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Abstract 

Background Robust routine immunization schedules for pertussis-containing vaccines have been applied for years, 
but pertussis outbreaks remain a worldwide problem. This study aimed to investigate the association between vac-
cine hesitancy and pertussis in infants and children.

Methods We searched PubMed, Cochrane, Web of Science, Embase, and China National Knowledge Internet 
for studies published between January 2012 and June 2022. This study included case–control and cohort studies 
that assessed the association between childhood/maternal vaccine hesitancy and odds ratios (ORs), risk ratios (RRs), 
and vaccine effectiveness (VE) related to pertussis in infants and children ≤ 9 years old. ORs/VEs with a 95% confi-
dence interval (CI) were calculated. Random-effects meta-analysis models were used for appropriate pooled esti-
mates, and heterogeneity was assessed using I2 . Cumulative meta-analysis and subgroup analyses stratified by study 
characteristics were performed.

Results Twenty-two studies were included, with a mean quality score of 7.0 (range 6.0–9.0). Infants and children 
with pertussis were associated with higher vaccine hesitancy to all doses (OR = 4.12 [95% CI: 3.09–5.50]). The highest 
OR was between children who were unvaccinated over four doses and children who were fully vaccinated (OR = 14.26 
[95%CI: 7.62–26.70]); childhood vaccine delay was not statistically significantly associated with pertussis risk (OR = 1.18 
[95% CI: 0.74–1.89]). Maternal vaccine hesitancy was associated with significantly higher pertussis risk in infants aged 2 
and 3 months old, with higher pertussis ORs in infants ≤ 2 months old (OR = 6.02 [95%CI: 4.31–8.50], OR = 5.14 [95%CI: 
1.95–13.52] for infants ≤ 2 and ≤ 3 months old, respectively). Maternal and childhood VEs were high in reducing per-
tussis infection in infants and children. The administration time of maternal vaccination had little effect on VE.

Conclusion Vaccine hesitancy increased pertussis risks in infants and children. Ensuring that children receive up-to-
date pertussis vaccines is essential; short delays in receiving childhood vaccinations may be unimportant. Maternal 
vaccinations for pertussis should be encouraged.
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Introduction
Routine childhood vaccination with vaccines against per-
tussis has been a long-standing immunization program 
in several countries [1]. Since the resurgence of pertussis 
in the early 2010s [2–4], several countries have recom-
mended Tdap/dTap for women between 28 and 38 weeks 
of pregnancy [5–9]. However, pertussis outbreaks con-
tinue to be reported worldwide [10–13], with high 
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increments in incidence among fully vaccinated children 
[14–16]. This may be due to a lack of antibody protec-
tion in new-born infants [17], or the waning immunity 
of DTaP over time [18]. Thus, strategic vaccine schedules 
for children and timely uptake of boosters are important 
[19]. Studies estimating vaccination coverage without 
investigating the timeliness may mask the delay of vac-
cination [20, 21]. The association between vaccine hesi-
tancy – an important factor related to delayed or missed 
immunizations – and pertussis in infants and children 
still lacks systematic investigations [22, 23].

Vaccine hesitancy is a psychological state, vaccination 
behavior, or decision-making process [22]. Maternal vac-
cine hesitancy was associated with lower pertussis-con-
taining vaccine uptake (0–74%) [24], resulting in fewer 
newborns receiving maternal antibodies [25]. Parental 
hesitancy and non-medical exemptions have contributed 
to childhood vaccine hesitancy [15, 26–28]. In Northern 
California, the hazard ratios of pertussis were 13 and 1.9 
times higher among the unvaccinated and under-vac-
cinated children than the fully vaccinated, respectively 
[19]. Children in exemption clusters were 2.5 times more 
likely to develop pertussis than non-exemption clusters 
[28]. The COVID-19 pandemic disrupted routine immu-
nization schedules through the reduced availability of 
vaccine services during lockdowns, emerging confusing 
messages about vaccinations, and increasing reluctance 
to receive vaccinations [24, 29–32], leading to decreased 
childhood and prenatal pertussis vaccine coverage [33, 
34]. Together, higher pertussis risks in infants and chil-
dren may exist in the post-pandemic period.

Previous meta-analyses and systematic reviews focused 
only on 1) the effect of childhood unvaccination/under-
vaccination on pertussis in specific countries [18], 2) 
the effectiveness of maternal vaccinations [35], or 3) the 

effectiveness of childhood pertussis-containing vaccina-
tions [36]. Therefore, we performed a systematic review 
and meta-analysis assessing the association between 
maternal and childhood vaccine hesitancy and pertussis 
at the population level, to investigate the importance of 
on-time childhood and maternal vaccination worldwide.

Methods
This study was performed according to Preferred Report-
ing Items for Systematic Reviews and Meta-Analysis 
(PRISMA) protocols.

Inclusion and exclusion criteria
We used vaccination behavior, a delay in the acceptance 
or refusal of vaccines despite the availability of vaccina-
tion services, to represent vaccine hesitancy and stratified 
it into three categories: unvaccinated, under-vaccinated, 
and vaccine delayed group [37]. Children or pregnant 
women were categorized to be fully vaccinated if they 
receive each dose within 4 days before the minimum age 
at administration till 30 days after the recommended age 
[38], or receive the vaccine during pregnancy, respec-
tively. Children with fewer doses than recommended for 
their age were regarded as under-vaccinated [19, 23, 38]. 
Children and pregnant women who received no vacci-
nations were defined as unvaccinated. In the absence of 
a standard definition for vaccine delay [23, 39, 40], we 
defined children who received the dose after 30  days of 
recommended age but before the recommended age for 
the next dose as vaccine delayed.

