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ABSTRACT
Background 13- valent pneumococcal conjugate 
vaccine (PCV13) has been part of publicly funded 
childhood immunisation programmes in Ontario and 
British Columbia (BC) since 2010. We assessed the 
indirect impact of infant PCV13 programmes on invasive 
pneumococcal disease (IPD) and all- cause pneumonia 
hospitalisation in older adults (aged ≥65 years) using a 
retrospective observational study.
Methods We extracted monthly IPD and all- 
cause pneumonia cases from laboratory and health 
administrative databases between January 2005 and 
December 2018. Using a quasi- experimental difference- 
in- differences design, we calculated the ratio of risk 
ratios (RRRs) using incidence rates of IPD or all- cause 
pneumonia cases before (pre- PCV13 period) and after 
(PCV13 period) 2010 with rates of fractures as controls.
Results The rates of all IPD or PCV serotype- specific 
IPD for older adults in both Ontario and BC did not 
change in 8 years after childhood PCV13 programme 
implementation. All- cause pneumonia increased in 
Ontario (RRR 1.38, 95% CI 1.11 to 1.71) but remained 
unchanged in BC.
Conclusions Indirect community protection of 
older adults from hospitalisation with pneumococcal 
disease stalled despite maturation of childhood PCV13 
vaccination programmes in two Canadian provinces.

INTRODUCTION
Adults aged ≥65 years are more susceptible to 
severe outcomes from infectious diseases because 
of immunosenescence and chronic comorbidities, 
such as chronic obstructive pulmonary disease, 
asthma, diabetes and chronic heart disease. This 
also includes an increase in the risk of pneumo-
coccal disease and its more severe outcomes, 
invasive pneumococcal disease (IPD) such as bacte-
raemia, meningitis and bacteraemic pneumonia.1 2 
Nasopharyngeal carriage plays a key role in pneu-
mococcal disease causation and transmission, with 
children being the major reservoir of Streptococcus 
pneumoniae.3 4

Routine vaccination of infants and young chil-
dren with pneumococcal conjugate vaccines 
(PCVs) has led to community protection with 

significant decreases in nasopharyngeal carriage 
rates, hospitalised pneumonia and IPD in several 
high- income and low- income countries, for all age 

WHAT IS ALREADY KNOWN ON THIS TOPIC
 ⇒ Older adults have benefited from community 
protection provided by childhood 7- valent 
pneumococcal conjugate vaccine (PCV7) 
programmes, reducing severe outcomes such as 
hospitalisation for pneumonia.

 ⇒ Invasive pneumococcal disease (IPD) incidence 
in older adults decreased in Ontario but 
increased in British Columbia (BC) after PCV13 
replaced earlier conjugated vaccines in the 
routine childhood programme.

 ⇒ It remains unknown if after maturation, 
childhood PCV13 vaccination programmes 
benefited older adults in reducing IPD and all- 
cause pneumonia hospitalisation in Ontario and 
BC.

WHAT THIS STUDY ADDS
 ⇒ Using 8 years of continuous data and a quasi- 
experimental difference- in- differences design, 
this study quantified the population- level 
indirect benefit of community protection of 
publicly funded childhood PCV13 programme 
on pneumococcal disease burden in older 
adults.

 ⇒ This study found that 8 years of paediatric 
PCV13 programmes in Ontario and BC did not 
reduce incidence rates of pneumococcal disease 
(IPD or all- cause pneumonia) in the older 
populations in either province.

HOW THIS STUDY MIGHT AFFECT RESEARCH, 
PRACTICE OR POLICY

 ⇒ This study highlights the importance of 
ongoing surveillance to monitor serotypes 
in the Canadian population to aid evidence- 
based decision- making and the need for an 
improved approach to the prevention of IPD in 
older adults given the low uptake of 23- valent 
pneumococcal polysaccharide vaccine and 
the potential benefit of higher- valency PCVs 
recently made available in Canada.
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groups including older adults.5–8 In a meta- analysis of indirect 
effects of childhood PCV programmes on IPD for older adults, 
maturation of a childhood 13- valent PCV (PCV13) programme 
was predicted to result in a 50% and 90% reduction in IPD 
caused by the additional serotypes in PCV13 approximately 4 
years and 10 years, respectively, after vaccine introduction.8 
Publicly funded childhood PCV programmes with successively 
higher- valency PCVs, PCV7, PCV10 and PCV13, have been 
in use in Canada for almost two decades. However, IPD rates 
have not been consistently declining. A study from Ontario 
reported substantial declines in pneumonia hospitalisations 
in older adults, but this study assessed the impact of PCV13 
only 3 years after its introduction before the programme had 
matured.9

