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ABSTRACT

Invasive meningococcal disease is a serious infection that is most often vaccine-preventable. Long-term
protection relies on antibody persistence. Here we report the persistence of the immune response 2 y post-
vaccination with a quadrivalent meningococcal serogroups A, C, W, Y tetanus toxoid conjugate vaccine
(MenACWY-TT) compared with a MenACWY polysaccharide vaccine (Men-PS), in Asian adolescents aged 11-
17 y. We also report a re-analysis of data from the primary vaccination study. This persistence study
(NCT00974363) conducted in India and the Philippines included subjects who previously (study NCT00464815)
received a single dose of MenACWY-TT or Men-PS. Persistence of functional antibodies was measured in 407
MenACWY-TT recipients and 132 Men-PS recipients (according-to-protocol cohort) using a rabbit complement
serum bactericidal assay (rSBA, cut-off 1:8). Vaccine-related serious adverse events (SAEs) occurring since the end
of the initial vaccination study were retrospectively recorded. Two y post-vaccination >99.3% of adolescents
who received MenACWY-TT had persisting antibody titers >1:8 against each vaccine serogroup. Antibody
persistence was higher (exploratory analysis) in the MenACWY-TT group than the Men-PS group in terms of rSBA
titers >1:8 for serogroups W and Y; rSBA titers >1:128 for serogroups A, W and Y; and rSBA GMTs for serogroups
A, W and Y; and was lower in the MenACWY-TT group for rSBA GMTs for serogroup C. No vaccine-related SAEs
were reported. The results of this study indicated that antibodies persisted for at least 2 y in the majority of
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adolescents after vaccination with a single dose of MenACWY-TT.

Adolescents are at high risk of invasive meningococcal disease
because of environmental and social behaviors that results in
close contact, such as dormitory living and night club atten-
dance, that promote transmission and increased carriage of
Neisseria meningitidis."* Meningococcal infection can be pre-
vented through vaccination. Meningococcal polysaccharide
vaccines have been available for several decades but their effec-
tiveness is limited because they do not stimulate T-cell depen-
dent immune responses; therefore protection is not long-
lasting, immune memory does not develop and repeated
administration may result in hyporesponsiveness.”° These limi-
tations are avoided by meningococcal conjugate vaccines,
which, through the coupling of a carrier protein to the menin-
gococcal capsular polysaccharide, induce T-cell dependent
responses with improved immunogenicity and development of
immune memory.” Three quadrivalent meningococcal
serogroups A, C, W and Y (MenACWY) meningococcal

conjugate vaccines are available for use in adolescents as a sin-
gle dose: MenACWY-diphtheria toxoid (DT) conjugate vaccine
(Menactra™, Sanofi Pasteur, Lyon, France), MenACWY-
CRM,y; (non-toxic mutant diphtheria toxin) conjugate vaccine
(Menveo™, GSK Vaccines, Wavre, Belgium) and MenACWY-
tetanus  toxoid  conjugate  vaccine (MenACWY-TT:
Nimenrix™, Pfizer, New York, USA). In addition, 2 new N.
meningitidis serogroup B vaccines that target non-capsular pro-
teins are licensed for use in adolescents: Bexsero™ (GSK Vac-
cines, 2-dose schedule), and Trumenba™ (Pfizer; 3-dose
schedule).

MenACWY-TT vaccine is licensed for use as a single dose
from 12 months of age in more than 50 countries, including
the European Union, Australia, Canada, India and the Philip-
pines. Clinical trials have demonstrated that one dose of Men-
ACWY-TT is immunogenic and well tolerated in children as of
12 months of age, and in adolescents and in adults.*'®
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Long-term protection against meningococcal disease is
thought to rely on the presence of circulating antibodies."” As
yet, the duration of clinical protection following vaccination
with meningococcal conjugate vaccines is not known and
booster recommendations continue to evolve. Although 3 Men-
ACWY conjugate vaccines are available for use as a single dose
in adolescents, data from the United States (US) indicate that
immunity begins to wane 3 to 5 y after immunization.”>*' In
2010, a booster dose of MenACWY conjugate vaccine was rec-
ommended in the US due to evidence of waning immunity and
concerns about ongoing protection. Reporting on
long-term persistence adds important information to the
understanding of the kinetics of the antibody response to
MenACWY-TT as compared to licensed quadrivalent menin-
gococcal polysaccharide vaccines (Men-PS), and will assist in
understanding whether booster doses are needed.

