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      Abstract


      Background


      Pertussis is a drawn-out and troublesome respiratory disease. Infants have a greater burden of disease than older children and adults, and are more likely to suffer complications. New vaccination strategies need to be considered to reduce pertussis among infants. The aim of the study was to evaluate cost-effectiveness of three alternative vaccination strategies, in comparison with current vaccination schedule.


      Methods


      A decision-analytic model was developed to estimate the effect of different vaccination strategies on an average birth cohort in Sweden, with a time-horizon of one year. The following strategies were evaluated: 1) Cocooning, 2) Maternal vaccination, and 3) On-schedule vaccination. The main outcome was cost per gained quality-adjusted life year (QALY), i.e. the incremental cost-effectiveness ratio (ICER). Sensitivity analyses were performed on key assumptions in the model; including annual incidence of pertussis among infants and the cost of vaccination.


      Results


      Cocooning and maternal vaccination result in an ICER of 240,000 euro and 66,000 euro respectively, whilst on-schedule vaccination is a dominant strategy in comparison with current vaccination schedule, i.e. have a better effect at a lower cost. The results from the three analyses are sensitive to assumptions on annual incidence. The results for cocooning and maternal vaccination are sensitive to the price of the vaccine and vaccination coverage among parents.


      Conclusion


      On-schedule vaccination would be a cost-effective and even cost-saving strategy compared to current vaccination schedule. The cocooning and maternal vaccination strategies would not be cost-effective assuming a willingness-to-pay of 50,000 euro. However, sensitivity analyses showed that a marginally increased incidence would make the maternal strategy cost-effective, and a three-folded increase would make the cocooning strategy cost-effective. Alternatively, a vaccine price reduction of 20% would make the maternal strategy cost-effective, while the required reduction for the cocooning strategy would be 80%.
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      Introduction


      Pertussis is caused by the bacteria Bordetella pertussis and is a drawn-out and highly contagious respiratory infection [1]. The infection is usually severe in incompletely vaccinated or unvaccinated infants (children less than 12 months old), who suffer the most severe complications such as apnea and are more likely to be hospitalized than older children and adults [2-9].


      Pertussis is resurgent globally [10,11], with different pattern and time-points for the resurgence in different countries. Countries in North America and Europe with consolidated high vaccination coverage have observed re-emergence of pertussis [12-18]. The increase implies that there is a need for improved vaccination strategies to protect infants from pertussis [19,20]. Subsequently, the UK and the USA have implemented new vaccination strategies [21,22], such as vaccinating adults in close contact with infants too young to be fully immunized against pertussis ("cocooning strategy") and vaccinating pregnant women.


      In Sweden, pertussis is a notifiable disease and all reported cases are contact traced [23]. After several years of stable low incidence of pertussis in Sweden, 688 cases were reported in the enhanced surveillance study in 2014. This is more than a threefold increase compared with 2013 (223 cases). This threefold increase applied to the majority of age groups. As in previous years, infants had the highest incidence in 2014 (105.3 cases per 100,000 individuals), and the majority of the infants (103 of 122 cases, 85%) had pertussis before the age of five months. In 2014, two children died due to pertussis, both unvaccinated and younger than 3 months [24].


      In contrast to many European countries, there was no vaccination against pertussis included in the Swedish national immunization program (NIP) during 1979-1996. The withdrawal of the whole-cell pertussis vaccine in 1979 was due to concerns about its safety and efficacy. Based on good efficacy and safety data, acellular vaccines were approved in Europe in 1996 and since then vaccination against pertussis has been a part on the Swedish NIP [18]. Today, about 98% of all children receive vaccination against pertussis when they are 3, 5 and 12 months old, and a booster dose at the age of 5-6 years [25].


      The objective of this study was to evaluate the potential cost-effectiveness of alternative pertussis vaccination strategies in comparison with current vaccination schedule, given the recent increase in pertussis. The alternative vaccination strategies that were investigated cocooning (i.e. vaccination of both parents), maternal vaccination, and on-schedule vaccination (i.e. no delay in the vaccination schedule) Figure 1.


