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ABSTRACT. Optimal control strategies for controlling seasonal influenza trans-
mission in the US are of high interest, because of the significant epidemiological
and economic burden of influenza. To evaluate optimal strategies of vaccination
and social distancing, we used an age-structured dynamic model of seasonal
influenza. We applied optimal control theory to identify the best way of re-
ducing morbidity and mortality at a minimal cost. In combination with the
Pontryagins maximum principle, we calculated time-dependent optimal poli-
cies of vaccination and social distancing to minimize the epidemiological and
economic burden associated with seasonal influenza. We computed optimal
age-specific intervention strategies and analyze them under various costs of
interventions and disease transmissibility. Our results show that combined
strategies have a stronger impact on the reduction of the final epidemic size.
Our results also suggest that the optimal vaccination can be achieved by al-
locating most vaccines to preschool-age children (age under five) followed by
young adults (age 20-39) and school age children (age 6-19). We find that the
optimal vaccination rates for all age groups are highest at the beginning of the
outbreak, requiring intense effort at the early phase of an epidemic. On the
other hand, optimal social distancing of clinical cases tends to last the entire
duration of an outbreak, and its intensity is relatively equal for all age groups.
Furthermore, with higher transmissibility of the influenza virus (i.e. higher
RO), the optimal control strategy needs to include more efforts to increase
vaccination rates rather than efforts to encourage social distancing. Taken
together, public health agencies need to consider both the transmissibility of
the virus and ways to encourage early vaccination as well as voluntary social
distancing of symptomatic cases in order to determine optimal intervention
strategies against seasonal influenza.

1. Imtroduction. Seasonal influenza annually infects 10 — 20% of the US popula-
tion, resulting in about 200,000 hospitalizations and 36,000 deaths and an annual
economic burden of $87.1 billion in the U.S. alone [14, 51]. The severe economic
impacts of these recurring influenza epidemics include decreased workforce produc-
tivity, loss of life, and strained healthcare services [12, 35]. Worse, influenza is
expected to become increasingly more widespread given current population growth
and urbanization [53, 57].

The principal control strategy for controlling seasonal influenza transmission in
the US is annual vaccination, recommended for all persons over the age of 6 months.
To keep pace with the antigenic evolution of influenza, the influenza vaccine is
updated annually and three strains identified as the ones most likely to be circulating
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among the population are selected for inclusion in the upcoming season’s vaccine
[14].

Children are considered to be the most responsible for the transmission of diseases
such as influenza because of their high contact rate with their peers in school settings
[5]. On the other hand, the influenza-related hospitalization and mortality burden
is largely carried by people of ages over 65 years [31]. Indeed, the influenza-related
hospitalization and mortality rates of elderly people are 20 and 100 times higher than
those of people aged 5-49 [43, 44]. As a consequence, influenza vaccination is highly
encouraged for the elderly, leading to relatively high vaccine coverage compared
to that of other age groups. However, it has recently been shown that optimal
influenza control in the entire population, including the elderly, can be achieved if
vaccines are preferentially distributed to children and parents [30, 32, 51]. In fact,
despite a rise in elder vaccination rates from 15% to 65% between 1985 and 2000,
elderly influenza mortality rates remained largely unaffected [41], likely due to low
vaccine efficacy among people aged 65 and older [17, 18].

Aside from vaccination, social distancing policy, often considered during a severe
epidemic, dictates that infected individuals stay home from school or work [13, 23].
Social distancing interventions are known to reduce the overall illness attack rates
and the consequential excess mortality attributed to influenza. Such interventions
are also known to delay and reduce the peak attack rate, diminishing pressure on
health services [23]. A recent study showed that social distancing measures such
as school closures, isolation of symptomatic individuals, workplace non-attendance,
and reduced community contact would prevent the development of influenza epi-
demics [23]. Another study arrived at a similar conclusion, finding that if social
distancing measures are introduced early, they could notably mitigate the impact
of future influenza pandemics [3]. Social distancing interventions such as reducing
social and community contacts, and increasing home isolation are embedded within
the pandemic influenza preparedness plans of most countries and are recommended
by the WHO [20, 23]. For instance, during the early part of the 2009 HIN1 pan-
demic, the CDC (Centers for Disease Control and Prevention) recommended that
those with influenza-like illness stay home from work for 7-10 days and an addi-
tional day after symptoms subsided [56]. However, social distancing controls can
bear economic costs as well, as shown by a previous study on a cost analysis of
control strategies for the 2009 HIN1 pandemic in Australia [19].

