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Extensive limb swelling (ESL) after a booster dose of acellular pertussis (aP) containing vaccine can cause
concern and has the potential to be confused with cellulitis. In the United Kingdom aP-containing vaccine
was introduced for primary immunisation at 2, 3 and 4 months of age in 2004, with the first cohorts eli-
gible to receive a fourth dose in 2007 at school entry. We assessed the frequency of ESL (here defined as
swelling >100 mms diameter) in 973 children receiving a fourth dose of one of four aP vaccines given
combined with inactivated polio, tetanus and either low dose diphtheria (TdaP/IPV) or high dose diphthe-
ria (DTaP/IPV) vaccine; 2 of the 3 DTaP/IPV vaccines also contained Haemophilus influenza b conjugate
vaccine (Hib). Post-vaccination symptoms and local reactions were recorded in 7-day diaries or by a tele-
phone follow up if no diary was returned. Local swellings >50 mm diameter were reported by 2.2% TdaP/
IPV recipients compared with 6.6–11.1% of DTaP/IPV recipients; the corresponding proportions for red-
ness >50 mms was 7.0% for TdaP/IPV and 13.3–17.7% for DTaP/IPV recipients. Among the latter, the addi-
tion of Hib did not affect the frequency or size of local reactions. Pain at the injection site and systemic
symptoms did not differ between the four vaccine groups. A history of atopy was not associated with
development of local swelling or redness. A total of 13 children (1.3%) experienced an ESL, three after
TdaP/IPV. ESLs resolved without systemic upset within a few days and were usually painless; medical
advice was only sought for two children. Parents should be informed about the possible occurrence of
an ESL with the pre-school aP-containing booster vaccine but can be reassured that it is a benign and
transient condition.

� 2016 Elsevier Ltd. All rights reserved.
1. Introduction three and a half to six years in 2001. In 2004 wP was replaced by
Primary and booster vaccination with acellular pertussis (aP)
vaccines generally produces fewer local and systemic reactions
than vaccination with whole cell (wP) vaccines [1,2]. However, in
children who have been primed with aP vaccine redness and swel-
ling at the injection site can be increased compared with those
primed with wP vaccine. In some cases this swelling can be exten-
sive involving much of the upper limb [3–6]. While resolving
quickly without treatment such local reactions can generate con-
cern and may be confused with cellulitis which requires prompt
antibiotic treatment.

In the UK aP vaccine was introduced as a pre-school booster
combined with diphtheria and tetanus (DTaP) for children aged
aP vaccine for the primary series at 2, 3, 4 months of age using a
DTaP vaccine combined with inactivated polio and Haemophilus
type b vaccines (DTaP/IPV/Hib). Before this, aP-containing vaccine
had only been used sporadically for priming when supplies of wP
vaccine were restricted. In 2007, the UK Medicines and Healthcare
products Regulatory Agency (MHRA), which receives reports of
suspected reactions to vaccines and other medicines, warned that
the first cohorts of infants who received primary vaccination after
the change to aP were now eligible for their pre-school DTaP/IPV
booster and that receipt of the fourth dose of aP vaccine was likely
to result in an increased incidence of extensive swelling of the limb
(ESL) [7]. This warning was intended to avoid unfounded concerns
that cellulitis was being caused by ‘‘contaminated” batches of
booster vaccine that followed reports of ESL in children who had
received aP vaccine for priming prior to 2004. However, the abso-
lute risk of an ESL after a fourth dose of aP vaccine at school entry
in the UK setting was unknown.
is con-
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At around the same time, the UK Joint Committee on Vaccines
and Immunisation that advises on national vaccination policy, rec-
ommended that from September 2007 all children due their pre-
school DTaP booster and born between March 2003 and September
2005 should be offered a booster dose of Hib vaccine to ensure ade-
quate protection against Hib disease [8]. Children in the cohort
were too young to have been included in the national booster cam-
paign conducted in 2003 for children aged six months to four years
to combat the resurgence that occurred between 1999 and 2003.
They were also were too old to have received the combined Hib/-
meningitis C conjugate vaccine, introduced as routine booster in
the second year of life in 2006 [9]. The only Hib-containing vacci-
nes available for pre-school boosting were not licensed for this age
group, but as there were no grounds for suspecting any adverse
safety effects from their administration outside their licensed indi-
cation, JCVI recommended the temporary replacement of DTaP/IPV
with DTaP/IPV/Hib for the birth cohort that had not previously
been offered a Hib booster.

In order to document the risk of an ESL after a fourth dose of an
aP-containing vaccine given at school entry, and to compare the
safety profile of DTaP/IPV vaccines with and without a Hib compo-
nent, we prospectively followed up over 1000 children receiving an
aP containing vaccine as a preschool booster (PSB) in England dur-
ing the period December 2007 to September 2010.
2. Methods

2.1. Study population

Children aged 3.5–6 years of age scheduled to receive a PSB
were enrolled following written informed consent from their par-
ent/ legal guardian. Participants were recruited by specialist vac-
cine research nurses in GP surgeries in two localities –
Hertfordshire and Gloucestershire.
2.2. Vaccines