      
        [image: ] Figure 1: Incidence per 100,000 infants (< 12 months) based on the number of reported cases of pertussis among infants 2004-2013. View Figure 1

      


      Methods and Data


      Burden of disease data from the enhanced surveillance of pertussis in Sweden


      Since 1997 all cases of pertussis, either clinically suspected and/or laboratory confirmed by culture, polymerase chain reaction (PCR) or serology, should be reported to the Public Health Agency of Swedena through a computer-linked reporting system, SmiNet [26].

      aBefore 1st of January 2014 the Swedish Institute for Communicable Disease Control. 

      The enhanced pertussis surveillance started in October 1, 1997. Cases reported according to the Communicable Disease Act of culture- and PCR- positive cases of pertussis in children born since January 1, 1996, enter the SmiNet data base automatically. In the enhanced surveillance study, additional information about these cases was then collected through structured telephone interviews with the parents of children diagnosed with pertussis using a standardized questionnaire. The clinical questions included type and duration of cough, presence of apnea and other complications, number and length of hospital admissions, and timing of antibiotic treatment if given, and vaccination dates. If medical record was needed for complementary medical information, parents were requested for consents.


      Detailed vaccination history for children born since 1996 was obtained from the medical records of the CHC or School Health Centers by telephone call to the nurse attending the individual child. With access to clinical information, data from the enhanced surveillance study were based on age at onset of symptoms, which is important when analyzing age-specific severity of disease in infants [18].


      Statistical analyses


      Vaccination strategies


      Three strategies were investigated the current vaccination schedule: 1) Cocooning, 2) Maternal vaccination, and 3) On-schedule vaccination. In the vaccination strategy "cocooning", both the parents of a newborn were assumed to be vaccinated just after childbirth, whilst "maternal" implies that just the mother was vaccinated during her third trimester. Both cocooning and maternal aim at protecting the newborn from infection transmitted from parents, and maternal also provides the newborn with maternal antibodies. Due to the withdrawal of the whole-cell pertussis vaccine, many of today's' parents are not vaccinated against pertussis. They may, however, have some protection due to natural infection. On-schedule vaccination could provide a sooner protection against infection for infants. A previous study found that the timeliness of pertussis vaccination decreased by dose number, were 8% of the children were more than 30 days late for their first dose. The corresponding numbers for the second and third dose is 31% and 24% [27].


      Vaccination strategies 1 and 2 complement the current vaccination schedule, since the most common source of infection for infants is via parents or other members of the immediate family [28-32], whereas strategy 3 is an alternative to the current schedule. In the cost-effectiveness analyses, the three vaccinating strategies were compared with today's schedule, and the relative cost-effectiveness between the strategies was also commented on.


      The model


      We constructed a decision-tree model to simulate the incidence and severity of pertussis among otherwise healthy infants (Figure 2) for the four scenarios; i.e. with today's schedule, cocooning, maternal, and on-schedule vaccination. Modeling was performed in Microsoft Excel 2013. Since the most severe cases of pertussis occur during a newborns first year, we applied a time-horizon of one year.


      
        [image: ] Figure 2: Flowchart of the decision-analytic model. View Figure 2

      


      In the model, infants could either get ill with pertussis or stay healthy, i.e. an infant was considered healthy if it did not have pertussis, regardless of other diseases or complications. The severity of disease was divided into three levels; level one, two, and three, and the distribution was based on surveillance data. Level three, the most severe state, refers to infants with pertussis with respiratory complications, with or without apnea, dehydration with more than 5% weight loss, or other serious complications. Level two refers to infants with pertussis with coughing attacks that ends with vomiting several times a week or more, that cannot be classified as level three, and level one refers to infants with pertussis that cannot be classified as level two or three. An infant sick with pertussis could either receive hospital-based care or be cared for at home, dependent on the risk for hospitalization for each severity level.


      We applied health related quality of life (HRQoL) and costs to each health state in the model. The outcome was measured as quality-adjusted life years (QALY), and the results presented as cost per gained QALY (ICER: incremental cost-effectiveness ratio). The model was run for four different scenarios, where the health effects and costs of scenario 1, 2 and 3 were compared to scenario 4 independently, the scenarios are thus considered mutually exclusive. Scenario 1 ("cocooning") describes the situation with cocooning, i.e. a situation where two caregivers are vaccinated in order to protect the newborn from infection. Situation 2 ("maternal") refers to maternal vaccination during pregnancy, and situation 3 ("on-schedule") a situation where there is no delay in the vaccination schedule - the first dose of the vaccine is given on exactly day 90 (Figure 2).


