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ARTICLE INFO ABSTRACT

Article history: Introduction: Despite increased use of vaccine in routine immunisation, rotavirus remains a major cause
Available online 7 June 2018 of acute gastroenteritis (AGE) in low-income countries. We describe rotavirus prevalence and hospitali-
sation in Malawi pre and four years post vaccine introduction; provide updated vaccine effectiveness (VE)
Keywords: estimates; and assess rotavirus vaccine indirect effects.
Rotavirus Methods: Children under five years of age presenting to a referral hospital in Blantyre with AGE were
Indirect effects recruited. Stool samples were tested for rotavirus using Enzyme Immunoassay. The change in rotavirus
Vaccines prevalence was evaluated using Poisson regression. Time series analysis was used to further investigate
trends in prevalence over time. VE against rotavirus diarrhoea of any severity was estimated using
logistic regression. Indirect effects were estimated by evaluating rotavirus prevalence in unvaccinated
children over time, and by comparing observed reductions in incidence of rotavirus hospitalisation to
those expected based on vaccine coverage and trial efficacy estimates.
Results: 2320 children were included. Prevalence of rotavirus in hospitalised infants (<12 months) with
AGE decreased from 69/139(49.64%) prior to vaccine introduction to 197/607(32.45%) post-vaccine
introduction (adjusted RR 0.67[95% CI 0.55, 0.82]). Prevalence in children aged 12-23 months demon-
strated a less substantial decline: 15/37(40.54%) pre- and 122/352(34.66%) post-vaccine introduction
(adjusted RR 0.85, 95% CI1 0.57, 1.28). Adjusted VE was 61.89%(95% CI 28.04-79.82), but lower in children
aged 12-23 months (31.69% [95% CI —139.03 to 80.48]). In hospitalised infants with rotavirus disease, the
observed overall effect of the vaccine was 9% greater than expected according to vaccine coverage and
efficacy estimates. Rotavirus prevalence among unvaccinated infants declined post-vaccine introduction
(RR 0.70[95% CI 0.55-0.80]).
Conclusions: Following rotavirus vaccine introduction in Malawi, prevalence of rotavirus in hospitalised
children with AGE has declined significantly, with some evidence of an indirect effect in infants. Despite
this, rotavirus remains an important cause of severe diarrhoea in Malawian children, particularly in the
second year of life.
© 2018 The Authors. Published by Elsevier Ltd. This is an open access article under the CC BY license (http://
creativecommons.org/licenses/by/4.0/).
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estimated to be responsible for over 450,000 annual deaths [1].
Following World Health Organization (WHO) recommendation in
2009 [2], rotavirus vaccine has been introduced in 81 countries,
including 37 low- and middle-income countries (LMICs) eligible
for support from Gavi: the Vaccine Alliance [3]. In pre-licensure
trials, substantially lower vaccine efficacy was observed in LMICs
(39-72%) compared with high-income countries (98-100%)
[4-9]; however, post-introduction vaccine effectiveness estimates
from LMICs have been encouraging (60-70%) [10-13]. In the con-
text of continued global roll-out of rotavirus vaccine, it is impor-
tant to describe persistence of population impact and to quantify
the residual burden of rotavirus disease, particularly amongst
young children hospitalised with gastroenteritis.

Despite high levels of vaccine uptake (90-98%), in several LMICs
over 20% of hospitalised gastroenteritis remains attributable to
rotavirus [11,13,10]. In high-income settings, vaccine effectiveness
(VE) appears to be sustained in the second year of life [14], but
reports of persistence of protection in LMICs are mixed [15]. Some
LMICs, including Malawi, have reported lower effectiveness esti-
mates in the second year of life [11,16], while others have observed
sustained protection [15,17]. In addition to the direct effects of
vaccination, the indirect effects of rotavirus vaccine may con-
tribute substantially to the overall population impact, particularly
in countries where VE is suboptimal. Evidence of indirect effects
from well-resourced settings exists [18], but data describing indi-
rect effects from LMICs are lacking [13]. Because of differences in
factors such as population density and patterns of contact that
could affect the force of infection, the indirect effects of vaccination
in LMICs could differ from well-resourced settings [19].

Malawi introduced monovalent rotavirus vaccine (RV1) on 29
October 2012, with doses at 6 and 10 weeks of life. We have previ-
ously published VE estimates and population impact 3 years after
vaccine introduction [11,12]. In this prospective observational
study, we aimed to describe the prevalence of rotavirus hospitali-
sation in urban Blantyre, Malawi, 4 years after vaccine introduc-
tion, update published vaccine effectiveness estimates, and
investigate for evidence of rotavirus vaccine indirect effects.

2. Methods

This study was conducted at Queen Elizabeth Central Hospital
(QECH), Blantyre, Malawi. QECH is the only government hospital
providing free inpatient care to the estimated 151,328 under-5
population of Blantyre City [11]. Active surveillance for acute
gastroenteritis has been conducted at QECH since 1997; this paper
describes the period of enhanced surveillance commencing 1
January 2012 to 30 June 2016.

