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Abstract

Over the past ten years the incidence of pertussis in the United States (U.S.) has risen
steadily, with 2012 seeing the highest case number since 1955. There has also been a shift
over the same time period in the age group reporting the largest number of cases (aside
from infants), from adolescents to 7—-11 year olds. We use epidemiological modelling and a
large case incidence dataset to explain the upsurge. We investigate several hypotheses for
the upsurge in pertussis cases by fitting a suite of dynamic epidemiological models to inci-
dence data from the National Notifiable Disease Surveillance System (NNDSS) between
1990-2009, as well as incidence data from a variety of sources from 1950-1989. We find
that: 1) the best-fitting model is one in which vaccine efficacy and duration of protection of
the acellular pertussis (aP) vaccine is lower than that of the whole-cell (wP) vaccine, (effica-
cy of the first three doses 80% [95% Cl: 78%, 82%)] versus 90% [95% CI: 87%, 94%]), 2) in-
creasing the rate at which disease is reported to NNDSS is not sufficient to explain the
upsurge and 3) 2010-2012 disease incidence is predicted well. In this study, we use all
available U.S. surveillance data to: fit a set of mathematical models and determine which
best explains these data and determine the epidemiological and vaccine-related parameter
values of this model. We find evidence of a difference in efficacy and duration of protection
between the two vaccine types, wP and aP (aP efficacy and duration lower than wP). Future
refinement of the model presented here will allow for an exploration of alternative vaccina-
tion strategies such as different age-spacings, further booster doses, and cocooning.
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Author Summary

Over the past ten years the incidence of pertussis in the United States (U.S.) has risen
steadily, with 2012 seeing the highest case number since 1955. There has also been a shift
over the same time period in the age group reporting the largest number of cases (aside
from infants), from adolescents to 7-11 year olds. We investigate several hypotheses for
the upsurge in pertussis cases by fitting a suite of epidemiological models to incidence data
from the National Notifiable Disease Surveillance System (NNDSS) between 1990-2009.
We find that: 1) the best-fitting model is one in which the vaccine efficacy and duration of
protection of the acellular pertussis vaccine is lower than that of the whole-cell vaccine, 2)
increasing the rate at which disease is reported to NNDSS is not sufficient to explain the
upsurge and 3) 2010-2012 disease incidence is predicted well. These results demonstrate
that the resurgence in pertussis in the U.S. can be explained by past changes in vaccination
policy. However, our findings suggest that the efficacy of the currently-used acellular vac-
cine is not much lower than that of the whole-cell vaccine, and booster doses may be suffi-
cient to curtail epidemics while vaccine research continues.

Introduction

In 2012, the United States experienced the highest number of reported pertussis cases since
1955, shortly after the introduction of vaccine in the 1940s [1-3]. This upsurge occurred in the
context of steadily rising reported disease from the early-1980s [4], despite the maintenance of
high vaccination coverage levels (>90%) [5]. Pertussis remains a major cause of childhood
mortality world-wide, responsible for 195,000 deaths in 2008 [6]. A vaccine for the disease was
developed in 1942 in the U.S., and was included and administered as a killed whole-cell compo-
nent of the diphtheria/tetanus/pertussis (DTP) combination vaccine.

Following introduction of vaccination, the reported disease incidence in the U.S. declined
from 150 cases per 100,000 per annum prior to 1940, to the point of near elimination in the
mid-1970s (0.5 reported cases per 100,000)[4] (Fig 1). Due to the possible reactogenicity of the
whole-cell pertussis component of the DTP vaccine, acellular pertussis (aP) vaccine was devel-
oped as a replacement in 1991 (DTP became DTaP). This new vaccine was administered to
children in 1992 [7,8] and then phased into the infant immunization schedule beginning in
1997 [9,10], following approval by the U.S. Food and Drug Administration (FDA) and recom-
mendations by the U.S. Advisory Committee on Immunization Practices (ACIP).

Over the past 30 years, reported pertussis incidence in the U.S. has been steadily increasing
(Fig 1). Even accounting for this steady upward trend, which some have attributed to improved
surveillance and diagnostics [11,12], case numbers during 2004-2012 were notably high and
many state public health departments reported outbreaks during these years. During the two
most recent of these outbreaks, the worst-hit states were California (in 2010) [2,3] and Wash-
ington (in 2012) [13] with case counts unmatched since the mid-1940s. While the 2004-2005
outbreak was characterized by an increase in the number of cases among adolescents (10-20
year olds), as well as a less-pronounced increase across all ages, the most recent outbreaks have
seen many more cases among 7-10 year olds and young adolescents (11-13 year olds) along
with an overall increase in case numbers [2].

A number of explanations have been put forward for the increase in disease that has been
observed, particularly for the outbreaks of the past 10 years [11,14-19]. These include: 1) The
evolution of the circulating bacteria away from the targets of vaccine antigens; 2) A decline in
vaccine coverage levels; 3) a change in vaccine efficacy (VE), and/or duration of protection due
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Fig 1. Incidence of disease and vaccination coverage in the United States. The time varying incidence of
disease in the US, summed over all ages, between 1950 and 2009, annotated for significant events relating
to vaccination policy. The blue solid line illustrates the DTP3 (first three DTP doses) vaccine coverage level
over time.

doi:10.1371/journal.pcbi.1004138.9001
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to the shift to the acellular vaccine; or a specific lot of manufactured vaccine with lower efficacy;
4) The decline of natural boosting, through reduced exposure to naturally circulating pertussis
bacteria, as a result of years of successful mass-vaccination; 5) An increase in disease reporting
rates (e.g. due to improved diagnostics and surveillance) [20,21].

We examine these possible explanations using a population dynamic model representing in-
fection with Bordetella pertussis in an age-structured population. We fit the output of this
model to 20 years of age-stratified incidence data from the National Notifiable Diseases Sur-
veillance System (NNDSS). The model includes both vaccine and naturally-induced immunity
(with both of these sources of protection waning over time), the current vaccination schedule
administered to the population, an estimate of the underreporting of disease, and a decreased
infectiousness of those who have experienced greater than one infection.

