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1. INTRODUCTION

During the last two decades in mathematical epidemiology of infectious diseases,
the basic reproduction number Ry has been developed to become a central quantity
to discuss the infectious disease dynamics as well as the control strategy. Recently
Ry, has come to be used more widely and frequently than in previous days, mainly
we believe because statistical estimations of Rg could be performed reasonably
(e.g. assuming a homogeneous pattern of spread or approximately addressing some
heterogeneity) ([7], [1], [3]). |

Although the definition and theoretical implications of Ry in heterogeneous pop-
ulations were successfully formulated ([5], [6], [11], [20]), we cannot necessarily
always rely only on Ry to deal with infectious disease control in heterogeneous pop-
ulations, apart from the fact that to estimate Ry precisely, it has been necessary to
collect very detailed data to quantitatively address various heterogeneities of hosts
(18], [4], [15]).

In fact, if our disease intervention can only be applied to a specific host type, Ro
for the multistate host population cannot offer the threshold condition for eradica-
tion by controlling a specific host type, because Rg for the multistate population is
the asymptotic ratio (growth factor) of the size of vectors describing the successive
generations of infected individuals. Besides, when a public health intervention is
conducted for a specific subpopulation only, it is of practical importance to under-

" stand its ripple effects on the dynamics of infectious disease spread. As & potential
improvement on this issue, recent studies by Heesterbeek and Roberts proposed a
type-reproduction number, T ([12], [18]). The type-reproduction number for a spe-
cific host type is the number of secondary cases of that specific host type produced
by the primary cases of the same host type during its entire period of infectious-
ness. Here, an important point is that T takes into account not only the secondary
cases “directly” transmitted from the specific host but also the cases ”indirectly”
transmitted by way of other type hosts who were infected from the primary cases
of the specific host. Roberts and Heesterbeek [18] have shown that T is a useful
measure when a particular single host type is targeted to disease control effort in a
community with various types of host, because under appropriate assumption erad-
ication threshold of the disease can be formulated as T' < 1, referring only to the
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target host type. In particular, the ”control relation”, 1 — 1/T, can be extremely
useful to determine the critical value of eradication, by means of control effort only
for a specific type host in a heterogeneous infected population, implying the broad
applicability to designing disease control policy.

The type-reproduction number theory has been so far based only on the next
generation matrix K and the generation perspective, and the real time dynamical
system formulation has been lacking. However, it is often crucial to formulate
the real time dynamics (renewal process) of the target (infected) population. To
identify the reproduction kernel based on model ingredients (parameters) is needed
not only for obtaining the analytical expressions of the basic epidemiological indices
as the type-reproduction number, the serial interval, the generation interval and the
intrinsic growth rate but also for parameter estimation purpose. In the separate
paper ([14]), we have established a general dynamical system for the epidemiological
reproduction of the specific target population in a multistate population system.

As an interesting example to apply the dynamical system formulation of the
type-reproduction number theory, we are motivated by a need to improve limited
practical utility of previous epidemiologic models. Our major claim is, an event
to acquire infectiousness is not directly observable. In reality, individuals in latent
and infectious periods are not distinguishable without microbiological and contact-
frequency information, while onset of an apparent disease is readily observed and
reported. In addition, most infection events are not directly observable for a ma-
jority of directly transmitted diseases. These facts have lowered applicability level
of previous epidemic models. That is, rather than a distinction of host types by
acquisition of infectiousness, infectious disease data may be more reasonably ana-
lyzed if we separate host types by onset of a disease ([10]). Similarly, whereas the
generation time (i.e. time since infection of a primary case to infection of the sec-
ondary case) is in general not directly observable, the serial interval (i.e. time since
onset of a primary case to onset of the secondary case) can be partly recorded us-
ing detailed contact tracing data ([9], [19]). Accordingly, we propose an improved
model to explicitly address these points, by assuming two specific types of host,
i.e. asymptomatic and symptomatic individuals, which are distinguished by ob-
servable event; onset of a disease. Using such a practical distinction of host types,
we introduce the type-reproduction numbers for each of the host types, discussing

the eradication threshold offered by T and comparing different average lengths of

interval between successive generations of infected individuals.

