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Hepatitis B vaccination of preterm infants and risk of
bronchopulmonary dysplasia: a cohort study, Australia

Hannah J Morgan,® Marcel F Nold,® Gonzalo Sepulveda Kattan, Diana Vlasenko,® Atul Malhotra,” James H Boyd,
Hazel J Clothier® & Jim P Buttery?

Objective To determine whether hepatitis B virus (HBV) vaccination of extremely preterm infants (defined in our study as <29 weeks
gestation) within 24 hours of birth (birth-dose) increases the risk of developing bronchopulmonary dysplasia.

Methods Using data from Australia, we conducted a population data linkage study using the Victorian Vaccine Safety Health Link. This
platform links state-wide immunization and health outcomes from the Victorian Perinatal Data Collection and the Victorian Admitted Episodes
Dataset. Our retrospective cohort study included all extremely preterm infants born alive during 2017-2020 (excluding data outliers). We
investigated the relationship between birth-dose HBV vaccination and bronchopulmonary dysplasia diagnosis at 36 weeks postmenstrual
age. We identified possible confounders using a directed acyclic graph, and included these confounders in a robust Poisson regression model.
Findings Of the 818 extremely preterm infants meeting our inclusion criteria, 306 received birth-dose HBV vaccination: 50.7% (155/306) of
the vaccinated and 61.9% (317/512) of the unvaccinated infants developed bronchopulmonary dysplasia. After accounting for measured
confounders, the adjusted relative risk was 0.83 (95% confidence interval, Cl: 0.68—1.00), suggesting no increased risk. However, residual
confounding by indication may still be present as it is not known how clinician perception of the stability of the newborn affects the decision
to vaccinate or not, potentially underestimating any association between vaccination and outcome.

Conclusion Our findings support existing World Health Organization recommendations to immunize all infants against HBV within 24 hours
of birth, including those born prematurely.

Abstracts in GSS H13Z, Frangais, Pycckuii and Espafiol at the end of each article.

Introduction

Hepatitis B virus (HBV) is the most common blood-borne
virus in Australia, with an incidence of up to 61 per 100000
per year in the age group 30-39 years.' HBV can be transmit-
ted by inoculation through broken or penetrated skin, or by
mucosal contact with blood and other bodily fluids from an
infected person, including vertically from mother to infant
during pregnancy and birth.? HBV infects the liver to cause an
acute infection phase and/or a chronic infection phase, which
can potentially lead to cirrhosis and hepatocellular carcinoma
with significant liver-related mortality (820000 premature
deaths, i.e. before life expectancy, globally in 2019).”* Infants
infected at or soon after birth are 90% more likely to develop
chronic infection compared with those infected at older ages.>’

The most effective preventive intervention for HBV infec-
tion is vaccination. The successful implementation of universal
infant HBV vaccination, with the first dose shortly after birth,
has been key to reducing HBV infection and disease globally.
For high-risk newborns of infected mothers, this primary vac-
cine alongside administration of hepatitis Bimmunoglobulin
at birth protects 94-99% of infants.”® The Australian public
health agency and the Pan American Health Organization pro-
vide guidelines recommending a four-dose HBV vaccination
schedule that includes preterm infants (< 37 weeks gestation),’”
with doses given within 24 hours of birth, and at the age of
6 or 8 weeks, 4 months and 6 months.*” In some hospitals
in China, Macau Special Administrative Region, guidelines
recommend all infants, including preterm infants, to receive

the first dose of the HBV vaccine at birth."” An additional
fifth booster dose at the age of 12 months is recommended for
those born before 32 weeks gestation and/or infants with a low
birth weight (<2000 g), as these infants usually mount a lower
serologic response to HBV vaccination.'' ™" Two studies show
that in settings where a birth dose is recommended, attaining
high birth-dose coverage in preterm infants is feasible.'"
However, it is unknown from these studies whether the birth
doses were correctly administered within the first 24 hours,
because of the possibility that more unwell babies may have
their vaccination delayed.'*"

The safety of the birth-dose HBV vaccination in new-
born infants weighing 2000 g or more is well established.*'¢
However, due to limited evidence on its safety in preterm
infants with birth weight less than 2000 g, most national im-
munization schedules recommend withholding the birth-dose
vaccination for this group.'”