The inclusion and exclusion criteria were developed 
using the PICOS framework (Table 1). We included pri-
mary studies published between 2012 and 2022 in English 
or Chinese that investigated the association between vac-
cine hesitancy and pertussis odds ratios (ORs), relative 

Table 1 Inclusion and exclusion criteria, using the PICOS framework

Inclusion criteria Exclusion criteria

Population Infants and children ≤ 9 years old; pregnant women worldwide Children > 9 years old, teenagers, and adults; nonpregnant women

Intervention Pertussis-containing vaccines, including aP, DTaP, Tdap, dTaP, DwPT, 
and DTPw

Other vaccines without pertussis-containing

Control Fully-vaccinated children who receive the recommended doses 
on time; pregnant women receive pertussis-containing vaccines 
during pregnancy

Fully-vaccinated children but did not receive on time; preg-
nant women received postpartum vaccination or vaccinated 
before pregnancy

Outcome Primary outcome: Odds ratio (OR) and relative risk (RR) 
between the fully vaccinated and vaccine hesitancy groups
Secondary outcome: Vaccination effectiveness (VE)

Incidence rate ratio (IRR) and hazard ratio (HR) between the fully 
vaccinated and vaccine hesitancy groups

Study design Case–control, cohort, or cross-sectional studies at the population 
level; case reports about pertussis outbreaks

Non-original studies (eg, reviews, meta-analysis and systematic 
reviews, guidelines, editorials, commentaries); randomized or non-
randomized clinical trials

Other Published in English or Chinese Without vaccine hesitancy status; limited to individual laboratory 
vaccine effectiveness
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risks (RRs), or vaccine effectiveness (VE). Infants, chil-
dren ≤ 9 years old, and pregnant women were included, 
and all pertussis-containing vaccines were measured. We 
excluded studies that are non-original, lack vaccine hesi-
tancy status, or contain inappropriate population groups, 
vaccine types, and outcomes. We constrained the starting 
time period to 2012 to measure the effects of maternal 
vaccine hesitancy and check the latest pertussis trends [5, 6].

Search strategy
We searched PubMed, Cochrane, Web of Science, 
Embase, and China National Knowledge Internet for pri-
mary studies with terms: ([vaccine delay] OR [undervac-
cinat*] OR [vaccine refusal] OR [vaccine effectiveness] OR 
[vaccine hesitan*]) AND ([pertussis] OR [pertussis out-
break]). Records were imported into EndNote (version 
X9.3.3) and duplicates were removed for abstract and 
full-text screening. Titles, abstracts, and full-text screen-
ing were independently performed by YNW and NYS.

Quality assessment
The quality of studies was assessed using the Newcas-
tle–Ottawa Scale (NOS) to evaluate the risk of bias [41]. 
Two reviewers independently assessed each study (YNW 
and NYS) and conflicts were resolved by a third author. 
The scoring system summarized each study from three 
aspects: selection, comparability, and exposure. Studies 
were divided into three qualities based on their scores as 
follows: ≤ 3, low quality; 4–6, median quality; ≥ 7, high 
quality. Data were not excluded based on study quality, 
but the quality informed the discussion.

Data extraction and analysis
Two reviewers (WYN and NYS) independently extracted 
the data, where ORs and VEs were directly extracted 
and RRs were transformed into ORs before extraction 
[42]. Our primary outcome of interest was pertussis OR 
between vaccine-hesitant and fully vaccinated groups. 
Estimates were calculated at the 95% confidence interval 
(CI). Heterogeneity between studies was analyzed using 
I
2 statistics, where I2 < 50% was considered statistically 

insignificant. Due to the high heterogeneity, DerSimo-
nian-Laird and Sidik-Jonkman random effects were used. 
To explore the heterogeneity sources, we conducted sub-
group analyses stratified by study region, vaccine popula-
tion, vaccine hesitancy status, study population age, and 
number of vaccine doses. A cumulative meta-analysis 
was performed to investigate the temporal trends [43]. 
Sensitivity analysis was conducted by leave-one-out anal-
yses to ascertain that the estimates were not driven by 
one of the studies.

All meta-analyses were performed and all forest plots 
were generated using R software (version 4.1.3).

Results
Search results and study characteristics
A total of 2233 publications were identified, of which 
475 were excluded due to duplication. 1758 titles and 
abstracts were screened and 1697 were excluded based 
on the criteria. Of the remaining 61 studies, 22 were 
included in the meta-analysis (cohort study = 8; case–
control study = 14): 12 assessed the association between 
maternal vaccine hesitancy and pertussis in infants; 10 
evaluated the effects of childhood vaccine hesitancy 
(Fig. 1). The studies were quality-appraised with a mean 
score of 7.0 (range 6.0–9.0), with detailed characteristics 
in the supplementary tables (Table S1, S2, Additional File).

Ten childhood vaccine hesitancy studies were con-
ducted in the United States [23, 44, 45], Japan [46, 47], 
New Zealand [48], Canada [49], Israel [50], Peru [51], and 
Taiwan [40], covering Asia, North America, and South 
America. Six, five, and two studies measured the effects 
of unvaccination, under-vaccination, and vaccine delay, 
respectively. Twelve maternal vaccine hesitancy studies 
were conducted in the United States [52–55], England 
[56, 57], Spain [7, 58], Australia [9, 59], Brazil [60], and 
Argentina [8], covering Australia, Europe, and North 
and South America, of which ten measured the pertussis 
risks in infants. VEs against pertussis were investigated 
in all twelve studies. All included studies investigated 
the effects of different vaccine doses and defined pertus-
sis according to the World Health Organization (WHO) 
clinical pertussis case definitions. However, various per-
tussis PCR laboratory confirmation methods were used 
across different studies – for example, Bellido-Blasco 
[7] included pertussis cases that lacked PCR laboratory 
confirmations.