Four products were in use for the aP-containing PSB during
the study period – Infanrix-IPVTM, Infanrix-IPV + HibTM, PediacelTM

and RepevaxTM. Details of the composition of these vaccines are
given in Table 1. The pertussis components of the two Infanrix
products were the same; Pediacel and RepevaxTM contained the
same pertussis antigens but RepevaxTM had a reduced amount
of pertussis toxoid (PT) and filamentous haemagglutinin (FHA),
and also a low dose diphtheria component (TdaP/IPV). Children
were also offered MMR vaccine at the same time as the aP-
containing PSB but acceptance was not a requirement for study
participation. Vaccination was undertaken by routine nursing
staff at the GP clinics.
Please cite this article in press as: Southern J et al. Extensive swelling of the li
taining vaccines in England in children aged 3–6 years. Vaccine (2016), http://
2.3. Governance

Approval was gained from the Fife and Forth Valley Research
ethics Committee and the local Research and Development
Offices for both East & North Hertfordshire and Gloucestershire
prior to commencement of the study. Local health care staff and
parents were asked to report to the MHRA any serious adverse
events (SAEs) suspected be related to the PSB as per routine
practice.
2.4. Data collection

In this observational study, parents/ guardians completed a
daily health diary for the week following their child’s PSB vacci-
nation(s). This documented local reactions at the injection site
of the aP-containing vaccine and at the MMR injection site (if it
was given), systemic symptoms and visits to a doctor (GP or hos-
pital). Parents were provided with a ruler and asked to measure
the maximum diameter of any redness or swelling at the injec-
tion site(s) each day. They were also telephoned at 48–72 h by
the study nurse who visited the home if a large local swelling
(>50 mms diameter) was reported, and photographed those con-
sidered an ESL which was defined as an extensive area of swelling
involving most of the upper part of the limb with a diameter
>100 mms. Pain was assessed using the Wong-Baker faces rating
scale (below) which allowed the child to indicate how their arm
felt when their parent/guardian touched the injection site [10].
The scales were assigned a numerical value from 0 for the happi-
est face, indicating no pain (left hand side of scale), to 5 for
unhappiest face, indicating the site was painful (right hand side
of scale).
Where the diary was not returned within two weeks of vaccina-
tion, a telephone follow-up was conducted by the vaccine research
nurse to ascertain basic information on local reactions and sys-
temic symptoms experienced, including any SAEs, by the child in
the seven days following vaccination.

Details about the PSB vaccines given and primary vaccinations
administered in the infant schedule including date of administra-
tion, product and batch number were obtained from immunisation
records held by the GP or parent. Information on the child’s med-
ical history was obtained from GP records and parental histories.
2.5. Data analysis

Diary data were combined with information from telephone fol-
low ups conducted by the study nurses for those with no diary.
Vaccine product names were reconciled with batch information
recorded in medical notes and parent held records. Textual infor-
mation in the diary and the recruitment case report form (CRF)
relating to medical history or symptoms was scrutinised and
mb and systemic symptoms after a fourth dose of acellular pertussis con-
dx.doi.org/10.1016/j.vaccine.2016.12.017
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Table 1
Composition of aP-containing pre-school booster vaccines.

Product Infanrix-IPV Infanrix-IPV
+ Hib

Pediacel Repevax

Manufacturer GSK GSK Sanofi Pasteur
MSD

Sanofi Pasteur MSD

Presentation Prefilled syringe Prefilled syringe Prefilled syringe Prefilled syringe
Volume per dose 0.5 ml 0.5 ml 0.5 ml 0.5 ml
Antigens
Diphtheria toxoida Not less than

30 IU
Not less than
30 IU

Not less than
30 IU

Not less than 2 IU
(2 Lf)

Tetanus toxoida Not less than
40 IU

Not less than
40 IU

Not less than
40 IU

Not less than 20 IU
(5 Lf)

Pertussis toxoida 25 lg 25 lg 20 lg 2.5 lg
Filamentous Haemagglutinina 25 lg 25 lg 20 lg 5 lg
Pertactina 8 lg 8 lg 3 lg 3 lg
Fimbriae Types 2 and 3 N/a N/a 5 lg 5 lg
Poliovirus (inactivated) type 1 40 D antigen

units
40 D antigen
units

40 D antigen
units

40 D antigen units

Poliovirus (inactivated) type 2 8 D antigen units 8 D antigen units 8 D antigen units 8 D antigen units
Poliovirus (inactivated) type 3 32 D antigen

units
32 D antigen
units

32 D antigen
units

32 D antigen units

Polyribosylribitol Haemophilus influenzae Type b Polysaccharide: Phosphate
Conjugated to

N/a 10 lg 10 lg N/a

Tetanus Toxoid (PRP-T) N/a 30 lg 18–30 lg N/a

b All polio virus was propagated in VERO cells and the virus strains were – Type 1 Mahoney strain; Type 2 MEF-1 strain; Type 3 Saukett strain.
a GSK pertussis components were adsorbed on aluminium hydroxide; Sanofi Pasteur MSD pertussis components were adsorbed on aluminium phosphate.
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coded. Children without documented receipt of three doses of an
acellular pertussis-containing vaccine for primary immunisation
were excluded from analyses, as were children who had received
a non-study vaccine by the GP surgery, or whose vaccination sites
were unclear due to discrepancies between the health diary and
CRF.

To achieve precision in assessing the risk of a large local reac-
tion (>50 mms diameter) after a 4th dose of an aP-containing vac-
cine, recruitment continued until a minimum of 300 follow-ups
had been conducted in each group receiving an aP-containing vac-
cine with a different pertussis antigen content. This number gave
80% power at a 1% significance level to detect a 10% reaction rate
in one aP group as different to 20% in another group. Given the sec-
ondary objective of comparing the reactogenicity of aP-containing
vaccines with and without a Hib component, the data are pre-
sented separately for Infanrix-IPV and Infanrix-IPV + Hib in the
analysis, for which differences of 10% from 27% could be detected
(assuming 100 in one group, 200 in the other, 80% power, 1% signif-
icance). The significance level of 1% was chosen because four sep-
arate groups were being compared with one another.