      Input variables


      The model population corresponds to an average birth cohort in Sweden during the years 2004-2013 (109,089 infants) [33]. Swedish data on the incidence of pertussis was population-based. Pertussis is a notifiable disease in Sweden, and since 2004 it is also mandatory to perform contact tracing. All children and adults with clinical and laboratory-confirmed pertussis should be reported to the Public Health Agency. Since 1997 the Public Health Agency of Sweden conducts enhanced surveillance of pertussis, where a study nurse contacts all reported cases of pertussis and inquiries about onset of coughing and length of the disease [34]. Data on the current incidence, categorized by health state, and information on health care consumption was obtained from this enhanced surveillance [34]. We used the average annual number of cases during the years 2004-2013 in our analysis [35].


      Table 1 presents the parameter values used in the model. Out of the total number of cases, 52% were assumed to have pertussis of level 1, 21% pertussis of level 2 and 27% pertussis of level 3, summing to 100%. The hospitalization risk was 35% for level 1, 44% for level 2 and 95% for level 3. All risks were derived from the enhanced surveillance data.


      
        Table 1: Data input and assumptions in the model. View Table 1

      


      The assumption on risk reductions from the alternative vaccinations strategies were collected from recent studies [3,27]; cocooning decreased the risk of pertussis with 48%, maternal vaccination with 67% and on-schedule vaccination with 28%. Among those infected, the distribution between level 1, 2, and 3 was the same as with current schedule. Also the hospitalization rate was the same for cocooning and maternal, whilst on-schedule vaccination was assumed to reduce the fraction of hospitalizations with 38% [27]. The reason for this inconsistency was lack of data, we only found studies that presented reduced hospitalization risks for on-schedule vaccination.


      We assumed a vaccine coverage of 98% among infants and 60% among adults, strategy 1 and 2 [21,36-38]. We did not include mortality in the model, since pertussis related deaths are very rare and consequently the risk is hard to quantify. Nor did we include waning vaccine immunity, due to the short time-horizon (Table 1).


      Health related quality of life


      Health-related quality of life weights (HRQoL) for pertussis infection in combination with the duration of disease were used in order to estimate the QALY. The health related quality of life was dependent on the health state of a patient (i.e. level 1, 2 or 3 pertussis or healthy), and not on whether the patient received hospital-based care or not.


      In the analysis, healthy infants had a HRQoL of 1, and when recovered they had no lasting disabilities, i.e. have a HRQoL of 1 as soon as they were well again. The decrease in HRQoL during pertussis was obtained from the literature [39,40]. The average length of illness was taken from the enhanced surveillance of pertussis [34] (Table 2).


      
        Table 2: HRQoL and QALY weights in the model. View Table 2

      


      Costs


      The analysis applied a societal perspective in the base case analysis, i.e. it includes all direct medical costs as well as indirect costs in form of production losses among parents with children ill with pertussis.


      Direct costs


      Direct health care costs include the costs of vaccination and the cost for treatment of pertussis, both in-and outpatient costs. We excluded the cost for vaccinating infants, as this cost was the same in all vaccination strategies. Therefore, it did not affect the results since it cancels out in the incremental comparison between the strategies - a possible future change in the price of the vaccine for infants would thus not affect the cost-effectiveness.


      Clinical experts at the Public Health Agency of Sweden assumed an average resource use for infants depending on their health state as well as if they were hospitalized or not. The average durations of disease and hospitalization were obtained from the enhanced surveillance of pertussis, years 2004-2013 [34].


      The cost for one dose of the vaccine for adults with cocooning and maternal vaccination was 16 EURO (list price for DiTekiBooster) [41] (exchange rate 100 SEK = approximately 10 (10.36) euro [2018-10-02, Swedish Central Bank]). The direct vaccination costs of cocooning and maternal vaccination were calculated by multiplying the number of children in the birth cohort with the vaccine coverage among parents.


