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Abstract

To evaluate the impact of mass vaccination with adjuvanted vaccines (eventually 40% population coverage) and antivirals
during the 2009 influenza pandemic in Norway, we fitted an age-structured SEIR model using data on vaccinations and sales
of antivirals in 2009/10 in Norway to Norwegian ILI surveillance data from 5 October 2009 to 4 January 2010. We estimate a
clinical attack rate of approximately 30% (28.7-29.8%), with highest disease rates among children 0-14 years (43-44%).
Vaccination started in week 43 and came too late to have a strong influence on the pandemic in Norway. Our results
indicate that the countermeasures prevented approximately 11-12% of potential cases relative to an unmitigated
pandemic. Vaccination was found responsible for roughly 3 in 4 of the avoided infections. An estimated 50% reduction in
the clinical attack rate would have resulted from vaccination alone, had the campaign started 6 weeks earlier. Had
vaccination been prioritized for children first, the intervention should have commenced approximately 5 weeks earlier in
order to achieve the same 50% reduction. In comparison, we estimate that a non-adjuvanted vaccination program should
have started 8 weeks earlier to lower the clinical attack rate by 50%. In conclusion, vaccination timing was a critical factor in
relation to the spread of the 2009 A(H1N1) influenza. Our results also corroborate the central role of children for the

transmission of A(H1N1) pandemic influenza.
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Introduction

The novel AHINI) influenza virus, that was identified from an
epidemic in Mexico in March 2009, rapidly spread throughout the
world and was declared a pandemic (Phase 6) by the WHO on
June 11 2009. It became clear at an early stage that the pandemic
was relatively mild with considerable immunity against the virus in
older people [1]. However, the pandemic was distinct from
seasonal influenza as young people and people without any
predisposing underlying disease were disproportionately affected
in terms of hospitalizations and deaths, and intensive care units
were pressured by cases of acute respiratory distress syndrome
(ARDS) [2]. Serological and clinical studies indicate that a larger
proportion of infections were asymptomatic or mild compared to
interpandemic influenza [3,4].

In Europe, the major pandemic wave hit in October to
December, in some countries it arrived following a minor summer
wave. The 2009 A (HIN1) pandemic was the first pandemic where
antivirals and vaccines were available and it is therefore of great
interest to evaluate the effectiveness of these intervention
measures. The intervention strategies and national plans for
pandemic influenza differed among countries and there was
heterogeneity in the severity and timing of the pandemic across the
region. Norway holds an extensive list of population based
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registries including a vaccine registry and a prescription registry
based on person numbers (unique person identifiers). Norwegian
public health authorities had made an agreement of advance
purchase of 9.4 million doses of the adjuvanted vaccine
Pandemrix® (Glaxo Smith Kline Biologicals s.a.) in the event of
a pandemic. The purchase was later downsized to 6.4 million
doses and amounted to 112 million USD (January 2010). The
contract secured that Norway would receive the first vaccine
produced, and delivery of Pandemrix commenced in October in
the midst of the influenza pandemic. The vast majority of
vaccinations were carried out between October and December,
and data from the vaccine registry show that 1.95 million persons
were vaccinated, corresponding to 40% of the population. In
addition, some 0.2-0.3 million persons were vaccinated without
being registered [5].

Since 2005 , Norway had stockpiled 1.4 million treatment
courses of the antiviral Tamiflu® (Roche) and 0.2 million
treatment courses of Relenza®GlaxoSmithKline Biologicals s.a.)
due to fear of a bird flu pandemic, in accordance with WHO
recommendations. Norway, together with UK, had a liberal policy
regarding the use of antivirals, while most countries restricted the
prescription of antivirals to doctors only. During the pandemic,
Norwegian pharmacists were allowed the temporary right to issue
prescriptions of antivirals to ease pressure on health care services.
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We estimate the effectiveness of vaccination and antivirals in
mitigating the 2009 A(HINI) influenza in Norway. To this
purpose, we developed an age-structured dynamic model that was
fitted to surveillance data. The model was used to perform
contrafactual simulations to estimate the disease burden of an
unmitigated pandemic and also to study the influence of
vaccination timing and strategy on the disease burden.

Methods
1. Data

Data from the Norwegian general practitioner (GP) sentinel
network was obtained from the Norwegian Institute of Public
Health (NIPH). The sentinel network consists of about 200 GPs
throughout the country, covering around 15% of the population.
During the winter season, from week 40 to week 20, the sentinel
GPs report weekly on the proportion of their patient contacts that
are given the diagnosis of influenza-like illness (ILI) based on
symptoms such as abrupt onset of fever accompanied by
respiratory signs and muscle pain. Since 1999 the ILI surveillance
is stratified in four age groups: 0—4 years, 5—14 years, 15-64 years
and 65+years. In 2009 the surveillance was extended to cover the
summer period due to the emerging pandemic.

We obtained age-specific data on the pandemic vaccine
coverage from week 43/2009 through week 9/2010 from the
Norwegian National Vaccine Registry (SYSVAK). Doctors and
nurses were required to register pandemic vaccination by person
number and date of vaccination. We used data on purchased
antivirals, Tamiflu® and Relenza® from 1 January to 31
December 2009 from the Norwegian Prescription Database
(NorPD) containing information on all delivery of medicine in
Norway from pharmacies with person identification number and
date. Both Tamiflu® and Relenza® are prescription-only prepa-
rations in Norway. We stratified data on use of vaccine and
antivirals into 3 age groups: 0—14 years, 1564 years and 65+ years
in accordance with the ILI surveillance data.

2. Influenza Model

We used an SEIR (Susceptible - Exposed (latent) - Infective - Removed)
transmission model with age groups, staged latent and infective
periods and additional states for symptoms , vaccination and
antiviral treatment status to simulate the dynamics of the 2009 A
(HIN1) influenza pandemic (see Figure 1) . In this section we
describe the basic structure and parameterization of the model.
Details of the model structure and parameterization related to
antivirals and vaccination are described in the corresponding
sections below. We considered a closed population of size
N =4.868 million, consistent with the Norwegian population in
January 2010, divided into sub-populations of children 0-14 years
(18,9%), adults 15-64 years (66,4%) and elderly 65+years (14,7%).
For the age groups a=1, 2, 3, the Infective class was subdivided
into symptomatic infected (Zg(a)) and asymptomatic infected (Z;(a)).