In this short note, we introduce a basic calculation of the type-reproduction
number and related indices for initial invasion of an infectious disease with asymp-
tomatic transmission. For expository purpose, we here only use a simple ordinary
differential equation model. The reader may refer to Inaba and Nishiura [14] for
more detailed definitions, general results and application to the structured popula-
tion model for asymptomatically transmitted diseases.

2. THE ASYMPTOMATIC TRANSMISSION MODEL

Let S(t) be the density of susceptible host population at time ¢, E(t) the density
~ of infected (exposed) population in the incubation period (the time elapsing between
the receipt of infection and the appearance of symptoms), C(t) the density of in-
fecteds (cases) with onset of a disease and R(t) the density of recovered population.
We assume that the infecteds in the incubation period can have infectivity, that

174



ASYMPTOMATIC TRANSMISSION

is, the latent period (from infection to the development of infectivity) is shorter
than the incubation period. Let 4; be the rate of onset, v, the rate of recovery, 5,
the transmission rate between susceptibles and asymptomatic infecteds and 3, the
transmission rate between susceptibles and symptomatic infecteds.

Demographic factors of the host population such as birth, death and migration |

are neglected. Epidemiologically, the infecteds with onset are much likely to be
observed, so they will be the target host of the disease prevention policy.

Then the asymptomatic transmission model with constant parameters is formu-
lated as follows:

B - _@EY +BCO)SO),

dE(t) _ (BLE(t) + B2C(t))S(t) — M E(t),
(2.1) dC’dzt) |

S = ME@) - 100),

) 1)

The reader will find that the above model is a spec1al case (n = 2) of the SI"R
model introduced in [17).

First let us consider the linearized system, which describes the initial invasion of
the infected population into the totally susceptible population:

(2.2) — = (BLE(®) + BC(8))So - mE(),
e ’YlE(t)' — 7C(2),

where Sy denotes the initial size of the susceptibles. Define a reproduction matrix
M and a state transition matrix Q as follows:

_ (S0P SobB: _f{-m O
(), 0 (7 2).

Then the next generation matrix K (see [6], p. 105) is calculated as

(2.3) K=M-Q) "= (Soﬁ;/’h Soﬂ(z)/*/z) .

The basic reproduction number Ry is defined as the spectral radius r(K) of K,
which is also a positive dominant eigenvalue (the Frobenius root) Ag4 of the next
generation matrix K. Hence we have

(2.4) Ro=r(K)=/\d=%(R1+\/R¥+4R2),

where

(2.5) Ry .= El_‘gﬂ’ Ry = _ﬁ_gé'_q

! Y2
Epidemiologically speaking, R, denotes the number of secondary cases produced by
an exposed individual during its entire period of incubation, and Rj is the number
of secondary cases produced by an infective individual with onset during its entire
period of infectiousness.
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If the target host is the case population C(t), the projection matrix with respect
to the target host is given by
00
P = .

(I-P)K = <%1 %2) :

If we assume that R; < 1, we can apply the Roberts-Heesterbeek formula ([18]) to
calculate the type-reproduction number for the case population, denoted by T¢, as

(2.6) Tc = (e2, (I — P)K(I — PK)™'e3) =

Then we have

R,
1-R;’
where ez = (0, 1)T, while the type-reproduction number of the exposed population,
denoted by Tg, is given by

(2.7) Tg = (e1, PK(I = (I - P)K) 'e1) = Ry + R;,

where e; = (1,0)T. It is clear that under the assumption R; < 1, we have Tg < 1
if and only if Tg < 1. Moreover it is easy to see that Ry > 1 if and only if Tg > 1
under the assumption R; < 1. '

The assumption R; < 1 is biologically important. In fact, if R; > 1, the incubat-
ing population can reproduce themselves with its reproduction number being above
unity, so the disease can always invade into the host population even though we
do not observe the appearance of symptoms. If asymptomatic individuals produce
substantial number of secondary cases before the onset of the disease, it would be
a most dangerous situation to the public health. On the other hand, if R; < 1, we
have a possibility to control the disease by isolating the case population. On the
other hand, it is clear that the cases (the infecteds with onset) cannot be persistent
without the incubating class.