In our previous study covering two provinces in Canada, 
we observed a decreased incidence of IPD caused by serotypes 
covered by PCV7, but the incidence caused by serotypes unique 
to 23- valent pneumococcal polysaccharide vaccine (PPV23) (ie, 
serotypes not present in PCV13) and non- vaccine serotypes 
increased in older adults in both provinces during 2007–2018.10 
We also observed a decrease in the incidence of outpatient and 
inpatient all- cause community- acquired pneumonia during the 
PCV13 period in Ontario and British Columbia (BC) in older 
adults.11

The benefit of mature PCV13 childhood vaccination 
programmes on community protection for older adults in a 
Canadian context is unknown. In this study, we examined the 
impact of paediatric PCV13 vaccination programmes on IPD 
and all- cause pneumonia in older adults in two large Canadian 
provinces.

METHODS
Study population, setting and design
We conducted a population- based retrospective observational 
study in Ontario and BC between 2005 and 2018 to estimate 
the indirect impact of 8 years of childhood PCV13 programmes 
on IPD and hospitalised pneumonia in adults aged ≥65 years. 
Ontario is the largest province with approximately 15 million 
population, whereas BC is the third largest province with a 
population of approximately 5 million. These two provinces 
with high- quality data represent different regions of the country 
and comprise 53% of the Canadian population.

There is no established standard for defining the maturation 
of pneumococcal vaccination programmes, but we defined the 
programmes in Canada as mature based on previous studies.12 
The PCV programmes were publicly funded in Ontario and BC 
at somewhat different times.13 In BC, PCV7 was introduced in 
September 2003 and replaced by PCV13 in June 2010, whereas 
in Ontario, PCV7 was introduced in January 2005, and it was 
replaced by PCV10 in October 2009, and then PCV10 was 
replaced by PCV13 in November 2010. Publicly funded PCV13 
has been available to immunocompromised adults aged ≥50 
years in Ontario since December 201414 and to adults with a 
stem cell transplant (February 2013) or HIV infection (March 
2015) in BC.15 Publicly funded PPV23 has been available for 
adults aged ≥65 years since 1996 in Ontario and 1998 in BC; 
however, PPV23 uptake remains low (48% for males and 60% 
for females in 2021).16

We employed a quasi- experimental difference- in- differences 
(DID) study design that can be used to estimate potential causal 
effects of an intervention on observed outcomes in settings 
where randomised controlled trials are infeasible.17 18

Data sources
We obtained data on laboratory- confirmed IPD, including IPD 
serotype, from Ontario’s integrated Public Health Information 
System and the BC Centre for Disease Control Public Health 
Laboratory data. Hospitalisations for all- cause pneumonia and 
two negative control outcomes, fractures and skin and soft 
tissue infections (SSTIs), were identified from the Canadian 
Institute for Health Information’s Discharge Abstract Database 
(DAD).19 Information on age and sex were obtained from the 
Registered Persons Database in Ontario and the Medical Services 
Plan Registration and Premium Billing patient registry in BC.20 
Data were analysed separately in Ontario and BC using similar 
methods. Datasets were linked using unique identifiers; Ontario 
datasets were analysed at ICES, and BC datasets were analysed 
at Population Data BC.

Outcomes
A laboratory- confirmed IPD case was defined as isolation of S. 
pneumoniae and/or identification of S. pneumoniae DNA from 
a normally sterile site (eg, blood, cerebrospinal fluid, synovial 
or peritoneal fluid and bone), excluding the middle ear.21 22 IPD 
cases with serotype information were grouped into four catego-
ries based on serotypes covered by PCVs: (1) PCV7 (4, 6B, 9V, 
14, 18C, 19F and 23F), (2) additional PCV13 (serotypes not 
present in PCV7: 1, 3, 5, 6A, 7F and 19A), (3) unique PPV23 
(11 serotypes not present in PCV13: 2, 8, 9N, 10A, 11A, 12F, 
15B, 17F, 20, 22F and 33F) and (4) non- vaccine (serotypes not 
included in PCV13 or PPV23).