The chronic lung disease bronchopulmonary dysplasia
is one of the most important complications of prematurity,
contributing to substantial short- and long-term morbidity."*
A recent prospective immune profiling study conducted on
Australian extremely preterm infants (defined in this study as
<29 weeks gestation) observed a strong association between
T-helper lymphocyte type 2 (Th2) immune polarization (using
the surrogate marker interleukin-4, IL-4+, in T-cells) from
birth and bronchopulmonary dysplasia. There was also a posi-
tive association between early HBV vaccination and a higher
IL-4+ T-cell percentage.'’ These data suggested the possibility
of an increased risk of the disease as a result of early HBV
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vaccination driving Th2 immune polar-
ization and type 2 cytokine activation in
infants born before 32 weeks gestation.
Here we aim to determine whether
birth-dose HBV vaccination in extreme-
ly preterm infants increases their risk of
bronchopulmonary dysplasia.

Methods

The Australian Department of Health
reported that “chronic lung disease is the
single most important factor determin-
ing length of hospital stay in babies born
at less than 29 weeks”;*" we therefore use
this definition (and not that of the World
Health Organization (WHO), which
is <28 weeks) for extremely preterm
infants in our study. Because random-
ized controlled trials do not provide
an ethical or feasible way to answer
this question, we explored the optimal
utilization of real-world population-
level data sourced from two different
state-based data sets of the Department
of Public Health, Victoria. Our cohort
study included all extremely preterm
infants born alive in Victoria from 1
January 2017 to 31 December 2020.

Data sources

Surveillance of Adverse Events Follow-
ing Immunization in the Community
is the central vaccine safety surveil-
lance service for Victoria, Australia. To
ensure the continued safety of vaccines
after approval, the surveillance service
collects data on vaccine adverse events
in the community via a combination of
active and spontaneous methods and,
more recently, using linked data. The
linked data platform, the Vaccine Safety
Health Link, was used for this study.
The platform is the service’s repository
of anonymously linked immunization,
hospital, mortality, perinatal and notifi-
able disease records for every resident
in Victoria.”’ These records contain
demographic and medical information
to enable a rapid and sensitive investiga-
tion of vaccine safety concerns, and with
a lower data bias compared to surveil-
lance methods that rely exclusively on
reporting.”

We acquired data from the Victo-
rian Perinatal Data Collection and the
Victorian Admitted Episodes Dataset,
of which the Department of Health,
Victoria is the custodian.”>* The former
includes data on maternal and perinatal
outcomes for the Consultative Council
on Obstetric and Paediatric Mortality

188

and Morbidity, and the latter includes
data on patient admissions at public
and private hospitals, including reha-
bilitation centres, extended care facilities
and day procedure centres.”” As part of
the Vaccine Safety Health Link project,
the Centre for Victorian Data Linkage
linked these two data sets using a combi-
nation of deterministic and probabilistic
methods. The data sets are provided in
a database with de-identified unique
person-identifiers attached to each re-
cord. The unique person-identifiers are
linking records within and between the
data sets to examine population trends
before and after vaccination.

Data acquisition

We first filtered the Victorian Perinatal
Data Collection for relevant infants and
extracted birth-dose HBV vaccination
status and other variables (number of
weeks gestation; birth weight in grams;
Apgar score of health at 1 and 5 minutes;
Aboriginal and/or Torres Strait Islander
indigenous status; maternal age; moth-
ers’ smoking status; and congenital heart
disease status). For the purposes of this
study, we considered the absence of
HBV vaccination in the first 24 hours
after birth as unvaccinated, irrespective
of any other vaccinations given during
this time period, or HBV vaccination
given after the 24-hour period.