More comprehensive and combined strategies have been shown to be more suc-
cessful than vaccination or social distancing alone [24]. The ability of mathematical
modeling to predict the effectiveness of combined control strategies and positively
influence public health policy is well established [16, 21, 24, 37, 52]. Based on ap-
proaches using optimal control theory, mathematical modeling studies have been
carried out to define optimal strategies involving various interventions such as lim-
ited vaccine supply [26, 25], social distancing [29] and isolation [24]. Combined
models of antiviral treatment and social distancing [16, 39], or vaccination and
antiviral treatment [42] have also been proposed for influenza control and the ap-
plication of optimal control theory. In addition, age-structured models of influenza
transmission have indicated that optimal vaccine allocations differ markedly be-
tween age groups because both the risk of infection and its severity are dependent
on age [7, 14, 21, 32, 36, 40, 45, 47].

Here, we propose an age-structured mathematical model of influenza transmis-
sion to assess time variations in age-specific vaccination and social distancing rates
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| Age group (7) |1 [ 2] 3 ] 4] 5 ] 6 |

Ages (years) 0-5 | 6-12 | 13-19 | 20-39 | 40-59 | 60+

Initial population distribution (%) | 8.14 | 9.32 | 9.34 | 26.90 | 27.20 | 19.10
TABLE 1. Population distribution in age groups

of infected individuals. Using optimal control theory, we determine the optimal
strategies of age-specific vaccination and social distancing during seasonal influenza
taking into consideration temporal dynamics of infection, hospitalization, and age-
specific vaccine efficacy under different epidemiological scenarios. Specifically we
examine the target age groups for vaccination, optimal timing of vaccination as
well as social distancing of clinical cases that significantly reduce morbidity associ-
ated with seasonal influenza at a minimal cost.

2. Method. To model seasonal influenza transmission in the United States, we
divide the population into the six age groups (0-5, 6-12, 13-19, 20-39, 40-59, and
604). The numbers of people in each age group were set to values estimated for the
U.S. 2012 population [54]. In our model, individuals in each age class are subdivided
based on epidemiological status. Specifically, our model classifies individuals as
susceptible (S;), vaccinated (V;), exposed (F;), clinically ill and infectious (I;),
asymptomatic (4, ), hospitalized (.J;), recovered (R;) and dead (D;) for: =1,...,6.
The age groups are denoted by a subscript 4.

It is assumed that susceptible individuals in age group ¢ become infected at rate

&Z% —pilly,

where ¢;; is the contact rate for infective individuals of age group j (I;) with
susceptible individuals of age group i (S;) (see Appendix) [50]. In order to describe
social distancing during a disease outbreak, we assume that infectious members in
age group 4 decrease their rate of contact by a fraction p;(t) where p;(t) € [0,1]. We
define 3; as the probability of transmission per contact in age group 7 and calculate
it based on the age-specific attack rate [35]. The total population size is given by
N() = 3200 Nilt) = i (Sit) + Vat) + Bu(t) + Li(t) + Ailt) + Jilt) + Ri(t))
where N;(t) the total number of individuals of age group i.