The combined effects of vaccine hesitancy
Meta-analysis of 18 studies [7–9, 23, 40, 44, 46, 47, 49, 50, 
52, 53, 56–60] generated a random-effects pooled OR of 
4.12 (95% CI, 3.09–5.50; p < 0.01; Table 2) in infants and 
children between the all doses vaccine-hesitant and fully 
vaccinated group. The cumulative meta-analysis showed 
a clear decreasing temporal change of pertussis OR under 
the effect of vaccine hesitancy (Fig. S1a,Additional file). 
Stratified by study region, the highest pertussis OR was in 
Europe and the lowest was in Eastern Asia (Table 2). Het-
erogeneity was insignificant in all regions except North 
America ( I2 = 53%). Sensitive analysis showed that the 
pooled estimates were robust (Table S3, Additional File).
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Childhood vaccine hesitancy and pertussis
Meta-analysis generated a random-effects pooled OR of 
2.85 (95% CI, 2.01–4.03; p < 0.01) between children who 
hesitated at all doses and those fully vaccinated. The 
cumulative meta-analysis revealed a decreasing tempo-
ral change in pertussis ORs (Fig. S1b, Additional File). 
Pertussis ORs were similar between North America and 
Eastern Asia (Table 2).

Stratified by vaccine hesitancy status, children with 
pertussis were 4.05 (95%CI, 3.15–5.20; I2 = 0%) times 
more likely to be unvaccinated at all doses compared 
to those without pertussis. Subgroup analysis of under-
vaccinated and vaccination-delayed children at all doses 
generated ORs of 2.95 (95% CI, 1.61–5.40; I2 = 63%) and 
1.18 (95% CI, 0.74–1.89; I2 = 57%), respectively.

Stratified by the number of vaccine doses, children 
with pertussis were 3.79 (95% CI, 2.66–5.40; I2 = 0%) and 
7.79 (95% CI, 6.82–8.90; I2 = 6%) times more likely to be 
unvaccinated with two and three doses than those with-
out, respectively. The highest estimated OR was between 
children unvaccinated for four doses and children fully 

vaccinated (OR = 14.26; 95%CI, 7.62–26.70; I2 = 87%). 
Children under-vaccinated with four doses also had 
the highest OR, at 8.21 (95% CI, 1.26–53.49; I2 = 61%) 
among all under-vaccinated groups. Stratified by the vac-
cine dose number, the estimated OR of children under-
vaccinated in the primary series was higher than that of 
children under-vaccinated at dose number 4 (Table  2). 
Conversely, the estimated OR of children under-vacci-
nated at dose numbers 5 and 4&5 was higher than the 
primary series (Table 2). Subgroup analysis generated an 
insignificant OR of 1.40 (95% CI, 0.63–3.16; I2 = 59%) 
between children delayed in the primary series and chil-
dren fully vaccinated. The lowest OR was between chil-
dren delayed at dose number 4 with a value of 0.80 (95% 
CI, 0.48–1.34).

Sensitivity analyses showed that the pooled estimates 
were robust in unvaccinated children and those under-
vaccinated with one and two doses. However, the OR 
of children under-vaccinated over 3 doses decreased 
(p > 0.05) when the study conducted by Glanz [44] was 
omitted (Table S3, Additional File).

Fig. 1 The selection flowchart of the association between vaccine hesitancy and pertussis study
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Table 2 Pertussis OR of vaccine hesitancy among different subgroups

a NA Not applicable

Vaccine Population Variable No. of studies Estimated OR and 95% CI I
2

All Vaccine doses
all 18 [7–9, 23, 40, 44, 46, 47, 49, 50, 52, 

53, 56–60]
4.12 (3.09, 5.50) 69%

Study Region
North America 5 [23, 44, 49, 52, 53] 2.34 (1.88, 4.30) 53%

South America 2 [8, 60] 5.18 (2.81, 9.55) 0%

Europe 4 [7, 56–58] 10.55 (7.30, 15.26) 0%

Australia 2 [9, 59] 3.93 (1.82, 8,49) 0%

Eastern Asia 2 [40, 46, 47] 2.22 (1.68, 2.94) 0%

Western Asia 1 [50] 4.58 (3.21, 6.53) NA

Children Vaccine hesitancy status
Vaccine hesitant
Vaccine doses
All 7 [23, 40, 44, 46, 47, 49, 50] 2.85 (2.01, 4.03) 65%

Study Region
North America 3 [23, 44, 49] 2.60 (1.19, 5.65) 77%

Eastern Asia 3 [40, 46, 47] 2.22 (1.68, 2.94) 43%

Western Asia 1 [50] 4.58 (3.21, 6.53) NA

Unvaccinated
Vaccine doses
1 2 [45, 48] 2.04 (0.76, 5.49) 87%

2 2 [45, 48] 3.79 (2.66, 5.40) 0%

3 2 [45, 48] 7.79 (6.82, 8.90) 6%

4 2 [45, 48] 14.26 (7.62, 26.70) 87%

All 4 [46, 47, 49, 50] 4.04 (3.10, 5.27) 0%

Under-vaccinated
Vaccine doses
1 4 [23, 40, 44, 45] 2.45 (1.69, 3.54) 29%

2 3 [40, 44, 45] 2.45 (1.52, 3.94) 0%

3 3 [40, 44, 45] 4.78 (2.19, 10.44) 51%

4 2 [40, 44] 8.21 (1.26, 53.49) 61%

All 2 [40, 44] 2.95 (1.61, 5.40) 63%

Number of vaccine dose
Dose 1&2&3 2 [23, 40] 3.44 (1.88, 6.29) 78%

Dose 4&5 1 [51] 4.34 (2.17–8.68) NAa

Dose 4 2 [23, 40] 2.09 (0.74, 5.90) 72%

Dose 5 1 [23] 4.60 (2.59–8.17) NA

Vaccine delayed
Number of vaccine dose
All 2 [23, 40] 1.40 (0.62, 3.16) 59%

Dose 4 1 [23] 0.80 (0.48, 1.34) NA

Dose 5 1 [23] 1.30 (0.48, 3.49) NA

Pregnant Women Population age
 All 10 [7–9, 52, 53, 56–60] 5.63 (3.87, 8.18) 53%

 ≤ 2 months 8 [8, 52, 53, 56–60] 6.05 (4.31, 8.50) 12%

 ≤ 3 months 4 [7, 9, 53, 57] 5.14 (1.95, 13.52) 80%
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Maternal vaccine hesitancy and pertussis
Meta-analysis of the 10 included maternal vaccine hesi-
tancy studies generated a random-effects pooled pertus-
sis OR of 5.63 (95% CI, 3.87–8.18; p = 0.02) in infants. 
The cumulative meta-analysis showed a decreasing tem-
poral change in pertussis ORs in infants (Fig. S1c, Addi-
tional File).

