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The Impact of Treatment of Latent Tuberculosis on
the Incidence : The Case of Algeria

Schehrazad Selmane

Abstract—We present a deterministic model which describes
the dynamics of tuberculosis in Algerian population where the
vaccination program with BCG is in place since 1969 and where
the WHO recommendations regarding the DOTS (directly-observed
treatment, short course) strategy are in application. The impact
of an intervention program, targeting recently infected people
among all close contacts of active cases and their treatment to
prevent endogenous reactivation, on the incidence of tuberculosis,
is investigated. We showed that a widespread treatment of latently
infected individuals for some years is recommended to shift from
higher to lower equilibrium state and thereafter relaxation is
recommended.

Keywords—Deterministic model, reproduction number, stability,
tuberculosis.

[. INTRODUCTION

UNDRED and thirty-one years after the identification by

Robert Koch in 1882 of the Mycobacterium tuberculosis,
pathogenic of tuberculosis (TB), the disease is still a problem
of public health world. In 2012, an estimated 8.6 million
people developed TB and 1.3 million died from the disease.
The number of TB deaths is unacceptably large given that
most are preventable [7].

As many countries, Algeria is concerned by TB; the annual
number of new cases of TB is around 21, 000 cases of which
more than 48% are cases of contagious pulmonary TB. In spite
of a relatively significant medical cover for the country, more
than 180 patients died yearly of smear positive pulmonary TB.
Since 1969, vaccination by Bacille Calmette Guerin (BCG)
is compulsory. Tuberculosis is a notifiable disease in Algeria
and benefit from the total exemption from payment of cares;
individuals with TB disease get their drugs from special centre
implanted in each area of the country. A national program
based on WHO recommendations was set up and several
efforts were made in order to take charge of individuals with
TB disease [5]. The various actions undertaken allowed a
significant reduction of the incidence of the disease and this
from the Seventies. In Fig. 1, the recorded pulmonary TB
and extra-pulmonary cases per 100, 000 inhabitants in Algeria
extracted from [6] are plotted from 2001 to 2009.

An understanding of the dynamics of TB at the population
level will lead to a better revitalization of the control program
of this disease [1]. Since people with TB infection are
considered at highest risk of developing TB disease in the 2
years which follow the infection, during which approximately
5 to 10 percent develop TB disease, an intervention that targets
people with recent latent TB infection could be effective as
control measure. Nevertheless to provide treatment for a large
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Fig. 1 Incidence of tuberculosis in Algeria 2001 — 2009

fraction of the population is costly and not feasible besides
which the identification of LTBI individuals is not an easy
task. We propose then to quantify how much treatment of
recent TB infection individuals, of all close contacts of smear
positive pulmonary cases, reduces the incidence of TB; an
intervention would consist in keeping a watch on these close
contacts.

The paper is organized as follows In section III
a deterministic model which describes the dynamics of
tuberculosis is proposed. The dynamic of the model is
governed by ordinary differential equations; therefore the
analysis of the disease free equilibrium and the endemic
equilibrium and conditions for local and global stability of
these points is investigated in this section. Intervention that
alter reactivation and re-infection as well as treatment of
carries and the impact of treatment of TB infection on the
incidence of TB over time are examined in this section. Section
IV includes some numerical simulations of the proposed model
and discusses the obtained results.

II. TUBERCULOSIS

Tuberculosis is an infectious disease caused by bacteria
called Mycobacterium Tuberculosis (M7 B). The bacteria
usually attack the lungs (pulmonary TB), but can also affect
other parts of the body through the blood (extra-pulmonary
TB). The MT'B is transmitted quasi exclusively by air. The
infecting droplets are produced in the form of aerosol by the
contagious patients at the time of cough, speech or sneezes.
These droplets remain in suspension in the ambient air; ninety
percent of them are inactivated as soon as their emission and
only a fraction of 1% survive for few hours. The inhalation
into the lungs of some bacteria suspended in the air constitutes,
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in practice, the only mode of contamination. The individual
becomes infected by breathing in the bacteria. The immune
system is sometimes able to kill TB bacteria. If not, either,
the bacteria remain alive but inactive in the body and the
person contracts a TB infection, or, they become active and
begin to multiply in the body and cause TB disease. Infected
individuals who did not progress to TB disease may remain
infected, non-infectious, for their lifetime unless endogenous
reactivation or exogenous re-infection occurs [4]. Note that
only the contamination by smear positive TB individuals has
an epidemiologic importance.

