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Abstract

Introduction: Severe respiratory syncytial virus (RSV) disease
is most prevalent during infancy, particularly in those born
prematurely, who benefit least from maternal antibody
transfers. Maternal immunization is an attractive prevention
leading to vaccine clinical trials. This meta-analysis aimed to
evaluate recent maternal RSV vaccine trials. Methods: Fol-
lowing PRISMA-P guidelines for systematic reviews and
registered at https://www.crd.york.ac.uk/prospero, this
study shortlisted six randomized clinical trials of suitable
quality from four databases. Meta-analysis evaluated vac-
cine safety, immunogenicity, and efficacy in infants and their
mothers. Results: From random-effects and fixed-effects
meta-analysis between trial and control arms, the mater-
nal post-vaccination geometric antibody (Ab) titers showed
pooled standard mean differences (SMDs [95% Cl]) at de-
livery of (4.14 [2.91-5.37]), (3.95 [2.79-5.11]), and (12.20
[7.76, 16.64]) for RSV neutralizing Ab A, B, and F IgG, re-

spectively. Vaccine administration was more likely than
placebo to cause local pain, erythema, swelling, and sys-
temic myalgia. Furthermore, the Ab levels in infants at birth
showed pooled SMDs of each RSV A (3.9 [2.81-4.99]), RSV B
(1.86 [1.09-2.62]), and RSV F IgG (2.24 [1.24-3.23]). The
overall reduction of RSV-related lower respiratory tract in-
fections and hospitalizations in the first 6 months of life was
52% and 48%, respectively. Conclusions: Not only does
antenatal RSV vaccination look safe and immunogenic in
vaccinated mothers, but it also reliably provides effective
antibody levels in infants and diminishes RSV-related severe
disease in infants under 6 months of age.

© 2024 The Author(s).
Published by S. Karger AG, Basel

Introduction

Accountable for severe acute lower respiratory tract
infections (LRTI) and hospitalizations in childhood, re-
spiratory syncytial virus (RSV) lies at the root of sig-
nificant burdens on health services worldwide [1]. Worse
outcomes following respiratory infections of this virus in
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young children are strongly associated with underlying
risk factors, including prematurity and age below
6 months [2]. RSV-related hospitalizations and mortality
peak within the 6 months of life [1, 3], owing to a lack of
both pre-exposure to the RSV and the presence of anti-
RSV maternal antibody transfers [4]. This period con-
sequently becomes a critical window for RSV infection in
newborns reliant on the maternally derived antibodies
(MatAbs) present up until 6 months after birth, corre-
sponding to the decay of the MatAbs [5]. Instead, in term
infants born during the winter season, lower maternal
antibody levels were reportedly lower in newborns with
severe RSV infections [6].

Of RSV antigens, glycoprotein F is responsible for viral
entry into cells and is considered the primary immunogen
of specific neutralizing antibodies (Nabs) against RSV [7,
8]. Accordingly, F protein becomes a desirable target for
RSV vaccine developments [8]. Purified recombinant F
protein, to emulate RSV F protein, generates anti-F an-
tibodies, thus becoming an intriguing cornerstone [9, 10].
The presence of adequate levels of neutralizing MatAbs
during the third trimester, when the transplacental fetal
acquisition of antibodies occurs, is essential to reduce the
risk of severe RSV disease [11, 12]. RSV vaccinations
antenatally administered during the later stages of
pregnancy have been purposed to enhance neonatal
immunity against RSV exposures. To the best of our
knowledge, this is the first meta-analysis of maternal RSV
vaccine clinical trials. This study aimed to evaluate the
safety, immunogenicity, and efficacy of recent RSV-F-
protein-based vaccines both in pregnant women and their
infants compared to placebo controls.

