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This open-label multicenter clinical trial conducted in Mexico assessed the immunogenicity and safety of a 13-valent pneumo-
coccal conjugate vaccine (PCV13) in adults =50 years of age not previously vaccinated with the 23-valent pneumococcal polysac-
charide vaccine (PPSV23). The PCV13 elicited a robust immune response in this study population, as reflected by the magnitude
of fold rises in functional antibody levels measured by serotype-specific opsonophagocytic activity (OPA) assays before and 1
month after vaccination. Although the prevaccination OPA geometric mean titers (GMTs) for the majority of the serotypes were
significantly lower in the 50- to 64-year age group than those in the =65-year age group, the postvaccination immune responses
were generally similar. The overall immune responses were higher for the majority of the serotypes in the Mexican study popula-
tion than those in similar adult study populations who received the PCV13 in Europe and the United States. PCV13 was well tol-
erated, and there were no vaccine-related serious adverse events. In conclusion, PCV13 is safe and immunogenic when adminis-

tered to adults =50 years of age in Mexico and has the potential to protect against vaccine-type pneumococcal disease. (This
study has been registered at ClinicalTrials.gov under registration no. NCT01432262.)

Diseases caused by Streptococcus pneumoniae are a major
worldwide public health problem affecting all age groups,
with the highest mortality rates in adults >65 years of age and in
individuals with underlying disease (1, 2). In adults =50 years of
age in Latin American countries, including Mexico, community-
acquired pneumonia (CAP) caused mainly by S. pneumoniae is
associated with high rates of morbidity and mortality, with the
incidence increasing substantially with age (3, 4). Worldwide, 20
serotypes account for >70% of invasive pneumococcal disease
(IPD) in children <5 years of age, although the prevalence of each
varies by region (5). In Latin American and Caribbean countries,
the 21 most common serotypes causing IPD in young children, in
order of decreasing frequency, are serotypes 14, 6B, 5, 1, 23F, 6A,
18C, 19F, 19A, 9V, 7F, 3, and 4, which are included in the 13-
valent pneumococcal conjugate vaccine (PCV13), as well as non-
vaccine serotypes 8, 15B, 12F, 2, 12A, 9A, 45, and 46 (5). Casta-
fieda et al. (6) reported similar findings from the Sistema de Redes
de Vigilancia de los Agentes Responsables de Neumonias y Men-
ingitis Bacterianas (SIREVA) surveillance data from Latin Amer-
ica and the Caribbean from 2007 to 2009 in children <5 years of
age; since the introduction of PCV7, serotype replacement with
nonvaccine serotypes, especially 19A, has been observed. The
Mexico-specific SIREVA Il data from 2011 in children <6 years of
age and adults =50 years of age reported that the PCV13 serotypes
were the most frequently isolated, in particular, serotype 19A (7).

Vaccination is considered an important preventive strategy for
adults and children, in part because of the increased prevalence of
S. pneumoniae strains that are resistant to antibiotics (1). In a
study examining the antimicrobial susceptibility patterns of S.
pneumoniae, Quifiones-Falconi and colleagues (8) concluded that
pneumococci isolated from children and adults with community-
acquired acute respiratory infections in Mexico City have some of
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the world’s highest rates of penicillin resistance. In addition, these
penicillin-nonsusceptible strains were usually resistant to other
antimicrobial agents commonly used to treat these infections.

A 23-valent pneumococcal polysaccharide vaccine (PPSV23) is
widely available for the prevention of vaccine-type pneumococcal
disease for adults =50 years of age and for high-risk younger
adults; however, PPSV23 has not been widely implemented in
Latin American countries (4). PPSV23 is efficacious in preventing
IPD, although reports on its efficacy against CAP have been in-
consistent, and its duration of protection is limited (1, 9, 10).
Recently, a 13-valent PCV (PCV13) was licensed for adults in the
United States, Europe, and many other countries, including Mex-
ico, for the prevention of pneumococcal disease caused by S. preu-
moniae serotypes 1, 3, 4, 5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, and
23F. Its licensing was based on immunological and safety compar-
isons with PPSV23 in clinical studies performed in the United
States and in several European countries as part of the PCV13
clinical development program (11). The Community-Acquired
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Pneumonia Immunization Trial in Adults (CAPiTA) =65 years of
age was recently completed in the Netherlands, with approxi-
mately 85,000 subjects; it demonstrated that PCV13 is efficacious
against vaccine-type CAP, including nonbacteremic CAP and vac-
cine-type IPD (12, 13).

In contrast to PPSV23, PCV13 is manufactured by conjugating
the capsular saccharides of S. pneumoniae to an immunogenic
protein carrier (cross-reacting material 197 [CRM 4], a nontoxic
diphtheria toxin cross-reactive material) in order to elicit a T-cell-
dependent immune response. As T cells provide the signals re-
quired for the generation of B-cell memory (14), PCV13 has the
potential to elicit a memory response on subsequent natural ex-
posure to vaccine-type pneumococcal strains and to provide pro-
tection over a prolonged period of time (15).

The aim of the current study (registered at ClinicalTrials.gov
under registration no. NCT01432262) was to assess the immuno-
genicity and safety of PCV13 when administered to adults =50
years of age in Mexico who had not previously been vaccinated
with PPSV23. In addition, the immunogenicity data from this
study were compared post hoc with those of two other PCV13
studies that assessed similar populations of PPSV23-naive adults
(16-18). These studies were part of the adult clinical development
program for the licensing of PCV13 (11).

MATERIALS AND METHODS

Trial design. This open-label study was conducted at 4 sites in Mexico
from 29 July 2011 to 5 December 2011. The subjects were stratified into 2
age groups, 50 to 64 years and =65 years. The study was conducted in
accordance with the International Conference on Harmonisation Guide-
line for Good Clinical Practice and the ethics principles that have their
origins in the Declaration of Helsinki.

Study population. Eligible study participants included male and fe-
male subjects =50 years of age, including those with underlying diseases
that were stable for =6 weeks before vaccination (i.e., a disease not requir-
ing significant change in therapy or hospitalization for worsening disease
within 6 weeks before vaccination), and who had no history of S. pneu-
moniae infection within the past 5 years, no previous vaccination with any
licensed or investigational pneumococcal vaccine, no history of severe
vaccine-associated adverse reactions or receipt of plasma products or im-
munoglobulins within 60 days before vaccination, and no immunodefi-
ciency, immunosuppression, or severe chronic disease associated with
pulmonary, cardiac, or renal failure.