      We assumed an additional cost of about 300,000 euro for educating vaccination nurses for the on-schedule vaccination strategy, based on the cost of educating 2,200 nurses (expert opinion).


      The costs for resource use was mainly obtained from the Southern Healthcare Regions price list, and is presented as average cost per patient depending on health state, in Table 3 [42].


      
        Table 3: Average cost per patient (infant with pertussis). View Table 3

      


      Indirect costs


      Indirect costs were included in form of production losses incurred when parents had to stay home from work to care for their infant. We assumed that at least one of the parents were on parental leave and thus the production was not affected if a child was cared for at home. If the infant was hospitalized, however, we assumed that both caretakers needed to be available. Production loss was based on the average salary in Sweden in 2013 (adjusted with CPI 2014 and with the inclusion of social security costs of 31.42%) [43].


      Sensitivity analyses


      Deterministic sensitivity analyses were performed to investigate how varying the input parameters affected the results. We varied the incidence with current vaccination schedule, the price of the vaccine and the vaccination coverage as well as the effect of vaccinating parents, in one-way sensitivity analyses. Results from the sensitivity analyses are presented in the result section.


      Results


      The three alternative strategies all resulted in both lower costs of treatment and lower indirect costs than the current vaccination schedule (Table 4). In addition, the three alternative strategies resulted in more gained QALY than with current vaccination schedule.


      
        Table 4: Costs of health care and indirect costs of production losses and gained QALY with the alternative vaccination strategies and current schedule, and ICER for each strategy in comparison with today's schedule. View Table 4

      


      On-schedule vaccination was a dominating strategy in comparison to the current schedule, i.e. had a better health effect at a lower cost. Maternal vaccination had an ICER of about 66,000 euro, and cocooning an ICER of about 240,000 euro (Table 4), compared to the current schedule. However, cocooning was dominated, since it gained fewer QALY at a higher cost than maternal. The ICER of maternal in comparison to on-schedule was about 30,000 euro.


      Sensitivity analysis


      The annual incidence of pertussis among infants was the variable that had greatest impact on the results. Therefore, we investigated the effects of using the median incidence instead of the average, lowering the incidence from 93 to 52.5. Finally, we investigated the effect of basing the incidence on the most recent data, from 2014, an incidence of 122. When the median incidence (52.5) was used instead of the average (93), the ICER increased to 450,000 euro for cocooning, 160,000 euro for maternal and 21,000 for on-schedule vaccination. When the most recent number of reported cases was used the ICER decreased to about 170,000 euro for cocooning and 40,000 euro for maternal. On-schedule vaccination was still dominant. This implies that the potential cost-effectiveness of a vaccination strategy are highly dependent on the number of cases that can be avoided - and are thus more favorable the higher the incidence among infants.


      
        [image: ] Figure 3: Diagram presenting the impact of different assumptions on the incremental cost-effectiveness ratio (ICER) of the different vaccination strategies in comparison with today's schedule as presented through deviation from base-case. View Figure 3

      


      Varying the price of the vaccine to the caregivers had an impact on the results for the cocooning and maternal vaccination strategy. The price of the vaccine had to be lowered with more than 80% for cocooning to become a dominant strategy, and with about 50% for maternal vaccination to become dominant.


      When the vaccine coverage among parents was increased to 90% (instead of 60%), the cost per gained QALY increased to 390,000 euro and 130,000 euro for cocooning and maternal respectively, due to a higher cost for intervention. The effect of cocooning and maternal vaccination had an impact on the results. As expected, the ICER increased for both cocooning and maternal when the effect decreased, and the ICER decreased when the effect increased.


      When changing the assumption of a reduction in hospitalization with on-schedule vaccination, from a 38% reduction to no reduction at all, the strategy was no longer dominant and the ICER became 18,000 euro.


      Discussion


      On-schedule vaccination was a dominant strategy in comparison to today's vaccination schedule. However, the possibilities to implement the strategy, i.e. to give infants in Sweden the first dose of the vaccine exactly 90 days after birth etc., may not be realistic, since such a strategy could be interrupted during summer holidays or weekends. This indicates that the decrease in incidence may not be as large as assumed in our analysis, which would affect the cost-effectiveness. Therefore, we focus on the results from the cocooning and maternal vaccination strategies in the discussion.