Methods

Study Design

A systematic review and meta-analysis were conducted to
formulate an appraisal of the clinical safety, immunogenic profile,
and efficacy of maternal RSV vaccination. The observed effects
were evaluated in the vaccinated pregnant women and babies born
to these jabbed women compared to placebo-treated control arms.
Vaccine tolerability was conducted by reviewing the reported
reactogenicities and adverse effects monitored post-vaccination.
The vaccine immunogenic profile was evaluated according to
antibody populations promoted following vaccination at certain
time points. Furthermore, incidences of RSV-associated LRTT and
hospital admissions post-vaccination were assessed to evaluate
vaccine efficacy. During the qualitative and quantitative assess-
ment of the eligible studies, this review was designed following the
guidelines from The Preferred Reporting Items for Systematic
Review and Meta-Analysis (PRISMA) [13] (online suppl. File 1;
for all online suppl. material, see https://doi.org/10.1159/
000536031). Ethics reviews and approvals were not necessary
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for results dissemination. Our systematic review has been regis-
tered through the PROSPERO database (https://www.crd.york.ac.
uk/prospero) under the protocol number CRD42023405392.

Eligibility Criteria

Any clinical trial studies that reported the safety and/or im-
munogenicity and/or efficacy of RSV vaccination were deemed
eligible. We included all clinical trial studies, up to February 22,
2023, in which participants were mother-infant pairs, regardless of
publication language. The exclusion criteria were studies with
designs and outcomes out of scope, incomplete information, and
poor bias scoring.

Search Strategy

Systematic literature searching was performed via MEDLINE
(PubMed), Embase, Web of Science, and the Maternity and Infant
Care Database between January 1, 2023, and February 22, 2023.
We performed the search strategy using different combinations of
the MeSH terms and keywords in MEDLINE and Embase, whereas
in the other databases, we combined the most relevant keywords
with the previous two databases (online suppl. File 2). All records
from 1964 to February 22, 2023, were collected for article eligibility
assessment. To remove duplicates from the record list, EndNote
software was used. All articles from the record were identified
independently by two review authors (M.P.M.; and M.P.M.,)
using the Rayyan.ai online platform, from the title and abstract
screening to full-text eligibility assessment. Disagreements be-
tween the two reviewers were discussed with the third and fourth
authors. Search strategy process according to the PRISMA flow
chart shown in Figure 1.

Data Extraction

Information regarding the author’s last name, publication year,
study setting and design, sample size, proportion, vaccine type,
placebo information, and clinical outcomes were extracted into
Microsoft Excel (Microsoft Office Professional Plus 2016).

Risk of Bias Assessment

Critical appraisal of data quality was done based on the Co-
chrane Risk of Bias Tool for clinical trial studies [14]. The criteria
to define the risk of bias assessment were classified using a high,
low, and unclear risk of bias per each item. Disagreements between
reviewers were discussed with the third and fourth authors. Studies
with poor scoring were excluded.

Effect Measures

Data regarding the proportion of women showing post-
vaccination safety and tolerability following RSV vaccination,
including solicited local and systemic reactions, unsolicited ad-
verse events (AEs), serious AEs (SAEs), and AEs of special interests
(AESIs) observed in the pregnant women and infant participants,
were further evaluated. The data about vaccine immunogenicity of
RSV vaccines were investigated from maternal serum and um-
bilical cord blood geometric mean titers (GMTs) or concentrations
(GMCs) of IgG, Nab, and palivizumab competitive antibody
(PCA) measurements. RSV vaccine efficacy was defined as the
reported incidence of RSV-related respiratory tract infections in
hospitalized infants. Vaccination safety and efficacy data were
pooled to estimate the risk ratio (RR) and odds ratio (OR),
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Fig. 1. Flow chart of study selection and inclusion in this study.

respectively, with a 95% confidence interval (95% CI). Meanwhile,
data on the vaccine immunogenicity were pooled in standardized
mean difference (SMD).

Meta-Analysis Synthesis

The quantitative and statistical analysis of pooled data was
conducted with Review Manager (RevMan) software version 5.4.
The extracted data comparing the proportion between RSV-
vaccinated mothers and placebos were pooled using random ef-
fect models with generic inverse variance. Statistical heterogeneity
was determined by the I? value, which refers to the outlined criteria
of I? value of 40%-100% representing the study heterogeneity,
which as therefore pooled using a random-effect model [15]. A
fixed-effect model was used for studies with an I? value <40%. Due
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to the non-applicable subgroup and sensitivity analysis of the
limited number of studies, we did not explore the study
heterogeneity.