Comparator study populations. One of the comparator studies en-
rolled a PPSV23-naive study population 50 to 64 years of age from the
United States to compare the safety and immunogenicity of PCV13 versus
PPSV23 (18). The second comparator study enrolled a PPSV23-naive
population =65 years of age from Europe to compare the safety and
immunogenicity of PCV13 administered concomitantly with a trivalent
inactivated influenza vaccine versus PCV13 administered alone 1 month
after a trivalent inactivated influenza vaccine (TIV) (16, 17); the data from
the group receiving PCV13 administered alone 1 month after TIV were
used for the comparison in this paper. The inclusion and exclusion criteria
for the study populations in the comparator studies were similar to those
described above.

Vaccine and administration. PCV13 contains capsular polysaccha-
rides from the pneumococcal serotypes 1, 3, 4, 5, 6A, 6B, 7F, 9V, 14, 18C,
19A, 19F, and 23F (2.2 pg of each saccharide, except for 4.4 g of 6B)
individually conjugated to nontoxic diphtheria toxin cross-reactive ma-
terial 197 (CRM,4,), 5 mM succinate buffer, 0.85% sodium chloride,
0.02% polysorbate 80, and 0.125 mg of aluminum as aluminum phos-
phate per 0.5-ml dose. PCV13 was manufactured by Wyeth, a Pfizer com-
pany (lot no. 10-089561). The vaccine was supplied in single-dose
syringes without preservatives and stored at 2°C to 8°C. All eligible par-
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ticipants received one dose of PCV13 administered intramuscularly into
the deltoid.

Immunogenicity assessments. Two 15-ml blood samples were
taken, one before and one approximately 1 month after vaccination.
The functional activity of the antibodies from these samples was
measured using serotype-specific validated microcolony opsono-
phagocytic activity (OPA) assays and expressed as OPA titers. An OPA
titer was defined as the interpolated reciprocal serum dilution that re-
sulted in complement-mediated killing of 50% of the assay bacteria. The
OPA assay procedures were based on previously described methods (19).
The standardized OPA assays from this PCV13 study and the comparator
studies were performed in the same central laboratory by the sponsor,
thus allowing comparisons to be made.

Safety assessments. The participants recorded local reactions and sys-
temic events on an electronic diary (e-diary) every evening within a fixed
time window for 14 days after vaccination. The e-diary prompted the
reporting of vaccine-associated signs and symptoms through the use of a
standardized questionnaire, providing an accurate representation of each
participant’s experience. Severity was assessed using the U.S. Food and
Drug Administration toxicity grading scale (20). The largest diameter of
any redness or swelling was measured using a caliper. Oral temperature
was measured using a digital thermometer, and fever was defined as a
temperature of =38.0°C (100.4°F). The highest daily temperature was
recorded. The diary data were transmitted by the participants to the cen-
tral vendor and could not be altered thereafter. The data were reviewed by
the investigator via an Internet-based portal to monitor vaccine reactoge-
nicity and compliance with e-diary completion.

Other adverse events (AEs), which were not prompted by the e-diary,
were collected by the investigator on an electronic AE case report form at
each visit in response to nonspecific questions.

Statistical methods. (i) Sample size estimation. Sample size estima-
tion was based on pneumococcal OPA geometric mean titers (GMTs) and
associated variability observed in two previous Pfizer studies (21, 22).
Assuming a dropout rate of =7%, a sample size of 150 evaluable subjects
in each age group was sufficient to provide adequate precision in the
study results for descriptive assessment. Thus, 324 subjects (162 per
group) were to be vaccinated.

(ii) Analysis populations. The evaluable immunogenicity population
consisted of eligible subjects who adhered to the protocol requirements,
received the study vaccine, had valid and determinate assay results, and
had no major protocol violations. The all-available immunogenicity pop-
ulation included all subjects who had at least one valid and determinate
assay result (data not presented). The safety population included all sub-
jects who received the study vaccine.

(iii) Immunogenicity analysis. The endpoints for the study included
measuring the functional antibody OPA titers elicited by the 13 pneumo-
coccal serotypes contained in PCV13 at two time points, before vaccina-
tion and at 1 month (28 to 42 days) after vaccination. The serotype-
specific OPA titers were logarithmically transformed for the analysis. The
OPA GMTs were calculated at each time point. Two-sided 95% confi-
dence intervals (Cls) were constructed by back transforming the CIs based
on the Student  distribution for the mean logarithm of the titers. For each
serotype, the geometric mean fold rises (GMFRs) from before to 1 month
after vaccination were computed, and 2-sided 95% CIs were constructed
using the logarithmically transformed assay results.

Post hoc analyses included comparisons of the GMT ratios between the
age groups within this study and across studies with study populations of
comparable ages (16-18). The GMT ratios were calculated by back trans-
forming the mean difference between the groups on the logarithmic scale.
The 95% Cls for the ratios are back transformations of a CI based on the
Student ¢ distribution for the mean difference of the logarithms of the
measures. For comparisons between the vaccine groups, the immune re-
sponses were statistically significantly lower when the upper limit of the
2-sided 95% CI for the GMT ratio was <1 and were statistically signifi-
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TABLE 1 Demographic characteristics for the evaluable
immunogenicity population

Age group
50-64 yr =65 yr Total
Characteristic (n=161) (n=161) (n=322)
Sex (%)
Female 59.0 52.2 55.6
Male 41.0 47.8 44.4
Race/ethnicity (%)
White 100.0 100.0 100.0
Hispanic/Latino 100.0 100.0 100.0
Age at vaccination (yr)
Mean (SD) 55.8 (4.0) 73.4 (5.8) 64.6 (10.1)
Median 55.1 72.6 64.9
Range 50.0-64.7 65.1-92.2 50.0-92.2

cantly higher when the lower limit of the 2-sided 95% CI for the GMT
ratio was >1.