Our surveillance platform has been described previously in
detail [11,12]. Briefly, children presenting to QECH with acute gas-
troenteritis (AGE) during routine clinical hours are enrolled follow-
ing informed consent. Detailed demographic and clinical data are
recorded, anthropometric assessment undertaken and bulk stool
sample collected. HIV testing is conducted according to national
guidance [20]. Vaccine status is obtained from government-
issued family-held records. Disease severity is defined using Vesi-
kari score [21]; a score of >11/20 indicates severe disease. HIV
infection is defined based on a positive rapid test (>12 months of
age), or positive HIV DNA PCR (<12 months). HIV exposure is
defined as a positive maternal HIV rapid test. Nutritional status
is assessed using WHO standards, where severe acute malnutrition
(SAM) is defined as anyone of weight-for-height Z-score (WHZ)<-3
SD from WHO standard, mid-upper-arm circumference (MUAC)
<115 mm, or nutritional oedema [22]. Within the surveillance plat-
form, a nested case-control study identified children with AGE who
were age-eligible for vaccination and produced a stool sample that

tested positive for rotavirus on Enzyme Immune Assay (EIA) as
cases, and rotavirus test-negative controls.

2.1. Laboratory methods

Stool samples were batch-tested weekly for rotavirus antigen
using enzyme immunoassay (EIA, Rotaclone, Meridian Bioscience,
Cincinnati, Ohio). HIV testing of mothers and children was con-
ducted using two sequential EIA rapid tests (Determine HIV-1/2
[Abbott Laboratories, USA] and Uni-Gold HIV [Trinity Biotech
PLC, Ireland]), or HIV DNA PCR for infants under one year of age
[20].

2.2. Statistical analysis

2.2.1. Descriptive analysis

Continuous normally distributed data were described using
mean and standard deviation (SD), or median and interquartile
range otherwise. Differences in independent categorical covariates
were assessed using 2 tests. Student’s t or rank sum tests were
used to compare independent means or medians, respectively.

2.2.2. Prevalence changes over time of EIA-positive rotavirus

To evaluate yearly differences in rotavirus prevalence since vac-
cine introduction, we analysed the surveillance platform as a
cohort and used Poisson regression models with robust standard
errors [23] to estimate the relative risk of rotavirus in hospitalised
AGE cases compared to the year preceding introduction. Models
were adjusted for age and month of presentation, and analysis
restricted to the first 6 months (January to June) of each year for
consistency.

2.2.3. Time series analysis

We used time series analysis to describe trend and seasonality
in the prevalence of rotavirus in diarrhoeal stools over time. We
applied a locally weighted smoother (defined as (1/8) * [1 * x(t —
2)+2% X(t—1) + 2xx(t) + 2xx(t+1) + 1% x(t+2)]) to mean
monthly proportion of rotavirus-positive stools to define seasonal-
ity and a second locally weighted smoother (defined as (1/24)
[Tx(t—6) + 2%x(t-5) + 2xx(t—4) + 2 X(t—3) + 2 xx(t —2)
+ 2% X(t—1) + 2% x(t) + 2 X(t+1) + 2+ x(t+2) + 2 x(t+3) +
2% X(t+4) + 2xx(t+5) + 1xx(t+6)], where x(t) = percentage
rotavirus-positive stools per month) to the same to define secular
trend. Trend in rotavirus prevalence over time was then assessed in
a linear model.

2.2.4. Case-control analysis for vaccine effectiveness

Vaccine effectiveness (VE) was estimated from the nested case-
control study as (1-Odds Ratio for 2 vs 0-dose vaccine receipt)
among rotavirus EIA-positive rotavirus cases against EIA test-
negative gastroenteritis controls, defined as described above, using
unconditional logistic regression, and reported as a percentage.
Estimates were adjusted for age and for secular and seasonal fluc-
tuations using indicator variables for year and month of admission.

2.2.5. Estimating indirect vaccine effects

Poisson regression models with robust standard errors were
used to identify any change in the prevalence of rotavirus-
positive gastroenteritis among unvaccinated admitted infants
(<12 months of age) and children (12-59 months of age) following
introduction of rotavirus vaccine using all available data. We then
estimated the expected overall reduction in incidence of rotavirus
gastroenteritis among admitted infants based on the direct effect
of vaccination alone and compared this to the observed overall
reduction. We made the assumption that any additional observed
reduction in incidence may be attributed to the indirect effects of
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the vaccine [24]. Because we did not have data for a full calendar
year prior to rotavirus vaccine introduction, incidence estimates
were calculated for the first 6 months of each year. This was done
using the following method [24]:

i. Incidence (case numbers per 100,000 age-specific popula-
tion per 6 months) was estimated using projected popula-
tion estimates for Blantyre city, based on the proportion of
infants at the national level.