Results

Search Results

Of 2,496 studies eligible in accordance with the search
term, 844 were removed due to duplications, and 303
abstracts were considered for further screening. Fol-
lowing detailed analysis, 6 identified full-article ran-
domized clinical trial (RCT) studies [16-21] were
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included concerning the maternal RSV vaccine based on
purified F protein given to healthy pregnant women with
uncomplicated singleton pregnancies (Fig. 1). These
identified studies recruited 7,266 and 5,468 pregnant
women into the vaccination arm and the control arm,
respectively.

Study Characteristics

The RCTSs congregated are further meta-analyzed for
the selected outcomes, including either safety and im-
munogenicity in both maternal and infant participants as
well as vaccine efficacy. The aspect of vaccine immu-
nogenicity took into account GMTs of Nabs, GMCs of
specific IgG (RSV F IgG), and GMCs of PCA performed
in four, three, and two RCTs, respectively. Safety in
maternal participants was in relation to post-vaccination
adverse reactions, including both local and systemic 1-
week reactogenicity (solicited AE) upon vaccination,
unsolicited AEs, SAEs, and AESIs observed in partici-
pants for at least a month post-vaccinated.

Vaccines were administered mostly within the last
trimester of pregnancy in all the RCTs, according to mean
values of gestational age at injection. Stage-wise, two
RCTs collected data from phase IIT of the clinical trial
while four others from phase IIb. Al (OH);-adjuvanted
vaccine was evaluated in four RCTs, whereas two RCT's
tested the unadjuvanted vaccine. An administration dose
of 120 ug was given to pregnant women in the trial-arm
from all six RCTs, yet two of these also additionally
administered vaccine doses of either 60 pg or 240 ug. The
further details of RCTs included in this study are pre-
sented in Table 1. The risk-of-bias assessment of the
included studies was deemed low, where incomplete
datasets mainly served as the major risk factor (Fig. 2, 3).

Meta-Analysis of Vaccine Reactogenicity and Safety

Vaccine Reactogenicity

Vaccine reactogenicity is described by occurrences of
solicited AEs in study groups from the time of vaccine
administration to day 7 after vaccination. This consists of
both localized and generalized reactions. Across the
RCTs, our meta-analysis results showed that the local
reactogenicity of maternal RSV vaccines was significantly
higher than placebo controls. These local reactions in-
cluded local pain, redness, and swelling. All six studies
provided local administration pain following vaccination
in recruited participants, yet a study by Munoz in 2003
did not report local redness and swelling after vaccina-
tion. In comparison to placebo-treated pregnant women
in the control groups, pregnant women receiving ma-
ternal RSV vaccination were at significantly higher risks
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of local pain (RR: 4.30, 95% CI: 3.94-4.70), local redness
(RR: 6.19, 95% CI: 4.67-8.19), and local swelling (RR:
5.82,95% CI: 4.48-7.57) following vaccine administration
(Fig. 4).

Regarding systemic Solicited AEs or reactogenicity
within 1-week post-vaccination surveillance, there were
reported fatigue and headache incidences experienced by
the vaccine recipients from five studies, of which four
reported generalized muscle, vomiting, and joint pain
events. There were slight but significant upsurges in risks
of fatigue (RR: 1.05, 95% CI: 1.01-1.11), headache (RR:
1.08, 95% CI: 1.02-1.15), vomiting (RR: 1.15, 95% CI:
1.01-1.31) (Fig. 5), joint pain (RR: 1.13, 95% CL:
1.01-1.26), and, noteworthy, significantly heightened
probability of generalized muscle pain (RR: 1.64, 95% CI:
1.42-1.91) among vaccine receivers was found (Fig. 6). In
contrast, other systemic reactions following vaccination
among individuals administered with the maternal vac-
cination, including nausea, diarrhea, and fever, were not
statistically different between study groups and control
groups.