Susceptible individuals in age group 4 are assumed to be vaccinated at the rate
of 1;(t) where ¢;(t) € [0, M]. We assume that the vaccine provides partial pro-
tection, resulting in vaccinated individuals being less susceptible than unvaccinated
ones. Specifically, the infection rate among vaccinated individuals in age group ¢
is assumed to be reduced by vaccine efficacy, o;(t), where o;(t) € [0,1]. Therefore,
vaccinated individuals in age group ¢ become infected at rate

1_0_1 Bzz ¢Z] pz

Upon infection, individuals enter a latency period, 1/k. Latently infected indi-
viduals proceed to become infectious, and a proportion, p, of infected individuals
becomes symptomatic. We define b as relative infectiousness of asymptomatic cases
compared to symptomatic ones. Both symptomatic and asymptomatic individuals
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recover at the mean rate «, while a proportion, a; /(v + «;), of symptomatic individ-
uals in age group ¢ are hospitalized. Hospitalized individuals either recover at the
rate # or die from influenza at the age-specific rate d;. Recovered individuals are
assumed to be fully protected against further influenza infection for the remainder
of the outbreak. The baseline values of epidemiological parameters are given in Ta-
ble 2. The transmission dynamic model that incorporates the time-dependent (six
age-specific) control functions, p;(t) and ;(t), is thus described by the following
ordinary differential equations:

Si(t) = =XiSi — iSi,

Vi (t) = ¥iSi — (1 — o) iV,

El(t) = i{Si+ (1 —0;)V;} — kE;,

Ii(t) = kpE; — (oi + )1,

A(t) = k(1 ~ p) B A, ®
JI(t) = iy — (0; + ;) i,

Ri(t) = v(Ai + L;) + 0:J;,

DI(t) = 6,7,

where force of infection is given by \;(t) = 3; Z?Zl ¢”{bAj(t)+A(,lt_)pj(t))lj(t)}. Initial

conditions are defined as S;(0) = N;(0) — ¢;, V;(0) = 0, E;(0) = 0, I,(0) = ¢,
A;(0) =0, J;(0) =0, R;(0) =0, and D;(0) = 0 where ¢; > 0 is small.

Note that the variable R; and D; appears only in the R, and D) differential
equation, and the other variables do not depend on R; or D;. Thus, we consider
the following system when we solve the optimality system, and determine R;(t) and
D;(t) after solving for S;(¢t), V;i(t), E;(t), I;(t) and J;(¢t).

IN
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o
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o

o
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FIGURE 1. Age-dependent contact rate. The contact matrix ¢;;
between age groups ¢ and j per day is shown.
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The age-structured mathematical model we will use is therefore

=
=
Il
s
&
|
_
|
9
=
=

=N{Si+ 1 —-0)Vi} — kE;,
kpE; — (i + 7)1,
=k(1—p)E; — 74,

aili — (0; +6:)Ji,

where \; = 3; Z?:l M'

From our age-structured model, the expression for Ry can be derived using the
next-generation operator method. That is, Rg = r(FW 1), where Ry is the spectral
radius of the next generation matrix FW =1 [7, 8, 48]. In our model, the next
generation matrix is given by

where

e, MO p (A=pb)
Mz]_ﬁz(bz] N(O) (’Y+OZJ+ ~ ),Z,]—l,...,6.

The objective functional to be minimized is

T 6
F(i(t), pi(t)) :/ OZ{XiIi(t) + QJi(t) + Bpi () 1:(t) + Cig? () Si (1) }dt,  (3)
=0 ;—1

where the control effect is modeled by quadratic terms in t(¢) and p(t). We assume
that the control efforts are nonlinear (quadratic) to the objective functional. The
control efforts are modeled by quadratic terms in order to incorporate the societal
cost the associated with the implementation of control measures. Here, x; and w;
are the costs associated with symptomatic infection and hospitalization per day for
individuals in age group i, respectively. In addition, B is the relative opportunity
cost associated with social distancing for infected individuals, and for simplicity,
it is assumed to be invariant across age groups. We define C; and Cy; as the
relative cost of vaccination and the age-specific cost of vaccination, respectively,
where Cl = CNCVJ'.