ii. The expected population direct effect (assuming any reduc-
tion in the overall incidence was due only to the direct effect
of vaccination) was calculated as vaccine coverage x vaccine
efficacy,
where both vaccine coverage and efficacy were expressed as
proportions and using a value of vaccine efficacy of 49.4% for
severe disease in infants, 34.5% for all rotavirus gastroenteri-
tis in infants and 17.6% for children with severe disease [6,7].
No efficacy estimates were available for disease of all sever-
ity in children, so expected effects were not calculated for
this group.

iii. The observed overall effect was calculated by comparing the
semi-annual post-vaccination incidence to incidence for the
half-year prior to vaccine introduction (January to June
2012) using:

(pre-vaccine incidence -
vaccine incidence.

iv. The estimated indirect effect was calculated as observed
effect — expected effect [24].

post-vaccine incidence)/pre-

For comparison purposes and to look for evidence of secular
trends in diarrhoeal admissions to QECH, the incidence rate of hos-
pitalised rotavirus-negative gastroenteritis was estimated using
the denominators described above to estimate child-years at risk,
and change over time was evaluated using incidence rate ratios.

Analyses were restricted to those children with stool samples
collected. All analyses except VE estimates were restricted to
admitted children. For analysis of trend in rotavirus prevalence
and VE estimates, children were categorised into <12 month or
12-23 month age groups. For assessment of vaccine indirect
effects, children up to 59 months of age were included. Analyses
were conducted using Stata 12.1 (™Statacorp, College Station,
Texas USA).

2.3. Ethics

Ethical approval was obtained from the National Health
Sciences Research Committee, Lilongwe, Malawi (867), and by
the University of Liverpool Research Ethics Committee (000490).

3. Results

Stool samples were collected from a total of 2320 children
(median age 10.68 months, interquartile range [IQR] 7.72, 15.29)
between 1st January 2012 and 30 June 2016. Of these, 1318
(median age 10.04 months, IQR 7.59-13.63) were eligible for both
doses of rotavirus vaccine, and 1130 (median age 9.74 months, IQR
7.43-12.75) had documented evidence of vaccine status.
Characteristics of the population are shown in Table 1.

3.1. Overall decline in rotavirus prevalence

In the four years since vaccine introduction, the relative risk of
rotavirus among children admitted with diarrhoeal disease has
consistently declined (Table 2 and Fig. 1); however, over 25% of
all gastroenteritis admissions remain rotavirus positive (Table 2).

Table 1
Demographic data.

Characteristic Denominator

Male (n, %) 1339 (57.77) 2318
Age in months (median, IQR) 10.68 (7.72, 15.29) 2320
Weight for height Z score (WHZ)' —0.85 (1.89) 2292
(mean, SD)
Severe acute malnutrition (n, %) 396 (17.31) 2288
RV coverage (n, %)
0 doses 43 (3.81) 1130
1 dose 60 (5.31) 1130
2 doses 1027 (90.88) 1130
HIV'
Infected (n, %) 71 (4.03) 1761
Exposed (n, %) 426 (18.80) 2266

" Weight corrected by adding 10% to weights for those with severe disease to
account for dehydration.

" In those vaccine age-eligible with health record confirmation.
T HIV infected is defined as a positive HIV rapid test over 12 months of age, or a
positive HIV DNA PCR result. HIV exposed is defined as a positive maternal HIV
rapid test.

The median age of cases has increased from 9.48 (IQR 7.00,
13.54) months prior to vaccine introduction to 10.86 (IQR 7.95,
15.41) months following vaccine introduction (rank sum test p <
0.001). The adjusted relative risk of rotavirus positivity among
infants hospitalised with gastroenteritis in the first 6 months of
the year has decreased from 69/139 [49.64%] to 197/607 [32.45%]
since vaccine introduction (adjusted RR 0.67 [95% CI 0.55, 0.82]
p <0.001). This effect is smaller in children aged 12-23 months,
where the relative risk pre- and post-introduction respectively
was 15/37 (40.54%) and 122/352 (34.66%) (adjusted RR 0.85 [95%
Cl 0.57, 1.28] p=0.440) (Fig. 1). The proportion of admitted
rotavirus-positive cases aged 12-23 months increased from
15/84 (17.86%) in the January to June prior to vaccine introduction
to 122/319 (38.24%) subsequent to vaccine introduction
(x?p<0.001). Linear regression showed a significant negative trend
in prevalence of rotavirus over time in infants (regression coeffi-
cient —0.35 [95% CI —0.46, —0.25] P <0.001) and in children aged
12-23 months (regression coefficient —-0.43 [95% CI -0.51,
—0.36] p <0.001), where the regression coefficient represents the
percentage change in rotavirus positivity per month.

3.2. Vaccine effectiveness estimates

The adjusted VE for two doses of vaccine, across all ages and
disease severity was 61.89% (95% ClI 28.04%, 79.82%) (Table 3),
whilst VE against all disease in the 12-23 month age group was
31.69% (95% CI —139.03%, 80.48%). VE against severe disease
among children <12 months of age was 83.24% (95% CI 53.81%,
93.92%).