Results

Eight different (nested) models were fitted to the NNDSS incidence data (Table 1). The most par-
simonious (best fitting) model, Model 8, has a difference in efficacy and duration of protection
between the whole-cell and acellular vaccines, and a difference between the duration of protection
of whole-cell vaccine and natural infection (Table 1). Model 5, in which the duration of protec-
tion for whole-cell vaccine and natural infection is the same, has a slightly lower DIC value, but is
very close to Model 8, and these two models are almost interchangeable in terms of their parame-
ter values. Further details of the candidate models are provided in the Supporting Information.
The model reproduces the trends in the NNDSS incidence data up to 2009; running the
model forward over another three years shows a continued correspondence with observed inci-
dence trends (Fig 2). A large proportion of forward simulations (>50%) show an upsurge in in-
cidence around 1990, a phenomenon that is not recorded in the data. However, the mean of
the model-predicted incidence remains much closer to the data, albeit with a large range
of uncertainty.
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Table 1. Descriptions of the nested models that were fitted to the NNDSS incidence data.

Model Description DIC

1 Protection duration of whole cell vaccine same as natural infection; acellular vaccine -9720
same as whole-cell

2 Protection duration of whole cell vaccine same as natural infection; different efficacy for -9570
acellular vaccine

(5 Protection duration of whole cell vaccine same as natural infection; different protection -9250
duration for acellular vaccine;

4 Protection duration of whole cell vaccine different from natural infection; acellular vaccine ~ -9800
same as whole-cell

5 Protection duration of whole cell vaccine same as natural infection; protection duration -8422
and efficacy different for acellular vaccine

6 Whole cell vaccine protection duration different from natural infection; different efficacy for -9183
acellular vaccine

7 Whole cell vaccine protection duration different from natural infection; different protection ~ -9230
duration for acellular vaccine

8 Whole cell vaccine protection duration different from natural infection; protection duration ~ -8417

and efficacy different for acellular vaccine

The mean posterior values of the Deviance Information Criterion (DIC) of the models are given in the
rightmost column.

doi:10.1371/journal.pcbi.1004138.1001

Fig 3 illustrates the age distribution of incident cases every two years from 1994-2012, for
Model 8. Several features of the NNDSS data are reproduced by the model: 1) an overall rise in
disease cases throughout the observed period; 2) an adolescent peak in the incidence curve for
most of the years post-1995; 3) a gradual rise in cases among 5-10 year olds from 2006, form-
ing a peak which is comparable in size with the adolescent peak by 2008.

In 2002, the dominant peak in incidence is among adolescents but another smaller peak
emerges among infants. This smaller peak moves forward one year at a time, growing in mag-
nitude until 2006 when the two peaks are of similar size. By 2008, the cohort of individuals
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Fig 2. Incidence of disease in the United States, compared with modeled values. The time varying
incidence of disease cases in the model and the US data (log scale) after 1990. The black dots are US
disease incidence data, and the shaded regions represent the credible intervals (50% and 95%) obtained
through model parameter estimation of model 8. The model has been run beyond the time over which it was
trained to illustrate its continued correspondence with the 2010-2012 data (red crosses).

doi:10.1371/journal.pchi.1004138.g002
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Fig 3. Cross-sectional incidence of disease over age of population. Annual age-dependent (to age 30 years) incidence of pertussis disease cases for
the years 1994-2012 in 2 year intervals. Gray shaded envelopes indicate 50%, 90%, 95%, and 99% credible intervals from the model parameter and
uncertainty estimation. Black points (1994-2008) indicate disease incidence data collected by the NNDSS. The red crosses on the 2010 and 2012 plots also
represent NNDSS incidence data; however, the model was not fitted to these data and so model outputs represent out-of-sample predicted age-dependent
incidence curves.

doi:10.1371/journal.pcbi.1004138.9003

immediately following the shift in vaccine efficacy have advanced to become 10 years of age
and they constitute the 'wavefront' of a swell of new disease. The two plots for 2010 and 2012
are included to illustrate that the model continues to correspond well with the age-distribution
of disease beyond the time period for which it was fitted (i.e. beyond 2009). Note that the corre-
spondence between these ‘predicted’ distributions of disease with age was not quantitatively de-
termined, due to the complexity of the total likelihood used for model-fitting, but these
distributions continued to capture the main features of the disease profile, namely: a) a rising
overall incidence; b) the highest peak of disease among infants; c) a growing adolescent peak
moving up in age with each advancing year.

The best-fitting model incorporates a drop in vaccine efficacy and a rise in the vaccine-protec-
tion waning rate from the whole cell to acellular vaccine. Both the change in the per dose efficacy
and the duration of protection change appreciably between vaccine types. Table 2 shows the esti-
mated mean and 95% confidence intervals (CI) of the efficacies of the first three doses, consid-
ered together, and the fourth and fifth doses (the probability of fully protective seroconversion).

Estimates of the epidemiological parameters are shown in Table 2. The basic reproduction
number, Ry, was estimated to be 11 [95% CI: 9.9, 11.5], slightly lower than some previous esti-
mates [18]. Secondary and subsequent infections (those which are experienced by individuals
who retain some level of immune protection, whether due to vaccination or infection-induced
immunity) are found to be 32% [95% CI: 29%, 35%] as infectious as primary infections and
these individuals are found to be 17% [95% CI: 14%, 23%] as susceptible to infection as infec-
tion-naive individuals.

The disease reporting rate is included in the model as a fraction of the infected cases experienc-
ing primary infection who will be symptomatic and captured by NNDSS surveillance. We find
that the best-fitting model does not require a change in the reporting rate to reproduce the major
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Table 2. Parameter estimates for the best-fitting model, Model 8 (models outlined in Table 1).

Parameter description Value

Vaccine efficacies & waning

Whole-cell

Vaccine efficacy of 15 3 doses/4"/5™ dose 90% [87%, 94%)]

Rate of loss of whole-cell vaccine immunity 3x10°yr" [2x10°®, 2x10#] i.e. essentially
lifelong

Acellular

Vaccine efficacy of 15 3 doses/4"/5™ dose 80% [78%,82%]

Rate of loss of acellular vaccine immunity 0.018yr" [0.015, 0.020] i.e. average of
approx. 50 yrs protection

Tdap

Vaccine efficacy As acellular

Epidemiological Parameters

Basic reproduction number, Rq 11.0[9.9, 11.5]

Rate of loss of natural immunity 3x10°%yr' [2x10°®, 2x10™] i.e. essentially

lifelong (as for whole-cell)

Relative susceptibility of individuals to subsequent infection 32% [29%, 35%]
(with reference to naive individuals)

Relative infectiousness of individuals with subsequent 17% [14%, 23%]
infection (with reference to primary-infected individuals)

Year of reporting rate change None
Mean reporting rate prior to change 6.0% [0.1%, 22%)]
Mean reporting rate after change n/a

doi:10.1371/journal.pchi.1004138.t002

trends in the data. The reporting rate is estimated at 6% [95% CI: 0.1%, 22%)] with the wide credi-
ble intervals suggesting that a gradual change in reporting over time may not be precluded, even if
a step change is not supported. A gradual change in reporting is consistent with the uptake of
more sensitive diagnostic methods as well as greater awareness of pertussis in recent years.