We used fractures and SSTIs as negative control outcomes 
because pneumococcal vaccination is not expected to impact or 
be causally related to these outcomes; these outcomes capture 
secular, but still distinct, trends in healthcare system use during 
the study period.

Cases of all- cause pneumonia, fractures and SSTIs assigned as 
the primary or secondary diagnosis were identified using diag-
nostic codes from the International Statistical Classification of 
Diseases and Related Health Problems, 10th Revision, Canada 
(ICD- 10- CA)23 in DAD (online supplemental table S1). We 
included all- cause pneumonia hospitalisation without a concur-
rent IPD diagnosis (ie, included non- invasive pneumonia). 
Concurrent IPD diagnoses were identified using the following: 
pneumococcal meningitis (ICD- 10- CA: G00.1), pneumococcal 
septicaemia (ICD- 10- CA: A40.3), pneumococcus elsewhere 
(eg, infective pericarditis, acute peritonitis, puerperal sepsis and 
congenital pneumonia) (ICD- 10- CA: B95.3) or pneumococcal 
arthritis and polyarthritis (ICD- 10- CA: M00.1). We included 
fractures and SSTIs without concurrent pneumonia or IPD.

We removed duplicate records using unique identifiers and 
the admission date in hospitalised patients (ie, DAD database). 
To identify recurrent cases, we used the discharge date (DAD) 
to account for the length of hospital stay. We considered IPD 
and SSTI episodes >30 days and all- cause pneumonia episodes 
>90 days to be separate episodes and included them. For frac-
ture, we included the first diagnosis.

Statistical analysis
The study period was divided into two intervals: (1) pre- PCV13 
period and (2) PCV13 period. Age was categorised into the 
following groups: ≥65 years, 65–74 years, 75–84 years and 
≥85 years. For each age group, we estimated annual and period- 
specific incidence rates of IPD, all- cause pneumonia, fractures 
and SSTIs using Poisson regression models, with population esti-
mates from Statistics Canada as the offset parameter.24
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For the indirect effect evaluation using the DID method, we 
used fractures and SSTIs as controls for primary and secondary 
analyses, respectively. We visually inspected the annual incidence 
rates for all identified cases to check that the parallel trend 
assumption for IPD, pneumonia, fractures and SSTIs during the 
pre- PCV13 period was not violated. The trends were parallel, 
except in 2007 due to an outbreak of serotype 5 IPD among 
socioeconomically disadvantaged populations in BC25 26 (online 
supplemental figure 1). Thus, the change in the incidence of 
fractures or SSTIs from the pre- PCV13 period to the PCV13 
period was assumed to be a valid counterfactual for the change 
that would have occurred in the incidence of IPD and all- cause 
pneumonia in the absence of a publicly funded childhood PCV13 
immunisation programme.

In Ontario, we employed propensity score matching with 
the DID method to select controls with similar characteristics 
in order to make the common trend assumption more plau-
sible. Propensity scores were computed using logistic regression 
models using age group, sex, comorbidity using the Charlson 

comorbidity score, month and year. We used the Greedy method 
to match three controls for each IPD and two controls for each 
all- cause pneumonia with a standard deviation of less than 20% 
in absolute value. We tested the parallel trend assumption in the 
propensity score matched sample using general linear model 
regressions with the rate of the outcome as the dependent vari-
able, case/control status and time since PCV13 as independent 
variables and an interaction between case/control status and time 
since PCV13. A statistically non- significant coefficient for the 
interaction term suggested that the parallel trend assumption 
was held. In BC, we matched three controls for each case by age 
group, sex, month and year.