Here we report antibody persistence 2 y after vaccination of
adolescents with MenACWY-TT or Men-PS (Mencevax™
ACWY, GSK Vaccines) (www.clinicatrials.gov NCT00974363).
A protocol summary is available at www.gsk-clinicalstudyregis-
ter.com (study ID: 112148). We also report results of a re-anal-
ysis of clinical trial data from the original vaccination study
(NCT00464815)'* which was performed after identification of
deviations in Good Clinical Practice (GCP) procedures that
occurred during the study conduct.

Healthy adolescents randomized to receive a single dose of Men-
ACWY-TT or Men-PS in the previous vaccination study were
invited to return for the evaluation of antibody persistence 2 y after
vaccination (y 2), and yearly thereafter until y 5. Here we report per-
sistence data until y 2, after which time the rSBA assay used to test
persistence samples was changed. Results from the 3 subsequent
time points (y 3 to 5), which were generated with this different SBA
assay, will be reported elsewhere. Subjects were not allowed to par-
ticipate in the extension study if they had developed meningococcal
disease or received any meningococcal vaccination since the primary
vaccination study. The primary vaccination study was conducted in
the Philippines, India and Taiwan. Based on the enrollment in the
primary study, participation of the Indian and Filipino sites was
deemed sufficient in terms of the sample size to be followed for anti-
body persistence. The persistence study was conducted from 08 Sep-
tember 2009 to 01 May 2010 and was open in design.

The studies were to be conducted in accordance with GCP and
the Declaration of Helsinki. After publication of the initial vaccina-
tion study,'* GSK Vaccines became aware of deviations from GCP
at the study centers in the Philippines and India affecting the primary
vaccination and y 2 follow-up phases. The identified issues included
the following: the assent form, required for participants who are
minors to convey their own independent decision to participate in
the study, was not signed by subjects at one Indian site. In addition,
although informed consent (an agreement or permission form that
only adults are legally allowed to sign) was obtained for all subjects at
all centers, the guardian giving consent for some minors in the Phil-
ippines was not the parent or legally authorized representative due
to the local cultural norm that adult workers are sometimes
employed outside of the Philippines, and therefore spend extended
periods of time outside of the country.

From a subject rights perspective, the immunogenicity data
of subjects without proper informed consent and/or assent
should not be used. Therefore, GSK performed a re-analysis of
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the data obtained during the primary vaccination study,
excluding all subjects with improper consent (112 subjects out
of 1025 who participated in the primary vaccination study:
10.9%). However, in order not to omit any safety events
(including events that occurred in the subjects with improper
consent/assent), and to be as complete as possible in safety
reporting, data from all study participants were taken into
account for the safety analysis post-primary vaccination.

GCP deviations were also identified after completion of the y
2 persistence study. The identified issues included the follow-
ing: the assent form was not signed by some subjects at one
Indian site, and documentation confirming the appropriate
storage of serum samples was lacking at one Indian site. In total
55 participants (8.0%) were excluded from the According-to-
protocol persistence cohort due to GCP deviations. These find-
ings necessitated a re-analysis of the persistence data.

A single blood sample was collected at y 2 for the assessment
of antibody persistence. Serum bactericidal activity antibody
dilution titers against each polysaccharide (A, C, W and Y)
were measured by a serum bactericidal activity assay using
baby rabbit complement (rSBA).** The cut-off of the assay was
a 1:8 dilution. An antibody titer >1:8 is considered indicative
of seroprotection for rSBA-MenC?>* and was also applied to the
other serogroups.”* In addition, data were analyzed according
to a more conservative estimate using a threshold of 1:128.%

The primary study objective was to assess persistence in
terms of percentage of subjects with rSBA titers > 1:8 for each
of the 4 serogroups at y 2. The secondary objective was to assess
persistence in terms of rSBA geometric mean titers (GMTSs) for
each serogroup at y 2.