      If we assume a willingness-to-pay for one gained QALY of 50,000 euro, the results show that neither cocooning nor maternal is cost-effective in comparison with today's schedule unless the price of the vaccine given to parents is significantly reduced. For the cocooning strategy to become cost-effective in comparison with today's schedule, the price of the vaccine given to caretakers must be reduced with more than 70%. The corresponding figure for the maternal strategy is 10%. If the county councils are able to negotiate the price at procurement, the maternal strategy is likely to be cost-effective. A reduction of 70% is not as likely, indicating that the cocooning strategy is not expected to be cost-effective. In addition, cocooning was dominated by maternal since it gained fewer QALY at a higher cost. In comparison with on-schedule vaccination, maternal had an ICER of about 30,000 euro, which would be considered cost-effective in a Swedish setting.


      The effect that maternal vaccination may have on the antibodies of the infants was yet to be evaluated when the analyses in our study were performed [21,44,45]. However, recent studies have shown that there appear to be no negative impact maternal antibodies on the vaccine effectiveness of infants' vaccination [46,47], why this should not be an obstacle for the maternal vaccination strategy to be implemented in a NIP.


      If the high incidence of 2014 (108 per 100,000 infants) was not an exception, but instead the beginning of a situation with more cases, the strategies may become cost-effective. With a willingness-to-pay of 50,000 euro, the annual incidence would need to be 275 or higher for the cocooning strategy to be cost-effective, and 110 for the maternal strategy to be cost-effective, in comparison with today's schedule.


      Since pertussis in infants lead to a disease severe enough to be detected and reported, we believe that the number of unreported cases is negligible [48]. Therefore, our analysis is based on the most reliable data available. Data showed that on-schedule vaccination lead to a milder disease, with a lower hospitalization rate of 38%. Corresponding data were not available for the cocooning and maternal strategy, why hospitalization reduction was not included in these analyses. It is however reasonable to assume a similar effect.


      We also performed an analysis of vaccinating infants earlier; at 2, 4 and 11 months of age instead of 3, 5 and 12 months of age, since most of the infants with pertussis are infected before 3 months. Reliable data was not available for this analysis and therefore only a very simple analysis was conducted. The results indicated that such a strategy may be cost-effective since it lowers the number of infected infants with 25% and is potentially easy to implement.


      Limitations


      The study did not include costs and QALY losses due to adverse events of vaccination. The adverse events associated with pertussis vaccination are generally mild and therefore no significant costs and QALY could be expected. However, the inclusion of such might have slightly increased the ICER of the different vaccination strategies.


      A limitation of the study was that it only included the benefits of reduced incidence in pertussis among infants, i.e. children younger than 1 year. Additional benefits is expected if we would have included the effect on older children and adults. However, since the vaccination programme for pertussis aims at reducing the incidence among infants, it is reasonable to only investigate this effect. In addition, since the infection is not as severe among older children and adults as among infants, there are reasons to suspect underreporting which in turn would increase the uncertainty of the results.


      The study applies a short time-horizon of one year. The most important reason for this, was that the most severe cases of pertussis occur during a newborns first year, and since the modelled population was one birth cohort the time-horizon covered this. It is hard to estimate the effect of a longer time-horizon, since the model did not account for herd-immunity of the effect of pertussis vaccination on older children and adults. Further research should be directed to the effect of herd-immunity within a dynamic modelling context, to facilitate more precise estimates of cost-effectiveness.


      Conclusion


      This study estimates that on-schedule vaccination would be cost-effective whereas cocooning and maternal vaccination would not be cost-effective in a Swedish setting. The results were mainly affected by the price of the vaccine, and the incidence of pertussis among infants. The primary objective with the pertussis vaccination programme is to protect the infants from infection.


      References


      
        	Bjornstad ON, Harvill ET (2005) Evolution and emergence of Bordetella in humans. Trends Microbiol 13: 355-359.

        



        	Lee GM, Riffelmann M, Wirsing von Konig CH (2008) Cost-effectiveness of adult pertussis vaccination in Germany. Vaccine 26: 3673-3679.