3. CALCULATING EPIDEMIOLOGICAL INDICES BASED ON THE RENEWAL
DYNAMICS

Here we calculate the type-reproduction number T¢ and Tg by using the dy-
namical system formulation in the real time ([14]). Different from the Roberts-
Heesterbeek formula based on the next generation matrix, the dynamical system
formulation makes it possible also to calculate the basic epidemiological indices as
the serial interval, the generation time and the intrinsic growth rate.

By using the variation of constants formula, we can rewrite the linearized system
(2.2) as

t
(3.1) E(t) = Eoe™ "t + / e~ M=) (8, SoE(0) + B250C(0))do,
0

t .
(3.2) C(t) = Coe™ 1t + / e~ 13(t=%), E(0)do,
0

where Ej and Cy are given initial data.
Inserting the expression (3.2) into the equation (3.1), we obtain a renewal equa-
tion for the incubating class E(t):

t
(33) CE@M) =g-(t)+ [0 ¥_(0)E(t - 0)do,
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where

(3.4) g_(t) := Ege™"* + R, / t e~ (t=9) g, (0)Codo,
0

(3.5) Y-(0) := Riqi(0) + R /00 @1(¢)g2(o - ¢)d¢,

and

a1 (t) == me ™%, ga(t) := ye™ %,
that is, g1(t) is the probability of the onset at infection-age ¢ and g(t) denotes the
probability of recovery at the disease-age (the time since the onset) ¢.

Then we know that the type-reproduction number of the exposed class is given
by '

(3.6) Tg = /0 - (0)do = By + Rs.

Moreover it is directly easy to see that under the assumption Ry < 1, Tg > 1 if
and only if Ry > 1.

The average interval between the primary infection and the secondary infection,
which is called the generation time and denoted by Lg, is calculated as

1 [ 1 R, 1
L :=_/ (o= Ly T2 _1
(3.7) =g )y Y (0)dor A Ry A

B 1. R (L+i)
Ri+Ryvi Ri+Ra\m v/’
which tells us that the generation time is the weighted average of the interval
between the primary case and the secondary case infected in the incubation period
and the interval between the primary case and the secondary case infected after
the onset.
Next let us calculate the renewal process of the target host C(t). If we see C(t)

as a given function, the equation for E(t) in (3.11) can be seen as a Volterra integral
equation as

(3.8) E(@)=h(t)+ Ry /: q1(0)E(t — o)do,
where
t
(3.9) h(t) := Boe~"t + / e~1(=9) 6,50 (o) do.
0

If we define the resolvent kernel ¢(t) corresponding to the integral kernel R;q,(t)
by the solution of the resolvent equation:

¢
(3.10) 80 = Ria®) + R [ a(r)oe - ryar,
" then we can solve (2.15) as follows:
(3.11) E(t) = h(t) + / t $(t — o)h(o)do.
: 0

Solving the resolvent equation (3.10), we have

(3.12) d(t) = B Soe(BrSo—m)t = oy By e~ (1~R1)t,
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which implies that

(3.13) | | /0 ” b(t)dt = I_fil__

Inserting (3.11) into (3.2), we can arrive at the renewal equation for C(t):

. t
(3.14) C(t) = 94(t) + /0 b4 (2)C(¢ - 2)dz,

where

s = ™73t te—’yz(t—d) ’ o .
ey T ot [w@)+ [ 60 - Qartcrac) do,

z zZ—0
0@ = [ @) [ue=o)+ [ 60nt-o- O] do
0
* Then the type-reproduction number of the infecteds with onset is calculated as

(3.16) T = /0 Pa(a)ds = oo

Again it is easy to see that under the assumption Ry < 1, T¢c > 1 if and only if
Ry > 1.