(iv) Safety analysis. AEs were categorized according to the Medical
Dictionary for Regulatory Activities (MedDRA). The proportions of sub-
jects with local reactions, systemic events, and AEs were summarized with
corresponding exact 2-sided 95% CIs (23). The differences in the propor-
tions in adults 50 to 64 years of age versus those =65 years of age were
expressed as a percentage with an exact 2-sided 95% CI and correspond-
ing P value (24).

RESULTS

Disposition of subjects and baseline demographics. A total of
324 subjects were enrolled, with 162 subjects in each age group. In
the =65-year age group, 1 subject withdrew before vaccination. In
the 50- to 64-year age group, 1 subject was excluded from the
evaluable immunogenicity population because of an eligibility
violation. The baseline demographic characteristics of the evalu-
able immunogenicity population are shown in Table 1. Of note, in
the 50- to 64-year age group (mean age, 55.8 years) and in the

Immunogenicity and Safety of PCV13 in Adults in Mexico

=65-year age group (mean age, 73.4 years), there was a greater
percentage of females than males (59% and 52.2%, respectively).

Immunogenicity. For all serotypes in both age groups, the
OPA GMTs increased significantly from immediately before to 1
month after vaccination, as reflected by the GMFRs (lower limit of
the 2-sided 95% CI for the GMFRs, >1). The OPA GMFRs were
higher in the 50- to 64-year age group (GMFR range, 5.3 to 63.6)
than those in the =65-year age group (GMEFR range, 3.4 to 35.8;
Table 2). The prevaccination OPA GMTs in the 50- to 64-year
age group were statistically significantly lower (upper limit of
the 2-sided 95% CI for the GMT ratio, <1) than those in the
=65-year age group for 8 of 13 serotypes and were similar to
those in the =65-year age group for the 5 other serotypes (1, 4,
6B, 9V, and 14); the postvaccination OPA GMTs in the 50- to
64-year age group were similar to those in the =65-year age
group for 10 of 13 serotypes but statistically significantly higher
for serotypes 4, 7F, and 9V (Table 3).

A post hoc analysis comparing the results for adults 50 to 64
years of age from this study in Mexico with those of adults of the
same age from the United States comparator study showed that
the prevaccination OPA GMTs were statistically significantly
higher in the Mexican study for 11 of the 13 serotypes and similar
between the studies for serotypes 1 and 3. The postvaccination
OPA GMTs were statistically significantly higher in the Mexican
study for 8 of the 13 serotypes, similar between the studies for
serotypes 3, 5, and 6A, and statistically significantly lower in the
Mexican study for serotypes 1 and 3 (Table 4).

Similarly, a post hoc analysis comparing the results for adults
=65 years of age from this Mexican study with those of adults of
the same age from the European comparator study showed that
the prevaccination OPA GMTs were statistically significantly
higher in the Mexican study for the 12 of the 13 serotypes and
similar between the studies for serotype 1. The postvaccination
OPA GMTs were statistically significantly higher in the Mexican
study for 10 of the 13 serotypes and similar between the studies for
serotypes 1, 4, and 14 (Table 5).

TABLE 2 Geometric mean fold rises of pneumococcal OPA GMTs for the evaluable immunogenicity population”

Data by age group (yr)":

50—64 (n = 137-153)

=65 (n = 137-158)

Prevaccination Postvaccination Prevaccination Postvaccination
Serotype GMT GMT GMFR 95% CI GMT GMT GMFR 95% CI
1 6 121 21.3 16.17, 28.16 7 84 11.7 8.70, 15.82
3 88 12.5 9.77, 16.05 11 89 7.8 6.03, 10.02
4 31 1,767 57.7 36.40, 91.36 58 1,159 19.9 13.23,29.88
5 281 37.3 26.06, 53.47 11 281 26.2 18.74, 36.72
6A 56 3,512 62.3 39.00, 99.36 114 3,273 28.7 19.76, 41.70
6B 237 4,290 18.1 11.61, 28.15 392 3,691 9.4 6.61, 13.45
7F 70 3,025 43.2 26.94, 69.17 124 1,922 15.5 10.05, 23.80
IV 268 2,347 8.8 5.72,13.43 194 1,396 7.2 4.72,10.98
14 286 1,518 5.3 3.73,7.56 382 1,311 34 2.58,4.56
18C 69 3,070 44.3 28.19, 69.51 154 2,152 13.9 9.21, 21.09
19A 51 1,542 30.0 21.19, 42.50 107 1,196 11.2 7.99, 15.69
19F 25 1,078 42.8 28.33, 64.67 54 1,120 20.8 13.38,32.29
23F 14 881 63.6 43.16, 93.75 26 923 35.8 24.16, 52.95

“ OPA, opsonophagocytic activity; GMT, geometric mean titer.

b 11 values for the age groups reflect the numbers of subjects with valid and determinate assay results for the specified serotype at both the prevaccination and postvaccination blood
draws. The GMTs and geometric mean fold rises (GMFRs) were calculated using all subjects with available data for both the prevaccination and postvaccination blood draws. The
95% confidence intervals (Cls) are back transformations of a CI based on the Student ¢ distribution for the mean logarithm of the titers, or the mean fold rise.
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TABLE 3 Effect of age on pneumococcal OPA GMTs in the evaluable immunogenicity population”

OPA GMTs at’:
Prevaccination Postvaccination
Comparison® Comparison®

50-64 yr =65 yr 50-64 yr =65 yr
Serotype (n = 142-159) (n = 146-161) Ratio 95% CI (n = 148-155) (n = 150-159) Ratio 95% CI
1 6 7 0.8 0.64, 1.00 120 84 1.4 0.96, 2.10
3 7 11 0.6 0.48, 0.86 88 89 1.0 0.74, 1.33
4 30 53 0.6 0.32, 1.06 1,729 1,209 1.4 1.05, 1.95
5 7 10 0.7 0.51, 0.99 288 285 1.0 0.65, 1.58
6A 57 110 0.5 0.30,0.91 3,380 3,343 1.0 0.73, 1.39
6B 235 388 0.6 0.33,1.10 3,982 3,384 1.2 0.88, 1.58
7F 66 125 0.5 0.29, 0.98 3,130 1,929 1.6 1.25,2.11
IV 264 173 1.5 0.81, 2.88 2,416 1,402 1.7 1.17,2.54
14 291 361 0.8 0.50, 1.30 1,569 1,316 1.2 0.89, 1.60
18C 70 155 0.4 0.24, 0.83 3,063 2,197 1.4 0.99, 1.96
19A 52 105 0.5 0.32,0.77 1,542 1,196 1.3 0.98, 1.70
19F 26 53 0.5 0.29, 0.85 1104 1,188 0.9 0.63, 1.38
23F 13 25 0.5 0.34, 0.82 879 930 0.9 0.60, 1.48

“ OPA, opsonophagocytic activity; GMT, geometric mean titer.

b 11 values are the numbers of subjects with a valid and determinate OPA titer to the given serotype. The GMTs were calculated using all subjects with available data for the specified

blood draw.