We determined the bronchopul-
monary dysplasia status (outcome) of
each extremely preterm infant from the
Victorian Admitted Episodes Dataset
according to the presence or absence
of a P27.1, P27.8 or P27.9 International
Statistical Classification of Diseases and
Related Health Problems, Tenth Revi-
sion (ICD-10) Australian modification
code in one of the 40 available diagno-
sis fields. Because it is not possible to
diagnose the disease in infants with a
postmenstrual age of less than 36 weeks,
these ICD-10 Australian modification
codes are assigned if the infant still
requires respiratory support at this age.

We merged vaccination and out-
come status from the different data sets
based on the unique person-identifier
to create a single data set for our study.
We excluded records with data entry
errors or outliers with more than three
standard deviations from the mean in
birth weight. We considered records
where the number of weeks of gestation
was reported as 20 weeks or less as data
entry errors, which we also excluded
from our analysis.
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Data processing

We analysed the combined data set
using the sandwich package of R,
version 4.3.1 (R Foundation, Vienna,
Austria).”** We identified possible con-
founders in consultation with neona-
tologists using a directed acyclic graph,
which provides a visual representation
of potentially meaningful relation-
ships between variables related to the
research question (available in online
repository).”>”” We compared summary
statistics of baseline health characteris-
tics between extremely preterm infants
who were vaccinated and unvaccinated
to birth-dose HBV vaccination. Finally,
we analysed the outcome of bronchopul-
monary dysplasia using a robust Pois-
son regression model, including HBV
vaccination exposure and confounders
as covariates.

We conducted a secondary analy-
sis, examining all-cause mortality oc-
curring in the 3 months after birth as
the outcome. We obtained mortality
status from the Victorian Deaths Index
data set.

To identify any potential bias in-
troduced by the observational nature
of our study, as opposed to an approach
using a randomized controlled trial, we
used a target trial emulation framework
(online repository).””*

Ethical considerations

The Royal Children’s Hospital Mel-
bourne Ethics Committee oversees
all work conducted as part of the
Vaccine Safety Health Link project
(no. 79964).

Results

During the study period, 10 029 infants
were born preterm, 9188 of which were
born after 29-36 weeks gestation and 17
of which were stillborn, leaving 824 ex-
tremely preterm infants who were born
alive. We considered that the records for
six of these infants included data outli-
ers, and we conducted our analysis on
the remaining 818 infants.

Of the 818 infants in the study, 306
received the birth-dose HBV vaccina-
tion and 512 did not. We noted that
all indicators of baseline health were
consistent between these birth-dose
vaccinated and unvaccinated groups
(Table 1). At the age of 24 months, 785
(96.0%) had received at least one dose
of the HBV vaccination.
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We observed that 50.7% (155/306)
of the vaccinated infants and 61.9%
(317/512) of the unvaccinated infants
developed bronchopulmonary dyspla-
sia. This outcome yields an unadjusted
relative risk (RR) of 0.81 (95% con-
fidence interval, CI: 0.67-0.98), with
no evidence of an increased risk of the
development of the disease following
birth-dose HBV vaccination.

We identified measurable potential
confounders from the directed acyclic
graph and pertinent data, including
maternal age, low Apgar at 1 minute, low
Apgar at 5 minutes, maternal smoking,
gestation period and congenital heart
disease status (online repository).”” After
adding these confounders to the robust
Poisson model, we obtained a RR 0f 0.83
(95% CI: 0.68-1.00), again indicating
no increased risk of the development of
the disease following birth-dose HBV
vaccination.