3.3. Indirect vaccine effects

Among unvaccinated infants with gastroenteritis, rotavirus
prevalence declined from 117/221 (52.94%) in the 10 months prior
to vaccine introduction to 65/184 (35.33%) in the 14 months fol-
lowing vaccine introduction (adjusted RR 0.70 [95% CI 0.55, 0.88]
p = 0.003) (Fig. 2). This analysis was truncated at 24 months from
the start of surveillance because the vast majority of infants after
this time-point were vaccinated. Comparing the observed against
expected reduction in incidence showed a difference of between
9 and 24% in admitted infants with rotavirus gastroenteritis of
any severity (Table 4). Restricting to infants with severe rotavirus
gastroenteritis, no difference was seen (Table 4). In unvaccinated
children 12-59 months of age there was no evidence of a decline
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Table 2

Relative risk of rotavirus detection in children admitted to QECH with gastroenteritis.

7145

RV negative RV positive Total RR (95% CI")
Time period
Pre-vaccine (Jan’12-Jun’12) 110 (56.70) 84 (43.30) 194 1 (REF)
Jan'13-Jun’'13 185 (58.18) 133 (41.82) 318 0.95 (0.78-1.16)
Jan'14-Jun’'14 177 (69.96) 76 (30.04) 253 0.77 (0.61-0.98)
Jan'15-Jun’15 219 (75.26) 72 (24.74) 291 0.60 (0.46-0.77)
Jan'16-Jun’16 132 (72.13) 51 (27.87) 183 0.74 (0.57-0.98)
Total 823 (66.42) 416 (33.58) 1239

" Adjusted for age in months and month at admission. Relative risk for rotavirus gastroenteritis vs test-negative gastroenteritis.

' 95% confidence interval.
™ Rotavirus (RV).
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Fig. 1. Monthly diarrhoeal admissions to QECH.

Table 3
Vaccine effectiveness estimates.
N (Rotavirus positive, vaccinated [%])" N (Rotavirus positive unvaccinated [%])" Vaccine effectiveness (95% CI) P value
Adjusted’
2 doses 275/1019 (26.99) 20/43 (46.51) 61.89 (28.04-79.82) 0.003
Disease severity (all ages)
Severe 243/788 (30.84) 15/25 (60.00) 74.75 (41.49-89.10) 0.001
Mild/mod 30/214 (14.02) 4/17 (23.53) 25.81 (—~165.58-79.27) 0.646
By age (all severity)
<12m 190/696 (27.30) 16/29 (55.17) 74.88 (44.59-88.61) 0.001
12-23 m 78/285 (27.37) 4/13 (30.77) 31.69 (—139.03-80.48) 0.551
By age’ (severe disease)
<12m 166/547 (30.35) 13/19 (68.42) 83.24 (53.81-93.92) 0.001
12-23 71/215 (33.02) 2/6 (33.33) 7.58 (—444.91-84.33) 0.931

" Adjusted for age, and year and month of presentation. All are two-dose estimates.
™ Where N refers to the number of rotavirus positive cases; denominator is all gastroenteritis cases with stool sample collected, vaccinated indicates 2 doses of monovalent

rotavirus vaccine received and unvaccinated indicates 0 doses.

in the prevalence of rotavirus following vaccine introduction, with
26/84 (30.95%) rotavirus positive pre-vaccine introduction and
70/193 (36.27%) rotavirus positive after introduction, RR 1.14
(95% CI1 0.79, 1.63). This analysis was restricted to 36 months after
the start of surveillance. There was also no evidence of an indirect

effect demonstrated on comparison of observed vs expected reduc-
tions in incidence (Table 4).

In contrast to the incidence rate of rotavirus-positive hospitali-
sations, the incidence of hospitalisation for rotavirus-negative
gastroenteritis increased over time. The incidence rate of
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Fig. 2. Monthly diarrhoeal admissions to QECH in unvaccinated infants - note data truncated at 24 months from start of surveillance (14 months from vaccine introduction)

due high vaccine coverage.

Table 4

Comparison of expected and observed vaccine effects by year since vaccine introduction.

Incidence’ RV coverage (%) Expected effect (%) Observed effect (%) Difference in observed effect (%)
<12 m severe RV GE
Jan'12-Jun’12’ 183 - - - -
Jan’'13-Jun’13 210 29.60 14.62 -14.83 —29.45
Jan'14-Jun’14 110 92.93 4591 39.75 -06.15
Jan’'15-Jun’15 116 94.16 46.52 36.22 -0.10
Jan'16-Jun’16 99 94.29 46.58 45.92 —-0.66
All post vaccine 134 76.61 37.85 26.76 -11.08
<12 m all RV GE
Jan'12-Jun’12 " 234 - - - -
Jan’13-Jun’13 256 29.41 10.21 -9.22 -19.43
Jan'14-Jun’14 139 90.08 31.26 40.73 9.47
Jan'15-Jun’15 123 94.32 32.73 47.45 14.73
Jan’16-Jun’16 102 92.31 32.03 56.39 24.13
All post vaccine 155 73.16 25.39 33.84 8.45
12-60 m severe RV GE
Jan'12-Jun’12’ 14 - - - -
Jan'13-Jun’13 "7 58 - - - -
Jan'14-Jun’'14 26 64.00 11.26 -79.71 -90.98
Jan’15-Jun’15 26 90.77 15.98 -81.28 -97.26
Jan'16-Jun’16 14 95.12 16.74 -0.30 -17.04
All post vaccine 22 85.17 14.96 -53.76 -68.73