Fisher’s exact test was used to compare the rate of local reac-
tions between the different aP-containing vaccine groups (compar-
ing the proportions with any reaction and reaction >50 mms). Local
reactions at the injection site of the aP-containing vaccine were
compared with those at the MMR injection site by Fisher’s exact
test. The relationships between reactogenicity and parent-
reported pre-existing conditions including asthma, eczema and
any allergies were also assessed by Fisher’s exact test.

The Wong-Baker faces ratings were compared using a Kruskall
Wallis test, according to the numerical values assigned, as
described above, and an average score per vaccine per day was cal-
culated. Differences are reported at a 1% significance level.
3. Results

3.1. Demographics

A total of 1081 participants were recruited to the study (Fig. 1),
of whom 108 were excluded from the analyses for a variety of rea-
sons including withdrawal without follow up information, not pro-
Please cite this article in press as: Southern J et al. Extensive swelling of the li
taining vaccines in England in children aged 3–6 years. Vaccine (2016), http://
viding a diary, being uncontactable, receipt of an incomplete
primary course of vaccination and receipt of a vaccine outside
those being studied at the PSB stage. The remaining 973 were
included in the analyses presented here.

Participants were included in one of four groups for analyses,
depending on which aP-containing PSB vaccine they received;
Infanrix-IPV (n = 105), Infanrix-IPV + Hib (n = 196), Pediacel
(n = 314) or Repevax (n = 358). Median ages at vaccination were
the same in the Infanrix-IPV, Pediacel and Repevax groups and sig-
nificantly lower, but only by 0.04 years, in the Infanrix-IPV + Hib
group (Table 2). Male:female ratios and proportions reporting a
history of asthma were similar between groups (Table 2). However,
the study groups differed in history of eczema, with a significantly
higher proportion in the Infanrix-IPV group.
3.2. Local reactions

Swelling at the injection site was most frequently reported in
Pediacel recipients of whom 11.1% had a large swelling (>50 mm)
compared with 2.2% after Repevax; the proportion with a swelling
>50 mm was similar after the two Infanrix vaccines (Table 3).
Swelling was reported significantly less often after MMR than
any of the aP-containing vaccines; only one child (0.1%) had a swel-
ling >50 mm after MMR compared with 6.6% after an aP-containing
vaccine. Based on the daily measurements in the health diaries
large swellings were maximal on day 2, had a median duration
of 2 days and a median diameter of 70 mm. In 13 (1.3%) aP recipi-
ents the swelling was >100 mm diameter and encompassed almost
the whole upper arm, as illustrated in Fig. 2; six had received Pedi-
acel, four Infanrix-IPV + Hib and three Repevax. The area of swel-
ling exhibited erythema but was not necessarily tender with nine
of the 13 children with local swelling >100 mm experiencing no
or only mild pain on touching the affected area. Medical advice
was sought for two of the 13 children, one at the GP and the second
at hospital; oral antihistamines were prescribed and also amoxi-
cillin and ibuprofen for this child who had a fever >40 �C with
enlarged tonsils and signs of otitis media. A further six children
were given over the counter paracetamol or ibuprofen medication
by their parents.
mb and systemic symptoms after a fourth dose of acellular pertussis con-
dx.doi.org/10.1016/j.vaccine.2016.12.017
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1081 RECRUITED

15 withdrew with no follow up (although one of these had an ESLat 24 hr follow up)

1066

29 had no diary and were uncontactable

1037

42 did not receive PSB at recruitmentso were ineligable

995

3 had incomplete primary course so were ineligible

992

19 had diary or telephone follow up date which was uninterpretable and did not match 
where the vaccines were supposed to have been given

973

105 314 358 196
Infanrix Pediacel Repevax Infanrix HIB

102 3 306 8 351 7 187 9
MMR No MMR MMR No MMR MMR No MMR MMR No MMR

79 23 1 2 237 69 8 0 281 70 5 2 166 21 9 0
Diary Tel Fu Diary Tel FU Diary Tel FU Diary Tel FU Diary Tel FU Diary Tel FU Diary Tel FU Diary Tel FU

Fig. 1. Consort diagram illustrating the recruitment pathway of the study.

Table 2
Demographics of children recruited to the study according to which preschool booster vaccine they had received. n = number recruited to each group.

Infanrix (n = 105) Infanrix-Hib (n = 196) Pediacel (n = 314) Repevax (n = 358 p value for comparison
between groups

Median (range) age at recruitment (years) 3.56 (3.29–4.68) 3.52 (3.36–5.44) 3.56 (3.39–6.04) 3.61 (2.70–5.88) <0.001a

Male:Female (ratio) 59:46 (1.28) 89:107 (0.83) 168:146 (1.15) 174:184 (0.95) 0.40b

History of asthma (%) 6/99 (6.1) 9/187 (4.8) 18/296 (5.7) 22/336 (6.1) 0.83b

History of eczema (%) 11/94 (11.7) 41/155 (26.5) 16/298 (5.1) 38/320 (10.6) <0.001b

a Kruskal Wallis test.
b Fisher’s Exact test.