Our secondary analysis investi-
gating all-cause mortality in the first
3 months of life as the outcome found
that 2.3% (7/306) of the vaccinated
group and 2.7% (14/512) of the unvac-
cinated group died during this period.
These results show no increased risk of
mortality following birth-dose HBV
vaccination (unadjusted RR: 0.83; 95%
CI: 0.32-2.00). After maternal age, we
included low Apgar at 1 minute, low
Apgar at 5 minutes, maternal smoking
and congenital heart disease status as
potential confounders to the model;
we observed a RR of 1.13 (95% CI:
0.42-2.81), showing no evidence of an
increased risk of mortality following
birth-dose HBV vaccination.

Discussion

In this Australian cohort, we identified
no evidence of an increased risk of bron-
chopulmonary dysplasia in extremely
preterm infants who received birth-dose
HBYV vaccination in the first 24 hours
of life, supporting the continued use
of birth-dose HBV vaccination in the
extremely preterm population.'** As
paediatric health researchers affiliated
to Australian institutes, we are uniquely
placed to conduct this research: Austra-
lia has one of the few health-care systems
that routinely recommend birth-dose
HBYV vaccination in all infants, includ-
ing those born preterm and with birth
weight less than 2000 g."” However, de-
spite these national recommendations,
the proportions of birth-dose HBV
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Table 1. Comparison of key factors between birth-dose HBV vaccinated and
unvaccinated preterm infants, Australia, 2017-2020

Factor Vaccinated Unvaccinated P
(n=306) (n=512)

No. with indigenous status (%) 6(2.0) 22(4.0) 0.10
Median maternal age, years (IQR) 32(7) 33(8) 0.05
Median gestation, weeks (IQR)® 27 (2) 27 (3) 1.00
Median Apgar score at 1 minute (IQR) 5(3) 5(4) 1.00
Median Apgar score at 5 minutes (IQR) 8(3) 8(3) 1.00
No. with congenital heart disease (%) 3(0.9) 7(1.3) 0.87
No. deaths in first 3 months (%) 7(2.3) 14 (2.7) 0.87
Median weight, g (IQR)® 918 (371) 889 (330) 092

IQR: interquartile range.

¢ P-value <0.05 indicates a statistically significant difference between the vaccinated and unvaccinated

infants.
® Boxplots are provided in online repository.”

vaccination of extremely preterm infants
appear to vary between Victorian neona-
tal units. Currently, the state of Victoria
is the only Australian jurisdiction with
statewide data-linking vaccination re-
cords, birth records, and perinatal and
infant outcomes. Ultimately, our data set
was able to capture over 800 extremely
preterm newborns born over a 4-year
period.

The initial concerns were raised by
Australian researchers who observed
an association between Th2 immune
polarization and an increased risk
of bronchopulmonary dysplasia.”
The same prospective study sampling
between birth and age 16 weeks in
both extremely preterm and full-term
infants found an association between
birth-dose HBV vaccination and Th2
polarization. In animal models of neo-
natal cardiopulmonary illness, blockage
of Th2 cytokines led to amelioration of
lung inflammation and protection of
alveolar and vascular integrity.”” These
concerns were further supported by
data showing that alum salts used as
vaccine adjuvants, including in HBV
vaccination, may potentiate serologic
responses, inducing a Th2-biased cel-
lular immune response.” Such responses
may contribute to the pathogenesis of
bronchopulmonary dysplasia and other
chronic lung diseases.*

The incidence of bronchopulmo-
nary dysplasia increases with decreasing
gestational age at birth; diagnosis in
premature infants brings an increased
risk of in-hospital and out-of-hospital
mortality in the first year of life, with
mortality up to around 50% when ac-
companied by associated pulmonary
hypertension.”~* The disease also affects