We estimated the indirect effect as the ratio of risk ratios 
(RRRs) (ie, the ratio of ‘PCV13 risk ratio’ and ‘pre- PCV13 risk 
ratio’) to determine whether IPD and all- cause pneumonia inci-
dence increased or decreased for older adults after PCV13 intro-
duction into the childhood immunisation programme compared 
with the pre- PCV13 period. ‘PCV13 risk ratio’ was calculated 
from the ratio of the cumulative incidences of either IPD or 

Figure 1 Indirect impact of 13- valent pneumococcal conjugate vaccine on invasive pneumococcal disease and all- cause pneumonia in older adults 
aged ≥65 years in Ontario, 2005–2018. IPD, invasive pneumococcal disease; PCV, pneumococcal conjugate vaccine; PPV, pneumococcal polysaccharide 
vaccine; RRR, ratio of risk ratio.
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all- cause pneumonia and either fractures or SSTIs during the 
PCV13 period; ‘pre- PCV13 risk ratio’ was calculated from the 
ratio of the cumulative incidences of IPD or all- cause pneumonia 
and fractures or SSTIs during the pre- PCV13 period. We anal-
ysed monthly incidence data from January 2005 to December 
2018 for each disease outcome, with the number of IPD, all- 
cause pneumonia, fracture and SSTI outcomes for those aged 
≥65 years overall and by age group using Poisson regression 
models with the log link function and population as the offset. 
Monthly serotype group- specific IPD incidence was available 
from January 2005 to December 2018 in BC and only from 
January 2007 to December 2018 in Ontario. In Ontario, using 
the propensity score matched DID analysis, we accounted for 
the PCV10 programme by incorporating PCV10 fixed effects in 
the regression models by including a separate binary variable; we 
also accounted for publicly funded PCV13 for immunocompro-
mised adults aged ≥50 years since December 2014 by including 
a separate binary variable. All analyses were conducted using 
SAS V.9.4 (SAS Institute) software. All tests were two sided and 
used p<0.05 as the level of statistical significance.

RESULTS
The total number of identified cases and the calculated mean 
age- specific incidence rates for IPD, all- cause pneumonia and the 
two control groups in each of the provinces are shown in table 1. 
We identified a total of 6575 IPD, 132 023 all- cause pneumonia, 
268 468 fracture and 103 405 SSTI cases in Ontario during 
2005–2018 with mean annual incidence rates per 100 000 popu-
lation of 23.9 for IPD, 479.2 for all- cause pneumonia, 974.4 for 
fracture and 375.3 for SSTI. In BC, we identified a total of 1710 
IPD, 35 513 all- cause pneumonia, 91 852 fracture and 19 812 
SSTI cases, with mean annual incidence rates per 100 000 popu-
lation of 16.9 for IPD, 350.5 for all- cause pneumonia, 906.5 for 
fracture and 195.5 for SSTI. Annual incidence by age group is 
shown in online supplemental figure 1 and online supplemental 
table S2.

Serotype information were available for 4591 IPD (79% out of 
5812) cases during 2007–2018 in Ontario, with a mean annual 
incidence per 100 000 population of 1.5 for PCV7 IPD, 5.7 for 
additional PCV13 IPD, 5.6 for unique PPV23 IPD and 6.0 for 
non- vaccine serotype IPD among adults aged ≥65 years (online 
supplemental figure 2, table 2, online supplemental table S3). In 
BC, serotype information were available for 1686 IPD (99% of 
1710) cases during 2005–2018; the mean annual incidence per 
100 000 population of IPD according to vaccine serotype was 
2.1 for PCV7 IPD, 4.7 for additional PCV13 IPD, 5.4 for unique 
PPV23 IPD and 4.5 for non- vaccine serotype IPD among adults 
aged ≥65 years (table 2).

Indirect effect of childhood PCV13 immunisation on IPD and 
all-cause pneumonia
Ontario
The propensity score matched DID analytic sample for all IPD 
included 5811 IPD and 17 416 matched fracture controls and 
5783 IPD matched with 17 244 SSTI controls. For all- cause 
pneumonia, the sample included 129 791 all- cause pneumonia 
and 261 273 matched fracture controls and 106 652 all- cause 
pneumonia matched with 103 354 SSTI controls. Tests for 
parallel trend assumption suggested that during the pre- PCV13 
period, the parallel trend assumption was not violated using 
both control conditions, except for the additional PCV13 IPD 
and SSTI control (data not shown).