Table 3
Swelling at the injection site within 7 days of vaccination by size and vaccine received.

Swelling at injection site
(maximum diameter)

INFANRIX n
(% of total)

Infanrix-Hib n
(%of total)

PEDIACEL n
(% of total)

REPEVAX n
(% of total)

Total aP containing PSB n (% total) MMR n (%
of total)

N 105 196 313a 358 972 946
NONE 76 (72.4) 145 (74.0) 205 (62.3) 273 (76.3) 699 (71.8) 874 (92.5)
SOME: 29 (27.6) 51 (26.0) 108 (34.4) 85 (23.7) 273 (28.1) 72 (7.6)
<30 mm 11 (10.5) 26 (13.3) 51 (16.2) 58 (16.2) 146 (15.0) 59 (6.2)
30–50 mm 10 (9.5) 12 (6.1) 22 (7.0) 19 (5.3) 63 (6.5) 12 (1.3)
>50 mm 8 (7.6) 13 (6.6) 35 (11.1) 8 (2.2) 64 (6.6) 1 (0.1)

Note: Significant differences (p < 0.01) for some swelling were observed for Pediacel vs Repevax, as well as for each aP-containing vaccine vs MMR; and for swelling >50 mm
for Pediacel vs Repevax as well as for each aP-containing vaccine except Repevax vs MMR.

a 1 individual had swelling reported as unknown in telephone follow-up.
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Redness at the injection site was most frequently reported with
Infanrix-IPV + Hib (61.2%), though the highest proportion with red-
ness >50 mm diameter was reported at the Pediacel injection site
(17.5%) (Table 4). The proportions reporting redness at the injec-
tion site after the aP-containing vaccines were all significantly
higher than seen at the MMR injection site with only 16.5% report-
ing some redness and less than 1% redness of >50 mm.
Please cite this article in press as: Southern J et al. Extensive swelling of the li
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Pain at the injection site was reported in similar proportions at
the four aP-containing vaccine injection sites, with significantly
higher proportions reporting pain and for longer durations than
at the MMR injection site (Table 5).

A history of asthma was reported by 5.7% of participants,
eczema in 10.9% and other allergies in 2.8%. There were no signif-
icant differences in the proportions with any, or >50 mm redness
mb and systemic symptoms after a fourth dose of acellular pertussis con-
dx.doi.org/10.1016/j.vaccine.2016.12.017
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Fig. 2. Photos of ESLs in the limb where PSB was administered, followed up by
VRNs during the week following vaccination.
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or swelling at the aP-booster site in those with or without these
pre-existing conditions (data not shown). However, three of the
13 children with swelling >100 mm diameter had a history of
allergy (asthma, eczema and cows’ milk intolerance).
Table 4
Redness at the injection site within 7 days of vaccination by size and vaccine received.

Redness at injection site (highest level in
7 days after vaccination)

INFANRIX n
(% of total)

Infanrix-Hib n
(%of total)

PED
(%

N 105 196 312
NONE 59 (56.2) 120 (61.2) 156
SOME: 46 (43.8) 76 (38.8) 156
<30 mm 17 (16.2) 32 (16.3) 63
30–50 mm 13 (12.4) 18 (9.2) 38
>50 mm 16 (15.2) 26 (13.3) 55

Note: Significant differences (p < 0.01) for some redness and for redness >50 mm were
MMR.

a 2 individuals had redness reported as unknown in telephone follow-up.
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3.3. Systemic symptoms

There were no significant differences between the aP-
containing vaccines in the proportions of children reported in the
health diary with the solicited symptoms of lethargy/tiredness,
crying or diarrhoea and vomiting in the 7 days after vaccination
(Table 6).

The distribution of Wong Baker scores and mean scores per day
by the four aP-containing vaccines is illustrated in Fig. 3. A similar
pattern to the daily reports of swelling was noted for the Wong
Baker scores, with the Pediacel group reporting the highest scores
followed by Infanrix then Repevax. Differences were significant
between Pediacel and Repevax on days 0–3. Differences were not
significant at a 1% level on other days or between Infanrix and
Pediacel or Infanrix and Repevax.
4. Discussion

Extensive swelling involving most of the upper part of a limb
after a booster dose of aP-containing vaccine is a well documented
phenomenon. It was first noted in a report in 1987 from a group of
US scientists who visited Japan to obtain information on the safety
and efficacy of the new purified vaccines developed there. Their
report noted instances of whole arm swelling in Japanese children
following an aP PSB, but clinicians reassured them of their sponta-
neous resolution within days [11]. The first paper to document the
incidence of ESL reported that 1.1% of toddlers receiving a fourth
dose of an DTaP vaccine had extensive swelling involving most of
the upper limb [12] an incidence similar to that in our study
though potentially lower as it was unsolicited compared to our
study where it was actively monitored. The incidence of ESL can
increase after a fifth dose which in many aP using countries is
given at around 5 years of age.

In this study we found an incidence of extensive limb swelling
(defined as >100 mms in diameter) in 1.3% of children given a
fourth dose of an aP containing vaccine at age 3–6 years. The ESL
usually occurred without fever, tenderness or systemic upset and
resolved quickly without treatment. For swellings >50 mms in
diameter the risk was lowest in children receiving the low dose
diphtheria vaccine. Our findings are therefore similar to those of
Rennels et al. who compared reactions to 12 different DTaP vacci-
nes given as a fourth dose in the second year of life and found an
overall frequency of ESL of 2% with some evidence of an association
with the diphtheria content of the vaccine [3]. As expected the
addition of Hib to the DTaP/IPV vaccine did not adversely affect
the local or systemic reactogenicity profile.