Stratified by study population age, the estimated OR 
was higher in infants ≤ 2  months old(OR = 6.05; 95% 
CI, 4.31–8.50; I2 = 12%) than in infants ≤ 3  months 
(OR = 5.14; 95% CI, 1.95–13.52; I2 = 80%). The signifi-
cant heterogeneity in infants ≤ 3 months old may be due 
to the quality of included studies. The maternal vaccine 
hesitant group received postpartum vaccinations in the 
study conducted by Winter et al. [53], which might intro-
duce bias in the analysis. Sensitivity analysis showed that 
the pooled estimates were robust in infants ≤ 2 months 
old, and a higher (p > 0.05) pooled OR was found in 
infants ≤ 3 months old by omitting the study conducted 
by Winter et al. [53] (Table S3, Additional File).

Pertussis vaccination effectiveness
Stratified by study outcomes in pregnant women, the 
estimated VE of maternal pertussis-containing vaccina-
tion was 89.83% (95% CI, 86.44%-93.35%; I2 = 0%) and 
80.60% (95%CI, 68.20%–95.26%; I2 = 8%; Table 3) in pre-
venting infants from pertussis infection and hospitali-
zation, respectively. Stratified by the timing of maternal 
vaccine administration, the estimated VE of vaccination 
in the third trimester of pregnancy was slightly lower 
(p > 0.05) than that of vaccination administered at any 

point during pregnancy. Stratified by the number of vac-
cine doses, the estimated VE of childhood vaccination 
was the lowest at the first dose in preventing children 
from pertussis infection (VE = 66.25%; 95%CI, 51.43%–
85.35%; I2 = 48%). Sensitivity analyses showed that the 
estimated VEs were robust (Fig. S2, S3, Additional File).

Discussion
We found a significant association between vaccine hesi-
tancy and higher pertussis ORs in infants and children. 
At the population level, maternal and childhood vaccina-
tions are highly effective at reducing the rate and severity 
of pertussis infection in infants and children.

Childhood vaccine hesitancy is an essential barrier to 
preventing pertussis in children, regardless of vaccine 
coverage. Although evidence indicated that the pertussis 
ORs were higher before 2018, recent studies still advo-
cate that vaccine hesitancy is an important factor behind 
significantly higher pertussis risks in infants and children. 
Children with pertussis are more likely to be unvacci-
nated than under-vaccinated. Several factors may lead to 
childhood unvaccination, including nonmedical exemp-
tions (such as philosophical, personal belief, or religious 
exemptions), cultural norms, unavailability of vaccination 
appointments, and hesitance toward vaccine providers 
[18]. Nonmedical exemptions were associated with sig-
nificantly higher pertussis-related risks in children [14, 
15, 28]. However, meta-analyses on this topic could not 
be conducted due to the limited number of population-
level studies available. Further studies should be con-
ducted to determine the relationship between pertussis 

Table 3 Vaccine effectiveness (VE) of vaccination among different subgroups

Vaccine Population Variables No. of studies Estimated VE and 95% CI I
2

Pregnant Women Study Outcome
Pertussis case 12 [7–9, 52–60] 89.83 (86.44, 93.35) 0%

Hospitalization 2 [9, 55] 80.60 (68.20, 95.26) 8%

Timing of vaccine administration
The third trimester 7 [8, 9, 52, 53, 57, 58, 60] 89.56 (85.66, 93.64) 0%

Any point during pregnancy 7 [7, 8, 53, 54, 56, 58, 59] 90.64 (83.99, 93.35) 0%

Children Vaccine doses
1 3 [45, 48, 50] 66.25 (51.43, 85.35) 48%

2 3 [45, 48, 50] 80.12 (73.11, 87.80) 0%

3 2 [45, 46, 48] 89.71 (86.87, 92.65) 74%

4 1 [46] 95.00 (92.52, 97.55) NA

5 1 [45] 89.00 (82.62, 95.88) NA

All 4 [46, 47, 49, 50] 84.73 (78.41, 91.55) 0%

Study Outcome
Pertussis case 645–50 86.45 (83.45, 89.55) 71%

Hospitalization 148 92.04 (87.01, 97.36) 66%
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and various factors related to childhood unvaccination/
under-vaccination. The high heterogeneity in the sub-
group analysis regarding the number of unvaccinated 
doses may be due to different vaccine schedules across 
different regions. Different recommended ages for chil-
dren to take their first and fourth dose of vaccines against 
pertussis in immunization programs in the United States 
[45] and New Zealand [48] may explain the high hetero-
geneity in the estimated effect of 1 and 4 doses childhood 
under-vaccination.

The dose–effect relationship exists in childhood 
pertussis vaccine hesitancy. Pertussis ORs increased 
gradually as more vaccine doses were missing. Vaccine 
hesitancy over boosters may lead to more adverse effects 
in children. VE was the lowest at the first dose and gradu-
ally increased with the dose number, indicating a more 
significant preventive effect of pertussis-containing vac-
cines for older children. Waning immunity and vaccine 
hesitancy leading to the absence or late administration 
of boosters may result in more severe cases of pertussis 
in older children and higher VE of boosters [18]. How-
ever, for each dose, the effect of waning immunity may 
be insignificant because of the short follow-up periods 
of studies included in our analysis. The  4th dose showed 
the highest VE, but the population-level data were too 
limited to conduct a meta-analysis. Delayed early vac-
cination seemed to be unimportant due to the relatively 
low VE and dose–effect relationship. However, deferring 
early vaccines may lead to missed or delayed vaccinations 
[61]. Together, we advocate that children should receive 
up-to-time pertussis-containing vaccinations – both pri-
mary series and subsequent boosters – to reduce regional 
and global pertussis outbreaks.