For each vaccine serogroup, an exploratory evaluation of the dif-
ference in the immune response at each time point was performed
in terms of the percentage of subjects with rSBA antibody titers
>1:8 and >1:128 (with standardized asymptotic 95% confidence
intervals [CIs]) and the ratio of the GMTs (with 95% Cls) between
the MenACWY-TT and Men-PS groups. A potential difference was
indicated if the value ‘1’ was excluded from the 95% CI on the GMT
ratios, or, if the value ‘0%’ was excluded from the 95% CI on differ-
ences in proportions of subjects above an antibody threshold
between groups. Note that potential differences should be inter-
preted with caution considering that there was no adjustment for
multiplicity for these comparisons and that potentially significant
findings may have occurred by chance alone.

Serious adverse events considered by the investigator to be
related to study procedures were captured retrospectively at the
y 2 study visit. To comply with worldwide safety reporting
requirements, all serious adverse events considered to be
related to any GSK medicine were also recorded.

Statistical analyses were performed using SAS® software ver-
sion 9.22 for Windows (SAS Institute Inc., Cary, NC, US).

The results of the updated immunogenicity analysis for the
previously published study time points are included in this
report (Table 1). The composition of the according-to-protocol
cohort for the re-analysis is provided in Figure 1. The conclu-
sions of the initial vaccination study were not impacted by the
re-analysis: the statistical criteria for the non-inferiority of the
vaccine response induced by the MenACWY-TT conjugate
vaccine as compared to Men-PS 1 month after vaccination
were met (Table 2).


http://www.clinicatrials.gov

2164 B.P. QUIAMBAO ET AL.

"z £1e N 4amo| e bunnsas ‘Apnas |

19y} Jaye

A 7 dn-moj|o} 10 pauinial s133[gNs Jama4 'z A 1e pauinlal oym s13(gns 1oyod DURSIsIAd 41y SIPNJIUL ZA 10§ N Pue ‘ApNnis UolIeUIdIBA 3Y} Wolj Loyod Apjusbounwiwl 41V dYi Wwoj s333(gns sapnppul LI pue aid Joj N ,utod awiy
4oe3 J0j PauYap Se U0yod |030304d 0} Hulpi0dY, By} WOy 1e Julod dwil Ydoea e papiaoid syNsal 3y} ‘d|qel iyl ul paledipul sy “sajdwes uoieuddea-sod ueyy ajow sajdwes uofeudea-aid palsal Jeadas buidaye san jo abuel
MO| 3Y} Ul P3.INDD0 SYNSI PI[RAUI SNOISWINU JSAIMOH "Palsal-1eadal A|ednewoine a1am sajdwies Jeyy yueaw Alojeloqe| Bunsal ays ui sabueyd ssadoid ‘Apnis siys buung "bulf|iy JO %0t PUB %09 USIMISG PIAIISGO Sem SAIND Bul

-1 3Y3 Jo usslled Jeinbail Ue USYM pIjeAUl PRISPISUOD SeM J|NsaJ Y/ Julod awil} uoneupdeA-aid 1e S3nsal pijeaul, Jaquinu ybiy e o3 anp Ajutew si sajdwes uoneudea-1sod pue aid ul s199[gns Jo siaquinu ay3 ul Aoueda.dsip ay) :210N

'SUOIIR[OIA DD 01 ANP S1I3[NS JO UOILUIWIIS J9)Je elep JO SIsAjeue-al 3y Jo s)nsas ay) suodal djgel siyy

“(sisAjeue Kiojesoldxs) dnoib pajedipul sy ul (s3nsas LA 4oy elenis abe pue syuswiainsesw uolleuddea-aid 4oy paisnfpe) anjea JIND Jaybiy 1o ‘ploysaiyy paredipul ayi buiydeas s1algns jo uoniodoid saybiy Ajjesnsiels = pjoq
!s91101e100R| ,SDUIDIRA YSD 1e pawioad ‘yuswajdwod yqqes buisn sipmibujuaw N 1suiebe AjAde [epduR1deq WNIdS = ygS) ‘aM) Apogiiue ueaw d11aWoab = | D {|eAI3Ul UIPYUOD %56 = | %56 ‘aNnjea

payads anoge o 03 [enba 43313 YyuMm s1I3[gns Jo abeuadIad/IaquINU = 94/u ‘S)NSAI S|R|IRAR YHIM S1I3[GNS JO JaqUINU = N ‘UOIIRUIDIRA Jaye A 7 = ZA ‘UOIJRUDIRA J3YJe Yjuow | = ||\ ‘96 Jo £ /-] | e uoneudea o} Joud = aid