Before replacement of the DT PSB with a pertussis-containing
vaccine in 2001 we conducted a randomised single -blind trial to
evaluate the acceptability of using a DTwP vaccine [13]. The fre-
quency of large local reactions and systemic symptoms such as
prolonged crying and a disturbed night was 2–3-fold higher in
IACEL n
of total)

REPEVAX n
(% of total)

Total aP-containing PSB n (% total) MMR n (%
of total)

a 358 971 946
(50.0) 216 (60.3) 551 (56.7) 789 (83.5)
(50.0) 142 (39.7) 420 (43.2) 156 (16.5)

(20.1) 87 (24.3) 199 (20.5) 141 (14.9)
(12.1) 30 (8.4) 99 (10.2) 12 (1.3)
(17.5) 25 (7.0) 122 (12.5) 3 (0.3)

observed for: Pediacel versus Repevax as well as for each aP-containing vaccine vs

mb and systemic symptoms after a fourth dose of acellular pertussis con-
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Table 5
Pain at the injection site within 7 days of vaccination by duration and vaccine received.

PAIN at injection site INFANRIX n
(% of total)

Infanrix-Hib n
(%of total)

PEDIACEL n
(% of total)

REPEVAX n
(% of total)

Total aP-containing PSB n
(% total)

MMR n (%
of total)

N 80a 175a 245a 286a 786a 763a

NONE 33 (41.3) 65 (37.1) 81 (33.1) 119 (41.6) 298 (37.9) 497(65.1)
SOME 47 (58.8) 110 (62.9) 164 (66.9) 167 (58.4) 488 (62.1) 266 (34.9)
1–5 days 45 (56.3) 106 (60.6) 154 (62.9) 158 (55.2) 463 (58.9) 262 (34.3)
>5 days 2 (2.5) 4 (2.3) 10 (4.1) 9 (3.1) 25 (3.2) 4 (0.5)

Note: Significant differences (p < 0.01) for some pain were observed for each aP-containing vaccine vs MMR and for >5 days pain for Pediacel and Repevax vs MMR.
a Pain information only available for those with a diary returned as this was not assessed in the telephone follow-up.

Table 6
Proportions reporting systemic symptoms in the health diary completed following vaccination.

INFANRIX n (%) INFANRIX HIB n (%) PEDIACEL n (%) REPEVAX n (%)

N 105 196 313 358
Crying 3 (2.9) 12 (6.1) 17 (5.4) 12 (3.4)
Lethargy/tiredness 6 (5.7) 8 (4.1) 12 (3.8) 16 (4.5)
Vomiting/diarrhoea 3 (2.9) 8 (4.1) 7 (2.2) 7 (2.0)

Note: No differences significant between PSB vaccines.

Fig. 3. Distribution of Wong Baker scores and mean scores by aP-boooster vaccine and days since vaccination.
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DTwP than DT vaccinees, with 44% requiring medication compared
with 23% of DT vaccinees. It was considered that this increase in
reactogenicity at a time when pertussis was well controlled would
be unacceptable. A randomised trial in over 1000 children was sub-
sequently conducted to compare local reactions and systemic
symptoms in DT vaccinated children with those in children given
one of four DTaP vaccines as a PSB following a primary course of
wP-containing vaccine. Systemic symptoms and local reactions
were similar between the five groups although local reactions
occurred more quickly in the DTaP vaccinated children. A small
subset of 71 children primed with an aP-containing vaccine during
the wP-containing vaccine shortages, were twice as likely to
develop local swelling and erythema as wP-primed children.

The mechanism by which aP-containing booster vaccines pre-
dispose to extensive swelling in the injected limb is not under-
stood. Ultrasound examination suggests that the phenomenon is
similar to angioedema rather than inflammatory cellulitis [14].
Studies with the fourth and fifth doses of aP-containing vaccines
Please cite this article in press as: Southern J et al. Extensive swelling of the li
taining vaccines in England in children aged 3–6 years. Vaccine (2016), http://
in Canada have shown a positive association with body mass index
and, like our findings, a history of atopy was not associated with
the reaction [15]. Whatever the mechanism, parents should
informed about the small risk of an ESL after the pre-school booster
of an aP-containing vaccine but reassured that the condition is
benign and transient. The findings of this study are useful in
informing the frequency of ESL following vaccination in contrast
to cellulitis, where tenderness, fever and toxicity would likely
accompany the large local swelling.
Funding

This report is independent research commissioned and funded
by the Department of Health policy research programme (National
Vaccine Evaluation Consortium, 039/0031). The views expressed in
this publication are those of the author(s) and not necessarily those
of the Department of Health.
mb and systemic symptoms after a fourth dose of acellular pertussis con-
dx.doi.org/10.1016/j.vaccine.2016.12.017

http://dx.doi.org/10.1016/j.vaccine.2016.12.017
https://www.researchgate.net/publication/6778631_Ultrasound_Examination_of_Extensive_Limb_Swelling_Reactions_After_Diphtheria-Tetanus-Acellular_Pertussis_or_Reduced-Antigen_Content_Diphtheria-Tetanus-Acellular_Pertussis_Immunization_in_Preschool-Age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/11811684_Assessment_of_injection_site_reactions_to_an_acellular_pertussis-based_combination_vaccine_including_novel_use_of_skin_tests_with_vaccine_antigens?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
labworks
Kiemelés

labworks
Kiemelés

labworks
Kiemelés

labworks
Kiemelés



J. Southern et al. / Vaccine xxx (2016) xxx–xxx 7
Conflicts of interest

None of the authors have any conflicts of interest to declare.