The age-dependent optimal strategies of vaccination and social distancing can
be obtained by finding an optimal control functions, ©}(t) and p}(t), such that

F(@i (1), pi (1)) = min F (4 (t), pi(t)) (4)

subject to Model (2) where © = {(¢;, p;) € L1(0,T)]|0 < 1; < M,0 < p; < 1}. The
control upper bound for vaccination, M, represents the maximum daily vaccination
rate, which has been previously estimated at 0.02 [25, 55].

We use Pontryagins Maximum Principle to solve this optimal control problem
and its optimality system [28]. Specifically, the necessary conditions that solutions
to optimal problem Eq.(4) must satisfy are derived from Pontryagin’s Maximum
Principle. This principle converts our system (2)-(4) into the problem of minimizing
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the Hamiltonian H given by

H= Z{x” )+ QiJ;(t) + Bp2(t)Ii (1) + Cip? (1) Si(£)}

6
+ZQSI. =S Y Biti(bA; + (1= p)[;)/N — i
=1

Jj=1

6 6
+3 Qi —(L=00)Vi Y Bidbi(bA; + (1= ps)I;)/N +1iS;
- =
(5)

6 6
+D Qe (Si+ (1= 00)Vi) 3 Bidj (bA; + (1= p))1;)/N — KE;

j=1

6 6
+> Qi {kpEi — (i + NI} + Y Qa, {k(1 — p)E; — yA;}
=1

i=1

6
+ Z Qu, {ail; — (0, + 6;)J; }.

=1

There exists a optimal control (¢¥*(t), p*(t)) and corresponding solutions, S;, V;,
E;, I, A;, and J; (i =1,2,...,6) that minimize F (1, p) over Q [10]. The existence
of optimal controls follows from Corollary 4.1 of [10] and is guaranteed by standard
results in control theory. That is, the convexity of integrand F with respect to (¢, p)
is satisfied, and the state system satisfies the Lipschitz property with respect to
state variables. Applying Pontryagin’s Maximum Principle, we obtain the following
adjoint system [38]:

dQs, ~ O0H dQvy,  0H dQg, OH

-~ 8S; dt — 9Vi' dt  OE;
dQIi __6_H dQAl _ _6_H dQJz __a_H
dt oL’ dt 04, dt  0J;
evaluated at the optimal controls and corresponding states (i = 1,2,...,6). The
equations above reduce to
s, _ Cip? 6 1—p;)I; +bA;}/N
=22 =(Qs. = Qu)bi = Cii(t) + (Qs, = Qr) D Bidi {(1 = p) L +DA}/N,
j=1
dQv .
— =(Qvi = Qp) (1= 0:) > Bidis {(1 — pj)I; + A},
j=1
dQg,
% :k{QEz _lei - (1 _p)QAi}a
dQ,
% =—xi — Bpi(t) + (i +7)Qr, — Q,

6
+0- 00 Y P2 (8,(Qs, — Qi) + (1 0)Vi(Qy, — Q)
=1



OPTIMAL SOCIAL DISTANCING AND VACCINATION 1621

6
—dgfi =vQa, + —ﬁliﬁlb{sj(Qsj ~Qp,) + (1 -00)V;(Qv, — Qr,)},
j=1
dQJi — . . .
dt - Q’L + (91 + 5Z)QJ1»-

The transversality conditions are

The Hamiltonian H is minimized with respect to the controls, giving the following
optimality conditions:

oOH oOH
=0, —=0(=1,2,...,6
awl ) 8[)1 (l y &y ) )
at 1;(t) = ¥ (t) and p;(t) = pi(t). Solving for 1) and p subject to the constraints,
we obtain:
. : (@s. — Qv,)
*(t) = 0, —= =" % M
i) = min fmx fo, (25 2@
pi(t) = min {max {O, pf&} , 1} .
where

s 1 & Bidys ‘ B s ~
Pi =55 > N 15i(@Qm; = Qs;) + (1 0)Vi(@m, = Qvy)}-
1]21

3. Numerical results. Here, we analyzed numerically an optimal control strategy
applied to our model of influenza transmission, and show representative numerical
simulations to illustrate the results of applying optimal controls to our model under
two scenarios. The first scenario considers vaccination without social distancing.
In the second scenario, both social distancing of clinical cases and vaccination are
implemented simultaneously.