Bull World Health Organ 2025;103:187-1 93| doi: http://dx.doi.org/10.2471/BLT.24.291683

multiple organ systems, with long-term
morbidity described in cohort studies of
children aged up to 11 years including
increased risk of asthma, impaired car-
diac function and neurodevelopmental
disability.* As the current Australian
national recommendations are to im-
munize all infants against HBV at birth,
regardless of gestation or weight, ad-
dressing whether there was a positive
association between a birth dose and a
subsequent diagnosis of bronchopulmo-
nary dysplasia was a national priority.
The primary strengths of our study
are the population-based cohort design
and large sample size of real-world
data that enabled quantification of the
risk of bronchopulmonary dysplasia
in extremely preterm infants following
birth-dose HBV vaccination. We were
able to limit the risk of bias during the
emulation stage and adjust for some
important confounders (e.g. maternal
age, maternal smoking, Apgar score and
congenital heart disease status)™ by us-
ing a linkage approach for two large and
varied independent national data sets.
Our study had several limitations,
including an inability to control for
confounding variables in several other
areas. First, the use of secondary data
did not allow for data collection of
other potentially confounding variables
identified in the directed acyclic graph,
including infections and the type of re-
spiratory support administered (online
repository).” Second, clinician percep-
tion of the overall clinical stability of
the newborn may affect the decision to
vaccinate at birth, with newborn infants
perceived as more unwell on their first
day of life (particularly those with bac-
teraemia and respiratory support) being
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less likely to receive birth-dose vaccine.
If true, decisions to withhold vaccina-
tion could lead to an underestimation of
the association and mask the increased
risk of bronchopulmonary dysplasia as
a result of birth-dose HBV vaccination
through confounding by indication.
Third, data on the sex of the infants were
unavailable; some evidence suggests that
extremely preterm male infants may
experience greater respiratory morbid-
ity, so a lack of sex-disaggregated data
analysis may be masking any increased
male risk of birth-dose HBV vaccina-
tion.”** Fourth, different administra-
tion behaviour by clinicians may vary
between neonatal intensive care units
across Victoria, and we were not able
to discern in which of the five tertiary
neonatal units in greater Melbourne
each infant received treatment. HBV
vaccine administration practices may
vary between these units according to
their scope of practice (e.g. only two of
the five units offer surgical treatment)
and, to some degree, patient clientele in
terms of ethnicity, socioeconomic status
or pregnancy complications. Unmea-
sured confounding in these four areas
is likely to be the main reason for the
differences in results between our study
and another published study.”

Another limitation is that vaccina-
tion data for infants within the first 24
hours of life and before discharge are
best captured in the Victorian Perinatal
Data Collection, and vaccination data
for infants after the first week of life are
best captured by the Australian Immuni-
sation Register, leaving a potential gap in
accurate records. However, compliance
with non-birth-dose HBV vaccination
is high, with almost all included infants
receiving at least one dose by the age
of 24 months. Because of the gap in
records, we were unable to assess the
relationship between vaccination ad-
ministered in the first week of life and
the incidence of bronchopulmonary
dysplasia.

The lack of HBV vaccine brand
information was a limitation since we
could not perform an analysis by brand.

Despite this, there is no reason to believe
the results would vary by brand, con-
sidering both hepatitis B monovalent
vaccines Engerix-B and H-B-Vax II
available in Australia contain alum salt
adjuvants, namely aluminium hydroxide
hydrate and aluminium hydroxyphos-
phate sulfate, respectively.”*’

A further limitation of our study is
that secondary observational data have
the potential to introduce measurement
bias associated with systematic issues
with inaccurate data recording. The use
of de-identified secondary data meant
that we were unable to access source
records to confirm whether episodes
with ICD-10 (Australian modification)
codes for bronchopulmonary dysplasia
adequately fulfilled case definition cri-
teria for these conditions or determine
severity; defining and diagnosing the
disease is notoriously challenging and
not always reliably undertaken, despite
best intentions.”' Extremely preterm
infants who died from illness preced-
ing what would have been bronchopul-
monary dysplasia if they had survived
until 36 weeks will have been listed as
not having the outcome. To investigate
this, we conducted a secondary analysis
on the impact of HBV vaccination on
all-cause mortality in extremely preterm
infants, and found no evidence of an
increased risk of mortality. Noteworthy
is that the cause of death for most of
these infants appeared to be unrelated to
the disease and multifactorial in nature,
with most deaths probably a result of
prematurity or congenital abnormalities
(i-e. preceding the HBV vaccination)
and not relevant to our assessment.
Future analyses with source-note review
and collection of information around
the vaccination, outcome and con-
founders, including the diagnosis of the
disease and the circumstances leading to
mortality, would account for some of the
limitations introduced from the use of
routinely collected data.