[L'9TEL ‘€°£L6/] €'8T0L [8'26 'T68] 916 174} [c66 ‘€'T6] 696 oCl o€l [£'6T8¢€ ‘T'€0T€E] S'T0OSE [o0L ‘1'66] 0OL L0V [ooL ‘1°66] 00L L0V L0V A
[6°05£5 *L"€9¥¥] €990 [00L ‘7'86] 00L 1444 (001 ‘+'86] 00L (44 1444 [0°690S1 ‘0'891L€L] S'9801L [001 ‘S'66] 00L LL9 [ooL ‘5'66] 00L LL9 LL9 LN
[0°£6€ ‘T'STT] 0°66C [£18:104 €92 L91 [r'68 5641 618 98l 6L¢C [L'66€ ‘S'€0€] £°8¥E [S¥8:98/19'18 8¢S [£T6:1'881 906 L6S 659 +1d A
[9°055 ‘9 LLEl T8LY [9'16 'T6L] €98 €Ll [8'26 €68 L6 4} LEL [b'eozz ‘0'sLL1L]1 9'LL6L [£°66 'S°£6] 0°66 1304 [6'66 ‘T"86] 5°66 SOV L0V A
[F¥10€ *€66TT] LTE9T [o0L ‘5261 966 1344 (001 ‘+'86] 00L 444 1444 [£'2068 ‘88921 9'91Z8 [001 ‘T'66] 6'66 LL9 [00L ‘T'66] 6'66 LL9 8.9 LN
[evyL T8l TTLL [€79:L8V] 9SS ozl [F'98:9'5/]1 518 9/l 9lc [9921 '9v6] ¥'60L [1'29 ¥'vS] €85 €LE [L'y8:8LL1'L8 6LS 0v9 +21d M
[£'2L0T'8'SpLL] O'EVSL [8°'26 ¥'68] L6 scl [ooL ‘6'S6] T'66 LEL el [098Z1 ‘1'9001] §°LELL [986 ‘T'S6] €'L6 96¢ [8'66 ‘6°'L6] €66 V4 L0V A
[r0£66 +5£089] 0°TTT8 [o0L ‘5261 966 1344 (001 ‘+'86] 00L 1444 1444 [Ts6ErL ‘L6E6L1] 8'60LEL [001 T'66] 6'66 /9 [ooL ‘S'66] 00L €49 €49 LN
[€'sS ‘Toel 607 [€vY '6°0€] ¥'LE 6L [L'¥9 *¥'0S] €45 Lzl Lie [czs €Ll L'y [£ov'68¢el L'ty LLT [979'6'75] 885 L8¢ 879 «2d ]
[T'S16°€'999] €08 [c66 7'T6l 0°L6 8¢l [ooL ‘T'z6] 00L cel el [0'6291 ‘0°69€L] v'E6VL [6'66 ‘T"86] S'66 1304 [001 ‘9'86] 8'66 404 04 A
[£STee L1197 TLy6T [o0L ‘5261 9'66 1344 (001 ‘5261 9'66 €CC 1444 [€'vTe9 ‘v £SSS] S'8T6S [00L ‘S'66] 00L ¥L9 [o0L ‘S'66] 00L ¥19 v.9 LN
[LelTgeLLl 6651 [9°€2'6'65] 0'£9 8¢l [ces 6'0£]15LL 5141 L6l [§°S¥T ¥'9L1] 1'80C [108'6'¢L] £L'9L Lty [1'98:L6/] L'€8 1394 LSS «d v
[1D %s6] [1D %s6] u (1> %561 u N (1D %56l (1D %56l u [1D %s6] u N jurod swi| dnoub 0185
1NS 8TLL< % % 8:1< % 1ND 8CL:L< % 8L< %
Sd-Usiy LI-AMOYUSIN

‘(3utod awil Yyoea 1oy pauyap se 1oyod [03030id 01 bulpioddy) 3be Jo A /|- || 18 SJ-UBIN 40 ] |-AMDVUSN YHM uolieupddea Jaye A z pue yuow | aduaisisiad Apogiue ygst *L ajqel



HUMAN VACCINES & IMMUNOTHERAPEUTICS e 2165

Primary vaccination aged 11-17 years
(3:1 randomization)

'

v

Primary vaccination
N=1025

MenACWY-TT group
N=768

Men-PS group
N=257

I

!

