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PNEUMOCOCCAL POLYSACCHARIDE VACCINE 23-VALENT (PPV23) | &

Licensed in 1983 (serotype-coverage = 90%)

Efficacy/effectiveness around 40-60% against IPD in immunocompetent adults

Inadequate/poor immunogenicity in children <2 years and immunocompromised persons




PNEUMOCOCCAL CONJUGATE VACCINE 7-VALENT (PCV7)

T cell-dependent mode of action (adequate immune response in young children)
Licensed in 2000 for children (serotype-coverage: 70-80%)
Sustained effect reducing vaccine-type IPD in children and indirect effect among adults




Marketed in 2010 to replace PCV7 in children (after serotype replacement phenomenum)

Licensed in 2012 for use in adults (after immunogenicity studies)
Efficacy of 46% against vaccine-type IPD among Netherlands elderly (RCT CAPITA, 2014)




RECOMENDACIONES PARA LA VACUNACION ANTINEUMOCOCICA EN ADULTOS SEGUN E,.--""'E
GENERALITAT/MINISTERIO DE SANIDAD, CDC Y SOCIEDADES PROFESIONALES }i

I

Generalitat/Ministerio de

. Sociedades Profesionales
Sanidad

15-64 anos

>65 anos




COMPARISON EFFICACY/EFFECTIVENESS PPV23 vs PCV13

74%
75%

53%
PP
45%

29%
All pneumonia

B Moberley COCHRANE 2013 W CAPITA 2015

e Moberley S, et al. Vaccines for preventing pneumococcal infection in adults.
Cochrane Database Syst Rev. 2013;1:CD000422.

e Bonten MJ, et al. Polysaccharide conjugate vaccine against pneumococcal pneumonia in adults.
N Engl J Med. 2015; 372: 1114-25.




EPIVAC-SIDIAP Cohort Study

Nom del projecte:

Efectivitat clinica de la vacunacio antipneumococcica
conjugada versus polisacarida en adults de Catalunya: estudi

de cohorts de base poblacional.

Ref study protocol:

Vila-Corcoles A, Ochoa-Gondar O. Evaluating Clinical Effectiveness of 13-Valent and 23-
Valent Pneumococcal Vaccination among People Over 50 Years in Catalonia: The EPIVAC

Cohort Study. J Respir Med Lung Dis. 2018; 3 (1): 1032
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EPIVAC-SIDIAP Cohort Study. orjecrive

To investigate clinical effectiveness of anti-pneumococcal
vaccination (PCV13 and PPV23) in preventing hospitalisation
for pneumococcal disease (IPD/PP), all-cause pneumonia and
death among adults over 50 years in Catalonia.

considering the debate about current PCV13/PPV23 recommendations, vaccination
effectiveness will be assessed according to baseline risk strata of study subjects:

High-risk: asplenia and/or immunocompromising conditions
Medium-risk: immunocompetent subjects with certain chronic diseases/risk conditions
Low-risk: immunocompetent subjects without risk conditions
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EPIVAC-SIDIAP Cohort Study. resigN

* Population-based prospective cohort study

(funded by grants from IDIAP, ISCIll and PERIS)

* Involving 274 primary care centres and 68

reference hospitals

 |In Catalonia
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EPIVAC-SIDIAP Cohort Study. stupy ropuLaTion/coHORT

All persons aged 50 years or older

Assigned to any of the 274 Primary Care Centres of the Institut Catala de la

Salut

Registered in SIDIAP
Sistema d'Informacid per al Desenvolupament de la Investigacio en Atencid
Primaria

At January 1, 2015 (first day of follow-up)

SAMPLE SIZE:

2,025,730 (77%) of the total 2,617,336 inhabitants over 50 years in Catalonia




EPIVAC-SIDIAP Cohort Study. pATA sources |

TO ESTABLISH STUDY COHORT:

Sistema d'Informacio per al Desenvolupament de la Investigacio (IDIAP),

which compiles clinical data contained in primary care “e-CAP” records.

TO CAPTURE STUDY EVENTS:

Hospital discharge data (CMBD) of 68 Catalonian hospitals will be used

e 3
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EPIVAC-SIDIAP Cohort Study. enm-roinTSs

Hospitalisation from:

Invasive Pneumococcal Disease
Pneumococcal Pneumonia

All-cause pneumonia

Death from:

Invasive Pneumococcal Disease
Pneumococcal Pneumonia
All-cause pneumonia

All-cause death
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EPIVAC-SIDIAP Cohort Stu dy STUDY VARIABLES kK

EXPOSURE: Vaccination status (according to e-CAP data) for both PPV23 and PCV13

will be as a time-varying condition given some individuals can receive the vaccine

after the study start.

COVARIABLES: Age, sex, influenza vaccine status, history of previous IPD/pneumonia,
presence of chronic pulmonary/respiratory disease, chronic heart disease, diabetes
mellitus, chronic liver disease, immunodeficiency/HIV infection, asplenia, chronic

renal disease, bone marrow transplantation, recent cancer or immunosuppressive

therapy, alcoholism, smoking and influenza vaccination status.




EPIVAC-SIDIAP Cohort Study. anaLysis

Cox Regression models for time-varing covariables will be used to
evaluate the association between PCV13/PPV23 and the risk of
each outcome adjusted for age, sex and major

comorbidities/underlying risk conditions.