Fig 4 shows the results obtained by simulating the case-control study conducted in 2010 by
Misegades et al [22]. We demonstrate that, in successive ages beyond when the final vaccine
dose is administered, there is a decline in the 95% credibility envelope of the model-based VE
estimates (gray-shaded region): the bottom of this envelope declines more rapidly than mea-
sured for the California study. The curve lying above the shaded region illustrates the results of
a hypothetical VE study if it had been conducted in 1990, the pre-acellular era. It can be seen
that VE declines more slowly in this case.

Discussion

We have shown that relatively small differences in the per-dose vaccine efficacy and duration
of protection between acellular and whole-cell vaccines is sufficient to explain the recent up-
surge in pertussis in the United States. These differences caused a shift in the age distribution
of pertussis disease incidence: the adolescent peak in years prior to 2006 shifted to a younger
age group (5-10 year olds) post-2006. This explanation for pertussis disease dynamics is in
broad agreement with case-control and retrospective cohort studies showing that vaccine-in-
duced immunity wanes faster than previously thought [22-24].

The average duration of protection we estimate for acellular vaccine is shorter than the es-
sentially lifelong protection we estimate for both whole-cell vaccination and natural infection;
however our estimate of the acellular protection duration is around 50 years, which is longer
than might be expected from published VE studies [22,23]. Since our calculated waning rate is
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Fig 4. Case-control study results compared with modeled values. Vaccine Effectiveness (VE) as
measured in the case-control study of Misegades et al [22] from 2010 in California (black crosses) compared
with VE values generated by simulations of the case-control study using the model fitted to the incidence and
these VE data (gray region). The gray shaded region represents the 95% credible interval of the model
outputs. The dotted curve lying above the 2010 data and simulations was calculated by simulating a 1990
case-control study, and shows significantly slower waning of the VE value.

doi:10.1371/journal.pcbi.1004138.9004

an average over the whole population, this means some individuals will re-enter the susceptible
pool more quickly than others. By simulating a prospective VE study, we find that even a small
increased flow into the susceptible pool is sufficient to result in a strong signal of declining VE
following the final vaccine dose (see Figs 4 and 5 and [22]). The efficacy values implied here for
the full acellular vaccine regimen (i.e. 5 doses) are consistent with those estimated in the acellu-
lar pertussis vaccine (APERT) trial [25], lending further weight to the correspondence of our
model with the broad range of data. Furthermore, VE values for individuals with mixed acellu-
lar and whole-cell vaccine histories are consistent with a recent Australian report of disease
rates and linked vaccination histories [26].

While our analysis does not preclude the possibility of a rise over time in the rate of report-
ing (or detection) of cases of disease, such a rise is not necessary to explain recent patterns in
pertussis incidence. Our estimate of case reporting rates (approximately 6%) is in line with a re-
cent multi-country analysis [20], but has wide 95% credible intervals. Hence, progressive
changes in disease reporting, such as those expected by more sensitive diagnostic testing (e.g.
PCR) or a greater awareness of pertussis among patients and physicians, is within the scope of
our model. Further work with this model could investigate published reporting trends more
closely [11,20,21,27,28].

Our analysis sheds light on other, previously uncertain, aspects of pertussis epidemiology.
First, we estimate R, to be in the range of 9-12 which is closer to the values found by previous
mathematical models [29,30] than the often-quoted range of 12-17 [31]. Such values do not
rule out elimination at high enough vaccination coverage levels. Second, previous recipients of
vaccine whose protection has waned are estimated to be 32% as susceptible to infection as in-
fection-naive individuals and, if infected, these individuals are estimated to be 17% as infectious
as primary infections in immunologically naive individuals. These numbers suggest that adults
and adolescents may be an important reservoir of infection. Third, the most parsimonious
model with a good fit to the data suggests that the duration of immunity generated by the
whole-cell vaccine is nearly equivalent to that induced by natural infection.

PLOS Computational Biology | DOI:10.1371/journal.pcbi.1004138  April 23, 2015 7/16
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Fig 5. Epidemiological model diagram. The compartmental model for pertussis infection and disease
used, modified from the basic model of Aguas et al [44]. There are two infected compartments for primary (/1)
and secondary (or higher) infection (/»). We assume that surveillance systems only capture those who are
experiencing primary infection. Once an individual has recovered from primary or secondary infection,
induced immunity may wane, whereupon they will re-enter the susceptible state. Rates of flow between
compartments are defined in Table 3.

doi:10.1371/journal.pcbi.1004138.9005

Our explanation for the upsurge and the age-shift in disease incidence differs from other re-
cent model-based studies [14,15]. We find a 'hypersensitive' boosting model [14] to be too un-
stable to mimic the steady post-1970s rise in disease; the incidence of disease for that model
shows a large amplitude oscillatory behaviour. Population age-dependent contact patterns
alone also appear to be insufficient to capture recent changes in U.S. incidence of disease [15].
Declines in vaccination coverage and the evolution of the circulating bacteria would lead to ris-
ing disease but not the changing age-distribution, although the recent discovery of pertactin-
negative (or other genetic) variants may be playing a role in the vaccine efficacy decline we
have found [32,33]. Changes in age-dependent disease reporting could mimic observed inci-
dence patterns, of course, but such models would lack the simplicity of ours.