We employed a WAIFW matrix (“Who-acquires-infection-
from-whom” matrix) based on the relative contact rates between
age groups using empirical contact data from a European study
[6]. School-children were considered to have distinct susceptibility
(sus) and infectivity (inf) to influenza to account for potential
higher transmissibility in this age group compared to the general
population. These parameters, as well as the effective reproductive
number R, were estimated during the model fitting procedure.
The effective reproductive number of the disease was calculated as
the largest eigenvalue of the next generation matrix incorporating
all assumptions about exposed and infectious stages in the model

[7].
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To obtain realistic representations of the exposed and infectious
periods, we divided these periods into n; stages (i= E or I), where
the progression from each stage occurs at rate r; =n;/D;, where D;
is the average duration of period i. This results in gamma
distributed sojourn times with shape parameters k=n; and scale
parameters 0=D;/n;. The mean duration of the exposed
(incubation) period was set to 1.9 days [8,9], and modeled in
ng =3 stages. Individuals in the last exposed stage were assumed to
be infectious with infectivity 25% compared to full infectivity of
symptomatic infections, as viral shedding of influenza increases
during the first day following transmission [10]. We further
assumed that the proportions pg(1)=0.65 of children and
p(i)=0.55, i=2, 3 of adults and elderly would develop symptom-
atic infection [11]. Symptomatic infection was modeled with a
mean duration of 5 days with n;; =5 stages. The infectivity in the
stages was assumed to be 100%, 100%, 50%, 50% and 25% to
give a reasonable infectivity profile in agreement with empirical
data showing that viral influenza shedding peaks during the early
period after symptoms develop [10]. We set the average duration
of the remaining (1 —pg(i)) asymptomatic infections to 5 days
modeled in n;, =4 stages. The peak infectivity of asymptomatic
infections was assumed to be 50% of the peak level of a
symptomatic infection [12], and with 100%, 100%, 50% and
25%, infectivity in the stages, respectively. All infected individuals
were assumed to be protected against re-infection during the
course of the simulation.

Norwegian sera collected in August 2009 showed low
prevalence (3.2%; HI>40) of protective antibodies reactive to
the 2009 A (HINI) influenza, which was similar to the pre-
pandemic August 2008 levels [13], and we assumed that all
children and adults were susceptible to A(HINI) pandemic
influenza at the start of the simulation. Guided by preliminary
simulations, we assumed that 60% of the elderly population had
pre-existing humoral immunity against the 2009 pandemic
influenza. This estimate is somewhat high compared to Norwegian
seroprevalence data, but in line with data from Finland showing
that 96% of people born between 1909 and 1919, and 77% to
14% of people born between 1920 and 1944 had pre-existing
antibodies against the 2009 A (HIN1) influenza [14].

The simulations were performed in Matlab R2010 using the
ode4) solver with daily output. On the first day of the simulation a
single infected individual in each age group was introduced into all
three age groups. The final epidemic size was evaluated by the end
of week 3 in 2010 for the fitted models, and by the end of week 12
in scenarios addressing vaccination timing.

3. Antivirals

To model the effect of antivirals, we assumed that an overall
proportion pye of purchased antivirals were used by people for
whom antiviral treatment was intended, and that all individuals in
this group followed the recommended treatment schedules. We
assumed that a proportion p, of the antivirals were used for
prophylaxis, while the remaining proportion p, = (1 —p,) was used
for treatment by symptomatic infected individuals. The parame-
ters pue and p, were considered to be constant and age-
independent during the course of the pandemic.

A Norweglan population-based internet study among people
aged 18-67 years found that 37% (46/123) of people who bought
antivirals in the period November 2009 to June 2010 did this with
the purpose of private stockpiling [15]. During the major wave,
50-70% of the laboratory tests were positive for influenza [16],
and we used this number as a proxy for the proportion of people
using antiviral drugs for treatment, who actually experienced an
influenza infection. Based on these figures, we made a rough
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Figure 1. Schematics of the dynamic transmission model for influenza (shaded compartments), with vaccine and antiviral

intervention (unshaded).
doi:10.1371/journal.pone.0030018.g001

estimate of the proportion of antivirals used effectively p,, =0.375
(being approximately equal to (1—0.37)x0.6). The use of
antivirals for prophylaxis was limited and mainly allocated to
high-risk healthcare workers and emergency services personnel at
hospitals who had failed to use recommended personal protective
equipment [17], and we thus assumed that p, varied between
0.025 and 0.055.

Susceptible individuals S(@) initiating antiviral treatment were
moved to states of temporary antiviral protection A(a); the mean
duration of protection was set to 10 days in accordance with
prophylaxis treatment guidelines [18]. The antiviral efficacy for
susceptibility (ability to prevent infection) was assumed to be
AFE;,s=0.70, for infectiousness (ability to reduce transmission)
AE;=0.15, and for pathogenicity (ability to reduce symptoms
conditional on infection) AE,=0.60, based on data from
household studies [19,20]. The exposed and infective compart-
ments E*(a),I5(a),l(a) for people undergoing chemoprophylaxis
were modeled with similar infectivity profile and number of stages
as those used for untreated groups (Table 1), except that the
mean duration of the infectious period for people undergoing
treatment was reduced by 1 day, following suggestions by Longini
et al. [12].

According to national guidelines, use of antivirals for treatment
of clinical influenza should be initiated within 48 hours after
symptoms emerge [18]. We modeled this effect by moving
symptomatic infected people starting antiviral treatment Ig(a) to
the less infectious Ij(a) compartments after a mean duration of
24 hours from symptoms emerged (i.e. following the first stage of
infection, see Figure 1). The mean duration of the infectious period
for this group was assumed to be reduced by 1 day.