Vaccine Safety in Maternal Participants and Their

Newborn Outcomes

The proportion of immunization receivers who wit-
nessed at least one episode of unsolicited AEs, SAEs, and
AESIs showed similarity to the control groups according
to our meta-analysis results. With no statistical difference
between study and control groups, unsolicited AEs, se-
rious AEs, and AESIs showed pooled RR of 1.03 (95% CI:
0.98-1.08), 1.06 (95% CI: 0.97-1.16), and 1.07 (95% CI:
0.92-1.25), respectively. Regarding the safety profile of
the maternal RSV vaccine in newborn infants born to
vaccinated mothers, the relative risks of AEs between trial
and control groups showed no statistical difference be-
tween the study groups and control groups.

Meta-Analysis of Vaccine Immunogenicity

Immunogenicity in Maternal Participants

Meta-analysis for the immunogenic profile of the
maternal RSV vaccine in vaccinated women across dif-
ferent trials took account of antibody measurements
before primary vaccination and at the time of
delivery - post-immunization - as two-time points.
Meta-analysis of Nabs against RSV A (Nab-A) and RSV B
(Nab-B) GMTs at the time of delivery included four
studies. Out of the latter, three additionally reported these
GMTs in maternal participants’ preimmunization and
likewise GMCs of anti-RSV F protein-specific IgG
(F-IgG) at the two-time points. Furthermore, two of the
aforesaid studies also highlighted PCA GMCs only at

Mapindra/Mahindra/McNamara/Semple/
Clark/Madsen

20z Arenigad gz uo Jasn uopuo a69]j09 Ausieniun Aq ypd-L£09ES000/42029L /1L E09ES000/6G L L 01/10P/4Pd-8joIHE/0BU WO 8B.eN//:dRY WOl papeojumo]


https://doi.org/10.1159/000536031

Downloaded from http://karger.com/neo/article-pdf/doi/10.1159/000536031/4162024/000536031.pdf by University College London user on 28 February 2024

‘S|el} |0J3U0D paziwopuel ‘1)Y

S|0J3U0d Aiunodnnw
86S'E S|o3uod (42153WILY pAIYY) ‘(papurq
SNSI9A /69'S SNSIDA (s'e¥g0g) (Brl ozl) (19zyd) uimnoud 4 uswom jueubaud -19AJ95q0) (£202)
Aoeoyje S|el}  paleuiddea uoneisab 9sop pauonuaw -aid payund jusjeaiq uold|buls 1Dy pI||0IIu0d [Lzl e
pue A19)es 0.5’ G69'S JO SyPOM 9g—z  9IbuIs 10N paueanfpeun  pajedjdwodun -ogadeld  uuewdwey
Anunosnjnw
S|043uU0d (3I9ejreneun (61 oz1 (sulspyuwsSoxe|D)  (421saWL] pAiyl) ‘(papurq
Adedyye pue  s|0JU0D 89 SNSISA S| gSFuesw) Jo bl uswom jueubaid -19AI19500)
‘AIdIUSbouNWWI 99 SNSISA  PalRUIDIRA uoneisab 09) asop uonnjos 4-21d payund uo1d|buls 1Dy pa||04IU0d (€z02) [07]
‘f19jes  sjeuy Oyl GPL Jo syoam gg-g7  91buIs auljes pawueanfpeun  paieddwodun -ogade|d  ‘|e 1S eigag
B3y yinos
‘eunusabiy
(b1 otz 3IYd
$|0J3U0d 10 (19zyd) uimoud 4 (LISBWILL PAIYY)  ‘¥SN ‘(papullg
Adedyye pue  sj0JU0D 6/ SNSIIA (1eFLLg) b ozl) -aud payund jusjealq uswom jueubaid -I9AJI95q0)
‘Alplusbounwiwil g/ SNSISA  PaleuIddeA uonelsab 9SOp pauonusw paiueanfpeun YO uo1a|buis 1Dy pa3jj0auod  (zzod) [61]
‘Kiages  sjewy sz LTE JO HPAIM 9g—p7  3IbuIS JION  paueanfpe-(HO)lY  paiedijdwodun -0Qgade[d '|e 19 SdoWIS
S|0J3U0d Aiunodnjnw
1951 §]011u0> (193s9WL) pAIyy) ‘(papuq
Aoedyjs pue SNSISA | 8SG’L SNSIDA (9zFze) (Bl ozl) wnuiwnge dpedoueu  uswom jueubaid -19A1850)
‘Ap1uabounwiwg S|el}  paleuiddeA uonelsab asop 1NoyuMm uisyoud 4 payund uo1a|buis 1Dy pajjoiuod  (0Z02) [81]
AETE 800°'¢ SPO'E O SHPdM 9€-8Z  3|buIs 1ayng  pajueanlpe-(HO)IV  pajedijdwodun -0g9de|d  ‘[e 19 IYypen
(sjos3u0d (sjos3u0d (31gejieAeun (2359w pAIYY) VSN ‘(p3apullg
Aoedyjs pue r44 7T SA sI gsFueaw) (br oz1) aujjes uswom jueubaid -19AJ13570)
‘Alplusbounwiwl  °SA S[el}  paleulddeA uonelsab ENe]o] J1U030S| dJp1Kedoueu uo13|buis 1Dy pI3jj0nuod  (6102) [£1]
‘A19)eg 87) 0§ 87) 0S JO syoam ge-g¢  9|buls CTIEMS uRl0Id 4 payung  paiedjdwodun -0gade|d | 19 Zounp
(sjo13u0d (Sjosu0d (31gejieAeUN (2159w pAIYY) VSN ‘(p3apullg
Sl GL 'SA S| gsFuesw) (bl 0g) auijes (949pa7 Y19kp) uswom ueubaud -3|gnop)
‘SA S[el}  pajeurddeA uonelsab asop J1U030S| uR04d 4 payund uola|buls 1Dy paJoNuU0d  (£007) [91]
Kiayes 07) s¢ 07) G€ jo sPam -0 9|buIs 3|UAlS  pajueAnipe-(HO)lY  paiediidwodun -0gade|d ‘| 19 ZOUnyy
(uondaful
auiddeA
sjuejul Jayljow  JO gSFuesw)
uondaful
syuedpiied 1€ oM siuedidiued sbumss pue
saInsesw 12943 Apnis jo "'oN [euoile1san 950 ogade|d (1osuods) aupdep Apnis  ubisap Apnis Jeak “Joyiny