¢ The ratio of GMTs (50 to 64 years GMT/=65 years GMT) was calculated by back transforming the mean difference between the age groups on the logarithmic scale. The 95%
confidence intervals (Cls) for the ratios are back transformations of a CI based on the Student ¢ distribution for the mean difference of the logarithms of the measures (50 to 64

years data — =65 years data). The statistically significant differences are in bold type.

Safety. In both age groups, the majority of the local and sys-
temic reactions occurred within 14 days after PCV13 administra-
tion and were mild or moderate in intensity. Pain at the injection
site was the most common local reaction. Muscle and joint pain,
fatigue, and headache were the most common systemic reactions.
A significantly higher proportion of subjects in the 50- to 64-year
age group compared with that in the =65 years group reported
any local reaction (P = 0.008) or any systemic reaction (P = 0.003;

Table 6). These differences were mainly driven by pain at the in-
jection site (P = 0.007) for the local reactions and by headache
(P = 0.049), diarrhea (P = 0.030), and muscle pain (P = 0.006)
for the systemic reactions. The exception was fever of =38°C,
which was more frequent in the =65 years group (P = 0.012). Of
note, fever of >40°C in 5 subjects aged =65 years was reported by
the investigator as data entry errors. Other local (redness and
swelling) and systemic (fatigue, vomiting, and joint pain) reac-

TABLE 4 Comparison of pneumococcal OPA GMTs in subjects 50 to 64 years of age in Mexican study versus U.S. comparator study in the

evaluable immunogenicity populations®

OPA GMTs at”:
Prevaccination Postvaccination
. Comparison® . Comparison®

Mexican study U.S. study Mexican study U.S. study
Serotype (n = 142-159) (n = 672-795) Ratio 95% CI (n = 148-155) (n = 709-786) Ratio 95% CI
1 6 5 1.1 0.94, 1.24 120 171 0.7 0.53, 0.94
3 7 7 1.0 0.84, 1.24 88 92 1.0 0.76, 1.20
4 30 16 2.0 1.23, 3.09 1,729 2,412 0.7 0.53, 0.96
5 7 6 1.3 1.05, 1.52 288 231 1.2 0.88,1.78
6A 57 16 3.5 2.35,5.32 3,380 3,331 1.0 0.75, 1.37
6B 235 38 6.1 3.68, 10.26 3,982 2,516 1.6 1.16, 2.15
7F 66 7 9.2 6.55, 12.82 3,130 1,301 2.4 1.75, 3.30
IV 264 24 11.0 6.81, 17.86 2,416 1,416 1.7 1.22,2.38
14 291 35 8.2 5.30, 12.78 1,569 765 2.1 1.45,2.91
18C 70 23 3.0 1.95, 4.60 3,063 1,828 1.7 1.22,2.30
19A 52 25 2.1 1.51,2.85 1,542 805 1.9 1.52,2.41
19F 26 17 1.5 1.07,2.21 1,104 556 2.0 1.41, 2.80
23F 13 8 1.6 1.20,2.14 879 430 2.0 1.38, 3.03

“ OPA, opsonophagocytic activity; GMT, geometric mean titer.

b 11 values are the numbers of subjects with a valid and determinate OPA titer to the given serotype. The GMTs were calculated using all subjects with available data for the specified

blood draw.

¢ The ratio of GMTs (Mexican study to U.S. study) was calculated by back transforming the mean difference between the studies on the logarithmic scale. The 95% confidence
intervals (CIs) for the ratio are back transformations of a confidence interval based on the Student ¢ distribution for the mean difference of the logarithms of the measures (Mexican

study to U.S. study). The statistically significant differences are in bold type.
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TABLE 5 Comparison of pneumococcal OPA GMTs in subjects =65 years of age in the Mexican study versus the European Union comparator

study in the evaluable immunogenicity populations”

OPA GMTs at”:
Prevaccination Postvaccination
. Comparison® . Comparison®

Mexican study EU study Mexican study EU study
Serotype (n = 146-161) (n =212-254) Ratio 95% CI (n = 150~159) (n = 234-255) Ratio 95% CI
1 7 6 1.2 0.95, 1.47 84 95 0.9 0.62, 1.26
3 11 6 1.9 1.50, 2.45 89 51 1.8 1.29,2.37
4 53 14 3.7 2.18,6.20 1,209 1,486 0.8 0.58, 1.15
5 10 6 1.8 1.38,2.36 285 112 2.6 1.68, 3.88
6A 110 17 6.4 3.99, 10.11 3,343 1,597 2.1 1.46, 2.99
6B 388 53 7.4 4.26,12.73 3,384 2,017 1.7 1.17,2.41
7F 125 9 13.5 8.53,21.27 1,929 835 2.3 1.54, 3.47
WV 173 21 8.1 4.69, 14.16 1,402 723 1.9 1.22,3.08
14 361 80 4.5 2.77,7.38 1,316 1,088 1.2 0.86, 1.69
18C 155 22 6.9 4.21,11.39 2,197 1,415 1.6 1.10, 2.20
19A 105 21 5.1 3.50, 7.51 1,196 539 2.2 1.60, 3.07
19F 53 15 3.6 2.33,5.60 1,188 467 2.5 1.72,3.76
23F 25 9 2.7 1.83,4.01 930 295 3.1 1.98, 5.00

“ OPA, opsonophagocytic activity; GMT, geometric mean titer.

b 11 values are the numbers of subjects with a valid and determinate OPA titer to the given serotype. The GMTs were calculated using all subjects with available data for the specified

blood draw.