Numerical solutions to the optimality system, model 2 and adjoint Eq. 6, were
carried out using the forward-backward scheme [28]. Starting with an initial guess
for the optimal controls, ¥;(t) and p;(t), the state variables were solved forward
in time from model 2 using the forward Euler method. Next, state variables and
the transversality conditions were used to solve the adjoint Eq. 6 backward in
time. The controls, ¢;(t) and p;(t), were updated, and the error between their
old and updated values was calculated. This iterative process terminates when the
error is less than a pre-assigned value, 0.00001. The final values of ¥;(t) and p;(t)
via the above method were used as our numerical approximations to the optimal
control solutions. Unless otherwise specified, we used the values in Table 2 as a
baseline parameter set for simulations. Results of the sensitivity analyses on key
model parameters such as a basic reproductive ratio and weight constants were also
determined.
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[ Parameter [ Description [ Value [ References |
Ro Basic reproductive ratio 1.85 [33, 46]
Bi Probability of transmission per contact 0.05 for t =1 [35]

0.02 for i = 2,3,4,5
0.03 for i = 6
o Age-specific protective efficacy of 0.6 for i = 6; [11]
vaccination 0.8 otherwise
b Relative infectiousness of asymptomatic | 0.142 [34]
cases compared to symptomatic cases
p Proportion of infected individuals who 0.33 [40]
become symptomatic
k Rate of progression from latent to 1/1.2 [11]
infectious class (days™?')
v Recovery rate for infectious 1/4 [11]
class (days™1)
a; Age-specific diagnostic rate (daysfl) 0.001 fori =1,2,3 (6]
0.002 for ¢ =4
0.003 for i =5
0.007 for i =6
0 Recovery rate for hospitalized 0.34 [24]
individuals (days™?')
&i Age-specific mortality rate (days ') 0.001 for ¢ =1 [6]
0.007 for i = 2,3, 4
0.016 for i =5
0.065 for i =6
T The simulated duration (days) 150
M The upper bound of vaccination 0.02 [25]
rates (days™!)
B ‘Weight constant on social-distancing 500 Author’s
control assumption
C ‘Weight constant on vaccination 50 Author’s
assumption
Cv,i Cost of vaccine and vaccine $50 for : =1 [6]
administration $45 for i = 2
$41 for ¢ = 3
$32 for i = 4,5,6

TABLE 2. Definition of parameters and baseline values used in nu-
merical simulations.

3.1. Optimal vaccination strategy. To understand the effects of optimal vac-
cination strategies on the dynamics of seasonal influenza, we first simulated our
model (2) without any control measure, i.e. 1;(t) = 0 and p;(¢) = 0. In the absence
of intervention, the cumulative proportion of clinical cases is estimated at 23% (Fig
2(c)). Specifically, 31% of pre-school children, 23 — 24% of school-aged children and
adults, and 20% of the elderly (aged 65+) are estimated to be clinically infected
with seasonal influenza in the absence of any control measure.