4. Vaccination

We assumed vaccines to be randomly distributed within each
age group. A study among Norwegian health care workers shows
that vaccination with adjuvanted A(HIN1) pandemic vaccine
elicited a rapid and strong response with 78% and 98% of the
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vaccinees being protected (HI titres >40) after 7 and 14 days,
respectively [21]. In the model, vaccinated susceptible individuals
were moved to states of vaccine protection V(a) following a time
delay of 7,=7 days. Specifically, at time 747, we moved
p(a,t)N,(a,t) individuals to the vaccinated states, where p(a,f) is
the density of susceptible individuals in age group a and N,(a,f) is
the number of registered vaccinated individuals at time z. Due to
the delay of vaccine effect, we did not consider effects of
vaccination among exposed or infected individuals. Results from
clinical trials assessing the Pandemrix® vaccine have shown
immune response rates close to 100% among adults and children
[22], in line with the 98% response rate in the Norwegian study
[21]. However, other published studies report a lower vaccine
efficacy, and the vaccine efficacy against infection was therefore set
to VEg;=0.80 for individuals <65 years, and VEg;=0.55 for
people 65+ years. The vaccine efficacy for pathogenicity and
infectiousness was assumed to be VE, =0.60 and VE;=0.15. This
gives an overall efficacy against symptomatic disease of 0.92 for
people <65 years, and 0.8 for people aged 65+ years, which is in
line with results from a German study showing a VE of 0.97 and
0.83 in these age groups against laboratory confirmed pandemic
infection [22], but higher than results of 0.78 in people <65 years
obtained in a pan-European study [23].

We also tested the model with parameters representing a non-
adjuvanted influenza vaccine. In these simulations, we assumed
vaccine efficacy against infection to be VE;=0.70 for people
<65 years and VEg,;=0.55 for people 65+ years, and the time
delay 7, was extended by one week to 14 days [24].

5. Estimation of Reproductive Number from Initial
Growth Phase Data

The initial growth rate r of the weekly ILI data was estimated
assuming an exponentially growing epidemic in the weeks 41-44/
45. We performed a linear regression of the log-transformed ILI
rates and the model fit was evaluated in terms of coefficient of
determination. At least 3 weeks of ILI data were used in the
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Table 1. Model parameters with baseline values, range and
distributional assumptions for varied parameterst, and
estimated model parametersi in the fitting procedure.

Fixed parameters Baseline value Range
Average duration of 1.9 days (3 stages)
exposed period 1/a
Average duration of
infectious period 1/y
Sympt. infected 5 days (5 stages)
Asympt. infected 4 days (4 stages)
Sympt.* infected 4 days (5 stages)
Asympt. infected 3 days (4 stages)
Relative infectiousness
Sympt. infected (inf_s) 1.0
Asympt. infected (inf_a) 0.5
Infectivity profile
Exposed 0,0,0.25
Sympt. infected 1.0,1.0,0.5,0.5,0.25
Asympt. infected 1.0,1.0.0.5,0.5
Sympt.* infected 1.0,1.0,0.5,0.5,0.25
Asympt.* infected 1.0,1.0,0.5,0.5
Antiviral/vaccine efficacy
infection AE_sus 0.65
sympt. infection VE_p, AE_p 0.60
infectiouness  VE_i, AE_i 0.15
Varied parameterst
Proportion sympt. Beta distr.
infected, p_s (a=3b=3)"
children 0.65 [0.60;0.80]”
adults,elderly 0.55 [0.5;0.7]%
Proportion of antivirals used p_use  0.375 0.25;0,0.5

Time delay vaccine effect T_v 7 days Gamma distr. (b=1.5;
a=1m=6 d)®
Vaccine efficacy susceptibility, Beta distr.
VE_sus (a=3;b=3)"
<65y 0.80 (m=0.7,n=0.9)
65+y 0.55 (m=0.45;b =65)

Prop. of antivirals prophylaxis p_p  0.04 Uniform; (0.025;0.055)

Estimated parameters]

Reproductive number fitted
(effective) R
Relative infectivity of fitted

children inf_c

Relative susceptibility of fitted
children sus_c

Vpdf (n)=(—m)* ' (n—y)'~" /Bla.b)n—m)"*" "

2 single beta distribution was used to generate random variates from baseline
values.

2pdf (»)=(y—m)/b)*~" exp(—(y—m)/b) /(BT (@)).

doi:10.1371/journal.pone.0030018.t001

estimation procedure, and the choice of numbers of weeks to
include was selected based on the goodness of fit.

The data-based reproductive number R was estimated within a
simple SEIR framework assuming a latency period of 1.9 days and
a mean duration of infectivity of 4.3 days. The reproductive
number was calculated from [25]:

@ PLoS ONE | www.plosone.org
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D m
VD] (V_E + 1)
R— m

_W (1.1)

where Dg, D; are the mean durations and m, n the numbers of
stages of the exposed and infectious periods, respectively.

6. Model Fitting

We fitted the model by comparing the epidemic curve of the
model, ie. the prevalence of clinical infections, I¥(a,t)=
Is(a,t)+I(a,t), with data of the age-specific numbers of ILI
consultations. The model fitting was conducted on daily data from
the trough before the major wave (week 41) and the following 13
weeks until the beginning of 2011 (week 53). The comparison was
focused on the shape of the epidemic curve or, equivalently,
allowing for an undetermined constant of proportionality be-
tween number of ILI notifications and cases of influenza. The
proportionality was implemented by comparing the trans-
formed quantities ILI'(a,t)=ILI(a,t)/max(ILI) and I§(a,t)=
Ig"’(a,t)/max([g”). The maxima refer to the overall maximum of
symptomatic infected and ILI consultations, respectively, over
age groups and time (in practice corresponding to the maximum
in the adult population). The model fitting procedure included
the following steps:

a) A first guess at the real time correspondence of time in the
modeled epidemic was made by fixing the time t=T" when
the density of clinical infections reached 3.5/1000 in the
model population as the first day in week 41. This level was
chosen based on preliminary simulations.

b)  Nonlinear least squares was used to obtain estimates for the
parameters = (sus.,inf.,R) that minimize:

3 T*+491

RSSO)=>" Y (ILI'an—Iiar0)°  (1.2)

a=1 t=T*

c) Step b) was repeated for different choices of the real time
anchor within the interval t=T7T*—7,...,T*+7. The final
model estimate was found by selecting the model in this set
with the minimum residual sum of squares.