¢ The ratio of GMTs (Mexican study to EU study) was calculated by back transforming the mean difference between the studies on the logarithmic scale. The 95% confidence
intervals (CIs) for the ratio are back transformations of a CI based on the Student ¢ distribution for the mean difference of the logarithms of the measures (Mexican study to EU

study). The statistically significant differences are in bold type.

tions did not differ significantly between the age groups. The mean
durations of events were similar between the age groups and did
not exceed 4.5 days for local events, 2.0 days for fever, and 6.6 days
for other systemic events.

The percentages of subjects reporting any AEs within approx-
imately 1 month after vaccination were 11.1% in the 50- to 64-year
age group and 6.2% in the =65-year age group; infections were the
most common AE reported (5.6% and 1.9%, respectively). Seri-
ous adverse events (SAEs) were reported in the =65-year age
group only (2 subjects [1.2%], benign prostatic hyperplasia in
one, and gastric ulcer and gastritis in the other). Both were con-
sidered to be unrelated to the study vaccine. No deaths were re-
ported during the study. No subjects were withdrawn from the
study for safety-related reasons.

DISCUSSION

PCV13 elicited a robust immune response in adults =50 years of
age in Mexico who had not been previously vaccinated with
PPSV23, as reflected by the magnitude of the fold rises in the
functional antibody levels measured by OPA immediately before
to 1 month after vaccination. The postvaccination OPA GMTs
were generally similar between the 50- to 64-year and =65-year
age groups for most serotypes. Of interest, although the OPA
GMFRs were numerically higher in the 50- to 64-year age group,
this was due to the lower prevaccination OPA GMTs in that age
group. As discussed previously, numerically higher GMFRs do not
always indicate a superior immune response (25). The generally
similar immune responses in the =65-year age group compared
with those in the 50- to 64-year age group were unanticipated, as
younger age groups generally have significantly higher immune
responses than do older age groups (26).

The immune responses elicited in this Mexican study were sta-
tistically significantly higher for most serotypes compared with
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the immune responses elicited by a similar study population 50 to
64 years of age in the United States (for serotypes 6B, 7F, 9V, 14,
18C, 19A, 19F, and 23F) and =65 years of age in Europe (for
serotypes 3, 5, 6A, 6B, 7F, 9V, 18C, 19A, 19F, and 23F) (16-18). In
the Mexican study, the baseline OPA GMTs for these serotypes
were generally also significantly higher than the baseline OPA
GMTs observed in the two comparator studies (16-18). High
baseline pneumococcal GMTs of antibody may be caused by ex-
posure to S. pneumoniae in the environment and may reflect the
high burden of disease in Mexico (3). The higher antibody re-
sponses after PCV13 in subjects in Mexico than those seen in other
study populations may reflect a memory response commensurate
with this greater degree of exposure.

A limitation of this study was the absence of a comparison of
PCV13 with PPSV23, a pneumococcal vaccine for which efficacy
against pneumococcal disease has been confirmed in part (1, 10).
However, this comparison has been made in other similar PCV13
studies, which showed that PCV13 elicited noninferior responses
for all PCV13 vaccine serotypes and superior immune responses
for the majority of the PCV13 vaccine serotypes compared with
those of the PPSV23 (18, 27). IgG immune responses measured by
enzyme-linked immunosorbent assay (ELISA) were not per-
formed in this study. While ELISAs quantify IgG levels, OPA as-
says assess antibody function rather than just their quantity. This
difference is important, because a proportion of the antibodies
measured by ELISA may have no functional activity. For this rea-
son, particularly in the elderly, OPA assays are recommended as
the primary measure of immune response because ELISA may
have limited relevance due to the presence of nonfunctional anti-
bodies in older adults (28). OPAs are considered the best correlate
of protection (28, 29).

Overall, PCV13 was well tolerated in both age groups. Some
local (pain) and systemic (headache, diarrhea, and muscle pain)
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TABLE 6 Subjects reporting local and systemic reactions within 14 days postvaccination in the safety population

Age group (yr)*
50-64 (n = 124-155) =65 (n = 112-145)
Reactions by type No. reporting % No. reporting % Difference” 95% CI° Pvalue®
Local
Any 117 77.0 87 62.6 14.4 3.7,24.9 0.008
Redness?
Any 18 14.4 19 15.8 —1.4 —-10.7,7.7 0.832
Mild 12 9.7 16 13.3 —3.7 —12.1,4.5 0.444
Moderate 11 8.8 8 7.0 1.8 —5.4,9.2 0.619
Severe 3 2.4 0 0.0 2.4 —0.9,6.9 0.117
Swelling”
Any 28 21.5 16 13.3 8.2 —1.4,17.8 0.091
Mild 23 18.1 14 11.7 6.4 —2.6,15.7 0.167
Moderate 11 8.7 5 4.4 4.3 —23,11.2 0.242
Severe 3 2.4 1 0.9 1.5 —2.6,6.0 0.572
Injection site pain®
Any 114 75.5 83 60.6 14.9 3.8,25.6 0.007
Mild 112 74.2 82 60.3 13.9 2.8,24.7 0.014
Moderate 28 21.5 10 8.5 13.0 3.5,22.2 0.005
Severe 4 3.2 4 3.5 —0.3 —6.0,4.9 0.958
Systemic
Any 119 76.8 88 60.7 16.1 5.5,26.4 0.003
Fever
=38°C 3 2.4 12 10.2 —7.8 —14.8, —1.5 0.012
=38°C to <38.5°C 2 1.6 4 3.5 —2.0 —7.3,2.5 0.488
=38.5°C to 39°C 1 0.8 2 1.8 —1.0 —5.5,2.8 0.625
=39°C to =40°C 1 0.8 2 1.8 —1.0 —5.5,2.8 0.629
>40°C/ 0 0.0 5 4.3 —4.3 —9.8, —0.9 0.019
Fatigue®
Any 68 47.2 51 38.6 8.6 —3.3,20.2 0.155
Mild 56 39.4 47 36.2 3.3 —8.3,14.9 0.583
Moderate 36 26.9 25 20.0 6.9 —3.6,17.2 0.199
Severe 8 6.3 6 5.3 1.0 —5.5,7.6 0.766
Headache®
Any 62 44.3 42 32.6 11.7 0.0,23.3 0.049
Mild 55 39.3 39 30.5 8.8 —2.7,20.3 0.134
Moderate 24 18.6 19 16.0 2.6 —7.0,12.3 0.594
Severe 5 4.0 6 5.2 —-1.2 —7.4,4.5 0.744
Vomiting®
Any 5 4.0 2 1.8 2.2 —2.7,7.6 0.341
Mild 4 3.2 2 1.8 1.4 —3.3,6.5 0.576
Moderate 2 1.6 1 0.9 0.7 —3.3,49 0.739
Severe 0 0.0 0 0.0 0.0 —3.3,3.0 >0.99
Diarrhea”
Any 35 26.1 18 15.0 11.1 1.1,21.1 0.030
Mild 30 23.3 17 14.2 9.1 —0.7,19.0 0.068
Moderate 8 6.2 2 1.8 4.4 —0.9,10.4 0.100
Severe 1 0.8 1 0.9 —0.1 —4.1,3.6 >0.99
Muscle pain®
Any 89 60.5 58 43.9 16.6 4.8,28.3 0.006
Mild 87 59.6 52 40.3 19.3 7.3,30.8 0.001
Moderate 31 23.5 24 19.5 4.0 —6.3,14.3 0.448
Severe 7 5.6 7 6.0 —0.4 —7.1,6.0 0.945
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TABLE 6 (Continued)