Next, in order to highlight the exclusive use of vaccination as a control measure,
we computed the optimal strategy for seasonal influenza when vaccination was the
only control, i.e. p;(t) = 0 (Fig 2). Our results illustrate the optimal control
functions computed as a function of time using baseline parameters in Table 2 (Fig
2(a)). The corresponding cumulative vaccine coverage levels and daily incidence of
the symptomatic class in the presence and absence of optimal vaccination are also
computed (Figs 2(b) and 2(c)). The optimal vaccination rates for all age groups
were found to be the highest at the beginning of the outbreak, requiring intense
effort for the first 30 days for the youngest age group (Fig 2(a)). The optimal rate
of vaccination decreases gradually for all age groups over time. Such pattern of
optimal vaccination is consistent with previous studies (]2, 39]) in that the optimal
control solution always appears to be one in which maximum effort is required at the
beginning of the outbreak. Our results indicate that the optimal vaccine coverage
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FIGURE 2. Optimal vaccination rate, ¥;(t), as a function of time
in the absence of social distancing policy. (a) The age-specific op-
timal vaccination rates are calculated. Figure legends indicate age
groups (Table 1). (b) Age-specific levels of cumulative vaccination
when optimal vaccination strategy is applied. (c) The correspond-
ing daily incidence of symptomatic infections, 3%_; I;(¢), under no
controls with those generated with optimal vaccination control are
compared.

level is highest in preschool-age children under five years of age, followed by younger
and older adults (age 20 — 39 and 40 — 59, respectively), while the elderly (age 65
and older) achieve the lowest vaccine coverage level. During the entire duration of
an influenza epidemic, the optimal vaccination rate for the preschool-age children
is found to maintain the highest level of vaccination rate among all age groups,
achieving 70% of vaccine coverage eventually. This is because the susceptibility
among the preschool-age children (81) is highest, and the size of this age group
is relatively small. Vaccinating younger and older adults also provides indirect
protection of preschool-age children due to their relatively high contact rates.

In our model, a significant reduction in the size of the outbreak is observed when
vaccination is the sole control measure. The dynamics of a natural single outbreak
are significantly affected by introducing optimal vaccination (Fig 2(c)). In fact, our
results indicate that vaccination reduces the total morbidity by over 60% for all age
groups when the optimal vaccination strategy is employed (Fig 4).
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FIGURE 3. Dynamics of the symptomatic classes ([;(t)) in age
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FIGURE 4. Optimal vaccine coverage and the resulting reduction
in influenza incidence. (a) Age-specific optimal vaccine coverage
levels are illustrated. (b) The percent age-specific reductions in
infected (symptomatic) classes are shown relative to the situation
where no intervention is applied).

The optimal vaccination strategies are found to be highly dependent on the costs
of vaccination (Figs 5 and 6). In general, as the cost of vaccination increases, we ob-
served dramatic decrease in the level of the optimal vaccination rate, v;(t), although
the optimal control function and the resulting influenza outbreak are qualitatively
similar to the baseline case with C, = 50. For illustration purpose, we selected
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FIGURE 5. The impact of decreased weight constants on age-
specific vaccination rates. (a) Using the weight constant, C,; ; = 10,
results in the lower vaccination rates for all age groups. (b) The
corresponding cumulative vaccine coverage levels in age groups are
presented. (b) The corresponding curves illustrating the number of
infections at time ¢ (I(t)) with optimal vaccination and no control
are presented.

simulations where the cost of implementing vaccination is either 20% of the base-
line value (Fig 5) or is increased two-fold over the baseline value (C, = 50) (Figs
6). In general, higher relative vaccination costs result in an increase in the total
number of influenza cases. In the case where the weight constant for vaccination
(Cy) is reduced to 10, we observed a significant increase in the level of optimal vac-
cine coverage for all age groups, achieving 78% of vaccine coverage on average for
the population (Fig 5). This overall vaccine coverage is reduced to 41% when the
weight constant for vaccination (Cj) is increased to 100. The percent reduction in
the number of symptomatic cases of this single control strategy is 88% if C,, equals
10 and decreases dramatically to 50% if vaccination is relatively costly (C,; = 100)
(Figs 5(c) and 6(c)).