TB control program in Algeria

The priorities for TB control program in Algeria are :

e The vaccination at birth in order to reduce the incidence
of childhood TB knowing that is relatively ineffective in
protecting against adult TB and does not prevent M1 B
infection.

« The identification in a permanent way of active TB cases
and their treatment in order to break the transmission
chain of the MTB and thus the sterilization of the
sources of infection.

The cases of TB are only detected in the infectious stage; this
is due to a lack of efficient system of detection at early stages
of infection. People living under the same roof as a contagious
tuberculous (the national average being of 10 individuals by
household) are examined in order to identify among them the
possible cases of TB disease. It is requested to the adults a
radiological examination and from children of less than 14
years a tuberculinic test. If the examination is negative, they
are informed of the possibility of late appearance of the disease
and informed of the clinical signs which will have to lead them
to consult as soon as possible [5].

III. MODEL DESCRIPTION AND ANALYSIS
A. Model description

Although the population is vaccinated, this does not
avoid infection. Susceptible (S), individuals who have never
encountered the natural mycobacterium, can be infected
only through contact with individuals having smear positive
pulmonary TB disease. Latent TB infection (LTBI) is divided
into two stages : (1) an early stage at high risk of developing
active TB, referred as recent LTBI (L;), and (2) later
stage at low risk of developing active TB, referred as
persistent LTBI (Ls). Likewise, we consider two classes
of infectious individuals : smear positive pulmonary TB
individuals, referred as (I,), they can infect others and smear
negative pulmonary TB individuals, referred as (I,,), who have
TB disease and can not transmit it.

Infected individuals initially progress through recent LTBI,
either, to active TB at rate ¢d, or, to persistent LTBI at rate
(1 — ¢) é. From persistent LTBI class, individual can progress
at low risk and slowly to infectious class either, by endogenous
reactivation at rate w, or, by exogenous re-infection at rate
orBI. All detected infectious individuals receive 6 months
treatment; 90% have a full recovery and the remaining 10%

Fig. 2 Flows between the compartments of the model

including 1% for disease-induced death and 9%, gathering
the relapses, the failures and those which fail to comply
with the treatment, return to infectious class at rate p; they
receive a treatment of second line. Treated (T) individuals
acquire some immunity not fully which reduces the risk
of re-infection. They can return to the recent LTBI class
only by exogenous re-infection at rate orfI. The factor
reducing the risk of infection, as a result of acquired immunity
to a previous infection, is taken fixed for persistent latent
individuals, o, = 0.5 (any value between 0 and 1 would
lead to the same conclusions), contrary to that for treated
individuals where it was considered variable.

We incorporate into the model treatment of recent LTBI at a
variable rate 71 and persistent LTBI at a variable rate 75. The
model is schematically illustrated in Fig. 2. and the interactions
of the compartments are specified by the following system (I)

S=p—BLS —us
Ly = 81,5 + o7 BLT + 018l Ly — (6 + 71 + 1) L
L.2 =(1—=¢)6Ly —opBlpyLy — (w+ T2+ p) Lo
I.,[J = 1oLy + aswly + appT — (1, + p) I,
I." =(1—-01)pdL1 + (1 — a2)wlo + (1 — ar) pT
— (T + ) I
% =1Ly + 1Ll + 1l + 11 —opBLT — (p+ )T
where the rate of infection A = 31, depends on the number of

cases of smear positive pulmonary TB in the population and
where

S+Li+Lo+I,+1,+T=1

so that the total population size is constant. The natural death
term (u) represents the per capita rate at which individuals
die of causes other than TB.

B. Analysis of The model

1) Determination of the Basic Reproduction Number: The
basic reproduction number R, which is defined as the average
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number of secondary infections produced by an infected
individual in a completely susceptible and homogeneous
population [3], is computed with the help of the next
generation operator approach [2].

Letting X = (S5,T) (the number non-infected individuals),
Y = (L1, Lo, I,) (the number of infected individuals who
do not transmit the disease), Z = (I,) (the number of
infected individuals capable of transmitting the disease), Uy =
(1,0,0,0,0,0) € R?2+3*! the disease free equilibrium and

9(X*,Z) = (g1(X", Z), 92(X", Z), 93(X™, Z))
with

~ * _ (oLBIp+tc2)Blp

q(X*,7) cl(UL[U,,%CQ%%#)&JL/%IP

B2 SR Lo o BT b et (i) (1~

~ * @ agr Cc2 (65313

93(X", 2) = = oL BT, Fes)— (1- )50 1 BT,
gives

1 _
M = <a1¢02 o (1= ¢) 66) and D = (cp) .
C1C2

Hence Ry, defined as the spectral radius of the matrix M D~!

is

a1dcs + asw (1 — @)
C1C2Cp

Ry=MD™! = sB.