Future refinement of the model presented here will allow for an exploration of alternative vac-
cination age-spacings for the five-dose childhood schedule, investigation into the effects of fur-
ther booster doses (for example, decennially to adults) and cocooning vaccination strategies
designed to protect infants who are most vulnerable to severe disease [22]. Further data collection
will help to narrow uncertainties in the model, for example, the range of R, and, the infectious-
ness of those who have been previously infected, both relevant to control strategies. Alternative
model structures capturing the development and waning of immunity and boosting of immunity
may be contributing to discrepancies between the outputs of our best-fitting model and the avail-
able data, such as an overestimate of the incidence peak in adolescents after 2008 (Fig 3), and
signs of a model underestimate of the overall incidence (Fig 2). Future work should attempt to in-
corporate the full range of possibilities for modeling boosting and immunity e.g. using the

PLOS Computational Biology | DOI:10.1371/journal.pcbi.1004138  April 23, 2015 8/16
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Table 3. State variables (population compartments) and model parameters for the model
investigated.

Symbol Description Value

Population compartments (state variables)

S Susceptible

14 Primary infection

Io Secondary (or greater) infection

R Recovered from infection (whether primary or secondary)

v Vaccinated

D Reported cases of pertussis

Model parameters

A(t) Force of infection at time t (this subsumes the model Varies in value depending upon number
parameter B (known as the transmission parameter)  of individuals infected (Per capita per
which is estimated by the model-fitting procedure) year)

T Rate of recovery from primary or secondary infection 24 per year (i.e. duration of infection is

approx. 1/24 years = 16 days)

A Rate of loss of immunity following natural infection Estimated here (see Table 2)

r Rate of loss of immunity following vaccination Estimated here (see Table 2)

> Relative rate of acquisition of secondary to primary Estimated here
infection

H Relative infectiousness of secondary infections Estimated here

p1, p2 Rate at which infected individuals report disease Estimated here

doi:10.1371/journal.pcbi.1004138.t003

proposed model of Lavine et al. [14], as well as mixing matrix data that are as locally-specific as
possible, following the work of Rohani et al. and Riolo et al. [15,34]. Clearly, the use of a mixing
matrix from Great Britain is not ideal for the U.S. but was all that was available at the time of
writing. In addition, fitting our model to data from the U.S. aggregates the incidence from a large
number of more spatially localized epidemics, which may not be completely synchronized; this
means that, while our model is convincing, it tends to describe phenomena such as the ‘cohort ef-
fect’ and peaks in incidence more sharply than the data. Future work should focus on modeling
local outbreaks and endemic pertussis with high spatial resolution, following Rohani et al. and
Choisy et al. [35,36]. More intricate modeling frameworks, such as individual-based modeling,
are also promising directions for future work, given their ability to represent human behavioural
dynamics, which could be a major local contributor to vaccine uptake or refusal [37].

A further important step for this study is the analysis of pertussis incidence data—along
with demography and vaccination histories—from around the world. Jackson et al. recently re-
viewed such data and showed that global pertussis epidemiology is complicated and by no
means follows the same patterns and explanations as the U.S. [38]. However, the authors of the
review do note that the issue of the switch from the wP to the aP vaccine may be sufficiently
specific to allow investigation of its impact upon global trends.

Transmission models with a realistic representation of the natural history of infection and
immunity, and population contact processes, fitted to data with statistically rigorous methods,
are useful tools to quickly investigate increases in disease incidence, whether they occur within
the U.S. or globally [39-41]. Pertussis epidemiology is complex and disease incidence is non-
linearly related to vaccine coverage. With doubt around the efficacy and duration of protection
of the acellular vaccine, modeling is an essential tool to help us better understand the changing
epidemiology of pertussis.

PLOS Computational Biology | DOI:10.1371/journal.pcbi.1004138  April 23, 2015 9/16
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Methods

We constructed a compartmental mathematical model of the natural history and population
transmission of B. pertussis infection in the United States, in which the population transitions
between three states of infection: susceptible, infected, and recovered from a prior infection. In-
fected individuals can be either primary-infected or infected more than once (see Fig 5, Table 3
and ‘Model structure details’ below). The model also accounts for the annual aging of the popu-
lation: the time-dependent birthrates and deathrates are used for the U.S. (obtained from [42]).
The birth and deathrates prior to the analysis period of the study were fixed at the earliest val-
ues available, namely those of 1950. Mixing between age-groups is incorporated according to a
European diary-based contact study (used in the absence of a suitable U.S. alternative [43]).

Vaccination is included as a process by which a proportion of the susceptible population at
a particular age is transferred to either the recovered compartment or a vaccinated compart-
ment (i.e. all-or-nothing vaccination protection for each dose). In both of these compartments,
individuals have developed a protective immune response which decreases the probability of
infection but eventually wanes. This vaccinated proportion may be thought of as coverage x
vaccine efficacy and is equal to the protected proportion of the population with each dose. An-
nual vaccination coverage levels were obtained from the National Immunization Survey and its
predecessor surveys [45].

The U.S. pertussis vaccine schedule recommends three doses to infants—at two, four and
six months and two further doses: one at 18 months and the fifth and final dose between four
and six years of age. We model the first three doses as a single removal of susceptible infants six
months following birth (as an approximation of the building immunity due to the first three
doses), the 18 month dose as two separate removals, each with one half of the overall coverage,
at one and two years of age and, similarly, the final dose as two separate removals at four and
five years of age. The 18 month and four to six year doses are represented as double doses to
capture a fairly wide range of times at which vaccine is administered to children across the
whole population. The whole-cell vaccine is first applied to the model population in the simula-
tion year 1947 and a switch is made to the acellular vaccine for the final two doses in 1992 and
then to the entire schedule in 1998. A Tdap booster vaccine is introduced to those aged 12
years in the model, in 2005, with coverage levels given by recent surveys [46-51].

Disease is reported at a rate, p, the proportion of cases captured by NNDSS. This rate was per-
mitted to change once in the time period modelled, to partially account for (i) a possible change
in the sensitivity with which cases are found over time, and (ii) increased reporting associated
with greater awareness of pertussis among patients and physicians. We also allow for some level
of spatial and temporal heterogeneity in the reporting rate by modelling p as drawn from a Beta
probability distribution (see Statistical details); this allows for a single average value of the report-
ing rate to be estimated for each of the two time periods, but for the uncertainty in this value to
be quantified. Only those in the primary-infected compartment (I}, Fig 5) were counted as disease
cases; this is a simplification, but one that is justified by recent studies which show that second-
ary-infected or vaccinated non-human primates had more limited disease when reinfected [52].

