroenteritis 
in medical 
records. 
Subgroup of 
those RVGE 
positive. 

All children aged <5 
admitted to Alice Springs 
Hospital with 
gastroenteritis during an 
outbreak, with ICD10 
codes for infectious 
gastroenteritis 

Retrospectively conducted matched controls 
from a record of central Australian births 
registered on hospital information database.  

Vaccination 
determined 
from central 
immunisation 
database. 

VE = 1-OR x 100 (Cases 
and controls matched for 
indigenous status and 
date of birth (within 7 
days). Adjusted for remote 
residence. 

Staat et al. 
2011 

USA 2006 In controls 
54% any 
dose 

2007-2009 
rotavirus 
seasons 

Prospective 
surveillance 
conducted 
in 3 US 
counties as 
part of New 
Vaccine 
Surveillance 
Network 

Hospitalisations 
and ED visits 
for RVGE in 
children 
attending the 
surveillance 
hospitals 
during the 
rotavirus 
seasons. 

All children attending the 
ED or hospitalised with 
AGE with laboratory (+) 
RV 

Two groups: 
1) Children with AGE with laboratory (-) RV. 
2) ARI controls: children with ARI symptoms 
who were residents of same study county. 

Parents 
documentation 
of vaccination. 
If not available, 
obtained from 
state registries. 

VE = (1-OR) x 100 
Cases were matched to 
controls according to DOB 
and symptom onset date. 
Adjusted for insurance 
status and clinical setting. 

VE= vaccine effectiveness; RVGE=rotavirus gastroenteritis; AGE=acute gastroenteritis; RR= relative risks / risk ratios; IRR=incidence rate ratio; ARI= acute respiratory infection; ED= 

emergency department; (+) RV =  laboratory confirmed positive rotavirus; (-) RV =  laboratory confirmed negative rotavirus; mOR = matched Odds Ratio; DTaP = diphtheria, tetanus, acellular 

polio; RV1= Rotarix vaccine; RV5= RotaTeq vaccine; HR= Hazard rate ratio
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Table S3 Yearly rates of hospitalisation/attendance for different levels of the health system pre- and post-rotavirus vaccine introduction 

in Merseyside, UK. 

 

Age group 

Yearly rate of hospitalisation /  attendance (per 10,000)¥ 

Pre-vaccine Introduction Post-vaccine introduction 

2000/01 2001/02 2002/03 2003/04 2004/05 2005/06 2006/07 2007/08 2008/09 2009/10 2010/11 2011/12 2012/13 2013/14 2014/15 2015/16 

Hospitalisations for laboratory confirmed rotavirus to Alder Hey 

<12m - - 158 168 148 182 85 123 85 113 125 130 168 16 23 4 

12-23m - - 159 118 145 157 88 140 97 130 136 112 102 30 19 0 

24-59m - - 44 36 30 48 28 42 25 33 23 26 40 5 17 7 

5-14y - - 7 6 5 8 6 9 8 9 11 6 6 1 1 0 

Total 0-59m - - 106 98 93 121 62 94 63 84 84 82 96 14 19 5 

Hospitalisations for all cause acute gastroenteritis 

<12m 351 322 312 353 285 387 563 577 492 580 363 298 328 249 222 220 

12-23m 251 227 233 231 209 259 335 343 295 404 244 227 254 138 124 123 

24-59m 68 63 68 55 58 63 98 94 91 98 63 51 63 42 67 53 

5-14y 14 13 12 13 13 17 25 25 25 28 22 16 20 18 19 22 

15-64y 30 27 27 25 29 32 44 49 45 46 48 53 55 56 61 63 

65+ 82 87 111 101 117 120 169 173 158 155 140 160 172 151 159 159 
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Age group 

Yearly rate of hospitalisation /  attendance (per 10,000)¥ 

Pre-vaccine Introduction Post-vaccine introduction 

2000/01 2001/02 2002/03 2003/04 2004/05 2005/06 2006/07 2007/08 2008/09 2009/10 2010/11 2011/12 2012/13 2013/14 2014/15 2015/16 

Total 0-59m 156 143 147 148 135 169 243 247 217 260 161 137 158 103 109 100 

ED attendances for gastrointestinal conditions (no admission) 

<12m - - - - - - - - 1654 1889 2101 2280 2240 1959 2115 1610 

12-23m - - - - - - - - 978 1003 1102 1314 1340 942 1050 758 

24-59m - - - - - - - - 650 691 750 828 887 800 945 604 

5-14y - - - - - - - - 406 456 584 656 711 698 712 601 

15-64y - - - - - - - - 286 304 375 525 630 606 507 432 

65+ - - - - - - - - 237 278 350 404 521 545 443 366 

Total 0-59m - - - - - - - - 1022 1105 1239 1395 1425 1180 1332 948 

Walk-in centre attendances for infectious gastroenteritis*  

<12m - - - - - - - - - - - 604 580 369 378 371 

12-23m - - - - - - - - - - - 468 488 249 325 206 

24-59m - - - - - - - - - - - 209 184 144 176 143 

5-14y - - - - - - - - - - - 81 78 66 89 60 

15-64y - - - - - - - - - - - 56 56 45 52 54 

65+ - - - - - - - - - - - 15 29 16 20 19 

Total 0-59m - - - - - - - - - - - 380 361 223 262 211 
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Age group 

Yearly rate of hospitalisation /  attendance (per 10,000)¥ 

Pre-vaccine Introduction Post-vaccine introduction 

2000/01 2001/02 2002/03 2003/04 2004/05 2005/06 2006/07 2007/08 2008/09 2009/10 2010/11 2011/12 2012/13 2013/14 2014/15 2015/16 

GP consultations for infectious gastroenteritis 

<12m - - - - - - - 712 678 677 697 625 658 452 524 500 

12-23m - - - - - - - 692 567 652 500 558 582 335 488 429 

24-59m - - - - - - - 183 187 209 178 164 182 125 209 164 

5-14y - - - - - - - 56 49 55 56 50 52 46 62 60 

15-64y - - - - - - - 43 37 41 41 40 41 28 36 26 

65+ - - - - - - - 30 30 35 34 36 44 28 33 26 

Total 0-59m - - - - - - - 391 361 391 346 335 357 232 328 284 
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