2) Steady States: In qualitative analysis of the model, the
existence of steady states and their stability will be determined
and analyzed.

To find an equilibrium (S* L5, 1, I *) of system (I)
we have to solve the followmg system on I}

p—BI;S* — puS* =0 (1)
BL;S* + orBLT* +orBI; Ly — c1 L7 =0 (2)
(1—¢)0L7 —orBI;L; —c2L5 =0 (3)
a1pd L} + awls + arpT™* — ¢, Iy =0 (4)

(I—o1) L5+ (1 — as)wls + (1 — arp) pT*

—cnIr =0 (5)

TLY + 1Ly + Ly + ol — or BIT

—CTT* =0 (6)
where ¢; = 6+ 71+, o = wH T2+, ¢ = Tp A+

Cpn =Tn+pand cr = p+ p.
Equations 1, 3, 4 and 5 give S*, L, I} and T* as function
of I} and L3.

* 22
Sr = ((51p+l") )
« _ (onBIj+c2) oy
Ly = g5 L2 (
% _ Cp 7% ajpo * ar1pcat+(1—¢)azw) %
T = anIP - |:(XT,11)(1 L(b)ﬁl + CYZTP(l @) : i|L2
. (17041)45(0[4{31 +Cz) " (1—a2)w 1%
Ir = Toeerl 4 ool s
_(-ar)p (01¢0L[31 +(01¢02+(1 ¢)02W)> L
( cn ) arp(l—9¢) 2
l—ar)p ¢p 7x
+ ch (pr[P

From (2) we get L3 as function of I

azfI;? + ar Iy + pag

L5 = -
£ B + baBR I + biBL + pubo

BI;

where
bb = parcior, — P (1 — (Z)) daror, +
(parcs + (1 — d)was) dor
=(1—¢)dcpor, a1 = azp, ap = (1 = @) darp,
= ¢daiopoT, ba = bb + pubs, by = by + ubd,

by = parcicy .
Finally, substituting L, L3,I* and T™ in (6) we get either
I, = 0, from which it may be concluded that system (I)
always has the disease free equilibrium (DFE), or, I; is a
root of the third degree polynomial

P(I,) = psI}® + p2I* + pr s + po

therefore the possibility of existence of endemic equilibria.
The coefficients of P are

ps = (pasds + azd; + baes + bzer) B2

p2 = (Buaods + pazdy + asdy + brez + baey) B2

p1 = (Buaody + pasdy + pboez + bier) B

po = paodof + pboer = —paodoS, (1 — Ry)
where
e1 = (1n (1 —ar)p—cper) (1 — @) dcp+arp (1 — @) dcnTy
€2 = —Cpas

do = faca + arp (1= )0 [cnT2 + Tn(l — a2)w] — f3 /1
di = faor, — dfsardor, + chor fi
d2 = Can
fi=6(a19c2 + (1 = ¢) azw)
fa=arpleams + 70 (1 — 1) ¢6]
f3=(mn (1 —ar)p—cncr)
and where

8, = crcacpener — p (1 — ar) epTn + arenty) C102

P dO

and R, = ﬁ% defining a new reproduction number. Note that
for p = 0, letting By = m we find again the
basic reproduction number Ry = =

3) Stability of the disease-free eqmllbrlum (DFE): At the
disease free equilibrium DF'E, we have I} = 0 and previous
computation yields S* =1 and LT = L5 = I; =T* = 0.
Hence DFE = (1,0,0,0,0,0).

The stability of the disease free equilibrium is achieved
through the determination of the sign of the eigenvalues of
the jacobian matrix .Jy of system (I) evaluated at DF'E :

Jo =

—u 0 0 - 0 0

0 —c1 0 B 0 0

0 (1—¢)% —eo 0 0 0

0 100 QW - 0 arp

0 (I-a1)¢d (1—a)w 0 —c, (l—ar)p
0 1 Ty Tp Tn —cr

one negative eigenvalue (—p) of Jy is straightforwardly
determined, the other five eigenvalues are those of the matrix

- 0 B8 0 0
(1—9¢) —Co 0 0 0
J = 100 QoW —¢p 0 arp
(I-a1)pd Ql—a)w 0 —c, (I—ar)y
T1 T2 Tp Tn —CT
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The stability conditions of J; are determined by use of the
following result of M-matrices theory.