Models were fitted in a Bayesian framework to annual incidence data, summed over the
whole U.S. population (in cases per 100,000 persons), from 1950-1989, and to age-stratified in-
cidence data obtained from NNDSS for the years 1990 to 2009. The fitting was performed
using Markov Chain Monte Carlo (MCMC) methods, which find an ensemble of model pa-
rameters that fit the data and allow a credible interval for each of these parameters to be deter-
mined. The chains were run to 100,000 steps during equilibration and 50,000 to sample the
posterior parameter distributions. Sensitivity of the parameter estimates was explored by per-
forming MCMC separately using different subsets of the data.

PLOS Computational Biology | DOI:10.1371/journal.pcbi.1004138  April 23, 2015 10/16



©PLOS

COMPUTATIONAL

BIOLOGY

A Change in Efficacy and Duration of Pertussis Vaccine

Several candidate models were constructed, each with the basic structure given in Fig 5 but
including or excluding specific components, and their parameters were fitted to the data (see
Table 1). These model components included possible changes in (i) duration of protection be-
tween whole-cell vaccination and natural infection; (ii) vaccine efficacy and (iii) duration of
protection between the whole-cell and acellular vaccine. The candidate models were compared
to determine the simplest and most biologically compelling explanation of the observed varia-
tions using the Deviance Information Criterion (DIC), a measure that accounts for both good-
ness-of-fit as well as model complexity [53] (the higher the value, the better the fit to the data).

Misegades et al [22] performed a case-control study in California in 2010 to determine the
vaccine effectiveness (VE)(of the full course of 5 doses of DTaP for each of 5 years following
the delivery of the final dose. In order to further constrain our parameter selections and values,
we used our models to simulate this study and fitted the resulting VE values to those found by
Misegades at each of the corresponding times. Misegades found that the VE decreased from
98% to 82% in 4 years following the final of five doses. As well as measuring our model-based
VE over the same period, we used the same method to estimate VE during a period when the
course of doses consisted entirely of the whole-cell vaccine; we selected 1990 for this purpose.

Model structure details

The mathematical model we constructed has an age-structured susceptible-infected-recovered
(Si I, R;) structure (the subscript i, corresponds to one of 35 age-groups), but with the addi-
tion of a second infected compartment (I,;) to account for those who have been previously in-
fected. The mixing matrix (i, j) represents the product of the contact rate (obtained from the
‘POLYMOD’ diary study of contact patterns in Great Britain (GB) [43]) and the transmission
probability per contact between individuals in age-groups i and j. Individuals in state I,; have
an infectiousness value of 77 compared with those in state I;;, and the relative susceptibility to
infection of those in R; (the ‘recovered’ state) compared with those completely susceptible. Vac-
cination occurs with the DTP vaccine with whole-cell pertussis component by shifting individ-
uals into compartment V7, and into V5, for the DTaP and Tdap vaccines (the main text
simplifies this flow into a single compartment V; so as not to clutter the exposition). The equa-
tions corresponding to the model flow diagram (Fig 5, Table 3) are given below:

ds,
—==5,.(4+u R,
dt 1 ( 1 + Ml) + a 1
dr,
d_; =82 — (T =+ :ui)'Ili
dI,,
d_;l =04.R — (v 4 1) I
dR,
dtl =t.(L; +1,) — (6 + 04 + 1) R,
av,;
1 = —(1 . ,V.
dt ()) + M:) 1i
dav,,
IR —— . .V_
= 0T )-Vy
35
L, I,
where the force of infection, 4, = B, j).| = +n =
2 SN,
]:
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Statistical details

Pertussis case count data from NNDSS were aggregated into annual counts for each age group
so that y; (f) is the number of pertussis disease cases for age group i in year . Our mathematical
model outputs were also aggregated into annual counts for each age group i, so that x; (t) was
the model-derived case count for age group i, during year t. These model-derived case counts
are functions of the model structure and parameters, so that they might be better expressed as
x; (4|6, M), where 0 represents the parameter vector for model M.

Since the pertussis cases counted by NNDSS may be a proportion of the true number (and
the output of the natural history epidemiological model is designed to simulate the true num-
ber) we can say that the observed number of cases follows an observation model so that annual
counts of pertussis cases (obs; (t)) are governed by a binomial distribution:

obs,(t) = Binomial(x,(t|0, M), (t), p,(t))

The proportion of individuals with disease who report it (p; (t)) may vary over time in a
number of ways (e.g. linear/nonlinear increase or decrease) but here we account for this tempo-
ral uncertainty in the simplest way, by allowing the value of p; (¢) to change once during the
course of a simulation run (i.e. it has one value prior to a time T and a different value after this

time) so that:
p, t<T
p(t) = { 1
Py t>T

The binomial log-likelihood of the data given these considerations is:

Log Likelihood =

D 0! ~ Inly(0)1) ~In((x(6) — 7)) Inp, (1) + (5(6) — () In(1 ~ p, (1)
i t

This LL sum can now be used as an objective function for our Markov Chain Monte Carlo
scheme, to fit our model parameter values so that model outputs match the NNDSS data. How-
ever, we find that it can be excessively difficult to explore the parameter space productively (i.e.
moving from regions of poorer to relatively better fits to the data) since the binomial likelihood
surface can take on high (i.e. better fitting) values in very small (and therefore very hard to lo-
cate) regions of parameter space. To attempt to remedy this problem (as well as to account for
a more general degree of uncertainty in the disease reporting rate), we introduce into our ob-
servation model a further layer of uncertainty such that the proportion of individuals reporting
disease is drawn from a Beta distribution, which has two parameters,

n(pi(t)) = Beta(ox (1), f(2))

where the Beta distribution’s parameter values are time-dependent in the same way as we posit-
ed above i.e.:

x,p, t<T
<, f, t>T

o (t), p(t) :{
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Using this structure for the reporting rate component of the observation model, we can re-
calculate the likelihood of a particular dataset given the model (removing the subscripts for

simplicity of presentation):

1
likehood:/Binomial(x,p).n(p).dp
0

This integral allows us to compute an average likelihood allowing for the entire distribution
of the reporting rate p, given its Beta distribution. Because the Beta and Binomial distributions

are conjugate, the integral is straightforward.