3.2. Optimal combined strategy of vaccination and social distancing. To
present the optimal strategy when social distancing and vaccination control mea-
sures are implemented simultaneously, the numerical solutions of optimal controls,
¥;(t) and p;(t), are computed (Fig 7). The optimal control strategies of both social
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FIGURE 6. The impact of increased weight constants on age-
specific vaccination rates. (a) Using the weight constant, Cy ; =
100, results in the higher vaccination rates for all age groups. (b)
The corresponding cumulative vaccine coverage levels in age groups
are presented. (b) The corresponding curves illustrating the num-
ber of infections at time ¢ (I(¢)) with optimal vaccination and no
control are presented.

distancing and vaccination require maximum effort, i.e. upper bound of v;(¢) and
pi(t), at the beginning of the outbreak. Specifically, symptomatic individuals of all
ages are expected to do social distancing with a probability of ppa.(t) for more
than 60 days. Social distancing is more costly than vaccination by our modeling
assumption and yet, according to our results, most of the intervention effort should
be placed in social distancing of infected individuals throughout the outbreak in
order to achieve optimal controls at minimal cost (Fig 7(d)). Taken together, our
results showed that in order to minimize the epidemiological burden of seasonal
influenza at minimal cost, social distancing efforts for symptomatic individuals of
all ages must be kept near the maximum through the entire duration of an influenza
epidemic, while vaccination of preschool-age children under five years of age needs
to be prioritized (Fig 7). Throughout the epidemic, our results indicate that op-
timal vaccination rate for this youngest age group is significantly higher than for
other age groups, followed by adults (age 20 — 59), school-age children (ages 6 —19)
and the elderly (ages 65+).
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age groups (Table 1). (b) The age-specific optimal strategies of so-
cial distancing are calculated. (c) Age-specific levels of cumulative
vaccination when optimal vaccination strategy is applied. (d) The
corresponding daily incidence of symptomatic infections, $$_; I;(t),
under no controls with those generated with optimal vaccination
control are compared.

The dual controls of vaccination and social distancing of symptomatic cases are so
effective that they nearly eradicate the disease (Fig 7(d) and Fig 8(d)). In fact, the
implementation of the optimal controls (social distancing and vaccination) imme-
diately suppresses the outbreak (Fig 7(d)), reducing the total number of influenza
cases by over 90% for all age groups (Fig 8).

Social distancing, in reality, is hard to be in practice completely, so we assume
the maximum level (pq.) of adherence of social distancing in our model, when
defining optimal strategies of social distancing which minimize economic burden
associated with influenza epidemic and control efforts. Increasing this maximum
adherence of social distancing (pmaz) to 0.5 leads to an optimal control policy that
puts more effort into social distancing of clinical cases than with baseline value of
Pmaz, 0.3 (Fig 9). The higher the maximum adherence level to social distancing
becomes, the more emphasis should be placed on social distancing in order to achieve
optimized control efforts. In fact, it was shown that a reduction of 98% in the final
epidemic size can be achieved when pp,q. is increased to 0.5 (Fig 9(d)). Such
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epidemiological impact is achieved even if optimal vaccination levels are relatively
low. Specifically, when the maximum adherence level to social distancing is 0.3,
the optimal cumulative vaccination levels range from 15% among the elderly (age
65+4) to 57% among preschool-age children, leading to an average of 25% vaccine
coverage levels overall (Fig 9(c)).

We also analyzed the effects of a basic reproductive ratio of seasonal influenza on
the optimal control strategies of vaccination and social distancing. The reproduc-
tive ratio for seasonal influenza is estimated to be g = 1.6 — 3.0 [46]. Our results
indicate that with a higher basic reproductive ratio (o = 2.5), the optimal rate of
vaccination (and thus optimal vaccine coverage levels) increases for all age groups
(Fig 10). Furthermore, the duration for which we should implement vaccination
for the youngest age group at maximum effort at the beginning of the outbreak
increases. With Ry = 2.5, 29% of the population would be clinically infected with-
out control measures, resulting in a risk of infection in the range of 26% to 33% in
the youngest age group (age 0 — 5) and among the elderly (age 65+), respectively.
When optimal dual strategies are applied (vaccination and social distancing of clin-
ical cases), the highest optimal vaccine coverage, 71%, is achieved among pre-school
children (aged 0 — 5) and adults (aged 20 — 59). On average, the overall optimal
vaccination coverage across age groups is estimated to be 67%, reducing sympto-
matic infections by 82%. On the other hand, as ¢ increases, the duration for which
we should implement social distancing at maximum effort at the beginning of the
outbreak decreases. For the case where 8y = 2.5, the optimal control function,
pi(t) is at a maximum for just over 40 days, compared to more than 60 days when
Ry = 1.85. In addition, optimal social distancing for individuals of age 6 or greater
is reduced once the peak of an outbreak appears.