There exists high heterogeneity
in HBV vaccination schedules among
extremely preterm infants between
different countries and regions. In a

© 2025 The authors; licensee World Health Organization.
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systematic review, we found that the
guidelines in only two out of 15 coun-
tries and areas included the strategy
recommended by WHO of giving the
nationwide first dose as soon as possible
after birth (ideally within 24 hours),
regardless of gestational age or body
weight.'” Another 40% (6 countries and
areas) recommend waiting until the
infant reaches a determined milestone
(weight of 2000-2200 g, or chronologi-
cal age of 1 month or hospital discharge,
whichever comes first) and the remain-
ing 47% (7 countries and areas) have
varying guidelines or no unified recom-
mendation.

The recommended guidelines and
the clinical perception of risk associ-
ated with birth-dose HBV vaccination
may cause variation in vaccine admin-
istration among extremely preterm
and full-term infants. Addressing the
question about the timing of initial
HBV vaccination within 24 hours of
birth for the extremely preterm infant
population, our study suggests that there
is no evidence of any additional harm
or risk of bronchopulmonary dysplasia
using the birth dose for these neonates.
Although only a large multicentre ran-
domized controlled trial can definitively
account for all potential confounding,
our findings provide support to existing
WHO recommendations to immunize
all infants against HBV within 24 hours
of birth. W
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Résumé

Vaccination contre I'hépatite B de prématurés et risque de dysplasie bronchopulmonaire: étude de cohorte en Australie

Objectif Déterminer sila vaccination contre le virus de I'hépatite B (VHB)
des grands prématurés (définis dans notre étude comme nés a moins
de 29 semaines de gestation) dans les 24 heures suivant la naissance
(dose a la naissance) augmente le risque de développer une dysplasie
bronchopulmonaire.

Méthodes Nous nous sommes basés sur des données australiennes
pour mener une étude de couplage de données sur la population
en utilisant le Vaccine Safety Health Link de I'Etat de Victoria. Cette
plateforme relie les résultats en matiére d'immunisation et de santé a
léchelle de 'Etat a partir des registres Victorian Perinatal Data Collection
(collection de données périnatales) et Victorian Admitted Episodes
Dataset (ensemble de données sur les épisodes admis). Notre étude de
cohorte rétrospective ainclus tous les grands prématurés nés vivants au

cours de la période 2017-2020 (a I'exclusion des données aberrantes).
Nous avons étudié la relation entre la vaccination contre le VHB & la
dose de naissance et le diagnostic de dysplasie bronchopulmonaire
a 36 semaines d'age post-menstruel. Nous avons identifié les facteurs
de confusion possibles a 'aide d'un graphe acyclique dirigé et nous
avons inclus ces facteurs de confusion dans un modele robuste de
régression de Poisson.

Résultats Sur les 818 grands prématurés répondant a nos criteres
d'inclusion, 306 ont recu une dose de vaccin a la naissance contre
le VHB : 50,7% (155/306) des nourrissons vaccinés et 61,9%
(317/512) des nourrissons non vaccinés ont développé une dysplasie
bronchopulmonaire. Aprés prise en compte des facteurs de confusion
mesurés, le risque relatif ajusté était de 0,83 (intervalle de confiance (IC)
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a95%: 0,68—1,00), ce qui suggére I'absence d'augmentation du risque.
Cependant, il se peut que des facteurs de confusion résiduels liés a
Iindication soient encore présents, car nous ne savons pas comment
la perception par le clinicien de la stabilité du nouveau-né affecte la
décision de vacciner ou non, situation qui pourrait sous-estimer toute
association entre la vaccination et I'issue de la maladie.