Maternal vaccine hesitancy was associated with sig-
nificantly higher pertussis risks in infants. At the popula-
tion level, maternal vaccination had significant protective 
effects both on infants too young to be vaccinated ( ≤ 
2 months) and on infants eligible for their  1st dose of per-
tussis-containing vaccination ( ≤ 3  months), with higher 
protective effects in the former group. This notion is 
also supported by the results of previous clinical trials 
[62–64]. Barug et  al. reported a higher geometric mean 
concentration of pertussis toxin antibodies in 3-month-
old infants whose mothers received maternal Tdap com-
pared to that in those whose mothers declined [63]. Even 
when maternal vaccination failed to prevent infants from 
contracting pertussis, infants whose mothers received 
the maternal vaccine had a significantly lower risk of 
hospitalization. Thus, maternal vaccination is impor-
tant for preventing infants ≤ 3 months old from pertus-
sis infections and reducing the severity of the disease if 
contracted. Maternal VE was high in infants, regardless 
of the vaccine administered timing. Previous studies 

reported no increased risks of adverse events among 
women who received maternal pertussis-containing vac-
cines and their infants [62–65]. Together, maximizing 
pertussis-containing vaccine uptake during pregnancy 
should be promoted worldwide, particularly in countries 
with re-emerging pertussis outbreaks.

We observed that vaccine delay was not significantly 
associated with higher pertussis risks in children. The 
high heterogeneity of meta-analysis may be explained 
by different population characteristics and government 
policies between Taiwan and the United States [23, 40]. A 
lower pertussis risk was indicated when the  4th dose was 
delayed, but related studies were too limited to perform 
a full meta-analysis. Delaying childhood pertussis-con-
taining vaccination may reduce the incidence of allergic 
diseases in infants and children [66, 67], indicating that 
delaying childhood vaccination may carry potential ben-
efits. Because maternal vaccinations may reduce pertus-
sis risks in infants ≤ 3  months, infants whose mothers 
received maternal vaccinations may be able to delay the 
administration of their  1st dose of pertussis-containing 
vaccination. However, further evidence is needed to 
verify this notion. More studies are needed to determine 
the specific and accurate associations between vaccine 
delays, including of different doses, and the risks of per-
tussis infection in children. We suggest that a clearer and 
standardized definition of vaccine delay and under-vacci-
nation should be adopted for future studies on the topic, 
which may help with generating robust and comparable 
results.

Limitations also exist. First, different countries have 
different recommended vaccination ages for children, 
which may introduce high heterogeneity in our meta-
analyses. Due to these differences, we were unable to 
evaluate the association between childhood vaccine hesi-
tancy and pertussis risks in different age groups. Second, 
few studies investigated the specific effects of vaccine 
hesitancy during pertussis outbreaks; therefore, we could 
not assess differences in the effects of vaccine hesitancy 
on the risks of developing pertussis in children during the 
outbreak vs. non-outbreak years. Third, seven studies had 
NOS < 7, indicating potential defects in study design that 
may affect the accuracy of our meta-analysis. Lastly, the 
effects of psychological state or decision-making aspects 
of vaccine hesitancy on pertussis were not investigated 
because of limited studies in this study.

Conclusion
We found an overall higher pertussis risk in infants and 
children who were unvaccinated or under-vaccinated 
and helped to fill in the knowledge gap in the asso-
ciation between pertussis vaccine delay and pertussis 
risks. The results provide a context for the promotion 
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of maternal pertussis vaccination and indicate a pos-
sibility of childhood pertussis vaccination delay on the 
first dose. Improving maternal vaccine acceptance and 
up-to-date childhood vaccines are suggested to achieve 
better control over pertussis.

Abbreviations
OR  Odds ratio
RR  Risk ratio
VE  Vaccine effectiveness
CI  Confidence interval
NOS  Newcastle–Ottawa Scale
PICOS  Population, Intervention, Control, Outcome, Study design
WHO  World Health Organization

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s13052- 023- 01495-8.

Additional file 1: Fig. S1. Temporal changes in the odds ratios of pertus-
sis under the effect of a) vaccine hesitancy, b) childhood vaccine hesi-
tancy, and c) maternal vaccine hesitancy at all doses. Fig. S2. Sensitivity 
analysis of subgroup analyses pooled vaccine effectiveness (VE) estimates 
between the maternal fully vaccinated and vaccine hesitancy groups. Fig. 
S3. Sensitivity analysis of subgroup analyses pooled vaccine effective-
ness (VE) estimates between the childhood fully vaccinated and vaccine 
hesitancy groups. Table S1. Characteristics of the studies included in the 
meta-analysis. Table S2. Quality evaluation results of NOS included in the 
study. Table S3. Sensitive analyses of pooled meta-analysis estimates.

Acknowledgements
Not applicable.

Authors’ contributions
All authors attest they meet the criteria for authorship and read and approved 
the final manuscript. YNW: Conceptualization; Methodology; Data curation; 
Formal analysis and investigation; Writing – original draft preparation; Writing 
– review and editing. NYS: Conceptualization; Methodology; Data curation; 
Writing – review and editing. QW: Conceptualization; Methodology; Writing – 
review and editing; Funding acquisition. LQY: Methodology; Writing – review 
and editing; Funding acquisition. TTC: Methodology; Writing – review and 
editing. HJ: Data curation; Writing – review and editing; Supervision; Funding 
acquisition.

Funding
This manuscript was supported by The Wuxi City Technology Development 
Fund (N20191007); Postgraduate Research & Practice Innovation Program of 
Jiangsu Province (KYCX21_0160, KYCX20_0153); Social Development Founda-
tion of Jiangsu Province (BE2021739).