salpnis papnpdul

3y} JO sdnsuadeIRY) *L dqel

DOI: 10.1159/000536031

Neonatology

Meta-Analysis of Safety, Immunogenicity,
and Efficacy of RSV Maternal Vaccine


https://doi.org/10.1159/000536031

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance hias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

% 25% 50%

75%  100%

0

[ Low risk of bias

[Junclearrisk of bias

[ High risk of bias

Fig. 2. Risk-of-bias graph of the included studies.
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delivery time. Prior to vaccination, the pooled SMDs of
GMTs for Nab-A and Nab-B were —0.30 (95% CI: —0.78
to 0.19) and 0.00 (95% CI: —0.38 to 0.38), respectively.
Following vaccine administration, the pooled SMDs of
Nab-A and Nab-B GMT were 3.40 (95% CI: 1.35-5.45)
and 1.67 (95% CI: 0.26-3.08), respectively, at the time of
delivery. Also, the meta-analysis results showed that the
SMD of F-IgG GMCs preimmunization and at delivery
were —0.32 (95% CI: —0.91 to 0.22) and 7.48 (95% CIL:
3.13-11.83), respectively. In addition, the pooled SMD of
PCA GMCs at delivery was 1.79 (95% CI: 1.72-1.08). A
random-effects model was employed in the analysis,
except for PCA GMCs, due to significant heterogeneity
among studies. The results presented suggested signifi-
cantly higher antibodies of all types in vaccinated mothers
than those of control groups, with significant differences
between preimmunization and at delivery (Table 2).