Suppose that we can immediately isolate infecteds who has just shown the onset.
Let € € [0, 1] be the proportion of isolation (the efficacy of isolation) from new cases
with the onset. Then the type-reproduction number becomes (1 — €)T¢, so the
eradication condition is given by

1

A7 1——
(3.17) €> o
If we let @ be the proportion of transmission prior to symptoms by

Rl R1

3.18 9 T ee—— —
(3-18) Ry +R; Tg
then the condition (3.17) can be written as
(3.19) Ri+(1-€¢Re=Te(l-€(1-0)) < 1.

The same kind of expression as (3.19) is given in {10]. «
Moreover the average interval between the primary onset and the secondary
onset, denoted by Lc¢, is calculated as

(3.20) Lo=— /ww (2)dz = —— -1-
- ¢ Tc Jo N '7 1-Ry

Traditionally the serial interval is defined as the period from the observation of
symptoms in one case to the observation of symptoms in a second case "directly”
infected from the first (see [2] p. 21). On the other hand, we can observe that L¢
can be written as

len, . 1 1
(3.21) Lc———+— RY> —+—=1L,
T M
where L is the serial interval in the tradltional sense, Zn_l R? reflects the indirect
reproduction of secondary cases by through the infection in the incubation period.
Hence L¢ is the mean interval from the primary case to the secondary case taking



ASYMPTOMATIC TRANSMISSION

into account all possible reproduction paths. From (3.7) and (3.21), we conclude
that

(3.22) Le>L> Lg,

that is, the serial interval is longer than the serial interval in the traditional sense
and the generation time.

Another possible observable parameter is the initial growth rate (the intrinsic
rate of natural increase) of the cases with the onset. The Euler-Lotka characteristic
equation for the intrinsic growth rate ) of the case population C(t) is given by

(3.23) / > e~y (2)dz = 1.
0

Using the expression (3.15), it is easy to see that (3.23) is reduced to a quadratic
equation of A:

(3.24) A+ r+ml-R)A+m1( - Ri) =1172Rs.

The reader may confirm that the quadratic equation (3.24) is no other than the
characteristic equation of the linearized system (2.2). Dividing the both sides of
(3.24) by 7172(1 — R;), we have

(3.25) Toc =1+ LoA+0(\?).

Then we know from the observables A and L¢ that the type-reproduction number
of the target host is approximately given by Tc ~ 1 + Lc as far as A is not so
large. '

4. A REMARK AND COMMENT

Finally we give a remark. The next generation matrix (2.3) is based on the inter-
pretation that the onset means a "birth” of symptomatic individual, which implies
that the recovery process depends not on the infection-age but on the disease-age.
On the other hand, if we assume that the recovery process depends on the infection-
age, its reproduction matrix and the state transition matrix are given by

_ (SoBr  Sofe _[(—m 0

o o (S 5B, o= (70 °).

Then we have Ry = r(M(—Q)~!) = R, + R;. In this case, K is decomposable and
the type-reproduction number of symptomatic individuals is not properly defined,
because the onset is not interpreted as the reproduction of symptomatic individuals,
but is state-transition. However, if we can immediately isolate the case population
Jjust after the onset and € € (0, 1) is the proportion of isolation, the transition matrix
is changed into

(42) ((1 :11)’71 —(’)72> ’

then the effective reproduction number is R, = Ry + (1 — €)Ry. The eradication
condition R, = R; +(1—€)R2 < 1 is the same as (3.19). If we can take into account
both the infection-age and the disease-age to characterize the symptomatic class
by using the structured population model, the above two formulations would be
unified.

Though here we have shown only one simple example, the reader may understand
that our calculation method based on the dynamical system formulation could
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be easily extended to more general situation, especially to multistate structured
population models. A general formulation using the duration structured multistate
demographic model is presented in Inaba and Nishiura ([14]).

In summary, a major point of our idea.is that basic epidemiological indices
(threshold values, serial interval, intrinsic growth rate, etc.) can be calculated from
the renewal equation of the observable host type (symptomatic population), hence
we can apply our model to real data. To formulate a theory based on observables
is most crucial in-order to apply the theory to the real world.
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