Immunogenicity and Safety of PCV13 in Adults in Mexico

Age group (yr)*

50-64 (n = 124-155)

=65 (n = 112-145)

Reactions by type No. reporting % No. reporting % Difference” 95% CI° Pvalue®
Joint pain®
Any 49 35.3 43 33.3 1.9 —9.5,13.5 0.750
Mild 42 30.7 38 29.9 0.7 —10.5,12.0 0.913
Moderate 17 13.1 21 17.1 —4.0 —13.1, 5.0 0.415
Severe 5 4.0 6 5.2 —-1.2 —7.3,4.6 0.760

@ n values in each group are the numbers of subjects reporting “yes” for =1 day or “no” for all days. These values are used as the denominators for the percentages.
b Difference in proportions, calculated by 50 to 64 years value — =65 years value, expressed as a percentage.
¢ Exact 2-sided 95% confidence intervals (Cls) and corresponding P value for the difference in proportions, calculated by 50 to 64 years value — =65 years value, expressed as a

percentage. The statistically significant differences are in bold type.
9 Mild, 2.5 to 5.0 cm; moderate, 5.1 to 10.0 cm; severe, >10.0 cm.

¢ Mild, does not interfere with activity; moderate, some interference with activity; severe, prevents daily routine activity.
fFever of >40°C reported in 5 subjects were data entry errors, as confirmed by the investigator.

£Mild, 1 to 2 times in 24 h; moderate, >2 times in 24 h; severe, requires intravenous hydration.

" Mild, 2 to 3 loose stools in 24 h; moderate, 4 to 5 loose stools in 24 h; severe =6 loose stools in 24 h.

reactions were significantly more frequent among those in the 50-
to 64-year age group than in the =65-year age group but were
mainly mild to moderate in intensity. Because the postvaccination
immune responses were generally similar between the age groups,
no conclusions could be drawn regarding higher immune re-
sponses and associations with increased reactogenicity. There
were no deaths, no SAEs considered related to PCV13, and no
safety-related withdrawals from the study.

In conclusion, PCV13 was safe and well tolerated and elicited
robust immune responses in adults =50 years of age in Mexico.
Taking into consideration the significantly higher immune re-
sponses observed in this population compared with the PCV13
and PPSV23 responses observed in other studies (16—18), as well
as the efficacy data from the CAPiTA study (12, 13), PCV13 has
the potential to protect adults in Mexico against vaccine-type
pneumococcal disease.

ACKNOWLEDGMENTS

We thank the B1851048 study group and the participants of the study.

This study was funded by Wyeth, which was acquired by Pfizer Inc. in
October 2009.

Editorial support was provided by Nicole Gudleski O’Regan and Deb-
orah M. Campoli-Richards of Complete Healthcare Communications,
Inc. and was funded by Pfizer Inc.

We each participated in the preparation of this article and were in-
volved in (i) the collection and interpretation of the data, (ii) drafting the
article or critically revising it for important intellectual content, and (iii)
final approval of the version to be submitted. In addition, W.C.G., D.A.S.,
B.S.-T., and C.]J. contributed to the design of the study and V.S. to the
analysis.

REFERENCES

1. Moberley SA, Holden J, Tatham DP, Andrews RM. 2008. Vaccines for
preventing pneumococcal infection in adults. Cochrane Database Syst Rev
1:CD000422. http://dx.doi.org/10.1002/14651858.CD000422.pub3.

2. World Health Organization. 2008. 23-valent pneumococcal polysaccha-
ride vaccine: WHO position paper. Wkly Epidemiol Rec 83:373-384.

3. Buzzo AR, Roberts C, Mollinedo LG, Quevedo JM, Casas GL, Soldevilla
JM. 2013. Morbidity and mortality of pneumonia in adults in six Latin
American countries. Int J Infect Dis 17:e673—e677. http://dx.doi.org/10
.1016/}.1jid.2013.02.006.

4. Isturiz R, Hollingsworth R, Mendes RE, Costello AJ, Hewlett D, Jones
R. 2013. Emerging resistant serotype 19A Streptococcus pneumoniae in

February 2015 Volume 22 Number 2

Clinical and Vaccine Immunology

adults in the US; abstr. 243. Abstr IDWeek 2013, 2 to 6 October 2013, San
Francisco, CA.

. Johnson HL, Deloria-Knoll M, Levine OS, Stoszek SK, Hance LF,

Reithinger R, Muenz LR, O’Brien KL. 2010. Systematic evaluation of
serotypes causing invasive pneumococcal disease among children under
five: the pneumococcal global serotype project. PLoS Med 7:¢1000348.
http://dx.doi.org/10.1371/journal.pmed.1000348.

