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Background: MenACYW-TT is an investigational quadrivalent meningococcal
conjugate vaccine that contains tetanus toxoid as carrier protein. The vaccine is in-
tended for global use in individuals 6 weeks of age and older. We evaluated the safety
and immunogenicity of MenACYW-TT compared with a licensed quadrivalent conju-
gate meningococcal vaccine (MenACWY-CRM [Menveo®]) in US children 2-9 years
of age.

Methods: In a modified double-blind Phase III study (NCT03077438), 1000
children were randomized to receive one dose of either MenACYW-TT vaccine or
MenACWY-CRM vaccine. Serum bactericidal assays with human (hSBA) and baby
rabbit (rSBA) complement were used to measure antibodies against representative
meningococcal serogroup strains at baseline and 30 days after vaccination. Safety data
were collected up to 6 months post-vaccination.

Results: Non-inferiority of immune responses for all four serogroups, based on
percentages of participants achieving hSBA vaccine seroresponse, was demonstrated
for MenACYW-TT compared with MenACWY-CRM at Day 30 compared with base-
line. The proportions of individuals with hSBA titers > 1:8 following MenACYW-TT
administration were higher than those after MenACWY-CRM administration for
all four serogroups (A: 86.4% vs 79.3%; C: 97.8% vs 67.1%; W: 94.8% vs 86.3%; Y:
98.5% vs 90.8%). Similar results were observed in two age substrata (2 to 5 years and
6 to 9 years). Percentages of participants with post-vaccination rSBA titers > 1:128
were comparable between both groups. The safety profiles of MenACYW-TT and
MenACWY-CRM were comparable. Reactogenicity at the MenACYW-TT injection
site was lower than at the MenACWY-CRM injection site. There were no immediate
adverse events (AEs), no AEs leading to study discontinuation, and no vaccine-related
serious adverse events reported in the study.

Conclusion: MenACYW-TT vaccine was well tolerated and demonstrated a
non-inferior immune response compared with that for the licensed MenACWY-CRM
vaccine when administered as a single dose to meningococcal vaccine-naive children.
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Background: The MenACYW-TT conjugate vaccine is a quadrivalent meningococcal
vaccine that contains tetanus toxoid as carrier protein. Vaccine is intended for global use in
all age groups (i.e., individuals 6 weeks of age and older). This Phase III study evaluated the
safety and immunogenicity of the vaccine when compared with a licensed quadrivalent
meningococcal conjugate vaccine in individuals > 15 years of age.

Methods: A randomized, modified double-blind study (NCT02752906) was con-
ducted in the United States and Puerto Rico. The study evaluated 810 participants
primed with a licensed quadrivalent meningococcal conjugate vaccine (Menactra®
[MenACWY-D] or MENVEO® [MenACWY-CRM]) in the 4 to 10 years prior to en-
rollment. Participants were randomly assigned to receive either a single booster dose
of MenACYW-TT conjugate vaccine or MenACWY-D. Safety data were collected up
to 6 months post-vaccination.

Results: Non-inferiority of immune response was demonstrated for MenACYW-TT
vs. MenACWY-D based on percentages of participants achieving an serum bactericidal
assay with human complement (hSBA) seroresponse for serogroups A, C, W, and Y at
Day 30 post-vaccination. Post-vaccination hSBA geometric mean titers (GMTs) were
higher following administration of MenACYW-TT compared with MenACWY-D for
age subgroups 215 to < 18 years and >18 years. Relative to MenACWY-D, post-vac-
cination hSBA GMTs were higher for all 4 serogroups following administration of
MenACYW-TT in participants who received the priming vaccine < 7 years prior to
the booster; for participants who received priming vaccine >7 years prior to booster,
post-vaccination GMTs were higher for serogroups C, W and Y, and comparable for
serogroup A. In MenACWY-CRM-primed subjects, hSBA vaccine seroresponse rates
were comparable for all 4 serogroups regardless of the booster vaccine administered.
In MenACWY-D-primed subjects, hSBA seroresponse rates following MenACYW-TT
booster administration were comparable for serogroups A and Y, and higher for sero-
groups C and W. Reactogenicity profiles were comparable across study groups.