Primary ATP immunogenicity
re-analysis cohort
N=903

89 eliminated: received vaccines
forbidden by the protocol (1); out
of protocol-defined age range (1),
protocol violation (83), missing
serological data (4)

33 eliminated: out of protocol-
defined age range (1), protocol
violation (29), non-compliance with
blood sampling schedule (1);
missing serological data (2)

N=679 N=224
y v
Year 2 Blood sample MenACWY-TT group Men-PS group
N=689 N=521 N=168

1

l

Year 2 ATP persistence cohort
N=539

114 eliminated: protocol violation
(1); non-compliance with blood

v sampling schedule (73):

documentation of appropriate
sample storage lacking (40)

N=407

36 eliminated: protocol violation
(1); non-compliance with blood
sampling schedule (23);
documentation of appropriate
sample storage lacking (12)
N=132

Figure 1. Study flow. The according-to-protocol (ATP) cohort for the primary vaccination study represents the cohort included in the re-analysis of data after elimination
of subjects (protocol violations: N=112: 83 in the MenACWY-TT group and 29 in the Men-PS group) due to GCP violations.

Based on review of the source documents, 2 previously unre-
ported unsolicited adverse events (non-serious episodes of
grade 1 headache and grade 1 vertigo) that occurred in the 31-
days follow-up after vaccination were identified in 2 subjects in
India. GSK’s study database was updated to include these
reports. No re-analysis of safety was conducted as neither event
was considered by the investigator to be vaccine related and
there would be no impact of these data on the study co-primary
safety objective or on the Prescribing Information if they were
considered as part of a re-analysis.

In the initial study on the safety and immunogenicity of Men-
ACWT-TT in adolescents, 1025 subjects were enrolled in the Total

vaccinated cohort (768 in the MenACWY-TT group and 257 in
the Men-PS group). '* Among these, 689 subjects returned at y 2
(521 in the MenACWY-TT group and 168 in the Men-PS group).
The median time since the primary vaccination dose was 25 months
(range 22 —25 months). There were 150 subjects eliminated from
the According-to-protocol persistence cohort (Fig. 1). The mean
age of subjects (According-to-protocol persistence cohort) in each
study group and overall was 16.4 y (range 13-20 y) and 53.4% of
subjects were female.

Results from a post hoc analysis on the According-to-proto-
col persistence cohort showed that 2 y after primary vaccina-
tion, at least 99.26% of subjects in the MenACWY-TT group

Table 2. Primary vaccination study (NCT00464815): Difference between groups in percentage of subjects with rSBA vaccine response one month after vaccination (Pri-

mary ATP immunogenicity re-analysis cohort).

MenACWY-TT Men-PS Difference in VR rate
(ACWY-TT minus Men-PS)
Serogroup N n %VR [95% Cl] n % VR [95% Cl] % [95% Cl]
A 553 472 85.4"" [82.1; 88.2] 191 148 77.5[70.9; 83.2] 7.87 [1.63"; 14.87]
C 642 625 97.4[95.8; 98.5] 211 204 96.7 [93.3; 98.7] 0.67 [—1.65"; 4.18]
w 639 616 96.4"* [94.6; 97.7] 216 189 87.5[82.3;91.6] 8.90 [4.78"; 14.14]
Y 657 616 93.8" [91.6; 95.5] 219 172 78.5[72.5; 83.8] 15.22 [9.89%; 21.37]

ATP = According-to-Protocol
VR = vaccine response defined as:
For initially seronegative subjects: antibody titer > 1:32 post-vaccination

For initially seropositive subjects: antibody titer post-vaccination that is > 4-fold the pre-vaccination antibody titer

N = number of subjects with both pre- and post-vaccination results available

n/% = number/percentage of subjects with a vaccine response

95% CI = exact 95% confidence interval

*Lower limit of 95% Cl was above pre-specified clinical non-inferiority limit of —10%

*statistically higher value in ACWY-TT group than in Men-PS group (exploratory analysis)
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and at least 93.02% in the Men-PS group had persisting anti-
body titers >1:8 for each vaccine serogroup, and hence were
seroprotected to all 4 serogroups (Table S1). The percentage of
subjects with titers >1:128 for each vaccine serogroup was at
least 96.79% in the MenACWY-TT group and at least 79.84%
in the Men-PS group.