In the primary analysis, using fracture as the control condi-
tion, we did not observe any statistically significant changes in 
trends of all IPD or serotype- specific IPD in Ontario for adults 
aged ≥65 years (figure 1, table 3, online supplemental table S4). 
Similar findings were observed in the secondary analysis using 
SSTI as the control condition. For all- cause pneumonia, we 
observed a statistically significant increase in all- cause pneumonia 
incidence in adults aged ≥65 years and across all age groups 
with fracture used as controls; however, a statistically significant 

Table 1 Total counts and mean age- specific annual incidence of invasive pneumococcal disease identified from public health laboratory data, and 
all- cause pneumonia, fractures and skin and soft tissue infections from health administrative data in adults aged ≥65 years in Ontario and British 
Columbia, Canada, 2005–2018

Age group, years

Invasive pneumococcal disease All- cause pneumonia Fracture Skin and soft tissue infection

No.
Incidence/100 000 
population (95% CI) No.

Incidence/100 000 
population (95% CI) No.

Incidence/100 000 
population (95% CI) No.

Incidence/100 000 
population (95% CI)

Ontario

  65–74 2669 17.7
(16.8 to 18.8)

39 262 261.0
(249.8 to 272.7)

64 599 429.4
(417.5 to 441.7)

36 113 240.1
(235.5 to 244.7)

  75–84 2244 25.0
(23.5 to 26.6)

50 893 567.5
(546.2 to 589.7)

101 826 1135.5
(1110.3 to 1161.3)

39 048 435.5
(427.5 to 443.6)

  ≥85 1662 46.9
(43.7 to 50.4)

41 868 1181.7
(1132.7 to 1232.7)

102 043 2880.0
(2816.0 to 2945.4)

28 244 797.1
(780.0, to 814.7)

  Overall (≥65) 6575 23.9
(22.9 to 24.9)

132 023 479.2
(458.9 to 500.3)

268 468 974.4
(929.0 to 1021.9)

103 405 375.3
(364.0 to 387.0)

British Columbia

  65–74 760 13.6 (12.1 to 15.2) 11 441 204.1
(193.4 to 215.5)

24 846 443.3
(412.3 to 476.7)

7305 130.3
(122.9 to 138.2)

  75–84 554 17.3 (15.6 to 19.1) 13 684 427.1
(401.8 to 454.1)

32 686 1020.2
(945.2 to 1101.3)

7209 225.0
(209.0 to 242.3)

  ≥85 396 29.9 (26.5 to 33.7) 10 388 784.2
(738.5 to 832.8)

34 320 2591.0
(2417.8 to 2776.6)

5298 400.0
(360.8 to 443.5)

  Overall (≥65) 1710 16.9 (15.6 to 18.3) 35 513 350.5
(330.3 to 371.9)

91 852 906.5
(838.2 to 980.3)

19 812 195.5
(182.1 to 210.0)
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decrease in all- cause pneumonia was observed in adults aged 
≥75 years using SSTI controls. The effect estimates (RRRs) with 
and without (data not shown) accounting for publicly funded 
PCV13 for immunocompromised adults aged ≥50 years and the 
brief PCV10 programme were similar.

British Columbia
The age group and sex matched DID analytic sample for all IPD 
included 1677 IPD and 5031 matched fracture controls and 
1676 IPD matched with 5026 SSTI controls. For all- cause pneu-
monia, the sample included 32 408 all- cause pneumonia and 
97 251 matched fracture controls and 32 402 all- cause pneu-
monia matched with 97 158 SSTI controls.

In the primary analysis, using fracture as the control condi-
tion, we did not observe any statistically significant changes in 

trends of all IPD, serotype- specific IPD or all- cause pneumonia 
incidence after PCV13 programme implementation in adults 
aged ≥65 years (figure 2, table 3, online supplemental table S5). 
Similar findings were observed in the secondary analysis using 
SSTI as the control condition.

DISCUSSION
We analysed 8 years of data on cases of IPD and all- cause pneu-
monia requiring hospitalisation representative of two large 
Canadian provinces before and after the integration of PCV13 
into routine childhood vaccination programme. We showed 
that publicly funded mature childhood PCV13 immunisation 
programme (2+1 schedule) in Ontario and BC did not reduce 
IPD or all- cause pneumonia hospitalisation among older adults 
in either province. Rates of all- cause pneumonia increased in 

Table 2 Total counts and mean age- specific annual incidence of invasive pneumococcal disease identified from public health laboratory data 
according to vaccine serotype group in older adults in Ontario and British Columbia, Canada, 2005–2018

Age group, years

PCV7 IPD Additional PCV13 IPD Unique PPV23 IPD Non- vaccine serotype IPD

No.
Incidence/100 000 
population (95% CI) No.