Availability of data and materials
The data that support the findings of this study are from published studies. 
The data are publicly available and the extracted data are reported in the Sup-
plement (Table S1, Additional File).

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare they have no relevant financial or non-financial interests 
to disclose and have no competing interests to declare that are relevant to the 
content of the article.

Received: 9 June 2023   Accepted: 10 July 2023

References
 1. Campbell H, Amirthalingam G, Andrews N, et al. Accelerating control of 

pertussis in England and Wales. Emerg Infect Dis. 2012;18(1):38–47.
 2. Winter K, Harriman K, Zipprich J, et al. California pertussis epidemic, 2010. 

J Pediatr. 2012;161(6):1091–6.
 3. de Greeff SC, de Melker HE, van Gageldonk PG, et al. Seroprevalence of 

pertussis in The Netherlands: evidence for increased circulation of Borde-
tella pertussis. PLoS ONE. 2010;5(12): e14183.

 4. Cherry JD. Epidemic pertussis in 2012–the resurgence of a vaccine-
preventable disease. N Engl J Med. 2012;367(9):785–7.

 5. Updated recommendations for use of tetanus toxoid. reduced diphtheria 
toxoid, and acellular pertussis vaccine (Tdap) in pregnant women–Advi-
sory Committee on Immunization Practices (ACIP), 2012. MMWR Morb 
Mortal Wkly Rep. 2013;62(7):131–5.

 6. Department of Health UK. Temporary programme of pertussis (whooping 
cough) vaccination of pregnant women, 2012. [National Health Service 
page on GOV.UK]. 28 September 2012. https:// www. gov. uk/ gover nment/ 
publi catio ns/ whoop ing- cough- vacci nation- progr amme- for- pregn ant- 
women. Accessed 1 Aug 2022.

 7. Bellido-Blasco J, Guiral-Rodrigo S, Míguez-Santiyán A, Salazar-Cifre A, 
González-Morán F. A case-control study to assess the effectiveness 
of pertussis vaccination during pregnancy on newborns, Valencian 
community, Spain, 1 March 2015 to 29 February 2016. Euro Surveill. 
2017;22(22):30545.

 8. Romanin V, Acosta AM, Juarez MDV, et al. Maternal vaccination in argen-
tina: tetanus, diphtheria, and acellular pertussis vaccine effectiveness 
during pregnancy in preventing pertussis in infants <2 months of age. 
Clin Infect Dis. 2020;70(3):380–7.

 9. Saul N, Wang K, Bag S, et al. Effectiveness of maternal pertussis vaccina-
tion in preventing infection and disease in infants: The NSW Public Health 
Network case-control study. Vaccine. 2018;36(14):1887–92.

 10. Winter K, Glaser C, Watt J, Harriman K. Pertussis epidemic–California, 2014. 
MMWR Morb Mortal Wkly Rep. 2014;63(48):1129–32.

 11. Pandolfi E, Gesualdo F, Rizzo C, et al. The impact of pertussis in infants: 
insights from a hospital-based enhanced surveillance system, Lazio 
region, Italy, 2016 to 2019. Euro Surveill. 2021;26(24):2000562.

 12. Tessier E, Campbell H, Ribeiro S, et al. Investigation of a pertussis outbreak 
and comparison of two acellular booster pertussis vaccines in a junior 
school in South East England, 2019. Euro Surveill. 2021;26(12):2000244.

 13. Huang H, Gao P, Gao Z, et al. A big pertussis outbreak in a primary school 
with high vaccination coverage in northern China: an evidence of the 
emerging of the disease in China. Vaccine. 2018;36(52):7950–5.

 14. Matthias J, Dusek C, Pritchard SP, Rutledge L, Kinchen P, Lander M. Notes 
from the field: outbreak of pertussis in a school and religious community 
averse to health care and vaccinations–columbia County, Florida, 2013. 
MMWR Morb Mortal Wkly Rep. 2014;63(30):655.

 15. Aloe C, Kulldorff M, Bloom BR. Geospatial analysis of nonmedical vaccine 
exemptions and pertussis outbreaks in the United States. Proc Natl Acad 
Sci U S A. 2017;114(27):7101–5.

 16. Tan T, Trindade E, Skowronski D. Epidemiology of pertussis. Pediatr Infect 
Dis J. 2005;24(5 Suppl):S10–8.

 17. Healy CM. Vaccines in pregnant women and research initiatives. Clin 
Obstet Gynecol. 2012;55(2):474–86.

 18. Phadke VK, Bednarczyk RA, Salmon DA, Omer SB. Association between 
vaccine refusal and vaccine-preventable diseases in the United States: a 
review of measles and pertussis. JAMA. 2016;315(11):1149–58.

 19. Zerbo O, Bartlett J, Goddard K, Fireman B, Lewis E, Klein NP. Acellular Per-
tussis Vaccine Effectiveness Over Time. Pediatrics. 2019;144(1):e20183466.

https://doi.org/10.1186/s13052-023-01495-8
https://doi.org/10.1186/s13052-023-01495-8
https://www.gov.uk/government/publications/whooping-cough-vaccination-programme-for-pregnant-women
https://www.gov.uk/government/publications/whooping-cough-vaccination-programme-for-pregnant-women
https://www.gov.uk/government/publications/whooping-cough-vaccination-programme-for-pregnant-women


Page 9 of 10Wang et al. Italian Journal of Pediatrics           (2023) 49:81  

 20. Masters NB, Wagner AL, Boulton ML. Vaccination timeliness and delay in 
low- and middle-income countries: a systematic review of the literature, 
2007–2017. Hum Vaccin Immunother. 2019;15(12):2790–805.

 21. Luman ET, Barker LE, McCauley MM, Drews-Botsch C. Timeliness of 
childhood immunizations: a state-specific analysis. Am J Public Health. 
2005;95(8):1367–74.