        



        	Westra TA, de Vries R, Tamminga JJ, Sauboin CJ, Postma MJ (2010) Cost-effectiveness analysis of various pertussis vaccination strategies primarily aimed at protecting infants in the Netherlands. Clin Ther 32: 1479-1495.

        



        	Juretzko P, Fabian-Marx T, Haastert B, Giani G, von Kries R, et al. (2001) Pertussis in Germany: Regional differences in management and vaccination status of hospitalized cases. Epidemiol Infection 127: 63-71.

        



        	Crowcroft N, Andrews N, Rooney C, Brisson M, Miller E (2002) Deaths from pertussis are underestimated in England. Arch Dis Child 86: 336-338.

        



        	Wood N, Quinn HE, McIntyre P, Elliott E (2008) Pertussis in infants: Preventing deaths and hospitalisations in the very young. J Paediatr Child Health 44: 161-165.

        



        	Carlsson RM, von Segebaden K, Bergstrom J, Kling AM, Nilsson L (2015) Surveillance of infant pertussis in Sweden 1998-2012; severity of disease in relation to the national vaccination programme. Euro surveillance: Bulletin Europeen sur les maladies transmissibles = European communicable disease bulletin 20.

        



        	Witt MA, Katz PH, Witt DJ (2012) Unexpectedly limited durability of immunity following acellular pertussis vaccination in preadolescents in a North American outbreak. Clin Infect Dis 54: 1730-1735.

        



        	Winter K, Harriman K, Zipprich J, Schechter R, Talarico J, et al. (2012) California pertussis epidemic, 2010. J Pediatr 161: 1091-1096.

        



        	Plotkin SA (2014) The pertussis problem. Clin Infect Dis 58: 830-833.

        



        	Libster R, Edwards KM (2012) Re-emergence of pertussis: What are the solutions? Expert Rev Vaccines 11: 1331-1346.

        



        	Cherry JD (2012) Epidemic pertussis in 2012--the resurgence of a vaccine-preventable disease. N Engl J Med 367: 785-787.

        



        	Shapiro ED (2012) Acellular vaccines and resurgence of pertussis. JAMA 308: 2149-2150.

        



        	Amirthalingam G (2013) Strategies to control pertussis in infants. Arch Dis Child 98: 552-555.

        



        	de Melker HE, Schellekens JF, Neppelenbroek SE, Mooi FR, Rumke HC (2000) Reemergence of pertussis in the highly vaccinated population of the Netherlands: Observations on surveillance data. Emerg Infect Dis 6: 348-357.

        



        	Riolo MA, King AA, Rohani P (2013) Can vaccine legacy explain the British pertussis resurgence? Vaccine 31: 5903-5908.

        



        	Skowronski DM, De Serres G, MacDonald D, Wu W, Shaw C, et al. (2002) The changing age and seasonal profile of pertussis in Canada. J Infect Dis 185: 1448-1453.

        



        	Public Health Agency of Sweden (2016) Pertussis surveillance in Sweden-seventeen year report.

        



        	Forsyth K, Tan T, von Konig CH, Caro JJ, Plotkin S (2005) Potential strategies to reduce the burden of pertussis. Pediatr Infect Dis J 24: S69-S74.

        



        	Forsyth KD, Campins-Marti M, Caro J, Cherry JD, Greenberg D, et al. (2004) New pertussis vaccination strategies beyond infancy: Recommendations by the global pertussis initiative. Clin Infect 39: 1802-1809.

        



        	Amirthalingam G, Andrews N, Campbell H, Ribeiro S, Kara E, et al. (2014) Effectiveness of maternal pertussis vaccination in England: An observational study. Lancet 384: 1521-1528.

        



        	Centers for Disease Control and Prevention (2012) Updated recommendations for use of tetanus toxoid, reduced diphtheria toxoid, and acellular pertussis vaccine (Tdap) in pregnant women--Advisory Committee on Immunization Practices (ACIP), 2012. MMWR Morb Morta Wkly Rep 62: 131-135.

        



        	(2004) Smittskyddslag. 168.

        



        	Folkhälsomyndigheten (2015) Vaccin mot kikhosta.

        



        	Public Health Agency of Sweden (2016) Barnvaccinationsprogrammet i Sverige 2015 - Årsrapport.