Immunogenicity in Infant Participants at Birth

The immunogenicity profile of the RSV vaccine in
newborn infants is depicted by the levels of induced cord
blood antibodies. Four of six trials were congregated in
the meta-analysis for cord blood Nab-A and Nab-B
GMTs, of which three of these studies also reported
cord blood F-IgG GMCs. Based on our meta-analysis, the
cord blood Nab-A and Nab-B GMTs showed random-
effects pooled SMD of 2.67 (95% CI: 1.12-4.22) and 1.22
(95% CI: 0.26-2.18), respectively. Moreover, the fixed-
effects pooled SMD of F-IgG was 149 (95% CI:
1.42-1.56). There were only two studies that showed PCA
GMC:s results in cord blood, resulting in a fixed-effects
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Fig. 4. Forest plots of local site reaction following vaccine administration within 1-week monitoring: local pain

(@); local swelling (b); local erythema (c).

pooled SMD of 1.65 (95% CI: 1.57-1.73). As is shown in
(Table 2), there were significantly higher antibody levels
of all types in infants born to vaccinated mothers com-
pared to control groups.

Meta-Analysis of Vaccine Efficacy

Of all included studies, only three reported the ef-
fectivity of the maternal RSV vaccine in declining both
the incidences of medically attended RSV LRTIs (MA-
RSV) and RSV-related hospitalizations. In comparison to
the control groups, there were reduced risks of MA-RSV
by 53% (OR: 0.47, 95% CI: 0.23-0.98) and RSV-related
hospitalizations by 49% (OR: 0.51, 95% CI: 0.38-0.67) in
infants born to vaccinated mothers within 6 months after
birth (Fig. 7).

Meta-Analysis of Safety, Immunogenicity,
and Efficacy of RSV Maternal Vaccine

Discussion

Emerging literature documented the lower levels of
anti-RSV MatAbs, both RSV IgG and Nabs, in RSV-
infected infants compared to controls [6, 22, 23], sug-
gesting that higher MatAb levels are rewarding for im-
munoprotection against RSV in the first few periods of
life, especially during the first 6 months of life. In this
context, antenatal vaccination in pregnant women, to
transfer passive antibody protections to infants during the
infancy period of susceptibility, may come in handy [11].
This review demonstrated the advantages of maternal
RSV vaccination directed against the F glycoprotein to
accentuate the anti-F antibody levels of the vaccinated
pregnant women and their newborns. Not only did our
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Maternal RSV Vaccination Placebo Risk Ratio Risk Ratio
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Maternal RSV Vaccination Placebo Risk Ratio Risk Ratio
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Fig. 5. Forest plots of systemic reactions following vaccine administration within 1-week monitoring: fatigue (a);

headache (b); vomiting (c).

meta-analysis indicate considerable rises in post-
vaccination antibody levels among recipients at the
time of delivery, but it also showed that babies born to
these vaccinated recipients obtained higher levels of at-
birth antibodies. Similarly, the F-based RSV vaccine was
shown to be immunogenic to ameliorate antibody levels
in recipients, including non-pregnant healthy women
[24] and specific populations, e.g., the elderly and chil-
dren [25]. A growing body of research in vivo also
demonstrated how passive immunization of the offspring
by administering F-based RSV jab to the dams is helpful
to promote MatAbs, in both the dams and their offspring
[26-28].

There are several potential complicated adverse re-
actions to antenatal vaccination, as reviewed in [29].
Concerning the safety of antenatal RSV pre-F vaccine
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administration, the meta-analysis in this study had
findings of a relatively safe vaccine profile, indicating the
well-tolerability of these vaccine candidates in the re-
cipients. This aligned with previous animal studies on
rodents indicating the well-tolerability of such vaccine
candidates in rodent models, both in the dams and their
offspring [30]. This meta-analysis showed post-
vaccination localized inflammatory reactions in vacci-
nated women (Fig. 2) that count as prevalent adverse
events following immunization, to varying extents,
commonly reported in other vaccines [31]. These local
site events are associated with the local deposition of
biological products, or antigens, following vaccination
that potentially initiates local inflammatory reactions
accumulating around the injection site [32]. Our meta-
analysis reported onsets of general muscle pain and joint
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Fig. 6. Forest plots of systemic reactions following vaccine administration within 1-week monitoring: general
muscle pain (a); general joint pain (b).