Acknowledgements

The authors thank the Public Health England (PHE) vaccine
research nurses who recruited, vaccinated and followed-up the
study participants in Gloucester (Ann Maher, Rhonwen Morris,
Wendy Nedoma and Diane Webb) and Hertfordshire (Norah Ash-
wood and Lynne Joslin). The authors thank the administration
and coordination team at PHE Colindale (Teresa Gibbs and Deborah
Cohen) and the PHE research governance office.

References

[1] Pichichero ME, Deloria MA, Rennels MB, Anderson EL, Edwards KM, Decker
MD, et al. A safety and immunogenicity comparison of 12 acellular pertussis
vaccines and one whole-cell pertussis vaccine given as a fourth dose in 15- to
20-month-old children. Pediatrics 1997;100(5):772–88.

[2] Pichichero ME, Edwards KM, Anderson EL, Rennels MB, Englund JA, Yerg DE,
et al. Safety and immunogenicity of six acellular pertussis vaccines and one
whole-cell pertussis vaccine given as a fifth dose in four- to six-year-old
children. Pediatrics 2000;105(1):e11.

[3] Rennels MB. Extensive swelling reactions occurring after booster doses of
diphtheria-tetanus-acellular pertussis vaccines. Semin Pediatr Infect Dis
2003;14(3):196–8. Review.

[4] Black S, Friedland LR, Schuind A, Howe B. GlaxoSmithKline DTaP-IPV Vaccine
Study Group. Immunogenicity and safety of a combined DTaP-IPV vaccine
compared with separate DTaP and IPV vaccines when administered as pre-
school booster doses with a second dose of MMR vaccine to healthy children
aged 4–6 years. Vaccine 2006;24(35–36):6163–71. Epub 2006 Apr 21.
Please cite this article in press as: Southern J et al. Extensive swelling of the li
taining vaccines in England in children aged 3–6 years. Vaccine (2016), http://

View publication statsView publication stats
[5] Marshall H, Nolan T, Roberton D, Richmond P, Lambert S, Jacquet JM, et al. A
comparison of booster immunisation with a combination DTPa-IPV vaccine or
DTPa plus IPV in separate injections when co-administered with MMR, at age
4–6 years. Vaccine 2006;24(35–36):6120–8. Epub 2006 Jun 2.

[6] Nilsson L, Faldella G, Jacquet JM, Storsaeter J, Silfverdal SA, Ekholm L. A fourth
dose of DTPa-IPV vaccine given to 4–6 year old children in Italy and Sweden
following primary vaccination at 3, 5 and 11–12 months of age. Scand J Infect
Dis 2005;37(3):221–9.

[7] MHRA website - http://yellowcard.mhra.gov.uk/ [accessed 09.06.16].
[8] CMO letters - PL/CMO/2007/5, PL/CNO/2007/3, PL/CPHO/2007/2:

HAEMOPHILUS INFLUENZAE TYPE B (HIB) VACCINE FOR YOUNG CHILDREN –
CATCH-UP PROGRAMME.

[9] CMO letters – PL CMO (2004)3: New vaccinations for the childhood
immunisation programme <http://www.dh.gov.uk/prod_consum_dh/groups/
dh_digitalassets/@dh/@en/documents/digitalasset/dh_4087347.pdf>.

[10] Wong D, Baker C. Pain in children: comparison of assessment scales. Pediatr
Nurs 1988;14(1):9017.

[11] Noble GR, Bernier RH, Esber EC, Hardegree MC, Hinman AR, Klein D, et al.
Acellular and whole-cell pertussis vaccines in Japan. Report of a visit by US
scientists. JAMA 1987;257(10):1351–6.

[12] Schmitt HJ, Beutel K, Schuind A, Knuf M, Wagner S, Müschenborn S, et al.
Reactogenicity and immunogenicity of a booster dose of a combined
diphtheria, tetanus, and tricomponent acellular pertussis vaccine at fourteen
to twenty-eight months of age. J Pediatr 1997;130(4):616–23.

[13] Miller E, Waight P, Laurichesse H, Andrews N, Thornton C, Sesardic D, et al.
Immunogenicity and reactogenicity of acellular diphtheria/tetanus/pertussis
vaccines given as a pre-school booster: effect of simultaneous administration
of MMR. Vaccine 2001;19:3904–11. doi: http://dx.doi.org/10.1016/S0264-
410X(01)00123-2.

[14] Marshall HS, Gold MS, Gent R, et al. Ultrasound examination of extensive limb
swelling reactions after diphtheria-tetanus-acellular pertussis or reduced-
antigen content diphtheria-tetanus-acellular pertussis immunization in
preschool-aged children. Pediatrics 2006;118:1501–9.