* 6 month Jan to June, per 100,000 children.
™ % coverage for 2nd dose of rotavirus vaccine.
T Prior to vaccine introduction.

'* Period from Jan'13 to Jun'13 excluded for children over 12 months as these children were not vaccine age eligible.

hospitalisation with rotavirus-negative gastroenteritis among
infants was 479 per 100,000 child-years at risk prior to rotavirus
vaccine introduction and 655 per 100,000 child-years at risk subse-
quently (incidence rate ratio 1.37 [95% CI 1.06, 1.79]). For children,
the incidence rate for hospitalisation with rotavirus-negative gas-
troenteritis was 77 per 100,000 child-years pre- and 136 per
100,000 child-years post-rotavirus-vaccine introduction (incidence
rate ratio 1.77 [95% CI 1.27, 2.52]).

4. Discussion

Four years after programmatic rotavirus vaccine implementa-
tion in Malawi, we continue to demonstrate VE against rotavirus
disease of all severity (VE 61.89%, 95% CI 28.04-79.82%), and a con-
sistent decline in the prevalence of rotavirus in children presenting
to hospital with gastroenteritis. There is some evidence of a reduc-
tion in disease among unvaccinated infants, possibly attributable
to indirect vaccine effects. However, children aged 12-23 months
demonstrate a less pronounced reduction in disease and a lower

point estimate for VE compared to those under 12 months of age,
and overall there remains a significant residual burden of disease
with rotavirus associated with just over 1 in 4 gastroenteritis
admissions.

Gavi support has allowed LMICs such as Malawi to successfully
introduce rotavirus vaccination. However, in the long-term immu-
nisation programmes must be locally funded. Robust vaccine effec-
tiveness estimates, demonstration of sustained impact, and
evaluation of indirect effects are essential to allow national govern-
ments to evaluate the cost-effectiveness of vaccines. A major
strength of our study is its basis in a long-standing surveillance
system, within which a case-control study to evaluate vaccine
effectiveness has been nested. As vaccine coverage increases, and
as it becomes increasingly difficult to identify unvaccinated chil-
dren for the case-control study, on-going surveillance will allow
evaluation of incidence over time. The high vaccine effectiveness
seen in infants with severe disease (83.24% [95% CI 53.81%,
93.92%] is striking. Although this result should be interpreted
within the context of moderately wide confidence limits, it is con-
sistent with our previously reported estimates for Malawi and with



A. Bennett et al./Vaccine 36 (2018) 7142-7148 7147

recent estimates for RV5 from Rwanda [25], and together with the
demonstration of robust vaccine effectiveness against rotavirus
disease of any severity is encouraging evidence of real-world value
of rotavirus vaccines in preventing disease in low-income
countries.

Effectiveness point estimates in children aged 12-23 months
appear lower than those in infants. The confidence bounds around
these estimates are wide, and it is possible that this simply reflects
uncertainty in point estimates as a result of fewer AGE episodes in
the older age group, but the finding is corroborated by the relative
risk of rotavirus gastroenteritis compared to test-negative controls,
which has not decreased in this age group, and the proportion of
rotavirus cases occurring in children 12-23 months of age, which
has increased from 18% to 38% following vaccine introduction. This
lower VE in the second year of life is consistent with observations
in Colombia and Brazil [26,27], but inconsistent with South Africa
and Botswana [15,17]. While it is possible that the lower VE is due
to immunological waning (indeed a randomised controlled trial
(RCT) in Malawi showed a non-significantly higher vaccine efficacy
in the second year of life among infants given a three-dose RV1
schedule [7,28]), our findings could also be explained by an epi-
demiological phenomenon. A high force of rotavirus infection in
countries like Malawi results in unvaccinated children experienc-
ing frequent wild-type rotavirus exposure over time, providing
natural immunity even among the unvaccinated. This effect could
then lead to a reduction in observed VE in the second year of life as
time for wild-type exposure to occur has accumulated.

Indirect effects of rotavirus vaccine have been observed in high-
income countries [18], but there is currently little evidence from
LMICs [13]. We observed reductions in the relative risk of
rotavirus-positive gastroenteritis in unvaccinated infants in the
year following vaccine introduction, though the reliability of this
estimate is limited by the short duration of observation. Available
data across all months were included for this analysis to maximise
data availability, acknowledging the possibility that this could
introduce some seasonal bias. Sensitivity analysis restricting to
the first 6 months of the year resulted in similar observations to
the full period analysis, but the results were no longer significant.
Comparison of observed with expected overall reductions in rota-
virus incidence showed greater reductions than would be
explained by direct effects alone in infants with disease of any
severity. However, this effect was not observed among infants with
severe disease or among children 12-59 months of age.