 22. Bussink-Voorend D, Hautvast JLA, Vandeberg L, Visser O, Hulscher M. A 
systematic literature review to clarify the concept of vaccine hesitancy. 
Nat Hum Behav. 2022;6(12):1634–48.

 23. Rane MS, Rohani P, Halloran ME. Association of diphtheria-tetanus-acel-
lular pertussis vaccine timeliness and number of doses with age-specific 
pertussis risk in infants and young children. JAMA Netw Open. 2021;4(8): 
e2119118.

 24. Qiu X, Bailey H, Thorne C. Barriers and facilitators associated with vaccine 
acceptance and uptake among pregnant women in high income coun-
tries: a mini-review. Front Immunol. 2021;12: 626717.

 25. Vygen-Bonnet S, Hellenbrand W, Garbe E, et al. Safety and effectiveness 
of acellular pertussis vaccination during pregnancy: a systematic review. 
BMC Infect Dis. 2020;20(1):136.

 26. Bedford H, Attwell K, Danchin M, Marshall H, Corben P, Leask J. Vaccine 
hesitancy, refusal and access barriers: The need for clarity in terminology. 
Vaccine. 2018;36(44):6556–8.

 27. Wallace AS, Mantel C, Mayers G, Mansoor O, Gindler JS, Hyde TB. Experi-
ences with provider and parental attitudes and practices regarding the 
administration of multiple injections during infant vaccination visits: 
lessons for vaccine introduction. Vaccine. 2014;32(41):5301–10.

 28. Atwell JE, Van Otterloo J, Zipprich J, et al. Nonmedical vaccine exemp-
tions and pertussis in California, 2010. Pediatrics. 2013;132(4):624–30.

 29. Saso A, Skirrow H, Kampmann B. Impact of COVID-19 on Immunization 
Services for Maternal and Infant Vaccines: Results of a Survey Conducted 
by Imprint-The Immunising Pregnant Women and Infants Network. Vac-
cines (Basel). 2020;8(3):556.

 30. Torner N. Collateral effects of Covid-19 pandemic emergency response 
on worldwide immunizations. Vacunas. 2020;21(2):73–5.

 31. Saxena S, Skirrow H, Bedford H. Routine vaccination during covid-19 
pandemic response. BMJ. 2020;369: m2392.

 32. Olusanya OA, Bednarczyk RA, Davis RL, Shaban-Nejad A. Addressing 
Parental Vaccine Hesitancy and Other Barriers to Childhood/Adolescent 
Vaccination Uptake During the Coronavirus (COVID-19) Pandemic. Front 
Immunol. 2021;12: 663074.

 33. Tessier E, Campbell H, Ribeiro S, et al. Impact of the COVID-19 pan-
demic on Bordetella pertussis infections in England. BMC Public Health. 
2022;22(1):405.

 34. Chiappini E, Parigi S, Galli L, et al. Impact that the COVID-19 pandemic on 
routine childhood vaccinations and challenges ahead: a narrative review. 
Acta Paediatr. 2021;110(9):2529–35.

 35. Gkentzi D, Katsakiori P, Marangos M, et al. Maternal vaccination against 
pertussis: a systematic review of the recent literature. Arch Dis Child Fetal 
Neonatal Ed. 2017;102(5):F456–63.

 36. Fulton TR, Phadke VK, Orenstein WA, Hinman AR, Johnson WD, Omer SB. 
Protective effect of contemporary pertussis vaccines: a systematic review 
and meta-analysis. Clin Infect Dis. 2016;62(9):1100–10.

 37. Nguyen KH, Srivastav A, Lindley MC, et al. Parental vaccine hesitancy 
and association with childhood diphtheria, tetanus toxoid, and acellular 
pertussis; measles, mumps, and rubella; rotavirus; and combined 7-series 
vaccination. Am J Prev Med. 2022;62(3):367–76.

 38. Centers for Disease Control and Prevention. Diphtheria, tetanus, and 
pertussis vaccine recommendations. [Vaccine and Preventable Diseases 
Home page]. January 24, 2020. https:// www. cdc. gov/ vacci nes/ vpd/ dtap- 
tdap- td/ hcp/ recom menda tions. html. Accessed 1 Aug 2022. 

 39. Grant CC, Roberts M, Scragg R, et al. Delayed immunisation and 
risk of pertussis in infants: unmatched case-control study. BMJ. 
2003;326(7394):852–3.

 40. Huang WT, Lin HC, Yang CH. Undervaccination with diphtheria, tetanus, 
and pertussis vaccine: National trends and association with pertussis risk 
in young children. Hum Vaccin Immunother. 2017;13(4):757–61.

 41. Stang A. Critical evaluation of the Newcastle-Ottawa scale for the assess-
ment of the quality of nonrandomized studies in meta-analyses. Eur J 
Epidemiol. 2010;25(9):603–5.

 42. Zhang J, Yu KF. What’s the relative risk? A method of correct-
ing the odds ratio in cohort studies of common outcomes. JAMA. 
1998;280(19):1690–1.

 43. Kulinskaya E, Mah EY. Cumulative meta-analysis: What works. Res Synth 
Methods. 2022;13(1):48–67.

 44. Glanz JM, Narwaney KJ, Newcomer SR, et al. Association between 
undervaccination with diphtheria, tetanus toxoids, and acellular pertussis 
(DTaP) vaccine and risk of pertussis infection in children 3 to 36 months 
of age. JAMA Pediatr. 2013;167(11):1060–4.

 45. Liko J, Robison SG, Cieslak PR. Pertussis vaccine performance in an epi-
demic year-Oregon, 2012. Clin Infect Dis. 2014;59(2):261–3.

 46. Ohfuji S, Okada K, Mouri Y, et al. Effectiveness of four doses of pertussis 
vaccine during infancy diminished in elementary school age: a test-
negative case-control study in Japan. Vaccine. 2021;39(1):11–7.