(x )
likehood — —~2 7

B(o (1),

=7 /O P =) dp

B(ox, )

(f))/o Binomial(x, p).n(p).dp

Where B(cx, f) is the normalizing constant for the Beta probability distribution. The inte-

grand can be seen to be the probability density function of the Beta distribution Beta(o<, §')

with the adjusted (or ‘renormalized’) parameter values, so that:

< =y+o,f=x—y+p

So the integral above is the normalization constant of the Beta distribution (which is re-
ferred to as the Beta function, itself comprised of a set of gamma functions, see below) with the

adjusted parameters. The likelihood therefore becomes:

X

).B()H— <, x —y+p)

- ()’
likelihood =
B(cx, f)

( ) T+ o) T(x—y+p).I(x .p)
y

[(00).T(B).T((r+ 0).(x =y + B))

And for all of the data points, the log-likelihood becomes:

LL = ZZ [ln(

x,(t
yi(t

;) FIn(T(y,(0)+ 0 (1)) + In(T(x,(8) = 7,(8) + (1)) + In(T(

oc (£)-4(t))) = In(I'(ox () — In(T'(B(2))) — In(T((y,(£)+ o< ())-(x(8) = yi(t) + B(£))))
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Supporting Information

S1 Text. S1 Text includes a brief description of alternative model structures that have been
investigated in the recent literature; a table outlining precisely which parameters are al-
lowed to alter and which are fixed for each of the models we investigate; a series of plots
outlining the best-fitting model’s fit to the age-dependent incidence of disease cases for
each of the years between 1990 and 2009; and a model-based simulation of the case-control
study outlined in the main article, showing the gradual effect of an aging cohort of individ-
uals who have been entirely vaccinated with the DTaP rather than the DTP vaccine.
(DOCX)

Acknowledgments

The authors wish to acknowledge Lara Misegades, Amanda Faulkner, Stacey Martin and Gar-
rett Asay from CDC for invaluable and insightful discussions on the work and the manuscript.

Author Contributions

Conceived and designed the experiments: MG TAC SC NMF DLS. Performed the experiments:
MG SC NMF. Analyzed the data: MG SC NMF. Contributed reagents/materials/analysis tools:
MG SC NMF. Wrote the paper: MG TAC SC SYT DLS NMF.

References

1. Winter K, Harriman K, Schechter R, Yamada E, Talarico J, Chavez G (2010) Notes from the Field: Per-
tussis—California, January—June 2010. MMWR 59.

2. CDC (2008) http://www.cdc.gov/pertussis/surv-reporting.html.

CDPH (2011) http://www.cdph.ca.gov/healthinfo/discond/pages/pertussis.aspx (California Department
of Public Health, Pertussis reports).

4. CDC (2008) Chapter 10. Pertussis. In: Roush S, Mclintyre L, Baldy L, editors. Manual for the surveil-
lance of vaccine-preventable diseases. Atlanta, GA

5. Simpson DM, Ezzati-Rice TM, Zell ER (2001) Forty years and four surveys: how does our measuring
measure up? Am J Prev Med 20: 6—14. PMID: 11331125

6. WHO (2010) http://www.who.int/immunization_monitoring/diseases/pertussis/en/index.html.

CDC (1991) Food and Drug Administration approval of use of diphtheria and tetanus toxoids and acel-
lular pertussis vaccine. MMWR Morb Mortal Wkly Rep 40: 881-882. PMID: 1749373

8. CDC (1992) Pertussis vaccination: acellular pertussis vaccine for the fourth and fifth doses of the DTP
series update to supplementary ACIP statement. Recommendations of the Advisory Committee on Im-
munization Practices (ACIP). MMWR Recomm Rep 41: 1-5. PMID: 1480128

9. CDC (1996) Food and Drug Administration approval of an acellular pertussis vaccine for the initial four
doses of the diphtheria, tetanus, and pertussis vaccination series. MMWR Morb Mortal Wkly Rep 45:
676—677. PMID: 8778580

10. CDC (1997) Pertussis vaccination: use of acellular pertussis vaccines among infants and young chil-
dren. Recommendations of the Advisory Committee on Immunization Practices (ACIP). MMWR
Recomm Rep 46: 1-25. PMID: 9427216

11.  Cherry JD (2003) The science and fiction of the "resurgence" of pertussis. Pediatrics 112: 405—406.
PMID: 12897292

12. Cherry JD, Olin P (1999) The science and fiction of pertussis vaccines. Pediatrics 104: 1381-1383.
PMID: 10585991

13.  World Health Organisation (2012) FluNet.

14. Lavine JS, King AA, Bjornstad ON (2011) Natural immune boosting in pertussis dynamics and the po-
tential for long-term vaccine failure. Proc Natl Acad Sci U S A 108: 7259-7264. doi: 10.1073/pnas.
1014394108 PMID: 21422281

15. Rohani P, Zhong X, King AA (2010) Contact network structure explains the changing epidemiology of
pertussis. Science 330: 982—-985. doi: 10.1126/science.1194134 PMID: 21071671

PLOS Computational Biology | DOI:10.1371/journal.pcbi.1004138  April 23, 2015 14/16


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pcbi.1004138.s001
http://www.cdc.gov/pertussis/surv-reporting.html
http://www.cdph.ca.gov/healthinfo/discond/pages/pertussis.aspx
http://www.ncbi.nlm.nih.gov/pubmed/11331125
http://www.who.int/immunization_monitoring/diseases/pertussis/en/index.html
http://www.ncbi.nlm.nih.gov/pubmed/1749373
http://www.ncbi.nlm.nih.gov/pubmed/1480128
http://www.ncbi.nlm.nih.gov/pubmed/8778580
http://www.ncbi.nlm.nih.gov/pubmed/9427216
http://www.ncbi.nlm.nih.gov/pubmed/12897292
http://www.ncbi.nlm.nih.gov/pubmed/10585991
http://dx.doi.org/10.1073/pnas.1014394108
http://dx.doi.org/10.1073/pnas.1014394108
http://www.ncbi.nlm.nih.gov/pubmed/21422281
http://dx.doi.org/10.1126/science.1194134
http://www.ncbi.nlm.nih.gov/pubmed/21071671

@-PLOS |s3toar o

A Change in Efficacy and Duration of Pertussis Vaccine

16.

17.

18.

19.

20.

21.

22,

23.

24,

25.

26.

27.

28.

29.

30.

31.
32.

33.

34.

35.

36.

37.

38.

39.