The absence of observed indirect effects in these groups is con-
trary to findings from higher income settings and from Rwanda
[13,18], but supported by studies from Zambia and South Africa
which found no evidence of a rotavirus vaccine indirect effect in
children too old to receive vaccine [29,30]. The absence of identifi-
able indirect effects in infants with severe disease could potentially
be explained by the larger vaccine efficacy estimate in this group.
One explanation for the absence of identifiable indirect effect in
children over 12 months of age could be that prior to vaccine intro-
duction, older children in Malawi experienced a low frequency of
clinical disease because of frequent natural exposure to rotavirus
and consequent natural immunity. A reduction in transmission in
the time-period immediately following vaccine introduction may
therefore confer no additional protection.

These findings could however also represent under-
ascertainment by this study. In particular, our measurement of
indirect effects only captures the effect on hospitalised cases which
are a small proportion of the community burden of rotavirus dis-
ease, and the observed increase in incidence of hospitalisation with
rotavirus-negative diarrhoeal disease following vaccine introduc-
tion could bias estimation of vaccine impact based on hospitalised
cases and estimation of indirect effects derived from this towards
the null. Increasingly high vaccine coverage limits further analysis

of indirect effects, and mathematical modelling may be required to
investigate the presence and extent of such effects in greater
depth.

It is not clear why we observed an increase in incidence of test-
negative diarrhoeal cases following vaccine introduction. This
could represent secular changes in health-care seeking behaviour
or admission patterns with time, but also may reflect the short
period of enhanced surveillance before this point, which limits
assessment of trends in rotavirus prevalence prior to vaccine intro-
duction. Prevalence estimates can be affected by secular changes in
denominators, and ongoing surveillance is required to evaluate the
long term impact of vaccine in our setting.

5. Conclusions

Our data demonstrate substantial and consistent reductions in
rotavirus prevalence in hospitalised children four years since vac-
cine introduction and robust vaccine effectiveness against all-
severity rotavirus disease in infants reinforcing the importance of
rotavirus vaccine in reducing the burden of disease in low-
income countries. Additionally our data suggest the presence of
population indirect effect in infants, although not in other age
groups. Although factors other than vaccine introduction may also
contribute to overall disease reduction, our analysis was not
designed to formally account for these. We are however, unaware
of major health system or socioeconomic or nutritional changes in
Malawi over the period of our observation that might have also
contributed to reductions in disease incidence. Importantly, our
data also show the persistent burden of rotavirus, particularly in
children in the second year of life. Given the ongoing prevalence
of rotavirus disease in this population, strategies to further
improve the effectiveness of current vaccines maybe required to
maximise protection for all children against rotavirus disease.

Acknowledgments

The authors thank the collaborating members of the Vaccine
Effectiveness and Disease Surveillance Programme, Malawi Con-
sortium (James Beard, Amelia C. Crampin, Carina King, Sonia
Lewycka, Hazzie Mvula, Tambosi Phiri, Jennifer R. Verani, and Cyn-
thia G. Whitney) and the VacSurv and RotaRITE study teams.

Funding

This study was supported by the Wellcome Trust [grant num-
bers 091909/Z/10/Z to NAC and NF and 102466/Z/13/A to AB],
the U.S. National Institutes of Health [grant number RO1-
Al112970 to VEP] and a research grant from GlaxoSmithKline Bio-
logicals to NAC. GlaxoSmithKline Biologicals SA was provided the
opportunity to review a preliminary version of this manuscript
for factual accuracy but the authors are solely responsible for final
content and interpretation. The authors received no financial sup-
port or other form of compensation related to the development of
the manuscript.

Conflict of interests

NB-Z, K.CJ and NF have received research grant support from
GlaxoSmithKline Biologicals for work on rotavirus vaccines. MI-G
has received research grant support from GlaxoSmithKline Biolog-
icals and Sanofi Pasteur MSD for work on rotavirus. NAC has
received research grant support and honoraria for participation
in rotavirus vaccine advisory board meetings from GlaxoSmithK-
line Biologicals. O. N. has received research grant support and



7148 A. Bennett et al./Vaccine 36 (2018) 7142-7148

honoraria from Japan Vaccine and MSD for delivering lectures on
rotavirus vaccines.

Disclaimer

The findings and conclusions in this report are those of the
authors and do not necessarily represent the official position of
the US Centers for Disease Control and Prevention (CDC).