The optimization was conducted using the Isgnonlin function in
the Optimization Toolbox in Matlab R2010.

7. Scenarios and Sensitivity Analyses

The data on purchased antivirals only provide indirect
information on the use of antivirals. In addition, immune
individuals may have taken the drugs for prophylaxis, and some
people under treatment may have stopped taking the drugs before
finishing the recommended treatment period. The parameter pj
is therefore a composite parameter, incorporating all effects acting
to reduce the overall effect of antivirals. Due to uncertainty on the
use of antivirals, we considered 3 different scenarios varying pyse
between 25%, 37.5% and 50%.

We performed a probabilistic sensitivity analysis by drawing 500
random sets of parameters representing the time delay for vaccine
effect (7,), the vaccine efficacy on susceptibility (VE,) and the
proportion of antivirals used for prophylaxis (4,) from the prior
distributions described in Table 1. The time delay for vaccine
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Figure 2. Influenza-like illness (ILI) rates in Norway between May 2009 and February 2010.

doi:10.1371/journal.pone.0030018.g002

effect was allowed to vary between 6 and 14 days, and the resulting
vaccine efficacy against laboratory confirmed infection varied
between 0.78-0.96. The model estimation procedurewas conduct-
ed for each set of parameters, and for each of the three scenarios
Duse =25%, 37.5% and 50%.

Results

1. Epidemiology

Figure 2 shows the weekly reported ILI rates between April
2009 and March 2010. The first cases of laboratory confirmed
A(HINT) infection were reported in early May, and continued
sporadic spread was observed in the early summer months with
few cases in children [13], possibly due to the summer school
vacation. In mid-July and August, the ILI activity increased in
Norway creating an early summer wave. It is believed that the
summer wave was mainly associated with an outbreak of human
rhinovirus (HRV), as has also been reported in Sweden and
France [26,27]. A sharp influenza epidemic occurred in October
and November with peak in week 45, following shortly after the
mid-autumn school vacation (week 40, or week 41). The ILI data
suggests high incidence of infection among children and young
adults, while elderly seemed to be spared in the pandemic
(Figure 3A).

The purchases of antivirals in 2009 amounted to 347,900
packages, of which 39,900 packages were bought for children,
231,280 for adults and 76,720 for elderly people. The vast
majority of packages (90% = 311,515/347,900) were sold between
week 41 and week 53. On the 5™ of November in the midst of the
epidemic, Tamiflu® and Relenza® were made available in
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pharmacies without prescription to ensure easy access and to ease
pressure on council health services. This decision led to an
immediate increase in the purchase of antivirals, and on that day
alone 14.9% (51,883/347,900) of the total 2009 sale of antivirals
occurred. While the overall purchase of antivirals seems to follow
the epidemic curve (Figure 3B), more antivirals were used in the
wake of the epidemic compared to the early phase due to the
liberation of prescription policy. No resistance against Oseltamivir
and Zanamir was observed by January 2010 [16].

A nationwide vaccination campaign started in week 43 and
essentially ended in week 51 of 2009 (Figure 3C), although
vaccination continued throughout February 2010. Vaccines were
prioritized to health care workers and defined risk groups, followed
by a general population-wide vaccination campaign starting with
the youngest age groups. The vaccine coverage reached 40% in
the population (1.95 million), with 54% coverage in children (0.50
million), and 35% (1.13 million), and 44% (0.31 million) coverage
in adults and elderly, respectively.

2. Estimation of the Reproductive Number from Data
The fitted growth rates of the ILI curve during the early
epidemic with 95% CI were r=0.069%0.055 per day for the
general population, 0.092%=0.072 per day for children and
0.059£0.046 per day for adults and elderly, respectively. Based
on these numbers, we made a rough estimation of the growth-
based reproductive number of the 2009 A(HIN1) epidemic (using
Eq. 1), assuming that chemo-pharmaceutical intervention did not
interfere with the initial general transmission in the population and
that the infectiousness would not vary during the entire infectious
period. The calculation gave an estimated reproductive number of
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R=1.35 (1.06-1.69) for the general population with a tendency
for higher transmission among children R.=1.48 (1.09-1.97)
compared to adults R,=1.29 (1.06-1.57) and elderly R,=1.29
(1.05-1.56). These numbers should be interpreted with care,
however, since the initial spreads in each age group were probably
not auto-nomous.

3. Model Fitting

The age-specific fit of symptomatic infections (Figure 4) showed
good correspondence with the ILI consultations during the major
wave of the pandemic. High transmission levels are seen in
children where the ILI consultations reach half the level of adults,
which is significantly higher than the population ratio between the
two population groups (0.285, based on Norwegian 2010
population data). The fitted relative peak value in children is
slightly lower than suggested by data, and the modeled epidemic in
the adult population tends to decline faster than the observed ILI
curve. This latter finding is not surprising as the model ignores
spatial spread and a longer tail would be expected in practice
compared to a homogeneous model. Table 2 shows the estimated
model parameters (Eq. 2) with residual sum of squares (RSS) for
the three baseline scenarios, where the relative use of antivirals
compared to the number of purchased packages pys 1s assumed to
be 25%, 37.5% and 50%. The fitted model suggests higher
susceptibility and infectiousness in children with sus. around 1.05—
1.06 and infectivity inf. around 1.17-1.20 compared to the

Countermeasures against A(H1N1) in Norway

remaining population. The reproductive number of the fitted
models was estimated at R=1.37-1.39 in the major pandemic
wave. Parameter estimates for models assuming either py5 =25%
or 50% use of purchased antivirals were rather similar, but the best
model fit was obtained assuming p =50%.

The estimated time from the initial seed of a single infected
individual and until the beginning of week 41 varied from 68-71
days, corresponding to transmission starting in late July.