Broutin H, Viboud C, Grenfell BT, Miller MA, Rohani P (2010) Impact of vaccination and birth rate on the
epidemiology of pertussis: a comparative study in 64 countries. Proc Biol Sci 277: 3239-3245. doi: 10.
1098/rspb.2010.0994 PMID: 20534609

Raguckas SE, VandenBussche HL, Jacobs C, Klepser ME (2007) Pertussis resurgence: diagnosis,
treatment, prevention, and beyond. Pharmacotherapy 27: 41-52. PMID: 17192161

Wearing HJ, Rohani P (2009) Estimating the duration of pertussis immunity using epidemiological sig-
natures. PLoS Pathog 5: €1000647. doi: 10.1371/journal.ppat.1000647 PMID: 19876392

Wood N, Mclintyre P (2008) Pertussis: review of epidemiology, diagnosis, management and prevention.
Paediatr Respir Rev 9: 201-211; quiz 211-202. doi: 10.1016/j.prrv.2008.05.010 PMID: 18694712

Trottier H, Carabin H, Philippe P (2006) [Measles, pertussis, rubella and mumps completeness of re-
porting. Literature review of estimates for industrialized countries]. Rev Epidemiol Sante Publique 54:
27-39. PMID: 16609635

Sutter RW, Cochi SL (1992) Pertussis hospitalizations and mortality in the United States, 1985—-1988.
Evaluation of the completeness of national reporting. JAMA 267: 386—-391. PMID: 1309387

Misegades LK, Winter K, Harriman K, Talarico J, Messonnier NE, Clark TA, et al. (2012) Association of
childhood pertussis with receipt of 5 doses of pertussis vaccine by time since last vaccine dose, Califor-
nia, 2010. JAMA 308: 2126—2132. doi: 10.1001/jama.2012.14939 PMID: 23188029

Witt MA, Katz PH, Witt DJ (2012) Unexpectedly limited durability of immunity following acellular pertus-
sis vaccination in preadolescents in a North American outbreak. Clin Infect Dis 54: 1730-1735. doi: 10.
1093/cid/cis287 PMID: 22423127

Tartof SY, Lewis M, Kenyon C, White K, Osborn A, Liko J, et al. (2013) Waning Immunity to Pertussis
Following 5 Doses of DTaP. Pediatrics. doi: 10.1542/peds.2012-1928 PMID: 23478868

Ward JI, Cherry JD, Chang SJ, Partridge S, Lee H, Treanor J, et al. (2005) Efficacy of an acellular per-
tussis vaccine among adolescents and adults. N Engl J Med 353: 1555—-1563. PMID: 16221778

Sheridan SL, Ware RS, Grimwood K, Lambert SB (2012) Number and order of whole cell pertussis vac-
cines in infancy and disease protection. JAMA 308: 454—456. doi: 10.1001/jama.2012.6364 PMID:
22851107

Ghanaie RM, Karimi A, Sadeghi H, Esteghamti A, Falah F, Armin S, et al. (2010) Sensitivity and speci-
ficity of the World Health Organization pertussis clinical case definition. Int J Infect Dis 14: e1072—
1075. doi: 10.1016/.ijid.2010.07.005 PMID: 20951620

Fry NK, Duncan J, Wagner K, Tzivra O, Doshi N, Litt DJ, et al. (2009) Role of PCR in the diagnosis of
pertussis infection in infants: 5 years' experience of provision of a same-day real-time PCR service in
England and Wales from 2002 to 2007. J Med Microbiol 58: 1023—1029. doi: 10.1099/jmm.0.009878-0
PMID: 19528165

Kretzschmar M, Teunis PF, Pebody RG (2010) Incidence and reproduction numbers of pertussis: esti-
mates from serological and social contact data in five European countries. PLoS Med 7: €1000291.
doi: 10.1371/journal.pmed.1000291 PMID: 20585374

Anderson R, May R (1992) Infectious diseases of humans: dynamics and control: Oxford University
Press. 768 p.

CDPH (2010) July 2010: California pertussis update.
Queenan AM, Cassiday PK, Evangelista A (2013) Pertactin-negative variants of Bordetella pertussis in
the United States. N EnglJ Med 368: 583-584. doi: 10.1056/NEJMc1209369 PMID: 23388024

Martin SW, Pawloski L, Williams M, Weening K, DeBolt C, Qin X, et al. (2015) Pertactin-Negative Bor-
detella pertussis Strains: Evidence for a Possible Selective Advantage. Clin Infect Dis 60: 223-227.
doi: 10.1093/cid/ciu788 PMID: 25301209

Riolo MA, King AA, Rohani P (2013) Can vaccine legacy explain the British pertussis resurgence? Vac-
cine 31:5903-5908. doi: 10.1016/j.vaccine.2013.09.020 PMID: 24139837

Choisy M, Rohani P (2012) Changing spatial epidemiology of pertussis in continental USA. Proc Biol
Sci 279: 4574-4581. doi: 10.1098/rspb.2012.1761 PMID: 23015623

Rohani P, Drake JM (2011) The decline and resurgence of pertussis in the US. Epidemics 3: 183—-188.
doi: 10.1016/j.epidem.2011.10.001 PMID: 22094341

Bauch CT (2005) Imitation dynamics predict vaccinating behaviour. Proc Biol Sci 272: 1669-1675.
PMID: 16087421

Jackson DW, Rohani P (2014) Perplexities of pertussis: recent global epidemiological trends and their
potential causes. Epidemiol Infect 142: 672-684. doi: 10.1017/S0950268812003093 PMID: 23324361

Quinn HE, Mahajan D, Hueston L, Campbell P, Menzies R, Gilbert GL, et al. (2011) The seroepidemiol-
ogy of pertussis in NSW: fluctuating immunity profiles related to changes in vaccination schedules. N S
W Public Health Bull 22: 224-229. doi: 10.1071/NB11023 PMID: 22243639