For each serogroup, rfSBA GMTs were reduced by year 2 but
remained higher than pre-vaccination levels (Table 1).

Exploratory analyses indicated that antibody persistence was
higher in the MenACWY-TT group than in the Men-PS group
in terms of the percentage of subjects with rSBA titers >1:8 for
serogroups W and Y, the percentage with rSBA titers >1:128
for serogroups A, W and Y, and in terms of rSBA GMTs for
serogroups A, W and Y (Table 1). The rSBA GMT for
serogroup C was higher in the Men-PS group than the Men-
ACWY-TT group at y 2. A similar trend was observed in
another study of MenACWY-TT conducted in adolescents and
adults,*® although the study was not designed or powered to
detect differences in persistence so the data should be inter-
preted cautiously — particularly since there are other studies
where the same trend has not been observed.”” Despite the
lower GMT, seroprotection rates in both groups were similar in
our study. Of note, some countries, such as the United States,
now recommend a booster dose approximately 5 y after pri-
mary vaccination for those at continued increased risk for
meningococcal disease.

No vaccine-related serious adverse events were reported
from the end of the primary vaccination study until y 2.

Evaluation of antibody persistence in a large cohort of ado-
lescents vaccinated with a single dose of quadrivalent Men-
ACWY-TT showed that vaccine serogroup-specific antibodies
persist in almost all subjects until 2 y after vaccination. Explor-
atory analyses conducted after the primary vaccination dose
indicated that the post-vaccination rSBA GMTs, adjusted for
pre-vaccination measurements and age strata, were higher for
all serogroups in the MenACWY-TT group compared to the
Men-PS group (Table 2). Consistent with these results, anti-
body GMTs at y 2 were observed to be higher in the Men-
ACWY-TT group than the Men-PS group in an exploratory
analysis, for 3 out of 4 serogroups (A, W and Y).

The results of our study using the GSK rSBA are in-line with
other studies of MenACWY-TT persistence in adolescents and
children that employed the same assay.'®*”***® Antibody per-
sistence in the majority of MenACWY-TT recipients up until
42 months after vaccination of adolescents with MenACWY-
TT has been demonstrated, with persisting antibody levels >
1:8 that were similar or higher than after vaccination with
licensed Men-PS vaccine.”’

While limited comparisons can be made with other studies
using different rSBA assays, our results suggest that antibody
persistence after a single dose of MenACWY-TT in adolescents
is at least as good as that of other licensed MenACWY conju-
gate vaccines after 2 y follow-up.”® Two y after vaccination of
11-18 y olds with Menactra™ or Menveo™, the percentage of
adolescents with rSBA > 1:8 for each vaccine serogroup was
25%—74% and 36%—84%, respectively.”” In a study of anti-
body persistence 3 y after vaccination with Menactra™, the
percentage of adolescents with rfSBA > 1:128 for serogroup C,
W and Y was 75%—89%.>°

In conclusion, 2 y after vaccination with MenACWY-TT,
the majority of subjects retained rSBA titers >1:8 for all vaccine
serogroups, indicating that immunogenicity following a single
dose in adolescents persists for at least 2 y.

Trademarks

MENVEO and BEXSERO are registered trademarks of the GSK group of
companies. MENCEVAX and TRUMENBA are registered trademarks of
Pfizer. MENACTRA is registered trademark of Sanofi Pasteur. NIMENRIX
is a registered trademark of the GSK group of companies, licensed to
Pfizer.

Abbreviations

CI confidence interval

GCP Good Clinical Practice guidelines

GMT geometric mean antibody titer

MenACWY-TT quadrivalent meningococcal serogroups A, C,
W and Y vaccine conjugated to tetanus
toxoid

Men-PS Quadrivalent meningococcal serogroups A,
C, W and Y polysaccharide vaccine

rSBA serum bactericidal assay using rabbit
complement

TT tetanus toxoid
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