Incidence/100 000 
population (95% CI) No.

Incidence/100 000 
population (95% CI) No.

Incidence/100 000 
population (95% CI)

Ontario (2007–2018)

  65–74 160 1.2 (1.0 to 1.4) 595 4.5 (4.0 to 5.0) 576 4.3 (3.9 to 4.8) 552 4.2 (3.7 to 4.6)

  75–84 112 1.4 (1.2 to 1.7) 468 6.0 (5.3 to 6.7) 454 5.8 (5.2 to 6.5) 511 6.6 (5.9 to 7.3)

  ≥85 99 3.1 (2.6 to 3.8) 329 10.4 (9.0 to 11.9) 338 10.6 (9.4 to 12.1) 397 12.5 (11.1 to 14.2)

  Overall (≥65) 371 1.5 (1.4 to 1.7) 1392 5.7 (5.3 to 6.2) 1368 5.6 (5.3 to 6.0) 1460 6.0 (5.6 to 6.5)

British Columbia (2005–2018)

  65–74 101 1.8 (1.3 to 2.6) 220 3.9 (3.3 to 4.7) 253 4.5 (3.8 to 5.3) 176 3.1 (2.4 to 4.1)

  75–84 69 2.2 (1.4 to 3.2) 149 4.7 (4.1 to 5.3) 187 5.8 (4.5 to 7.5) 144 4.5 (3.2 to 6.3)

  ≥85 41 3.1 (1.9 to 5.1) 103 7.8 (5.8 to 10.5) 107 8.1 (6.5 to 10.1) 136 10.3 (8.1 to 13.0)

  Overall (≥65) 211 2.1 (1.5 to 2.9) 472 4.7 (4.1 to 5.3) 547 5.4 (4.6 to 6.3) 456 4.5 (3.5 to 5.8)

IPD, invasive pneumococcal disease; PCV, pneumococcal conjugate vaccine; PPV, pneumococcal polysaccharide vaccine.

Table 3 Indirect impact of PCV13 on invasive pneumococcal disease and all- cause pneumonia in older adults aged ≥65 years in Ontario and 
British Columbia, 2005–2018*

Outcome

Fracture control Skin and soft tissue infection control

Incidence per 100 000

Ratio of risk 
ratios (95% CI) P value

Incidence per 100 000

Ratio of risk ratios 
(95% CI) P value

Case,
pre- PCV13, PCV13

Control, pre- 
PCV13, PCV13

Case,
pre- PCV13, PCV13

Control, pre- 
PCV13, PCV13

Ontario

  All IPD 21.2, 22.2 63.3, 66.7 1.00 (0.82 to 1.22) 0.9794 21.0, 21.7 62.0, 65.1 0.98 (0.82 to 1.19) 0.8642

  PCV7 IPD 2.6, 0.9 7.9, 2.6 1.00 (0.64 to 1.55) 1.0000 2.6, 0.8 7.6, 2.5 0.96 (0.63 to 1.47) 0.8644

  Additional PCV13 IPD 4.7, 5.8 14.1, 17.4 0.99 (0.74 to 1.34) 0.9729 4.7, 5.5 13.9, 16.6 0.98 (0.74 to 1.30) 0.9144

  Unique PPV23 IPD 2.6, 5.0 7.8, 15.1 0.99 (0.70 to 1.39) 0.9403 2.7, 4.9 7.9, 14.8 0.99 (0.71 to 1.37) 0.9371

  Non- vaccine serotype IPD 2.5, 5.9 7.5, 17.7 0.99 (0.68 to 1.44) 0.9666 2.5, 5.9 7.4, 17.8 0.99 (0.69 to 1.42) 0.9508

  All- cause pneumonia 391.6, 507.9 974.9, 918.4 1.38 (1.11 to 1.71) 0.0041 376.9, 366.8 344.1, 366.8 0.91 (0.79 to 1.05) 0.2156

British Columbia

  All IPD 15.4, 17.1 46.3, 51.2 1.00 (0.83 to 1.20) 0.9794 15.4, 17.1 46.1, 51.2 1.00 (0.83 to 1.19) 0.9678