. Castanieda E, Agudelo CI, De Antonio R, Rosselli D, Calderén C,

Ortega-Barria E, Colindres RE. 2012. Streptococcus pneumoniae serotype
19A in Latin America and the Caribbean: a systematic review and meta-
analysis, 1990-2010. BMC Infect Dis 12:124. http://dx.doi.org/10.1186
/1471-2334-12-124.

. Pan American Health Organization. 2012. Regional SIREVA II Informa-

tion, 2011: data by country and age group about the serotype characteris-
tics of Streptococcus pneumoniae, Haemophilus influenzae and Neisseria
meningitidis causing invasive disease. Pan American Health Organization,
Washington, DC. (In Spanish.)

. Quinones-Falconi F, Calva JJ, Lopez-Vidal Y, Galicia-Velazco M, Jiménez-

Martinez ME, Larios-Mondragén L. 2004. Antimicrobial susceptibility pat-
terns of Streptococcus pneumoniae in Mexico. Diagn Microbiol Infect Dis
49:53-58. http://dx.doi.org/10.1016/j.diagmicrobio.2004.02.001.

. Andrews NJ, Waight PA, George RC, Slack MP, Miller E. 2012. Impact

and effectiveness of 23-valent pneumococcal polysaccharide vaccine
against invasive pneumococcal disease in the elderly in England and
Wales. Vaccine 30:6802—6808. http://dx.doi.org/10.1016/j.vaccine.2012
.09.019.

. Huss A, Scott P, Stuck AE, Trotter C, Egger M. 2009. Efficacy of

pneumococcal vaccination in adults: a meta-analysis. CMA]J 180:48—-58.
http://dx.doi.org/10.1503/cmaj.080734.

. Paradiso PR. 2012. Pneumococcal conjugate vaccine for adults: a new

paradigm. Clin Infect Dis 55:259-264. http://dx.doi.org/10.1093/cid
/cis359.

. Tomczyk S, Bennett NM, Stoecker C, et al. 2014. Use of 13-valent

pneumococcal conjugate vaccine and 23-valent pneumococcal polysac-
charide vaccine among adults aged =65 years: recommendations of the
Advisory Committee on Immunization Practices (ACIP). MMWR Morb
Mortal Wkly Rep 63:822—825.

. Bonten M, Bolkenbaas M, Huijts S, Webber C, Gault S, Gruber W,

Grobbee D. 2014. Community Acquired Pneumonia Immunization Trial
in Adults (CAPiTA). Pneumonia 3:95.

. Ada G. 2001. Vaccines and vaccination. N Engl ] Med 345:1042-1053.

http://dx.doi.org/10.1056/NEJMra011223.

. Clutterbuck EA, Lazarus R, Yu LM, Bowman J, Bateman EA, Diggle L,

Angus B, Peto TE, Beverley PC, Mant D, Pollard AJ. 2012. Pneumo-
coccal conjugate and plain polysaccharide vaccines have divergent effects
on antigen-specific B cells. J Infect Dis 205:1408-1416. http://dx.doi.org
/10.1093/infdis/jis212.

. Schwarz TF, Flamaing J, Riimke HC, Penzes J, Juergens C, Wenz A,

Jayawardene D, Giardina P, Emini EA, Gruber WC, Schmoele-Thoma

cviasm.org 191

1sanb Aq 6T0OZ ‘8T Jeqwiaidas uo /610’ wse1nd//:dny wolj) papeojumod


http://dx.doi.org/10.1002/14651858.CD000422.pub3
http://dx.doi.org/10.1016/j.ijid.2013.02.006
http://dx.doi.org/10.1016/j.ijid.2013.02.006
http://dx.doi.org/10.1371/journal.pmed.1000348
http://dx.doi.org/10.1186/1471-2334-12-124
http://dx.doi.org/10.1186/1471-2334-12-124
http://dx.doi.org/10.1016/j.diagmicrobio.2004.02.001
http://dx.doi.org/10.1016/j.vaccine.2012.09.019
http://dx.doi.org/10.1016/j.vaccine.2012.09.019
http://dx.doi.org/10.1503/cmaj.080734
http://dx.doi.org/10.1093/cid/cis359
http://dx.doi.org/10.1093/cid/cis359
http://dx.doi.org/10.1056/NEJMra011223
http://dx.doi.org/10.1093/infdis/jis212
http://dx.doi.org/10.1093/infdis/jis212
http://cvi.asm.org
http://cvi.asm.org/

Tinoco et al.

17.

18.

19.

20.

21.

192 cviasm.org

B. 2011. A randomized, double-blind trial to evaluate immunogenicity
and safety of 13-valent pneumococcal conjugate vaccine given concomi-
tantly with trivalent influenza vaccine in adults aged =65 years. Vaccine
29:5195-5202. http://dx.doi.org/10.1016/j.vaccine.2011.05.031.

Schwarz TF, Schmoele-Thoma B. 2013. Assessment of functional anti-
bacterial opsonophagocytic antibodies elicited by 13-valent pneumococ-
cal conjugate vaccine administered concomitantly with trivalent influenza
vaccine in a randomized clinical trial in adults aged =65 years. Vaccine
31:291-294. http://dx.doi.org/10.1016/j.vaccine.2012.10.077.

Jackson LA, Gurtman A, van Cleeff M, Jansen KJ, Jayawardene D,
Devlin C, Scott DA, Emini EA, Gruber WC, Schmoele-Thoma B. 2013.
Immunogenicity and safety of a 13-valent pneumococcal conjugate vac-
cine compared to a 23-valent pneumococcal polysaccharide vaccine in
pneumococcal vaccine-naive adults. Vaccine 31:3577-3584. http://dx.doi
.org/10.1016/j.vaccine.2013.04.085.

Cooper D, Yu X, Sidhu M, Nahm MH, Fernsten P, Jansen KU. 2011.
The 13-valent pneumococcal conjugate vaccine (PCV13) elicits cross-
functional opsonophagocytic killing responses in humans to Streptococcus
pneumoniae serotypes 6C and 7A. Vaccine 29:7207-7211. http://dx.doi
.org/10.1016/j.vaccine.2011.06.056.