[15] Scheifele DW, Halperin SA, Ferguson AC. Assessment of injection site reactions
to an acellular pertussis-based combination vaccine, including novel use of
skin tests with vaccine antigens. Vaccine 2001;19(32):4720–6.
mb and systemic symptoms after a fourth dose of acellular pertussis con-
dx.doi.org/10.1016/j.vaccine.2016.12.017

http://refhub.elsevier.com/S0264-410X(16)31224-5/h0005
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0005
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0005
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0005
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0010
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0010
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0010
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0010
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0015
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0015
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0015
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0020
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0020
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0020
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0020
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0020
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0020
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0025
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0025
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0025
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0025
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0025
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0030
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0030
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0030
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0030
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0030
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0030
http://yellowcard.mhra.gov.uk/
http://www.dh.gov.uk/prod_consum_dh/groups/dh_digitalassets/@dh/@en/documents/digitalasset/dh_4087347.pdf
http://www.dh.gov.uk/prod_consum_dh/groups/dh_digitalassets/@dh/@en/documents/digitalasset/dh_4087347.pdf
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0050
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0050
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0055
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0055
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0055
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0060
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0060
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0060
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0060
http://dx.doi.org/10.1016/S0264-410X(01)00123-2
http://dx.doi.org/10.1016/S0264-410X(01)00123-2
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0070
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0070
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0070
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0070
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0075
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0075
http://refhub.elsevier.com/S0264-410X(16)31224-5/h0075
http://dx.doi.org/10.1016/j.vaccine.2016.12.017
https://www.researchgate.net/publication/10617389_Extensive_swelling_reactions_occurring_after_booster_doses_of_diphtheria-tetanus-acellular_pertussis_vaccines?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/10617389_Extensive_swelling_reactions_occurring_after_booster_doses_of_diphtheria-tetanus-acellular_pertussis_vaccines?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/10617389_Extensive_swelling_reactions_occurring_after_booster_doses_of_diphtheria-tetanus-acellular_pertussis_vaccines?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/7022982_Immunogenicity_and_safety_of_a_combined_DTaP-IPV_vaccine_compared_with_separate_DTaP_and_IPV_vaccines_when_administered_as_pre-school_booster_doses_with_a_second_dose_of_MMR_vaccine_to_healthy_childre?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/7022982_Immunogenicity_and_safety_of_a_combined_DTaP-IPV_vaccine_compared_with_separate_DTaP_and_IPV_vaccines_when_administered_as_pre-school_booster_doses_with_a_second_dose_of_MMR_vaccine_to_healthy_childre?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/7022982_Immunogenicity_and_safety_of_a_combined_DTaP-IPV_vaccine_compared_with_separate_DTaP_and_IPV_vaccines_when_administered_as_pre-school_booster_doses_with_a_second_dose_of_MMR_vaccine_to_healthy_childre?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/7022982_Immunogenicity_and_safety_of_a_combined_DTaP-IPV_vaccine_compared_with_separate_DTaP_and_IPV_vaccines_when_administered_as_pre-school_booster_doses_with_a_second_dose_of_MMR_vaccine_to_healthy_childre?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/7022982_Immunogenicity_and_safety_of_a_combined_DTaP-IPV_vaccine_compared_with_separate_DTaP_and_IPV_vaccines_when_administered_as_pre-school_booster_doses_with_a_second_dose_of_MMR_vaccine_to_healthy_childre?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/11913940_Immunogenicity_and_reactogenicity_of_acellular_diphtheriatetanuspertussis_vaccines_given_as_a_pre-school_booster_Effect_of_simultaneous_administration_of_MMR?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/11913940_Immunogenicity_and_reactogenicity_of_acellular_diphtheriatetanuspertussis_vaccines_given_as_a_pre-school_booster_Effect_of_simultaneous_administration_of_MMR?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/11913940_Immunogenicity_and_reactogenicity_of_acellular_diphtheriatetanuspertussis_vaccines_given_as_a_pre-school_booster_Effect_of_simultaneous_administration_of_MMR?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/11913940_Immunogenicity_and_reactogenicity_of_acellular_diphtheriatetanuspertussis_vaccines_given_as_a_pre-school_booster_Effect_of_simultaneous_administration_of_MMR?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/11913940_Immunogenicity_and_reactogenicity_of_acellular_diphtheriatetanuspertussis_vaccines_given_as_a_pre-school_booster_Effect_of_simultaneous_administration_of_MMR?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/6961627_A_comparison_of_booster_immunisation_with_a_combination_DTPa-IPV_vaccine_or_DTPa_plus_IPV_in_separate_injections_when_co-administered_with_MMR_at_age_4-6_years?