4, Impact of Vaccine and Antiviral Based Interventions

Tables 3, 4 and Figure 5 show the results from the contrafactual
simulations of the model using the fitted parameter values in
alternative scenarios: 1) with vaccination but without antivirals and
2) assuming an unmitigated pandemic. The model estimates
suggest that vaccination and antiviral intervention reduced the
overall clinical attack rate in the population from 32-33% to 29—
30% (corresponding to an 11-12% reduction of clinical infections).
About 75% of the reduction would have been achieved with
vaccination alone, thereby accounting for the majority of
mtervention effects. For the Norwegian population this amounts
to 147 000 prevented clinical infections, 110 000 from vaccination
alone and 37 000 from antiviral use.

The estimated numbers of subclinical infections are in the range
1.05-1.09 million cases, and the number of people who had
experienced infection (whether symptomatic or asymptomatic), or
who had been vaccinated amount to 64-65% of the entire
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Figure 4. Daily age-specific model fit of symptomatic infections to ILI consultations; right panel: children <15 years, middle panel:

adults and left panel: elderly 65+ years, (p_use=37.5%).
doi:10.1371/journal.pone.0030018.g004

population by the end January 2010 (Table 4). In this calculation,
elderly people with assumed prior immunity, which comprise
approximately 8% of the total population, are not included. The
simulations suggest that the natural peak of the pandemic would
have been close to the observed peak, as the peak occurred
approximately 3 days earlier due to pharmaceutical interventions.
However, the combined effect of vaccines and antivirals lowered
the estimated peak prevalence of symptomatic infections by 9—
10% compared to the unmitigated pandemic. Vaccination alone
would have reduced the peak by 3-4%, only, suggesting that the
release of antivirals in week 45 may have had a significant impact
on the epidemic peak.

Table 2. Estimated model parameters (relative susceptibility
and infectivity in children, and reproductive number), and
residual sum of squares (RSS) obtained using nonlinear least
squares fitting.

Antiviral use

p_use sus. inf, R RSS(0)
50.0% 1.051 1.207 1.371 1.1721
37.5% 1.058 1.175 1.388 1.1915
25.0% 1.059 1.178 1.392 1.2319

doi:10.1371/journal.pone.0030018.t002
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5. Sensitivity Analyses

The general impression from the sensitivity analysis is that the
conclusions from the main scenario are quite stable. For simplicity,
all intervals reported below refer to the central 95% of the
distributions of values that were generated using the 500 random
parameter sets as described in Methods, section 6.

The model reproductive number varied within the range of
[1.32, 1.39] assuming 50% effective AV use, within [1.36, 1.40]
for 37.5% AV use and within [1.37, 1.42] for 25% AV use. The
respective means were 1.38, 1.39 and 1.39. The two other fitted
parameters; relative susceptibility and infectivity in children,
varied even less.

For the relative susceptibility, the three means were 1.05, 1.06
and 1.06, respectively, with 95% intervals covering less than
*0.03 around the means. For the relative infectivity, the three
means were 1.19, 1.18 and 1.18, respectively, with slightly larger
95% intervals, all less than =0.06 around the mean.

In all 500 parameter sets, the pys =50% assumption lead to a
better fit than the 37.5% and 25% alternatives. The effects on the
simulated scenarios (no intervention, only vaccination, vaccination
and antivirals) and on the related measures of efficacy are also
relatively stable. As an example in the p,e=950% scenario, the
clinical attack rate varied within the range of [0.28, 0.33] and the
reduction achieved by vaccination+antivirals within [0.03, 0.05], with
means 0.31 and 0.04, respectively. The total attack rate (including
asymptomatic infections) varied within [0.55, 0.58] and the reduction
m [0.03, 0.07], with means 0.57 and 0.06, respectively. Thus, within
the limits of the performed parameter variations, our main scenario
appears to be rather central, with moderate possible deviations.
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6. Timing of Vaccination Start

To study the effect of vaccination timing on influenza
transmission, we performed simulations where the vaccination
campaign (that started in week 43) was assumed to commence at
various times between week 27 and week 45. In these simulations
no use of antivirals was incorporated, and the vaccination schedule
was assumed to match the Norwegian data except for the shift in
time. Figure 6 shows the estimated prevalence of symptomatic
influenza cases during the course of pandemic that would have
been observed had vaccination been initiated at different points in
time. Figure 7A shows the relative clinical attack rate compared to
that of an unmitigated pandemic as function of the vaccine start. It
1s seen that the additional preventive effect of antivirals could have
been accomplished by adjuvanted vaccines alone, had the
campaign started half a week earlier (black line). Vaccination
should have commenced approximately 6 weeks earlier to achieve
a 50% reduction in the clinical attack rate, and 12.5 weeks earlier
to reduce the attack rate by 75%. Figure 7B depicts the relative
peak prevalence of symptomatic infections compared to the

Table 3. Estimated age-specific attack rates (symptomatic infections/all infections) during the A(H1N1) pandemic in Norway;
antiviral uptake of 25-50% relative to purchased numbers.
SYMPTOMATIC INFECTIONS ALL INFECTIONS
<15y 15-64 y 65+y all all <15y 15-64 y 65+y all all
p_use intervention % % % % *1e5 % % % % *1e5
50.0% no intervention 47,9 34,1 7,7 32,8 16,0 73,7 62,0 14,1 57,2 27,8
vaccination 45,1 30,8 6,7 30,0 14,6 711 56,4 12,3 52,7 25,6
vaccination+antiv. 43,7 29,5 59 28,7 14,0 68,8 53,9 11,2 50,5 24,5
37.5% no intervention 47,9 34,5 7,9 332 16,1 73,8 62,8 14,3 57,8 28,1
vaccination 45,0 31,2 68 30,3 14,7 71,1 57,2 12,5 53,3 25,9
vaccination+antiv. 44,1 30,3 63 29,4 143 69,6 55,5 1,7 51,8 25,2
25.0% no intervention 48,2 34,7 7.9 333 16,2 74,1 63,1 14,4 58,0 28,2
vaccination 45,2 31,3 68 30,4 14,8 71,5 57,4 12,6 53,5 26,0
vaccination+antiv. 44,6 30,7 6,4 29,8 14,5 70,4 56,2 12,0 52,4 25,5
doi:10.1371/journal.pone.0030018.t003

maximum level of an unmitigated pandemic as function of the
timing of the vaccine start. Vaccination came too late to have any
significant impact on the peak number of infections. If vaccination
had begun one week later, the pandemic would have passed its
natural peak before the vaccines would have started to show effect.
It is seen that a 50% reduction in the peak level would have been
achieved, had vaccination commenced 4.5 weeks earlier than the
actual start. Figure 7C shows the estimated time delay of the
pandemic peak relative to the peak of the unmitigated pandemic
as function of the timing of the vaccine start. It is seen that
vaccination should have commenced at least 8 weeks earlier in
order to delay the peak of the pandemic by half a week, and 10.5
weeks earlier to achieve a peak delay of 8 weeks.