Proposition

Let A = [a;;] be a n x n matrix. The real part of each of the
eigenvalues of A is greater than zero if and only if all diagonal
entries of A are positive, and there exists a positive diagonal
matrix D, such that AD is strictly diagonal dominant, that is,

n
aiid; >Z\aij\dj t=1,....n.
j=1
J#i
Since The matrix J; has negative diagonal entries,
we consider the matrix —.J;. According to the previous
proposition, J; has negative real part if and only if there exists

a positive diagonal matrix D = (dy), ., such that —Jy D is
strictly diagonal dominant, namely,

adi > pBd;
cady > (1 — @)dds
(II) § cpdy > 0qpddy + aswds + arpds
endy > (1 — a1)edd; + (1 — az)wds + (1 — ar)pd:
crdi > Tid] + Todi + Tpdi + T d)

Let
a; =1
& = B+e
&1
g Q=008 (-dhta
C1C2 C1C2
P (1 —a1)ddd; + (1 — az)wds + (1 — ar)pds + ¢
ro=
Cn
_ (@btym)tel@ty+i)
z
& = T1d} + Tod5 + Tpd + Tod) + €

cr

where € > 0, t = ¢; [(1 — ag)wer + (1 — ar)pra] + ereics
y=(1—ar)pcica, z = [cner — (1 — ap)pry] c1ca,
x=[(1-oa1)ddcr + (1 — ar)pm]ca
+[(1 — ag)wer + (1 — ar)pr2] (1 — ¢)4,
substituting in the third inequality c,d} > a1 ¢dd] + cowds +
arpd; we get

e < dOﬁch

B

where B = [cper — (1 —ar)pr]C + T (x+y + 1) arp
and C' = ay@dcacr + (ewer + arprs) (e + (1 — ¢)0) +
(Tl + Cl) arpca.
Thus for R, < 1 all inequalities of system (II) are satisfied;
this implies that the real part of each of the eigenvalues
of —J; is greater than zero and therefore the DFFE is
locally asymptotically stable. Otherwise, it is unstable and an
epidemic is triggered. The special case IZ, = 1 implies that
po = 0 and the disease free equilibrium loses its stability and
becomes unstable for 1, > 1.

Looking on the expression of R,, we note that it is
independent of the parameters or and op; although the
exogenous re-infection does not affect the stability, it affects
the effort to reduce the TB incidence.

(1-Rp)

4) Endemic equilibrium: The existence of endemic
equilibria for system (I) is linked to the existence of real
positive roots of the polynomial P; (I; > 0 must be
biologically feasible).

A numerical computation of the polynomial discriminant
Disc of P

Dise — 3pips — 3 \° 9p1paps — 27pop — 203\ °
e\ T ) T ( 5y

P3 D3
yields Disc < 0, consequently all roots of P are real and
unequal. Using the fact that the sign of the product of all
roots of P is that of —sign(pg)sign(ps) and Since ps < 0
and py = paodofB, (R, — 1) we deduced that the polynomial
P has at least one positive real root if py > 0, that is, R, > 1
and therefore the existence of one endemic equilibrium. Using
Descartes’ Rule of signs we proved that P has three real
negative roots for 0 < R, < 1 and thus non equilibria.

5) Expected population after eradication of the disease:
Eradication of the disease occurs when there are no more
exposed and infectious individuals in the population, namely
Ly =Ly =1, =1, =0. Therefore S+T = 1 and the system
(D is reduced to

§ =

T =

= S
—(p+W)T
solving these equations we get

S(t) = 1+(S(0)—1)e ™
T(t) = T(0)e (PHmt

where S(0) and T'(0) are the initial number of susceptible,
treated individuals respectively. As ¢ — 400, S(t) — 1, and
T(t) — 0. Hence, in such situation, the whole population will
be comprised of susceptible individuals.