Conclusion: MenACYW-TT conjugate vaccine was immunogenic and well toler-
ated when administered as a booster dose to individuals >15 years of age.
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Background: Quadrivalent conjugate and polysaccharide meningococcal vaccines
(MenACWY) have been recommended in the United States for patients at high-risk
due to functional or anatomic asplenia, complement component deficiency (CD) and
human immunodeficiency virus (HIV) infection. Serogroup B vaccines (MenB) are
recommended for patients 210 years of age with asplenia or CD. Little is currently
known about meningococcal vaccine uptake and time to vaccination among patients
with incident high-risk diagnoses.

Methods: Patients newly diagnosed (1 inpatient or 22 outpatient medical claims
with evidence of the condition 230 days apart) with functional or anatomic asplenia
(excluding sickle cell disease), CD or HIV infection were identified in the Optum
Research Database. Continuous enrollment for 212 months before and >6 months
after the diagnosis date (index date) was required. Patients with evidence of pre-ex-
isting conditions were excluded. MenACWY uptake was assessed among patients
>2 years of age at index date from January 1, 2010 for asplenia and CD, and January
1, 2016 for HIV infection, through March 31, 2018; and MenB uptake among
patients 210 years of age at index date from January 1, 2015 through March 31, 2018.
Current Procedural Terminology and National Drug Codes on medical claims were
used to capture vaccinations. For each condition, Kaplan-Meier analysis was used
to estimate uptake and time to receipt of 21 dose of each vaccine for up to 5 years
post-index date; vaccinations within 90 days before the index date were also included
in calculations.

Results: Among asplenia patients, the percentage with receipt of >1 dose of
MenACWY at 1, 2.5, and 5 years post-index date was 6.6%, 9.4%, and 13.3%, respect-
ively; for CD patients the corresponding percentages were 2.2%, 4.8%, and 8.3%; and
for HIV patients at 1 and 2.5 years post-index date the percentages were 10.8% and
19.8% (Figure 1). Receipt of 21 dose of MenB at 1 and 2.5 years post-index date was
1.7% and 3.1%, respectively, for asplenia patients and 1.1% and 2.5%, respectively, for
CD patients (Figure 2).

Conclusion: Uptake of meningococcal vaccines in patients newly diagnosed with
high-risk conditions is very low and the time to vaccination is long, leaving patients
vulnerable to invasive meningococcal disease for extended periods of time.

Figure 1. Kaplan-Meier Curves of i | Quadrivalent (MenACWY) Vaccine Uptake!
by Condition
100%
0% - - —HIV 30%
25%
. 80% - 20% =
g splenia
5 0% 15%
3 —-o s
e 0w
5 5%
9
S so% 0%
= 0 180 360 540 720 900 1080 1260 1440 1620 1800
§ e (index)
4
Q so%
20%
10%
o%
0 180 360 s40 720 200 1080 1260 1490 1620 1800
(Indesx)
Time to first vaccination after incident high-risk diagnosis (days)
*Receiptof21 dose of MenACWY-D, MenACWY-CRM or MPSV4 duringa minimum th post-index period,

yspi incident high-risk diagnasis
Atotalof 15,349 asplenia, 1,470 CD and 1,208 HIV patients met the study inclusion criteria
for 151,002 days

2
Index = Incident high-risk diagnosis date
95% using curve

Figure 2. Kaplan-Meier Curves of MenB Vaccine Uptake! by Condition

100%
s0% 6.0%
Asplenia
s0% 50%
S — —CD
3 0% 8z
1
E
20%
®
8 sox
z
10%
§ won
2
00%
& sox
20%
10%
e —————
50 o 50 180 270 360 450 560 630 720 810 900 930 1080
(Index)
Time to first vaccination after incident high-risk diagnosis (days)
*Receiptof21 dose of MenB-FHbp or MenB-aC duringa h p

0 the index dat
Atotal of 9,081 asplenia and 396 CD patients met the study inclusion criteria

Index= Incident high-risk diagnosis date

95% confidence i i are curve

high-risk diagnosi

Disclosures. All authors: No reported disclosures.

Poster Abstracts « OFID 2019:6 (Suppl2) « S959