7. Adjuvanted Vaccines Prioritized for Children

We simulated a vaccination campaign using adjuvanted
pandemic vaccines prioritized for children, followed by adults
and elderly (Fig. 7, green lines). The final coverage in the age
groups and daily vaccinations were assumed identical to data. In

Table 4. Estimated impact of vaccines and antivirals on age-specific total coverage (infection and vaccination) of the A(H1N1)
influenza, and estimated intervention impact on timing and maximum prevalence of symptomatic infections.

COVERAGE

PEAK

INFECTIONS/VACCINATIONS

SYMPTOMATIC INFECTIONS

use of antivirals intervention <15y 15-64y 65+y all all AT_peak Max I_s Max I_s
p_use % % % % *1e5 days *1e5 %
50.0% no intervention 73,7 62,0 14,1 57,2 27,8 0,0 2,5 100,0
vaccination 84,5 70,7 22,3 66,2 32,2 -1,0 24 96,6
vaccination+antiv. 83,1 68,9 21,5 64,6 31,4 -3,0 2,2 89,9
37.5% no intervention 73,8 62,8 14,3 57,8 28,1 0,0 2,5 100,0
vaccination 84,7 71,3 22,5 66,7 324 -1,0 2,4 96,6
vaccination+antiv. 83,7 70,2 22,0 65,7 31,9 -3,0 23 91,5
25.0% no intervention 741 63,1 14,4 58,0 28,2 0,0 2,5 100,0
vaccination 84,9 71,8 22,8 67,0 326 -1,0 2,4 96,5
vaccination+antiv. 84,1 70,7 22,2 66,1 32,1 -3,0 23 92,4

doi:10.1371/journal.pone.0030018.t004
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this instance, vaccination of children ended after 22 days, and
vaccination of adults was completed 54 days into the program. A
prioritized vaccination to children starting in week 43 would have
prevented an estimated extra 47,200 symptomatic infections
(1.7%) compared to the adopted vaccination scheme in Norway.
Vaccination should have been initiated 5 and 9.5 weeks earlier to
achieve a 50% or 75% reduction in the attack rate, equivalent to a
gain of one week and 3 weeks, respectively, compared to the
corresponding values calculated using the actual vaccination
strategy (Fig. 7A). Correspondingly, a 50% reduction in the peak
level was predicted to occur, had vaccination started 3.5 weeks
ahead of time, representing a gain of 1 week compared to the
actual vaccination scheme.

8. Non-Adjuvanted Vaccines

Finally, we used the model to explore the mitigating potential of
a non-adjuvanted vaccine adopting a vaccination scheme
equivalent to the actual one (Fig. 7, red lines), and by assuming
a 50% reduction of the vaccination rate (Fig. 7, blue lines) as use of
non-adjuvanted vaccines may not only affect the timing of
vaccination start, but also potentially reduce the rate of vaccine
delivery thereafter. Vaccination with non-adjuvanted vaccines
starting in week 43 would have resulted in an estimated 108,600
additional symptomatic cases (3.9%), while 172,800 extra
symptomatic cases (6.1%) were predicted if the rate of vaccine
delivery is reduced by 50% compared to data. Even a slight delay
in the vaccination start would have reduced the effect of

@ PLoS ONE | www.plosone.org
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vaccination to practically nothing. A reduction in the attack rate
of 50% or 75% would have been achieved with a non-adjuvanted
vaccine, if the intervention had started 8 or 15 weeks earlier,
exceeding the estimates for the adjuvanted vaccine by 2-2.5 weeks
(Fig. 7A). In the case of a 50% reduction in vaccine delivery,
vaccination should have commenced 13.5 weeks earlier to achieve
a 50% reduction in the attack rate, equivalent to further 7.5 weeks
compared to the earlier start needed with full delivery of
adjuvanted vaccine.

Discussion

The present study highlights the critical issue of vaccination
timing in relation to pandemic spread. In Norway, vaccination
started too late to have a strong impact on the 2009 A(HIN1)
pandemic. Our results suggest that adjuvanted vaccines in
combination with antivirals lowered the clinical attack rate by an
estimated 11-12% in relative terms (3-—4% in absolute terms).
Vaccination was found responsible for approximately 3 in 4
prevented infections. Our study indicates that had vaccination
started 6 weeks earlier, the clinical attack rate would have been
reduced by 50%, while the vaccine effect would have been reduced
to almost nothing, had the intervention started only 2 weeks later.

The vaccination strategy adopted by the Norwegian public
health authorities during the 2009 pandemic was aimed at
protecting risk groups, rather than to affect the overall course of
the epidemic. Our results show elevated transmission among
children, in particular driven by higher infectiousness compared to
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adults and elderly. We found that a vaccination campaign
prioritized for children with similar coverage and rate of
vaccination as in the Norwegian data would have been effective
approximately one week earlier compared to the strategy adopted,
when measuring the ability to reduce the overall attack rate by
50%. However, as vaccination began in week 43 in the midst of
the pandemic, the additional benefit from vaccinating children
first would have been limited (1.7% relative reduction). Clearly,
there are ethical aspects to consider in relation to prioritizing
vaccines for children, as reduced transmission comes at the cost of
higher risk of severe disease and death among frail individuals in
the population. Therefore, inclusion of children in the priority
group for vaccination must be weighed against the severity of the
influenza, and may be indicated, for instance in the case of a
potential future pandemic with an avian (H5N1) virus.