  PCV7 IPD 3.5, 1.4 10.5, 4.1 0.99 (0.67 to 1.45) 0.9476 3.5, 1.4 10.6, 4.1 1.00 (0.68 to 1.47) 0.9882

  Additional PCV13 IPD 4.9, 4.5 14.8, 13.5 1.00 (0.76 to 1.31) 1.00 4.9, 4.5 14.7, 13.5 0.99 (0.76 to 1.30) 0.9635

  Unique PPV23 IPD 4.3, 5.8 12.9, 17.5 1.00 (0.76 to 1.32) 1.00 4.3, 5.8 12.9, 17.5 1.00 (0.76 to 1.31) 0.9863

  Non- vaccine serotype IPD 2.3, 5.4 6.8, 16.3 1.00 (0.72 to 1.39) 1.00 2.3, 5.4 6.8, 16.3 1.00 (0.72 to 1.39) 1.00

  All- cause pneumonia 330.0, 315.0 990.2, 945.0 1.00 (0.92 to 1.09) 0.9932 329.4, 315.3 986.6, 945.9 1.00 (0.92 to 1.09) 0.9664
*Invasive pneumococcal disease identified from public health laboratory data and pneumonia identified from health administrative data.
IPD, invasive pneumococcal disease; PCV, pneumococcal conjugate vaccine; PPV, pneumococcal polysaccharide vaccine.
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Ontario in all older adult age groups. These findings collectively 
suggest that the indirect benefits of childhood PCV vaccination 
programmes in older adults may have been attenuated by a lower 
impact of community immunity for strains in PCV13 and not in 
PCV7 and by a failure of adult PPV23 programmes to reduce 
the incidence of PPV23 strains (which might be due to either or 
both of the limited uptake of PPV23 in older adults or waning of 
protection from PPV23 in these populations).

Indirect effects of PCV on older populations depend on 
high PCV coverage among children and the longer duration of 
PCV programme implementation.7 A previous study predicted 
that 90% reduction in IPD caused by PCV7 serotypes in adults 
aged ≥65 years could be achieved in an average of 8.9 (cred-
ible interval 7.9–10.3) years following the introduction of PCV7 
vaccination.8 Modelling predicted a 90% reduction in the addi-
tional PCV13 serotype IPD in older adults in an average of 10.3 
(credible interval 6.4–20.7) years from the time when PCV7 was 
replaced by PCV13.8 However, neither Ontario nor BC had the 
PCV13 programme for this duration during our study period to 
experience discernible level of reduction. In addition, up- to- date 

relevant PCV (PCV7, PCV10 and PCV13) vaccine coverage in 
children (ie, valid doses according to the vaccine schedule for 
age) aged 7 years was lower in Ontario, 74%–80% during 2014–
2018,27 than the up- to- date PCV7 or PCV13 vaccine coverage in 
2- year- olds in BC, 82%–86% during 2011–2018.28 These may 
explain the observed lack of indirect effect against IPD in both 
provinces.

Because pneumococcal vaccines target only some of the more 
than 100 pneumococcal serotypes, concerns have been raised that 
non- vaccine serotypes could increase in prevalence and reduce 
the benefits of vaccination. Nationally, among Canadian older 
adults during 2011–2015, additional PCV13 serotypes 3, 7F and 
19A and unique PPV23 serotype 22F were prevalent vaccine- 
preventable serotypes with an increase in serotype 3, while 
serotypes 15A and 23A were prevalent non- vaccine- preventable 
serotype IPD.13 We observed no change in the incidence of IPD 
in older adults in Ontario and BC. This is not surprising in the 
context of low PPV23 vaccine uptake in Canadian older adults16; 
the lower vaccine effectiveness against IPD, pneumococcal pneu-
monia and all- cause pneumonia with increasing age; and waning 

Figure 2 Indirect impact of 13- valent pneumococcal conjugate vaccine on invasive pneumococcal disease and all- cause pneumonia in older adults 
aged ≥65 years in British Columbia, 2005–2018. IPD, invasive pneumococcal disease; PCV, pneumococcal conjugate vaccine; PPV, pneumococcal 
polysaccharide vaccine; RRR, ratio of risk ratio.
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of protection over time in older adults.29 Contrary to our find-
ings, increases in IPD caused by non- PCV13 serotypes in older 
adults have been reported in the UK, European countries and 
the USA.8 30–34 Partial replacement by non- vaccine serotypes and 
increases in unique PPV23 serotype IPD have been observed in 
other high- income countries.35 36

All- cause pneumonia incidence appears to have increased 
during the PCV13 period in Ontario, which may have resulted 
from increases in pneumonia caused by PCV13 serotypes 3, 6A 
and 19A and PPV23 serotypes,37 as well as from increases in 
pneumonia caused by other bacterial and non- bacterial patho-
gens, ageing of the population and increased prevalence of 
comorbidities.