        



        	Rolfhamre P, Jansson A, Arneborn M, Ekdahl K (2006) SmiNet-2: Description of an internet-based surveillance system for communicable diseases in Sweden. Euro Surveill 11: 103-107.

        



        	Nilsson L, Lepp T, von Segebaden K, Hallander H, Gustafsson L (2012) Pertussis vaccination in infancy lowers the incidence of pertussis disease and the rate of hospitalisation after one and two doses: Analyses of 10 years of pertussis surveillance. Vaccine 30: 3239-3247.

        



        	de Greeff SC, Mooi FR, Westerhof A, Verbakel JM, Peeters MF, et al. (2010) Pertussis disease burden in the household: How to protect young infants. Clin Infect Dis 50: 1339-1345.

        



        	Wiley KE, Zuo Y, Macartney KK, McIntyre PB (2013) Sources of pertussis infection in young infants: A review of key evidence informing targeting of the cocoon strategy. Vaccine 31: 618-625.

        



        	Bisgard KM, Pascual FB, Ehresmann KR, Miller CA, Cianfrini C, et al. (2004) Infant pertussis: Who was the source? Pediatr Infect Dis J 23: 985-989.

        



        	Elliott E, McIntyre P, Ridley G, Morris A, Massie J, et al. (2004) National study of infants hospitalized with pertussis in the acellular vaccine era. Pediatr Infect Dis J 23: 246-252.

        



        	Wendelboe AM, Njamkepo E, Bourillon A, Floret DD, Gaudelus J, et al. (2007) Transmission of Bordetella pertussis to young infants. Pediatr Infect Dis J 26: 293-299.

        



        	(2015) Befolkningsutveckling.

        



        	Public Health Agency of Sweden (2015) Enhanced Surveillance of Pertussis. Sweden PHAo, folkhalsomyndigheten.se.

        



        	(2014) SmiNet.

        



        	Folkhälsomyndigheten (2013) Barnvaccinationsprogrammet i Sverige 2013 - Årsrapport. Solna.

        



        	Donnan EJ, Fielding JE, Rowe SL, Franklin LJ, Vally H (2013) A cross sectional survey of attitudes, awareness and uptake of the parental pertussis booster vaccine as part of a cocooning strategy, Victoria, Australia. BMC public health 13: 676.

        



        	Frere J, De Wals P, Ovetchkine P, Coic L, Audibert F, et al. (2013) Evaluation of several approaches to immunize parents of neonates against B. pertussis. Vaccine 31: 6087-6091.

        



        	Lee GM, Lebaron C, Murphy TV, Lett S, Schauer S, et al. (2005) Pertussis in adolescents and adults: Should we vaccinate? Pediatrics 115: 1675-1684.

        



        	Lee GM, Salomon JA, LeBaron CW, Lieu TA (2005) Health-state valuations for pertussis: Methods for valuing short-term health states. Health Qual Life Outcomes 3: 17.

        



        	Apoteket AB (2015) diTekiBooster.

        



        	Södra RegionvÅrdsnämnden (2015) Regionala priser och ersättningar för Södra sjukvÅrdsregionen 2014.

        



        	Statistics Sweden (2015) Sammanräknad förvärvsinkomst 2013.

        



        	Mooi FR, de Greeff SC (2007) The case for maternal vaccination against pertussis. Lancet Infect Dis 7: 614-624.

        



        	Donegan K, King B, Bryan P (2014) Safety of pertussis vaccination in pregnant women in UK: Observational study. BMJ 349: g4219.

        



        	Amirthalingam G, Campbell H, Ribeiro S, Fry NK, Ramsay M, et al. (2016) Sustained effectiveness of the maternal pertussis immunization program in England 3 years following introduction. Clin Infect 63: S236-S243.

        



        	Baxter R, Bartlett J, Fireman B, Lewis E, Klein NP (2017) Effectiveness of vaccination during pregnancy to prevent infant pertussis. Pediatrics 139.

        



        	Lugner AK, van der Maas N, van Boven M, Mooi FR, de Melker HE (2013) Cost-effectiveness of targeted vaccination to protect new-borns against pertussis: Comparing neonatal, maternal, and cocooning vaccination strategies. Vaccine 31: 5392-5397.

        


      

      

    

  