Widespread use of adjuvanted influenza vaccines is rather
recent. These vaccines are advantageous compared to conven-
tional vaccines because each vaccine dose contains a smaller
amount of antigen, thereby reducing the vaccine production time.
Compared to the non-adjuvanted vaccines most commonly used
routinely for seasonal influenza, we found that adjuvanted
vaccines were effective approximately 2 weeks earlier, measured
by their capacity to reduce the attack rate by 50%. These results
ignore any potential time delay in the delivery of non-adjuvanted
vaccines, and hence, the mitigating potential of non-adjuvanted
vaccines during the 2009 pandemic in Norway would likely have
been very limited. Norway was among the countries in Europe
with the most liberal policy of administration of antivirals during
the 2009 (HIN1) pandemic. Although our estimates indicate that
antivirals had a minor impact on the spread of influenza, we find
it plausible that the policy change in week 45 allowing
pharmacists the right to distribute antivirals may have contrib-
uted to slowing the transmission in the weeks around the
pandemic peak.

Our model suggest a reproductive number in the early phase of
the major pandemic wave of approximately R=1.37—1.39,
which is close to the estimate of Rx1.35 that we obtained using
the initial growth rate of the ILI data. Both estimates are consistent
with a median reproduction number of R=1.5 reported in a
review study [28], and with a previous UK estimate of
approximately R=1.4 [29]. Our results indicate that around
72-73% of the population were either infected or vaccinated
during the course of the major pandemic or possessed an assumed
pre-pandemic immunity against the A(HINI) virus. Norwegian
serological data from January 2010 showed that 60% of the
population had reactive antibodies against the pandemic virus
[13]. However, the interpretation of the serological data is
complicated and antibody levels are only partly a marker for
immunity, e.g. not taking into account cellular immunity. For
instance, the serological data showed that 28% (95% CI 18-38%)
of people aged 5064 years had antibodies to the 2009 A (HIN1)
virus, despite a vaccine coverage of 43% in this age group. Thus

References

1. Falagas ME, Cholevas NV, Kapaskelis AM, Vouloumanou EK,
Michalopoulos A, et al. (2010) Epidemiological aspects of 2009 HIN1 influenza:
the accumulating experience from the Northern Hemisphere. Eur J Clin
Microbiol Infect Dis 29: 1327-1347. 10.1007.

2. European Centre for Disease Prevention and Control (2010) The A(HINTI)
pandemic in Europe. 1-48. Available: http://ecdc.europa.eu/en/publications/
Publications/101108_SPR_pandemic_experience.pdf. Accessed 2011 Decem-
ber 15.

3. Health Protection Agency (2009) Pandemic (HINI) 2009 in England: an
overview of initial epidemiological findings and implications for the second wave.
Available:http://www.hpa.org.uk/webc/HPAwebFile/HPAweb_C/
1258560552857. Accessed 2011 December 15.

@ PLoS ONE | www.plosone.org

1

Countermeasures against A(H1N1) in Norway

the results from our study may be considered as compatible with
the serological results. Our estimate of 1.40—1.45 million clinical
cases is in the higher end of the current official Norwegian
estimate of 0.45—1.8 million symptomatic infections [30], which is
based on assumptions that 5-20% of people with influenza-like
illness contacted the health care system. However, there is
uncertainty surrounding these estimates, and there is a fluent
transition between mild symptomatic and asymptomatic infec-
tion, particularly since the A(HIN1) is considered to have been a
mild pandemic. A recent UK based study assumed that only 35%
of A(HINI1) infections were symptomatic [31]. When re-fitting
our model assuming 45% symptomatic cases among children and
35% symptomatic cases among adults/elderly, we obtained
parameter estimates of R=1.26, sus,=1.04 and inf.=1.14
(Puse =37.5%), with a corresponding clinical attack rate of 1.0
million clinical cases (21%), while 76% of the population were
either infected or vaccinated during the course of the pandemic,
or were naturally immune. The latter estimate is slightly higher
than our baseline estimate of 72% (full data sheet is available
from the authors upon request). One limitation of our study is
that we assumed that the proportion of people with influenza
seeking medical care was age- and time-independent during the
major wave, and this may have biased our estimates of the
relative susceptibility and infectivity in children. It is possible that
the attitude towards seeking GP assistance during the 2009/2010
season was different due to the pandemic scare compared to
normal influenza season. In addition, the Norwegian government
and social partners implemented a common policy on October 23
(week 43) by extending the self-certification period of sickness
absence due to A(HINT1) influenza from 3 to 8 days. However, no
data was available on the attitude towards seeking GP treatment
for influenza, and therefore it was not considered in the model.
Another restriction is the lack of spatial structure in the model,
which may explain the slightly steeper decline in the fitted model
compared to the sentinel ILI data. However, the timing of the
pandemic peak in different regions of Norway varied little and
was of the order of 1 week.

In conclusion our results underscore the critical role of timing of
the vaccination campaign and the importance of fast and efficient
delivery of vaccines. Our results also corroborate previous findings
showing that children played a pivotal role for the spread of the
pandemic.

Acknowledgments

We thank Preben Aavitsland (Norwegian Institute of Public Health) for
useful discussions and comments.

Author Contributions

Analyzed the data: BdB GST. Wrote the paper: BdB BI GST.
Epidemiological and medical expertise: BI. Modelling of pandemic, all
interpretation of modelling results: BdB GST.

4. West Midlands Regional Epidemiology Unit HPAUK (2009) Preliminary
descriptive epidemiology of a large school outbreak of influenza A(HINI1)v in the
West Midlands, United Kingdom, May 2009. Euro Surveill 14.

5. Norwegian Institute of Public Health (2011) Registered pandemic vaccinations.
Available: http://www.fhino/dav/c0d224ad77.pdf. Accessed 2011 December
15.

6. Wallinga J, Teunis P, Kretzschmar M (2006) Using data on social contacts to
estimate age-specific transmission parameters for respiratory-spread infectious
agents. Am J Epidemiol 164: 936-944.

7. Diekmann O, Hesterbeek JA, Roberts MG (2010) The construction of next-
generation matrices for compartmental epidemic models. J R Soc Interface 6:
873-885.