6) Model without exogenous re-infection:
Case op =01, =0
We investigate the situation where the re-infection is not
possible or does not occur in the population. Equation (1)
becomes

blelﬂfp + ,Lbaodoﬁ + ,Ltboel =0

We have p; = bie; < 0.
Indeed b; = arpceicy > 0 and e; < 0 where

er=—p(1=9¢)d[pry (1 — ar) + poarty + cpTn + pp + pcp]

Moreover we have proved that py = pagdof + pboer =
paodof, (R, — 1), therefore for R, > 1, we have one real
positive root then one endemic equilibrium and for R, < 1
there exist no equilibrium.

case op =0

Now let us assume that individuals who followed a treatment
acquired a full immunity against re-infection; so or = 0.
Equation (1) becomes

p2I} +p1l, +po =0

where py = boe1 3%, p1 = (Buaodi + bier) B, po = pagdoS+
ubger. Using Descartes’ Rule of signs we proved that P has
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one real positive root and therefore one endemic equilibrium
for R, > 1 and two real negative roots and thus non equilibria
for0< R, < 1.

IV. NUMERICAL SIMULATIONS

The simulations of the stability of the endemic equilibria
as well as simulations following the proportion of active TB
individuals over time were carried out using the following
parameters values. The natural death rate (u) is obtained
from the expression 1 = life expectancy. We take the life
expectancy of 75 years corresponding to the one of Algerian
population. The transmission rate (3 is variable. The treatment
period by the program being 6 months which gives a recovery
rate of 2 per individual per year, so 7, = 7, = 2 (it is
taken as the inverse of the time between the tuberculosis
detection by the program and recovery by treatment). The
proportion of individuals going towards the class I, were taken
from algerian data. The rate of endogenous reactivation for
treated individuals p = 0.00002yr~!, the rate of endogenous
reactivation for persistent latent infection w = 0.0002yr~1,
the factor reducing the risk of infection for persistent latent
individuals o7, = 0.25 were taken from the literature [4]. The
factor reducing the risk of infection for treated individuals o
is variable. The rate of progression to active TB is estimated
from ¢d ~ 0.6 [4]; if we assume that ¢ = 5% of the latent
population eventually develops active TB then § = 12year—!.
The proportion of individuals going from L; (resp. Lo, T))
towards I, is oy = 0.4 (resp. az = 0.4, ar = 0.9). The
proportion of individuals going to compartment I, and I,, is
¢ = 0.05. The incidence in Algeria for the year 2006 being
26.1 per 100000 inhabitants [6], the corresponding values of
infectious I, is 8834 cases and of the transmission coefficient
B is 150.42 and reproduction number R, = 1.9; we used the
system (I) to compute these values.

Fig. 3. describes the incidence of TB at equilibrium as function
of the reproduction number I?, in the absence of treatment of
LTBI individuals (73 = 72 = 0); the circle o corresponds to
the incidence in Algeria for the year 2006.

Fig. 4., Fig. 5, and Fig. 6 describe the proportion of individuals
with smear positive pulmonary TB at equilibrium as a function
of the transmission coefficient 5 in the absence of treatment of
individuals with LTBI (73 = 75 = 0) with heavy line and with
treatment of recent LTBI at rate 7y = 1 and persistent LTBI at
various values of 75 with dashed line. Through these figures,
we see how the proportion of active TB individuals changes if
the susceptibility to re-infection of treated individuals differs
from that of persistent LTBI individuals.

Finally, Fig. 7. shows how the proportion of active TB
individuals changes over time when the treatment of LTBI
individuals is introduced and this is done for series of rates
(1 = 72 = 0;0.1;0.2;0.3;0.4;0.5; 1; 10 and the limit 7, —
00).

A widespread treatment of LTBI individuals for some years
is recommended to shift from higher to lower equilibrium state
and thereafter relaxation is recommended whenever o1 < o7p,.

0
10 T T T T T

Incidence
1
w

0 1 2 3 4 5 6
Reproduction Number

Fig. 3. Incidence at equilibrium as function of the reproduction number R,
in the absence of treatment of LTBI individuals; the circle o corresponds to
the incidence in Algeria for the year 2006.

Proportion with active TB

0 100 200 300 400
Transmission coefficient, B

Fig. 4. The proportion of individuals with smear positive pulmonary TB at
equilibrium as a function of the transmission coefficient 3 for o = o, and
71 =1
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Fig. 5. The proportion of individuals with smear positive pulmonary TB at
equilibrium as a function of the transmission coefficient 8 for o = 207,

and 7, = 1.
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Fig. 6. The proportion of individuals with smear positive pulmonary TB at
equilibrium as a function of the transmission coefficient 3 for o = o, /2

and 71 = 1.
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Fig. 7. The proportion of active TB individuals as function of time for
different values of the treatment rate of LTBI individuals.
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