Hannah J Morgan et al.

Conclusion Nos résultats soutiennent les recommandations actuelles
de I'Organisation mondiale de la santé de vacciner tous les nourrissons
contre le VHB dans les 24 heures suivant la naissance, y compris les
prématurés.

Pesiome

BakuuHauuA HegOHOLWEHHbIX AeTen npoTMB renaTnuTa Bn PUCK pa3BuTnA 6p0|-|xoneroq|-|0|7| ancnnasmnn:

KOropTtHoe nccnegosaHue, ABCTpaﬂI/Iﬂ

Llenb Onpenenntb, MOBLILWAET X PUCK Pa3BUTUA BPOHXONErOYHOM
AVCNNasny BakuMHaumA NpoTuB BMpyca renatuta B (HBV)
3KCTPeManbHO HeJOHOLWEHHbBIX AeTel (B pamKkax UCCNeaoBaHns C
NPOACKUTENBHOCTBI0 bEPEMEHHOCTI MeHee 29 Heflenb) B TeueHve
24 yacoB nocne poxaeHVa ([03a BakLMHbI, BBOAVMAR pebeHKy npw
POXAEHNN).

Metoabl Ha OCHOBaHWM [aHHbIX, NOyYeHHbIX B ABCTPanuu, 6bi1o
NPOBefEHO MCCNeoBaHMe B3aMMOCBA3V MEXTY IeMOrpadriecKmMm
noKasaTenamu C UCNosb3oBaHnem cucTeMsl Victorian Vaccine Safety
Health Link. laHHas nnatdopma cBA3bIBAET AaHHbIE 06 MMMYyHM3aLUK
N COCTOSHWUM 3[0POBbA UMMYHM3VPOBAHHbIX MWL B MacluTabax
roCyAapcCTBa, MosyyeHHble B pesysnsTate cbopa neprHaTtanbHbIX
[aHHbIX WTaTa BUKTOPMA 1 AaHHBIX O CAlydasax rocnutanvsaummn s
wrate BukTopwma. B npoBeseHHoOe peTpoCcneKkTnBHOE KOropTHoe
NCCNEeOBaHwE BOLLM BCE SKCTPEMASbHO HEAOHOLLEHHbIE MNafeHLb,
pPOAVBLIMECA XMBbIMM B Nepuof 2017-2020 rofos (3a UCKITioUeHreM
BbINAAAIOLMX 3HAYUEHM). bbina M3yueHa CBA3b MEXAY BBEAEHMEM
pebeHKy Npu POXAEHUN [03bl BaKLMHbI NPOTUB renaTmTa B
M NOCTaHOBKOW AMarHo3a OpOHXONeroyHom AMCnnasnum Ha
36-11 Heflene nocne AHA NocnefHen MeHCTpyauun y matepu. C
MOMOLLIbIO HAMPABMIEHHOTO aLMKIMYECKOro rpada bbinn onpeneneHsi
BO3MOXHble GaKTOpPbl, 3aTpyAHAOWME OUEHKY MPUYMHHO-

CNefCTBEHHOW CBA3M, KOTOPble Oblv BKAIOUEHDBI B POOACTHYIO MOfeNb
perpeccum [NyaccoHa.