January 2012 | Volume 7 | Issue 1 | e30018



. Ghani AC, Baguelin M, Griffin J, Flasche S, Pebody R, et al. (2009) The Early

Transmission Dynamics of HINIpdm Influenza in the United Kingdom. PLoS
“urr 1: RRN1130.

. Fraser C, Donnelly CA, Cauchemez S, Hanage WP, Van Kerkhove MD, et al.

(2009) Pandemic potential of a strain of influenza A (HINI): early findings.
Science 19;324(5934): 1557-1561.

. Carrat F, Vergu E, Ferguson NM, Lemaitre M, Cauchemez S, et al. (2008)

Time lines of infection and disease in human influenza: a review of volunteer
challenge studies. Am J Epidemiol 167: 775-785.

Halder N, Kelso JK, Milne GJ (2010) Analysis of the effectiveness of
interventions used during the 2009 A/HIN1 influenza pandemic. BMC Public
Health 10: 168. 1471-2458-10-168.

. Longini IM, Jr., Halloran ME, Nizam A, Yang Y (2004) Containing pandemic

influenza with antiviral agents. Am J Epidemiol 159: 623-633.

. Waalen K, Kilander A, Dudman SG, Krogh GH, Aune T, et al. (2010) High

prevalence of antibodies to the 2009 pandemic influenza A(HINI) virus in the
Norwegian population following a major epidemic and a large vaccination
campaign in autumn 2009. Euro Surveill 15.

. Ikonen N, Strengell M, Kinnunen L, Osterlund P, Pirhonen J, et al. (2010) High

frequency of cross-reacting antibodies against 2009 pandemic influenza
A(HINT) virus among the elderly in Finland. Euro Surveill 15.

. Péyry Management Consulting (2011) Evaluering av farmasoytrekvirering. R-

2011-022: 1-147. Available: http://www.econ.no. Accessed 2011 December 15.

. Norwegian Institute of Public Health (2010) Statusrapport on ny influensa

A(HINI), 7. januar 2010. 1-12. Available: http://www.thi.no/dokumenter/
75b8a3bfl.pdf. Accessed: 2011 December 16.

. Norwegian Institute of Public Health (2009) Rad om beskyttelse av helsepersonell

mot ny influensa A(HINI). Available: http://www.fhi.no/eway/default.
aspx?pid=233&trg=MainLeft_5565&MainArea_5661=5565:0:15,5001:1:0:0:::
0:0&MainLeft_5565=5544:76332::1:5569:1:::0:0. Accessed 2011 December 15.

. Norwegian Institute of Public Health (2007) Riktig bruk av antivirale

midler mod influensa typer. Available: http://www.fhi.no/eway/default.
aspx?pid=233&trg=MainLeft_5565&MainArea_5661=5565:0:15,3394:1:0:0:::
0:0&MainLeft_5565=5544:61892::1:5569:1:::0:0. Accessed 2011 December 15.

. Halloran ME, Hayden FG, Yang Y, Longini IM, Jr., Monto AS (2007) Antiviral

effects on influenza viral transmission and pathogenicity: observations from
household-based trials. Am J Epidemiol 165: 212-221.

@ PLoS ONE | www.plosone.org

12

23.

24.

28.

29.

30.

31.

Countermeasures against A(H1N1) in Norway

. Yang Y, Longini IM, Halloran ME, Mig (2006) Design and evaluation of

prophylactic interventions using infectious disease incidence data from close
contact groups. Roy Stat Soc C 55: 317-330.

. Madhun AS, Akselsen PE, Sjursen H, Pedersen G, Svindland S, et al. (2010) An

adjuvanted pandemic influenza HINI vaccine provides early and long term
protection in health care workers. Vaccine 29: 266-273.

. Wichmann O, Stocker P, Poggensee G, Altmann D, Walter D, et al. (2010)

Pandemic influenza A(HINT) 2009 breakthrough infections and estimates of
vaccine effectiveness in Germany 2009-2010. Euro Surveill 15.

Valenciano M, Kissling E, Cohen JM, Oroszi B, Barret AS, et al. (2011)
Estimates of pandemic influenza vaccine effectiveness in Europe, 2009-2010:
results of Influenza Monitoring Vaccine Effectiveness in Europe (I-MOVE)
multicentre case-control study. PLoS Med 8: ¢1000388.

Griffin MR, Monto AS, Belongia EA, Treanor JJ, Chen Q, et al. (2011)
Effectiveness of non-adjuvanted pandemic influenza A vaccines for preventing
pandemic influenza acute respiratory illness visits in 4 U.S. communities. PLoS

One 6: €23085.

. Keeling MJ, Rohani P (2008) Modeling Infectious Diseases in Humans and

Animals. Princeton: Princeton University Press.

. Linde A, Rotzen-Ostlund M, Zweygberg-Wirgart B, Rubinova S, Brytting M

(2009) Does viral interference affect spread of influenza? Euro Surveill 14.

. Casalegno JS, Ottmann M, Duchamp MB, Escuret V, Billaud G (2010)

Rhinoviruses delayed the circulation of the pandemic influenza A (HIN1) 2009
virus in France. Clin Microbiol Infect 16: 326-329.

Boelle PY, Ansart S, Cori A, Valleron AJ (2011) Transmission parameters of the
A/HINI (2009) influenza virus pandemic: a review. Influenza Other Respi
Viruses 5: 306-316. 10.1111/j.1750-2659.2011.00234.x [doi].

World Health Organization (2009) Weekly epidemiological record. 84(46): 481~
484. Available: http://www.who.int/wer/en. Accessed 2011 December 16.
Aavitsland P, Hungnes O, Iversen B, Mamelund S-E, Furuseth E, et al. (2010)
Rapport om scenarier for pandemien og andre influensaepidemier i 2010-2011.
Available: http://www.thino/dav/dd25af7548.pdf Accessed 2011 December
15.

Presanis AM, Pebody RG, Paterson BJ, Tom BD, Birrell PJ, et al. (2011)
Changes in severity of 2009 pandemic A/HINI influenza in England: a
Bayesian evidence synthesis. BMJ 343: d5408.

January 2012 | Volume 7 | Issue 1 | e30018