Suplementary stratified analyses focused on age subgroups and

baseline risk strata:

Immunocompromised
Immunocompetent with other risk conditions
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EPIVAC-SIDIAP Cohort Study.
BASELINE ANALYSLS: VACCINATION COVERAGES

@ Taylor & Francis

Human Vaccines & Immunotherapeutics

ISSM: Z2164-5515 (Print) 2164-554X (Online) Journa I homepage: http//wwww.tandfonline.comsloirkkhwizo

Pneumococcal vaccination coverages among lowvw-,
intermediate-, and high-risk adults in Catalonia

Angel Vila-Corcoles, Olga Ochoa-Gondar, Imma Hospital, Cinta de Diego,
Eva Satueée, Jordi Blade, Xabier Ansa, Jorge A. Guzman, Elisabet Salsench &

Francisca Ramos

PPV23 PCV13

1,2
48,3 59,2

28,1
0,3
’ 0,1

B HIGH RISK  ® MEDIUM RISK LOW RISK
B LOW RISK ® MEDIUM RISK ® HIGH RISK

Overall PPV23 coverage = 38.8%
Overall PCV13 coverage = 0.3%
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EPIVAC-SIDIAP Cohort Study
BASELINE ANALYSLS: UNDERLYING RISK CONDITIONS

Ochoa-Gondar et al. BMC Public Health (2017) 17:610

DOI 10.1186/512889-017-4529-8 BMC PubIIC Health

Q) crossman

Prevalence of high, medium and low-risk
medical conditions for pneumococcal
vaccination in Catalonian middle-aged and
older adults: a population-based study

O. Ochoa-Gondar'?", I. Hospital', A. Vila-Corcoles'?, M. Aragon®, M. Jariod®, C. de Diego’, E. Satue’
and EPIVAC Study Group

DIABETES — 16,8

SMOKERS s 15,6
HEART DISEASE [ 12 2
PULMONARY DISEASE s 10,4
HIGH RISK/IMMUNOCOMPROMISE s S 7
ALCOHOLISM  jmmml 2.9
LIVER DISEASE ol 2,1
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EPIVAC-SIDIAP Cohort Study
BASELINE ANALYSLS: RISK STRATA

Eev Esp Salud Piablica. 2017; Vol ©1; 16 de rmarzo el-eB. WL SC. e T s

Facibido: 10 de marzo d= 2017
7 Aceptado: 15 de marzo d= 2017
ORIGINAL BREVE Bublicado- 15 de mareo de 2017

ESTIMACION DE LA POBLACION MAYOR DE 50 ANOS SUSCEPTIBLE
DE RECIBIR LA ‘E—’LCU'N‘—'_Q:CIGK AN']:]'_"\—E[TEIDCGCICAL
EN CATATUNAY ESPANA ()

Angel Vila-Corcoles (1), Olga Ochoa-Gondar (1), Eva Satué (1), (1), Marc Vila-Rovira (2) v Manel
Jariod (3).

W HIGH RISK
B MEDIUM RISK

LOW RISK

The target population for pneumococcal vaccination varied between 0.2-1.9 million in Catalonia and 1.5-12.3 million in
Spain (depending on distinct risk strata considered).
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Cohort EPIVAC-SIDIAP . rirsT-year FoLLow-up | &

TIME FOLLOW-UP until first event/one-year (persons-year)

PCV13 vaccinated PPV23 vaccinated Unvaccinated Overall

6,913 777,477 1,206,311 1,990,701




Cohort EPIVAC-SIDIAP. FIRST-YEAR FOLLOW-UP |

RESULTS: GLOBAL INCIDENCE OF STUPY EVENTS

Number of cases Incidence Rate

(per 100,000 persons-year)

Invasive Disease (IPD) 447 22.4
Pneumococcal Pneumonia (PP) 1648 82.8
All-cause pneumonia 12,699 637.9
Death from IPD 45 2.3
Death from PP 81 4.1
Death from pneumonia 855 43.0
Death from any cause 47,265 2367.2
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Cohort EPIVAC-SIDIAP. FIRST-YEAR FOLLOW-UP | &

RESULTS: RISK OF PNEUMOCOCCAL PNEUMONIA ACCORDING TO
PNEUMOCOCCAL VACCINE STATUS

3,7 3,58 m PCV13
m PPV23

Unadjusted HR Age and sex adjusted HR Multivariable adjusted HR

Hazard Ratio (HR) are for vaccinated as compared with unvaccinated subjects
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Cohort EPIVAC-SIDIAP. FIRST-YEAR FOLLOW-UP | &

RESULTS: RISK OF ALL-CAUSE PNEUMONIA ACCORDPING TO
PNEUMOCOCCAL VACCINE STATUS

5,44 m PCV13
m PPV23

Unadjusted HR Age and sex adjusted HR  Multivariable adjusted HR

Hazard Ratio (HR) are for vaccinated as compared with unvaccinated subjects
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Cohort EPIVAC-SIDIAP. FIRST-YEAR FOLLOW-UP | &

RESULTS: RISK OF ALL-CAUSE DEATH ACCORDING TO PNEUMOCOCCAL
VACCINE STATUS (47,265 BVENTS)

3,96

2,51 W PCV13

W PPV23

Unadjusted HR Age and sex adjusted HR Multivariable adjusted HR

ALL-CAUSE DEATH RATES (per 100,000 person/years)
PCV13 vaccinated = 5944 (1C95% 5385-6562) PPV23 vaccinated = 4348 (IC95% 4083-4627)
Unvaccinated = 1092 (IC95% 1026-1162)
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CONCLUSIONS

In this population-based prospective cohort study
involving more than 2 million people over 50 years-
old around Catalonia, clinical benefits from
pneumococcal vaccination have not emerged after one-

year follow-up.

Our preliminary data does not exclude a possible
negative/harm effect of PCV13 (increasing risk of all-
cause pneumonia among PCV13 vaccinated subjects),
which should be closely monitored in future studies
involving more vaccinated person-time at-observation.
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