U.S. Food and Drug Administration. 2007. Guidance for industry:
toxicity grading scale for healthy adult and adolescent volunteers en-
rolled in preventive vaccine clinical trials. U.S. Department of Health
and Human Services, U.S. Food and Drug Administration, Center for
Biologics Evaluation and Research, Rockville, MD. http://www.fda
.gov/downloads/BiologicsBloodVaccines/GuidanceComplianceRegu
latoryInformation/Guidances/Vaccines/ucm091977.pdf.

Dagan R, Juergens C, Trammel J, Patterson SD, Greenberg D, Givon-
Lavi N, Porat N, Gruber WC, Scott DA. 2014. Modeling of nasopharyn-
geal acquisition as a function of anti-capsular serum antibody concentra-
tions and of ethnicity after vaccination with pneumococcal conjugate
vaccines (PCVs); abstr. 1106. Abstr IDWeek 2014, 8 to 12 October 2014,
Philadelphia, PA.

22.

23.

24.

25.

26.

27.

28.

29.

Clinical and Vaccine Immunology

Lode H, Schmoele-Thoma B, Gruber W, Ahlers N, Fernsten P, Baker S,
Razmpour A, Siber G, Hackell J, Lockhart S, Burkhardt O, Welte T, de
Roux A. 2011. Dose-ranging study of a single injection of pneumococcal
conjugate vaccine (1X, 2X, or 4X) in healthy subjects aged 70 years or
older. Vaccine 29:4940-4946. http://dx.doi.org/10.1016/j.vaccine.2011
.04.132.

Clopper C, Pearson ES. 1934. The use of confidence or fiducial limits
illustrated in the case of the binomial. Biometrika 26:404—413. http://dx
.doi.org/10.1093/biomet/26.4.404.

Chan IS, Zhang Z. 1999. Test-based exact confidence intervals for the
difference of two binomial proportions. Biometrics 55:1202—1209. http:
//dx.doi.org/10.1111/j.0006-341X.1999.01202.x.

Beyer WE, Palache AM, Liichters G, Nauta J, Osterhaus AD. 2004.
Seroprotection rate, mean fold increase, seroconversion rate: which pa-
rameter adequately expresses seroresponse to influenza vaccination? Virus
Res 103:125-132. http://dx.doi.org/10.1016/j.virusres.2004.02.024.
Siegrist CA, Aspinall R. 2009. B-cell responses to vaccination at the
extremes of age. Nat Rev Immunol 9:185-194. http://dx.doi.org/10.1038
/nri2508.

Jackson LA, Gurtman A, Rice K, Pauksens K, Greenberg RN, Jones TR,
Scott DA, Emini EA, Gruber WC, Schmoele-Thoma B. 2013. Immuno-
genicity and safety of a 13-valent pneumococcal conjugate vaccine in
adults 70 years of age and older previously vaccinated with 23-valent
pneumococcal polysaccharide vaccine. Vaccine 31:3585-3593. http://dx
.doi.org/10.1016/j.vaccine.2013.05.010.

Romero-Steiner S, Frasch CE, Carlone G, Fleck RA, Goldblatt D, Nahm
MH. 2006. Use of opsonophagocytosis for serological evaluation of pneu-
mococcal vaccines. Clin Vaccine Immunol 13:165-169. http://dx.doi.org
/10.1128/CVI1.13.2.165-169.2006.

Klugman K, Black S, Dagan R, Malley R, Whitney CG. 2012. Pneumo-
coccal conjugate vaccine and pneumococcal common protein vaccines, p
534-535. In Plotkin SA, Orenstein WA, Offit PA (ed), Vaccines, 6th ed.
Saunders, Philadelphia, PA.

February 2015 Volume 22 Number 2

1sanb Aq 6T0OZ ‘8T Jeqwiaidas uo /610’ wse1nd//:dny wolj) papeojumod


http://dx.doi.org/10.1016/j.vaccine.2011.05.031
http://dx.doi.org/10.1016/j.vaccine.2012.10.077
http://dx.doi.org/10.1016/j.vaccine.2013.04.085
http://dx.doi.org/10.1016/j.vaccine.2013.04.085
http://dx.doi.org/10.1016/j.vaccine.2011.06.056
http://dx.doi.org/10.1016/j.vaccine.2011.06.056
http://www.fda.gov/downloads/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/Vaccines/ucm091977.pdf
http://www.fda.gov/downloads/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/Vaccines/ucm091977.pdf
http://www.fda.gov/downloads/BiologicsBloodVaccines/GuidanceComplianceRegulatoryInformation/Guidances/Vaccines/ucm091977.pdf
http://dx.doi.org/10.1016/j.vaccine.2011.04.132
http://dx.doi.org/10.1016/j.vaccine.2011.04.132
http://dx.doi.org/10.1093/biomet/26.4.404
http://dx.doi.org/10.1093/biomet/26.4.404
http://dx.doi.org/10.1111/j.0006-341X.1999.01202.x
http://dx.doi.org/10.1111/j.0006-341X.1999.01202.x
http://dx.doi.org/10.1016/j.virusres.2004.02.024
http://dx.doi.org/10.1038/nri2508
http://dx.doi.org/10.1038/nri2508
http://dx.doi.org/10.1016/j.vaccine.2013.05.010
http://dx.doi.org/10.1016/j.vaccine.2013.05.010
http://dx.doi.org/10.1128/CVI.13.2.165-169.2006
http://dx.doi.org/10.1128/CVI.13.2.165-169.2006
http://cvi.asm.org
http://cvi.asm.org/

	Open-Label Trial of Immunogenicity and Safety of a 13-Valent Pneumococcal Conjugate Vaccine in Adults 50 Years of Age in Mexico
	MATERIALS AND METHODS
	Trial design.
	Study population.
	Comparator study populations.
	Vaccine and administration.
	Immunogenicity assessments.
	Safety assessments.
	Statistical methods. (i) Sample size estimation.
	(ii) Analysis populations.
	(iii) Immunogenicity analysis.
	(iv) Safety analysis.

	RESULTS
	Disposition of subjects and baseline demographics.
	Immunogenicity.
	Safety.

	DISCUSSION
	ACKNOWLEDGMENTS
	REFERENCES