Pesynbtatbl /13 818 3KCTpeManbHO HELOHOWEHHbIX
MNafeHLueB, OTBeYalWMX KPUTEPUAM BKIIOYEHUA,
306 monyyunu npu poXpAeHun A[03y BaKUWHbI NMPOTUB
renatmta B:y 50,7% (155/306) BakKUMHUMPOBAHHbLIX W
61,9% (317/512) HEBaKUMHMPOBAHHbIX MAaAeHLEB pPa3BMIach
6poHxoneroyHas ancrnnasus. lNocne yyeta n3mepeHHbIX GakTopos,
3aTPYAHAWMX OUEHKY MPUYMHHO-CNEACTBEHHOM CBA3M,
CKOPPEKTUPOBAHHBIA OTHOCUTENBHBIN pUCK cocTaBun 0,83 (95%-#
nosepuTenbHbli MHTepBan, AW 0,68-1,00), uto cBMaeTensCTBYET
00 OTCYTCTBMM MOBBILLEHHOTO PUCKA. TeM He MeHee BCe elle MOXKET
NPWCYTCTBOBATb OCTAaTOUYHOE UCKaXKEHME MO NOKa3aHNAM, MOCKOMbKY
HeW3BECTHO, Kak BOCMPYATME BPAUOM CTabUAbHOCTM COCTOAHMA
HOBOPOXAEHHOTO BAINAET Ha PeLLeHre O BakUMHaLMK UK OTKase
OT Hee, YTO MOXKET MPUBECTUN K UCKXKEHWIO OLLEeHKM NtobOoM CBA3M
Mexay BakUMHaLMEN 1 pe3ynsTaToM.

BbiBop [MonyueHHble pe3ynbTaThl MOATBEPXKAAIOT CyLlecTBylolme
pekomeHaaumy BceMMpHoOM opraHm3saumy 34paBooxpaHeHnsa no
VMIMMYHM3aLMK BCEX MIAAEHLIEB MPOTKB BMPYCa renatuTa B B TeyeHme
24 yacoB NOCNE POXKAEHMA, BKOYAA HEAOHOLIEHHbBIX.

Resumen

Vacunacion contra la hepatitis B en neonatos prematuros y riesgo de displasia broncopulmonar: estudio de cohortes en

Australia

Objetivo Determinar si la vacunacién contra el virus de la hepatitis B
(VHB) de los neonatos extremadamente prematuros (definidos en este
estudio como <29 semanas de gestacion) en las 24 horas siguientes
al nacimiento (dosis al nacimiento) aumenta el riesgo de desarrollar
displasia broncopulmonar.

Métodos A partir de datos de Australia, se realizdé un estudio de
vinculacion de datos poblacionales a través del Victorian Vaccine
Safety Health Link. Esta plataforma vincula la inmunizacién en todo
el Estado y los resultados sanitarios de la Victorian Perinatal Data
Collection y el Victorian Admitted Episodes Dataset. En el estudio de
cohorte retrospectivo, se incluyé a todos los neonatos extremadamente
prematuros nacidos vivos durante 2017 y 2020 (excluyendo los datos
atipicos). Se investigo la relacion entre la dosis de vacunacion contra
el VHB al nacer y el diagnéstico de displasia broncopulmonar a las 36
semanas de edad posmenstrual. Se identificaron posibles factores de
confusién mediante un gréfico aciclico dirigido y se incluyeron en un
modelo robusto de regresién de Poisson.

Resultados De los 818 neonatos extremadamente prematuros
que cumplian los criterios de inclusion, 306 recibieron dosis de
vacunacion contra el VHB al nacer. Se observé que el 50,7% (155/306)
de los neonatos vacunados y el 61,9% (317/512) de los no vacunados
desarrollaron displasia broncopulmonar. Tras tener en cuenta los
factores de confusion medidos, el riesgo relativo ajustado fue de 0,83
(intervalo de confianza del 95%, IC: 0,68-1,00), lo que sugiere que no
se observd un aumento del riesgo. Sin embargo, aun puede haber
confusion residual por indicacién, ya que se desconoce cémo afecta la
percepcién del médico sobre la estabilidad del neonato a la decision
de vacunar o no, lo que podria subestimar cualquier asociacion entre
la vacunacién y el resultado.

Conclusion Los resultados obtenidos respaldan las recomendaciones
existentes de la Organizacion Mundial de la Salud de inmunizar a todos
los neonatos contra el VHB en las 24 horas siguientes al nacimiento,
incluidos los prematuros.
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