References

[1] Tate JE, Burton AH, Boschi-Pinto C, Steele AD, Duque ], Parashar UD. 2008
estimate of worldwide rotavirus-associated mortality in children younger than
5 years before the introduction of wuniversal rotavirus vaccination
programmes: a systematic review and meta-analysis. Lancet Infect Dis
2012;12:136-41. https://doi.org/10.1016/s1473-3099(11)70253-5.

[2] World Health Organization. Rotavirus vaccination. Meeting of the
immunization strategic advisory group of experts, April 2009. Wkly
Epidemiol Rec 2009;84:220-36.

[3] Rotavirus vaccine support — Gavi, the Vaccine Alliance n.d. <http://www.gavi.
org/support/nvs/rotavirus/> [accessed February 23, 2017].

[4] Ruiz-Palacios GM, Perez-Schael I, Velazquez FR, Abate H, Breuer T, Clemens SC,

et al. Safety and efficacy of an attenuated vaccine against severe rotavirus

gastroenteritis. N Engl ] Med 2006;354:11-22. https://doi.org/10.1056/

NE]Mo0a052434.

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;354:23-33. https://doi.org/10.1056/

NEJM0a052664.

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 ] Med

2010;362:289-98. https://doi.org/10.1056/NE]M0a0904797.

Cunliffe NA, Witte D, Ngwira BM, Todd S, Bostock NJ, Turner AM, et al. Efficacy

of human rotavirus vaccine against severe gastroenteritis in Malawian

children in the first two years of life: a randomized, double-blind, placebo
controlled trial. Vaccine 2012;30(Suppl 1):A36-43. https://doi.org/10.1016/
j.vaccine.2011.09.120.

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;376:606-14. https://doi.org/
10.1016/s0140-6736(10)60889-6.

[9] Zaman K, Dang DA, Victor JC, Shin S, Yunus M, Dallas M], 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;376:615-23. https://doi.org/10.1016/s0140-6736
(10)60755-6.

[10] Armah G, Pringle K, Enweronu-Laryea CC, Ansong D, Mwenda JM, Diamenu SK,
et al. Impact and effectiveness of monovalent rotavirus vaccine against severe
rotavirus diarrhea in Ghana. Clin Infect Dis 2016;62:5200-7. https://doi.org/
10.1093/cid/ciw014.

[11] Bar-Zeev N, Jere KC, Bennett A, Pollock L, Tate JE, Nakagomi O, et al. Population
impact and effectiveness of monovalent rotavirus vaccination in urban
Malawian children 3 years after vaccine introduction: ecological and case-
control analyses. Clin Infect Dis 2016;62:5213-9. https://doi.or
10.1093/cid/civ1183.

[12] 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;15:422-8. https://doi.org/10.1016/s1473-3099(14)71060-6.

[5

(6

(7

(8

[13] 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 Heal 2016;4:e129-36. https://doi.org/10.1016/S2214-109X(15)00270-3.

[14] 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;13:365-76. https://doi.org/10.1586/14760584.2014.877846.

[15] Groome M], Page N, Cortese MM, Moyes ], Zar HJ, Kapongo CN, et al.
Effectiveness of monovalent human rotavirus vaccine against admission to
hospital for acute rotavirus diarrhoea in South African children: a case-control
study. Lancet Infect Dis 2014;14:1096-104. https://doi.org/10.1016/s1473-
3099(14)70940-5.

[16] Patel M, Pedreira C, De Oliveira LH, Umana J, Tate ], Lopman B, et al. Duration of
protection of pentavalent rotavirus vaccination in Nicaragua. Pediatrics
2012;130:e365-72. https://doi.org/10.1542/peds.2011-3478.

[17] Gastaiiaduy PA, Steenhoff AP, Mokomane M, Esona MD, Bowen MD, Jibril H,
et al. Effectiveness of monovalent rotavirus vaccine after programmatic
implementation in Botswana: a multisite prospective case-control study.
Clin Infect Dis 2016;62:5161-7. https://doi.org/10.1093/cid/civ1207.

[18] 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;53:245-53. https://doi.org/10.1093/cid/cir307.

[19] Bennett A, Bar-Zeev N, Cunliffe NA. Measuring indirect effects of rotavirus
vaccine in low income countries. Vaccine 2016;34:4351-3. https://doi.org/
10.1016/j.vaccine.2016.07.001.

[20] Ministry of Health. Clinical management of HIV in children and adults
2014:100.

[21] Ruuska T, Vesikari T. Rotavirus disease in Finnish children: use of numerical
scores for clinical severity of diarrhoeal episodes. Scand ] Infect Dis
1990;22:259-67. https://doi.org/10.3109/00365549009027046.

[22] World Health Organisation. WHO child growth standards and the
identification of severe acute malnutrition in infants and children. WHO/
UNICEF joint statement; 2009.

[23] Zou G. A modified poisson regression approach to prospective studies with
binary data. Am ] Epidemiol 2004;159:702-6. https://doi.org/10.1093/aje/
kwh090.

[24] Pollard SL, Malpica-Llanos T, Friberg IK, Fischer-Walker C, Ashraf S, Walker N.
Estimating the herd immunity effect of rotavirus vaccine. Vaccine
2015;33:3795-800. https://doi.org/10.1016/j.vaccine.2015.06.064.