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/6961627_A_comparison_of_booster_immunisation_with_a_combination_DTPa-IPV_vaccine_or_DTPa_plus_IPV_in_separate_injections_when_co-administered_with_MMR_at_age_4-6_years?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/6961627_A_comparison_of_booster_immunisation_with_a_combination_DTPa-IPV_vaccine_or_DTPa_plus_IPV_in_separate_injections_when_co-administered_with_MMR_at_age_4-6_years?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/6961627_A_comparison_of_booster_immunisation_with_a_combination_DTPa-IPV_vaccine_or_DTPa_plus_IPV_in_separate_injections_when_co-administered_with_MMR_at_age_4-6_years?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/14108988_Reactogenicity_and_immunogenicity_of_a_booster_dose_of_a_combined_diphtheria_tetanus_and_tricomponent_acellular_pertussis_vaccine_at_fourteen_to_twenty-eight_months_of_age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/14108988_Reactogenicity_and_immunogenicity_of_a_booster_dose_of_a_combined_diphtheria_tetanus_and_tricomponent_acellular_pertussis_vaccine_at_fourteen_to_twenty-eight_months_of_age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/14108988_Reactogenicity_and_immunogenicity_of_a_booster_dose_of_a_combined_diphtheria_tetanus_and_tricomponent_acellular_pertussis_vaccine_at_fourteen_to_twenty-eight_months_of_age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/14108988_Reactogenicity_and_immunogenicity_of_a_booster_dose_of_a_combined_diphtheria_tetanus_and_tricomponent_acellular_pertussis_vaccine_at_fourteen_to_twenty-eight_months_of_age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/6778631_Ultrasound_Examination_of_Extensive_Limb_Swelling_Reactions_After_Diphtheria-Tetanus-Acellular_Pertussis_or_Reduced-Antigen_Content_Diphtheria-Tetanus-Acellular_Pertussis_Immunization_in_Preschool-Age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/6778631_Ultrasound_Examination_of_Extensive_Limb_Swelling_Reactions_After_Diphtheria-Tetanus-Acellular_Pertussis_or_Reduced-Antigen_Content_Diphtheria-Tetanus-Acellular_Pertussis_Immunization_in_Preschool-Age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/6778631_Ultrasound_Examination_of_Extensive_Limb_Swelling_Reactions_After_Diphtheria-Tetanus-Acellular_Pertussis_or_Reduced-Antigen_Content_Diphtheria-Tetanus-Acellular_Pertussis_Immunization_in_Preschool-Age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/6778631_Ultrasound_Examination_of_Extensive_Limb_Swelling_Reactions_After_Diphtheria-Tetanus-Acellular_Pertussis_or_Reduced-Antigen_Content_Diphtheria-Tetanus-Acellular_Pertussis_Immunization_in_Preschool-Age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/13882088_A_Safety_and_Immunogenicity_Comparison_of_12_Acellular_Pertussis_Vaccines_and_One_Whole-Cell_Pertussis_Vaccine_Given_as_a_Fourth_Dose_in_15-_to_20-Month-Old_Children?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/13882088_A_Safety_and_Immunogenicity_Comparison_of_12_Acellular_Pertussis_Vaccines_and_One_Whole-Cell_Pertussis_Vaccine_Given_as_a_Fourth_Dose_in_15-_to_20-Month-Old_Children?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/13882088_A_Safety_and_Immunogenicity_Comparison_of_12_Acellular_Pertussis_Vaccines_and_One_Whole-Cell_Pertussis_Vaccine_Given_as_a_Fourth_Dose_in_15-_to_20-Month-Old_Children?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/13882088_A_Safety_and_Immunogenicity_Comparison_of_12_Acellular_Pertussis_Vaccines_and_One_Whole-Cell_Pertussis_Vaccine_Given_as_a_Fourth_Dose_in_15-_to_20-Month-Old_Children?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/11811684_Assessment_of_injection_site_reactions_to_an_acellular_pertussis-based_combination_vaccine_including_novel_use_of_skin_tests_with_vaccine_antigens?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/11811684_Assessment_of_injection_site_reactions_to_an_acellular_pertussis-based_combination_vaccine_including_novel_use_of_skin_tests_with_vaccine_antigens?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/11811684_Assessment_of_injection_site_reactions_to_an_acellular_pertussis-based_combination_vaccine_including_novel_use_of_skin_tests_with_vaccine_antigens?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/19342381_Acellular_and_whole-cell_pertussis_vaccines_in_Japan_Report_of_a_visit_by_US_scientists?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/19342381_Acellular_and_whole-cell_pertussis_vaccines_in_Japan_Report_of_a_visit_by_US_scientists?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/19342381_Acellular_and_whole-cell_pertussis_vaccines_in_Japan_Report_of_a_visit_by_US_scientists?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/7888791_A_fourth_dose_of_DTPa-IPV_vaccine_given_to_4--6_year_old_children_in_Italy_and_Sweden_following_primary_vaccination_at_3_5_and_11--12_months_of_age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/7888791_A_fourth_dose_of_DTPa-IPV_vaccine_given_to_4--6_year_old_children_in_Italy_and_Sweden_following_primary_vaccination_at_3_5_and_11--12_months_of_age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/7888791_A_fourth_dose_of_DTPa-IPV_vaccine_given_to_4--6_year_old_children_in_Italy_and_Sweden_following_primary_vaccination_at_3_5_and_11--12_months_of_age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/7888791_A_fourth_dose_of_DTPa-IPV_vaccine_given_to_4--6_year_old_children_in_Italy_and_Sweden_following_primary_vaccination_at_3_5_and_11--12_months_of_age?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/19788524_Pain_in_Children_Comparison_of_Assessment_Scales?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/19788524_Pain_in_Children_Comparison_of_Assessment_Scales?el=1_x_8&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/profile/Rkatie_Morris?el=1_x_11&enrichId=rgreq-fc2e622345d51bb87b1056d8212ea00b-XXX&enrichSource=Y292ZXJQYWdlOzMxMTg4Mzc3MjtBUzo0NTAwNTk3NzE4Nzk0MjRAMTQ4NDMxNDAxOTE5NA==
https://www.researchgate.net/publication/311883772

	Extensive swelling of the limb and systemic symptoms after a fourth dose of acellular pertussis containing vaccines in England in children aged 3–6years
	1 Introduction
	2 Methods
	2.1 Study population
	2.2 Vaccines
	2.3 Governance
	2.4 Data collection
	2.5 Data analysis

	3 Results
	3.1 Demographics
	3.2 Local reactions
	3.3 Systemic symptoms

	4 Discussion
	Funding
	Conflicts of interest
	Acknowledgements
	References