PLOS Computational Biology | DOI:10.1371/journal.pcbi.1004138  April 23, 2015 15/16


http://dx.doi.org/10.1098/rspb.2010.0994
http://dx.doi.org/10.1098/rspb.2010.0994
http://www.ncbi.nlm.nih.gov/pubmed/20534609
http://www.ncbi.nlm.nih.gov/pubmed/17192161
http://dx.doi.org/10.1371/journal.ppat.1000647
http://www.ncbi.nlm.nih.gov/pubmed/19876392
http://dx.doi.org/10.1016/j.prrv.2008.05.010
http://www.ncbi.nlm.nih.gov/pubmed/18694712
http://www.ncbi.nlm.nih.gov/pubmed/16609635
http://www.ncbi.nlm.nih.gov/pubmed/1309387
http://dx.doi.org/10.1001/jama.2012.14939
http://www.ncbi.nlm.nih.gov/pubmed/23188029
http://dx.doi.org/10.1093/cid/cis287
http://dx.doi.org/10.1093/cid/cis287
http://www.ncbi.nlm.nih.gov/pubmed/22423127
http://dx.doi.org/10.1542/peds.2012-1928
http://www.ncbi.nlm.nih.gov/pubmed/23478868
http://www.ncbi.nlm.nih.gov/pubmed/16221778
http://dx.doi.org/10.1001/jama.2012.6364
http://www.ncbi.nlm.nih.gov/pubmed/22851107
http://dx.doi.org/10.1016/j.ijid.2010.07.005
http://www.ncbi.nlm.nih.gov/pubmed/20951620
http://dx.doi.org/10.1099/jmm.0.009878-0
http://www.ncbi.nlm.nih.gov/pubmed/19528165
http://dx.doi.org/10.1371/journal.pmed.1000291
http://www.ncbi.nlm.nih.gov/pubmed/20585374
http://dx.doi.org/10.1056/NEJMc1209369
http://www.ncbi.nlm.nih.gov/pubmed/23388024
http://dx.doi.org/10.1093/cid/ciu788
http://www.ncbi.nlm.nih.gov/pubmed/25301209
http://dx.doi.org/10.1016/j.vaccine.2013.09.020
http://www.ncbi.nlm.nih.gov/pubmed/24139837
http://dx.doi.org/10.1098/rspb.2012.1761
http://www.ncbi.nlm.nih.gov/pubmed/23015623
http://dx.doi.org/10.1016/j.epidem.2011.10.001
http://www.ncbi.nlm.nih.gov/pubmed/22094341
http://www.ncbi.nlm.nih.gov/pubmed/16087421
http://dx.doi.org/10.1017/S0950268812003093
http://www.ncbi.nlm.nih.gov/pubmed/23324361
http://dx.doi.org/10.1071/NB11023
http://www.ncbi.nlm.nih.gov/pubmed/22243639

@-PLOS |s3toar o

A Change in Efficacy and Duration of Pertussis Vaccine

40.

41.

42,

43.

44.

45.
46.

47.

48.

49.

50.

51.

52.

53.

Spokes PJ, Quinn HE, McAnulty JM (2010) Review of the 2008—2009 pertussis epidemic in NSW: notifica-
tions and hospitalisations. N S W Public Health Bull 21: 167-173. doi: 10.1071/NB10031 PMID: 20883655

Menzies R, Wang H, Mcintyre P (2003) Has pertussis increased in NSW over the past decade? An
evaluation using hospitalisation and mortality data versus notifications 1988—-2002. N S W Public
Health Bull 14: 71-76. PMID: 12806404

United Nations (2012) UN Data.

Mossong J, Hens N, Jit M, Beutels P, Auranen K, Mikolajczyk R, et al. (2008) Social contacts and mix-
ing patterns relevant to the spread of infectious diseases. PLoS Med 5: e74. doi: 10.1371/journal.
pmed.0050074 PMID: 18366252

Aguas R, Goncalves G, Gomes MG (2006) Pertussis: increasing disease as a consequence of reduc-
ing transmission. Lancet Infect Dis 6: 112—117. PMID: 16439331

CDC (2012) National Immunization Survey.

(2006) National, state, and urban area vaccination coverage among children aged 19-35 months—
United States, 2005. MMWR Morb Mortal Wkly Rep 55: 988-993. PMID: 16971887

Vazquez-Fernandez del Pozo S, Hernandez-Barrera V, Carrasco-Garrido P, Alvarez-Martin E, Lopez-
de Andres A, Gil de Miguel A, et al. (2007) Influenza vaccination coverage and related factors among
Spanish children. J Infect 54: 483—-489. PMID: 17046065

(2007) National, state, and local area vaccination coverage among children aged 19-35 months—Unit-
ed States, 2006. MMWR Morb Mortal Wkly Rep 56: 880—-885. PMID: 17728693

(2008) National, state, and local area vaccination coverage among children aged 19-35 months—Unit-
ed States, 2007. MMWR Morb Mortal Wkly Rep 57: 961-966. PMID: 18772851

(2009) National, state, and local area vaccination coverage among adolescents aged 13-17 years—
United States, 2008. MMWR Morb Mortal Wkly Rep 58: 997-1001. PMID: 19763075

(2010) National, state, and local area vaccination coverage among adolescents aged 13-17 years—
United States, 2009. MMWR Morb Mortal Wkly Rep 59: 1018-1023. PMID: 20724968

Warfel JM, Zimmerman LI, Merkel TJ (2013) Acellular pertussis vaccines protect against disease but
fail to prevent infection and transmission in a nonhuman primate model. Proc Natl Acad Sci U S A.

Spiegelhalter DJ, Best NG, Carlin BP, Van Der Linde A (2002) Bayesian measures of model complexity
and fit. Journal of the Royal Statistical Society: Series B (Statistical Methodology) 64: 583—639.

PLOS Computational Biology | DOI:10.1371/journal.pcbi.1004138  April 23, 2015 16/16


http://dx.doi.org/10.1071/NB10031
http://www.ncbi.nlm.nih.gov/pubmed/20883655
http://www.ncbi.nlm.nih.gov/pubmed/12806404
http://dx.doi.org/10.1371/journal.pmed.0050074
http://dx.doi.org/10.1371/journal.pmed.0050074
http://www.ncbi.nlm.nih.gov/pubmed/18366252
http://www.ncbi.nlm.nih.gov/pubmed/16439331
http://www.ncbi.nlm.nih.gov/pubmed/16971887
http://www.ncbi.nlm.nih.gov/pubmed/17046065
http://www.ncbi.nlm.nih.gov/pubmed/17728693
http://www.ncbi.nlm.nih.gov/pubmed/18772851
http://www.ncbi.nlm.nih.gov/pubmed/19763075
http://www.ncbi.nlm.nih.gov/pubmed/20724968


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