 47. Ohfuji S, Okada K, Nakano T, et al. Effectiveness of acellular pertussis 
vaccine in a routine immunization program: a multicenter, case-control 
study in Japan. Vaccine. 2015;33(8):1027–32.

 48. Radke S, Petousis-Harris H, Watson D, Gentles D, Turner N. Age-specific 
effectiveness following each dose of acellular pertussis vaccine among 
infants and children in New Zealand. Vaccine. 2017;35(1):177–83.

 49. Wilkinson K, Righolt CH, Kwong JC, et al. A nested case-control study 
measuring pertussis vaccine effectiveness and duration of protection 
in Manitoba, Canada, 1992–2015: A Canadian Immunization Research 
Network Study. Vaccine. 2019;37(48):7132–7.

 50. Zamir CS, Dahan DB, Shoob H. Pertussis in infants under one year old: 
risk markers and vaccination status–a case-control study. Vaccine. 
2015;33(17):2073–8.

 51. Bailon H, León-Janampa N, Padilla C, Hozbor D. Increase in pertussis cases 
along with high prevalence of two emerging genotypes of Bordetella 
pertussis in Perú, 2012. BMC Infect Dis. 2016;16:422.

 52. Skoff TH, Blain AE, Watt J, et al. Impact of the US Maternal tetanus, diph-
theria, and acellular pertussis vaccination program on preventing pertus-
sis in infants <2 months of age: a case-control evaluation. Clin Infect Dis. 
2017;65(12):1977–83.

 53. Winter K, Nickell S, Powell M, Harriman K. Effectiveness of prenatal versus 
postpartum tetanus, diphtheria, and acellular pertussis vaccination in 
preventing infant pertussis. Clin Infect Dis. 2017;64(1):3–8.

 54. Baxter R, Bartlett J, Fireman B, Lewis E, Klein NP. Effectiveness of Vac-
cination During Pregnancy to Prevent Infant Pertussis. Pediatrics. 
2017;139(5):e20164091.

 55. Winter K, Cherry JD, Harriman K. Effectiveness of prenatal tetanus, diph-
theria, and acellular pertussis vaccination on pertussis severity in infants. 
Clin Infect Dis. 2017;64(1):9–14.

 56. Dabrera G, Amirthalingam G, Andrews N, et al. A case-control study to 
estimate the effectiveness of maternal pertussis vaccination in protect-
ing newborn infants in England and Wales, 2012–2013. Clin Infect Dis. 
2015;60(3):333–7.

 57. Amirthalingam G, Andrews N, Campbell H, et al. Effectiveness of mater-
nal pertussis vaccination in England: an observational study. Lancet. 
2014;384(9953):1521–8.

 58. Godoy P, García-Cenoz M, Rius C, et al. Effectiveness of maternal pertussis 
vaccination in protecting newborn: a matched case-control study. J 
Infect. 2021;83(5):554–8.

 59. Rowe SL, Leder K, Perrett KP, et al. Maternal Vaccination and Infant Influ-
enza and Pertussis. Pediatrics. 2021;148(3):e2021051076.

 60. Fernandes EG, Sato APS, Vaz-de-Lima LRA, et al. The effectiveness of 
maternal pertussis vaccination in protecting newborn infants in Brazil: a 
case-control study. Vaccine. 2019;37(36):5481–4.

 61. Stein-Zamir C, Israeli A. Timeliness and completeness of routine child-
hood vaccinations in young children residing in a district with recurrent 
vaccine-preventable disease outbreaks, Jerusalem, Israel. Euro Surveill. 
2019;24(6):1800004.

 62. Munoz FM, Bond NH, Maccato M, et al. Safety and immunogenicity of 
tetanus diphtheria and acellular pertussis (Tdap) immunization during 
pregnancy in mothers and infants: a randomized clinical trial. JAMA. 
2014;311(17):1760–9.

 63. Barug D, Pronk I, van Houten MA, et al. Maternal pertussis vaccination 
and its effects on the immune response of infants aged up to 12 months 
in the Netherlands: an open-label, parallel, randomised controlled trial. 
Lancet Infect Dis. 2019;19(4):392–401.

https://www.cdc.gov/vaccines/vpd/dtap-tdap-td/hcp/recommendations.html
https://www.cdc.gov/vaccines/vpd/dtap-tdap-td/hcp/recommendations.html


Page 10 of 10Wang et al. Italian Journal of Pediatrics           (2023) 49:81 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

 64. Hoang HT, Leuridan E, Maertens K, et al. Pertussis vaccination during 
pregnancy in Vietnam: results of a randomized controlled trial Pertussis 
vaccination during pregnancy. Vaccine. 2016;34(1):151–9.

 65. Villarreal Pérez JZ, Ramírez Aranda JM, de la OCM, et al. Randomized 
clinical trial of the safety and immunogenicity of the Tdap vaccine in 
pregnant Mexican women. Hum Vaccin Immunother. 2017;13(1):128–35.

 66. Kiraly N, Koplin JJ, Crawford NW, et al. Timing of routine infant vaccina-
tions and risk of food allergy and eczema at one year of age. Allergy. 
2016;71(4):541–9.

 67. Gehrt L, Rieckmann A, Kiraly N, et al. Timeliness of DTaP-IPV-Hib vaccina-
tion and development of atopic dermatitis between 4 months and 1 
year of age-register-based cohort study. J Allergy Clin Immunol Pract. 
2021;9(4):1520-8.e8.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	The association between vaccine hesitancy and pertussis: a systematic review and meta-analysis
	Abstract 
	Background 
	Methods 
	Results 
	Conclusion 

	Introduction
	Methods
	Inclusion and exclusion criteria
	Search strategy
	Quality assessment
	Data extraction and analysis

	Results
	Search results and study characteristics
	The combined effects of vaccine hesitancy
	Childhood vaccine hesitancy and pertussis
	Maternal vaccine hesitancy and pertussis
	Pertussis vaccination effectiveness

	Discussion
	Conclusion
	Anchor 21
	Acknowledgements
	References