[25] Tate JE, Ngabo F, Donnen P, Gatera M, Uwimana ], Rugambwa C, et al.
Effectiveness of pentavalent rotavirus vaccine under conditions of routine use
in Rwanda. Clin Infect Dis 2016;62:5208-12. https://doi.org/10.1093/
cid/civ1016.

[26] 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. ] Infect Dis
2010;201:363-9. https://doi.org/10.1086/649843.

[27] 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;32:3035-40. https://doi.org/
10.1016/j.vaccine.2014.03.064.

[28] Cunliffe NA, Kang G. Can changes to scheduling enhance the performance of
rotavirus vaccines in low-income countries? ] Infect Dis 2016;213:1673-5.
https://doi.org/10.1093/infdis/jiw026.

[29] Groome M], Zell ER, Solomon F, Nzenze S, Parashar UD, Izu A, et al. Temporal
association of rotavirus vaccine introduction and reduction in all-cause
childhood diarrheal hospitalizations in South Africa. Clin Infect Dis 2016;62:
S$188-95. https://doi.org/10.1093/cid/civ1204.

[30] Mpabalwani EM, Simwaka CJ, Mwenda JM, Mubanga CP, Monze M, Matapo B,
et al. Impact of rotavirus vaccination on diarrheal hospitalizations in children
aged <5 years in Lusaka, Zambia. Clin Infect Dis 2016;62:5183-7. https://doi.
0rg/10.1093/cid/civ1027.



https://doi.org/10.1016/s1473-3099(11)70253-5
http://refhub.elsevier.com/S0264-410X(18)30513-9/h0010
http://refhub.elsevier.com/S0264-410X(18)30513-9/h0010
http://refhub.elsevier.com/S0264-410X(18)30513-9/h0010
http://www.gavi.org/support/nvs/rotavirus/
http://www.gavi.org/support/nvs/rotavirus/
https://doi.org/10.1056/NEJMoa052434
https://doi.org/10.1056/NEJMoa052434
https://doi.org/10.1056/NEJMoa052664
https://doi.org/10.1056/NEJMoa052664
https://doi.org/10.1056/NEJMoa0904797
https://doi.org/10.1016/j.vaccine.2011.09.120
https://doi.org/10.1016/j.vaccine.2011.09.120
https://doi.org/10.1016/s0140-6736(10)60889-6
https://doi.org/10.1016/s0140-6736(10)60889-6
https://doi.org/10.1016/s0140-6736(10)60755-6
https://doi.org/10.1016/s0140-6736(10)60755-6
https://doi.org/10.1093/cid/ciw014
https://doi.org/10.1093/cid/ciw014
https://doi.org/10.1093/cid/civ1183
https://doi.org/10.1093/cid/civ1183
https://doi.org/10.1016/s1473-3099(14)71060-6
https://doi.org/10.1016/S2214-109X(15)00270-3
https://doi.org/10.1586/14760584.2014.877846
https://doi.org/10.1016/s1473-3099(14)70940-5
https://doi.org/10.1016/s1473-3099(14)70940-5
https://doi.org/10.1542/peds.2011-3478
https://doi.org/10.1093/cid/civ1207
https://doi.org/10.1093/cid/cir307
https://doi.org/10.1016/j.vaccine.2016.07.001
https://doi.org/10.1016/j.vaccine.2016.07.001
https://doi.org/10.3109/00365549009027046
https://doi.org/10.1093/aje/kwh090
https://doi.org/10.1093/aje/kwh090
https://doi.org/10.1016/j.vaccine.2015.06.064
https://doi.org/10.1093/cid/civ1016
https://doi.org/10.1093/cid/civ1016
https://doi.org/10.1086/649843
https://doi.org/10.1016/j.vaccine.2014.03.064
https://doi.org/10.1016/j.vaccine.2014.03.064
https://doi.org/10.1093/infdis/jiw026
https://doi.org/10.1093/cid/civ1204
https://doi.org/10.1093/cid/civ1027
https://doi.org/10.1093/cid/civ1027

	Direct and possible indirect effects of vaccination on rotavirus hospitalisations among children in Malawi four years after programmatic introduction
	1 Introduction
	2 Methods
	2.1 Laboratory methods
	2.2 Statistical analysis
	2.2.1 Descriptive analysis
	2.2.2 Prevalence changes over time of EIA-positive rotavirus
	2.2.3 Time series analysis
	2.2.4 Case-control analysis for vaccine effectiveness
	2.2.5 Estimating indirect vaccine effects

	2.3 Ethics

	3 Results
	3.1 Overall decline in rotavirus prevalence
	3.2 Vaccine effectiveness estimates
	3.3 Indirect vaccine effects

	4 Discussion
	5 Conclusions
	ack18
	Acknowledgments
	Funding
	Conflict of interests
	Disclaimer
	References