Table 2. Antibody levels were obtained from maternal sera (before and after vaccination) and infant cord
blood sera at birth

Study number Pooled SMD (95% Cl) Effect model 2 (%) p value
Maternal immunogenicity
Before vaccination
Nab-A 3 —0.30 (—0.78 to 0.19) Random 81 0.23
Nab-B 3 0.00 (-0.38 to 0.38) Random 71 0.99
F-lgG 3 —-0.32 (-0.91 to 0.22) Random 920 0.21
At delivery (after vaccination)
Nab-A 4 3.40 (1.35-5.45) Random 929 0.001
Nab-B 4 1.67 (0.26-3.08) Random 929 0.02
F-IgG 3 7.48 (3.13-11.83) Random 929 0.0008
PCA 2 1.79 (1.72-1.08) Fixed 0 <0.00001
Infant immunogenicity
Nab-A 4 2.67 (1.12-4.22) Random 929 0.0007
Nab-B 4 1.22 (0.26-2.18) Random 98 0.01
F-lgG 3 1.49 (1.42-1.56) Fixed 0 <0.00001
PCA 2 1.65 (1.57-1.73) Fixed 0 <0.00001

pain concerning systemic reactions. Such systemic ad-
verse reactions are, however, still worth investigating in
the monitoring of maternal RSV vaccination. Both of
these were reportedly raised in other vaccination attempts
(33, 34].

Meta-Analysis of Safety, Immunogenicity,
and Efficacy of RSV Maternal Vaccine

The meta-analysis in this study suggested the reduc-
tion of both MA-RSV and hospitalizations. Since RSV-
associated medical care and hospitalization rates deter-
mine the financial burdens on hospitals [35, 36], it then
could be stipulated that maternal RSV vaccination may
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Fig. 7. Forest plots of vaccine efficacy: MA-RSV (a); RSV-associated hospitalizations (b).

become a paramount alternative to minimize hospital ex-
penditures due to RSV-associated respiratory incidences.
Previously reviewed in [37], humanized monoclonal Ab,
including palivizumab and nirsevimab, remains a beneficial
strategy and is strongly associated with the reduction of RSV-
associated diseases in the participants. A cost modeling study
previously showed the future cost-efficiency of RSV maternal
vaccinations as an RSV-associated LRTI prophylaxis for
infants [38]. This indicates the cost-affordability potential of
antenatal vaccination to tackle issues of palivizumab use in
rural areas.

To summarize, based on our findings, maternal RSV
vaccination appears to be a promising strategy, not
only well-tolerable and sufficiently immunogenic in
both vaccinated mothers and their babies but also
effective in minimizing risks of RSV-associated LRTIs
and hospital admissions thereafter to curb hospital
economic burdens. However, preterm birth remains an
issue, whether vaccinating pregnant women is suffi-
cient or not. In this case, discoveries of innate immune
enhancers can potentially become an intriguing al-
ternative to opt for.

Regarding limitation, the efficient passage of post-
vaccination MatAb was reported within approxi-
mately a 30-day interval between vaccination and the

10 Neonatology
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time of delivery and potentially only occurs during
the third trimester [5, 12]. Recently, the maternal
RSV vaccine reportedly predisposed the recipient
to premature delivery likelihood, rendering the
vaccine impacts on premature delivery important to
study more in depth [39]. This study is finite in a
number of meta-analyzed studies, making it unlikely
to conduct a separate sub-group analysis, including
this based on weeks’ gestation. Three studies [17, 18,
20] reported post-vaccine immunogenicity of
3rd-trimester pregnant women while 1 study [19]
used late 2nd and 3rd trimesters as a range of vac-
cination which administered the vaccine to the
pregnant women within mean value of 31.1 + 3.1
weeks’ gestation and thus assumed to likewise vac-
cinate those within the 3rd trimester. Furthermore,
owing to the demonstrated meta-analysis of re-
actogenicities, it seems beneficial for future similar
clinical trials to observe whether these post-
vaccination reactions potentially complicate fur-
ther to certain clinical conditions. Future reviews
with more updates from the upcoming clinical trials
assessing clinical safety, immunogenicity, and effi-
cacy of this vaccine candidate in the future remain of
great benefit.
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