The strength of this study is that the multijurisdictional anal-
ysis allowed us to evaluate the entire population of adults aged 
≥65 years in Ontario and BC. We were able to examine the 
indirect impact of PCV13 vaccine on IPD, PCV serotype- specific 
IPD and hospitalised all- cause pneumonia in older adults up to 
more than 8 years since the implementation of the paediatric 
PCV13 vaccine programme in Ontario and BC.

Our retrospective observational study has some limitations. 
The lack of validation of diagnostic codes in administrative data 
may have biased our impact estimates. However, we used diag-
nostic codes used in previous studies evaluating the impact of 
PCVs.9 38 The lack of individual- level pneumococcal vaccina-
tion data precluded us from accounting for PCV13 and PPV23 
vaccination status in older adults and removing any direct effects 
imparted by these vaccines. Nationally, the reported uptake of 
pneumococcal vaccine in adults aged ≥65 years was around 40% 
from 2006 to 2016 and was 58% during 2018–2019.39 However, 
with higher vaccine coverage among children, the assumption is 
that we would be measuring the indirect impact more than the 
direct impact of adult vaccination programmes. We accounted 
for publicly funded PCV13 for immunocompromised adults aged 
≥50 years in Ontario that was implemented in December 2014. 
We were unable to account for confounders such as smoking 
because of a lack of data. We could employ matching only by 
age group and sex in BC because of a lack of information on 
comorbidity in the analytic dataset for this study, and there 
remains the potential for residual confounding. However, in DID 
analysis, the covariates do not need to be balanced between the 
intervention and control groups, and only if a covariate differs 
between the treatment and control groups and if the relationship 
between the covariate and the outcome varies over time, then 
that covariate is considered as a confounder in a DID analysis.40 
Additionally, an absence of selection bias resulting from unob-
served characteristics is not testable. The parallel trend assump-
tion was assessed with graphical inspection in BC, and it was 
assumed that IPD, pneumonia, fracture and SSTI rates trended 
closely during the pre- PCV13 period. We used monthly counts 
to model our DID analysis resulting in numerous pre- PCV13 and 
PCV13 period time points. As such, the parallel trend assumption 
(unmeasured variables are either time- invariant group attributes 
or time- varying factors that are group invariant) may not hold 
across all groups and time points, although it may hold for some 
groups and time points, and the results should be interpreted 
with caution.41 We employed two negative control conditions to 
account for secular trends in the healthcare system. The impact of 
PCV13 programme on all- cause pneumonia in Ontario was not 
comparable between the control conditions suggesting that the 
SSTI control may not have adequately captured the secular trends 
and may have been subject to residual confounding.

In conclusion, we observed limited indirect benefit of child-
hood PCV13 vaccination on pneumococcal disease burden in 

Canadian older adults even after 8 years of publicly funded 
childhood PCV13 vaccination programme implementation. 
Although publicly funded PPV23 has been available to adults 
aged ≥65 years in Canada since the mid- 1990s, its uptake 
remains low in older adults.16 Our study would suggest that the 
decreasing IPD trend has plateaued or reversed and warrants 
consideration of the potential benefits of immunising older 
adults with PCV,42–44 particularly higher- valency vaccines 
(PCV15 and PCV20) recently authorised and recommended for 
pneumococcal programmes in Canada45 or newer products in 
the pipeline (PCV21 an PCV24). Taking into consideration the 
current evidence on disease burden and the efficacy, effective-
ness, immunogenicity, safety and cost- effectiveness of PCV15 
and PCV20, Canada’s National Advisory Committee on Immu-
nization has recently provided a strong recommendation for 
PCV20 for older adults, as well as individuals under 65 years of 
age with specific risk factors.45
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