4. Discussion. To evaluate optimal strategies of vaccination and social distanc-
ing against seasonal influenza, we used a mathematical model of the transmis-
sion dynamics of seasonal influenza that accounted for age heterogeneity in disease
transmissibility, in addition to age-specific rates of infection, hospitalization, and
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death. Our mathematical framework incorporated time-dependent social distanc-
ing of symptomatic cases and vaccination rates into the optimal control framework.
We computed optimal vaccination policies and analyzed them in the absence and
presence of social distancing. Earlier implementation of vaccination has always the
greatest effect on the final size of infected individuals. Furthermore, dual strategies
are more efficient at reducing the final epidemic size than a single vaccination policy.
The simulation of the model with two controls (dual policy) showed that increasing
the basic reproductive ratio would result in higher optimal vaccination rates, but
lower levels of social distancing.

Our results further indicate that the optimal vaccination coverage differs between
age groups both in the absence and presence of social distancing. Specifically, the
highest vaccination rate is allocated to 0-5 year olds, followed by adults (age 20-
59), school-age children (age 6-19), and the elderly (age 65+), both in the absence
and presence of social distancing. This pattern was consistent for a higher basic
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reproductive ratio (i.e. higher transmissibility of influenza virus) and for a higher
cost of vaccination. Our analysis confirmed that relatively high contact rates within
the pre-school age group (0-5 yr) and their smaller population size (thus relatively
lower cost for vaccinating this age group than others) resulted in the highest optimal
vaccination rate, both in the absence and presence of social distancing. Overall, the
optimal vaccination strategy provided relatively high reductions of over 63% for
all age groups in the number of symptomatic cases with our baseline parameters.
Our findings also indicate that the duration of the intensive vaccination period for
optimal policy depends on the transmissibility of the virus and on vaccination cost.
Specifically, the higher the transmissibility of the virus is, the longer the intensive
vaccination efforts need to be implemented. On the other hand, higher cost of
vaccine implementation tends to shorten the duration of optimal vaccination.

Our results suggest that annual influenza vaccination of preschool-age children
should be strongly encouraged. Infection rates among children are relatively high
during typical influenza seasons, averaging 25% — 43%, and their epidemic peak is
earlier than for other age groups [51]. In addition, younger children are most re-
sponsible for the transmission of influenza, especially within households [51]. Thus,
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routine childhood vaccination would prevent a substantial number of influenza cases
by directly protecting the children. Routine vaccination would also generate exter-
nal benefits by reducing disease transmission among the rest of the population.

Contact reduction measures among clinical cases can also be an effective part of
mitigation strategies. The advantage of such measures over vaccination is that these
measures do not need to be limited, i.e. they can be continued for a sufficiently
long period of time. As shown for other disease outbreaks such as SARS and
pandemic influenza ([9, 49]), self-isolation and social distancing measures can be
highly effective, reducing the transmission of disease significantly. Therefore, control
strategies of seasonal influenza should include efforts to encourage social distancing
as well as early vaccination.

Appendix. The contact matrix ¢;; represents the mixing rate between individuals
of age group i and j per day ([25, 50]), which is given by

2416 4.50 254 4.93 2.26 1.64
450 39.22 462 498 294 1.64

| 254 462 3204 725 536 2.14
%ii =493 498 725 1081 7.06 3.58
226 294 536 7.06 875 4.71

1.64 1.64 214 358 4.71 7.75
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