ISSN: 2394-7772
International Journal of

B\VE] Biomathematics and Systems Biology

Official Journal of Biomathematical Society of India

Volume 1, No. 2, Year 2015

Modelling the impact of treatment on tuberculosis

transmission dynamics

Mo’tassem Al-arydah', Bryson Hayes?, Steady Mushayabasa®, Claver Bhunu®,
Dobromir Dimitrov> and Robert Smith?°

I Masdar Institute, PO Box 54224, Abu Dhabi, United Arab Emirates
Email: malarydah@masdar.ac.ae
2 Department of Mathematics, The University of Ottawa, Ottawa ON K1N 6N5 Canada Email:
bhaye(024 @uottawa.ca
3 630 Churchill Avenue, Mount Pleasant Harare, Zimbabwe
Email: smushayabasa@nust.ac.zw
4 National University of Science and Technology, P. O. Box 939 Ascot, Bulawayo, Zimbabwe
Email: cpbhunu@gmail.com
5 Fred Hutchinson Cancer Research Center, 1100 Fairview Ave. N. Seattle, WA, 98109, USA
Email: ddimitro@scharp.org
6 Department of Mathematics and Faculty of Medicine, The University of Ottawa, Ottawa ON
KIN 6NS5 Canada, Email: rsmith43 @uottawa.ca

Received on 18 Nov 2015
Accepted on 16 Dec 2015

Abstract. Effective tuberculosis (TB) control depends on the case findings to discover infectious
cases, investigation of contacts of those with TB and appropriate treatment. However, treatment
depends critically on detection, adherence and successful completion. Unfortunately, due to a
number of personal, psychosocial, economic, medical and health service factors, a significant
number of TB patients become irregular and default from treatment. We formulate a mathematical
model of TB treatment and investigate the stability of the disease-free and endemic equilibria.
We also performed numerical simulations to investigate the effects of adherence and detection. If

the reproduction numbers of both the drug-sensitive and drug-resistant strains are less than one,
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then the disease can be controlled. If the reproduction numbers for either strain are larger than
unity, but close to it, then one or both strains will persist. Numerical simulations also showed that
detection and adherence are the factors under our control that will have the greatest effect on
reducing the disease burden. Early detection and strong adherence are critical factors in applying

treatment and can overcome the effects of drug resistance.
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1 Introduction

Tuberculosis (TB) is a global health concern. It is a major cause of illness and death worldwide, especially in low- and middle-income
countries, where it is fuelled by coinfection with human immunodeficiency virus/acquired immune deficiency syndrome (HIV/AIDS),
by population increases where TB is most prevalent and by increased poverty [3, 9]. TB is the most common infection for the estimated
5.5 million South Africans living with HIV/AIDS (in a national population of 48 million). The co-infection rate of HIV is estimated at
73% in all TB cases. The estimated incidence of TB in South Africa is 692 per 100,000 people [9], a rate the World Health Organization
(WHO) classifies as a serious epidemic. Even though the Directly Observed Treatment Short-course (DOTS) program has been active
since 1995, TB remains a major health problem in South Africa and especially in the Eastern Cape [31]. The cure rate of 65% remains
well below the 85% rate recommended by the WHO [9]. At 41%, the Eastern Cape’s cure rate lags even further behind the national
average [29].

Adhering to a treatment schedule and successfully completing it are crucial to the control of TB [34]. Poor adherence to self-
administration of treatment of a chronic disease is a common behavioral problem [24, 32] that particularly affects TB [13, 14, 15, 24,
32]. Health-seeking behaviour and non-adherence to therapy has been cited as major barrier to the control of TB [7, 8, 10, 11, 16,
17, 19, 20, 23, 26, 27, 28, 30]. Non-adherence is a complex, dynamic phenomenon with a wide range of interacting factors affecting
treatment [23]. It poses a significant threat to both the individual patient and public health, and it is associated with higher transmission
rates, morbidity and costs of TB control programs [9, 23]. Furthermore, it leads to persistence and resurgence of TB and is regarded
as a major cause of relapse and drug resistance [9, 17]. The WHO defines a defaulter as a patient who does not complete the stipulated
course of treatment [34]. Other terms used synonymously include absentees, discontinuation, non-compliance and non-adherence.

In a number of national programmes, as many as 48% of newly detected TB patients have been considered defaulters [32, 24].
As long as defaulters continue to live in their place of residence and have yet to complete the full course of TB treatment, they remain
potential sources of infection, and the patients may suffer from irreversible complications such as developing multidrug-resistant TB.
Reasons for defaulting may be due to a number of personal, psychosocial, economic, medical and health-service factors.

We use a deterministic model to investigate the effect of early therapy for non-symptomatic TB carriers on controlling the dy-
namics of TB in a community where there is non-adherence. A defaulter is defined as a patient who has not undergone TB treatment
for two consecutive months and has discontinued the treatment.

2 Model Formulation

Treatment initially provides temporary immunity, which is lost slowly or quickly depending on the degree of adherence of the patient.
Based on epidemiological status, the population is divided into eleven classes according to individual’s disease status: susceptible (S),
undetected non-symptomatic (latent) carriers with drug-sensitive TB (E), undetected non-symptomatic carriers with drug-resistant TB
(E,), detected non-symptomatic (latent) carriers with drug-sensitive TB (E,) [T for those under treatment], detected non-symptomatic
carriers with drug-resistant TB (E,,) [Ty, for those under treatment], symptomatic carriers with drug-sensitive TB (1) [7; for those
under treatment] and symptomatic carriers with drug-resistant TB (1) [T, for those under treatment].

For the dynamics of the drug density R (per square kilometer), we assume that the demand increases proportionally to the demand,
characterised by a factor o.. The removal rate of the drug supply due to consumption is d,. The total population (N) at time ¢ is given
byN=S+E+E;+T;+1+T+E,+Ey + Ty + 1+ T,. For t # 1, the model takes the form:



§' = A+l +064T;+ 0T + 64, Tyr + 6, T — (A4 A+ )S

E' = pAS — (Y+k+u+8\+8M\,)E

Ey =YE + fury Ty — ((z1ir1 + k(1 —21)r1) f(R) + 1) Eq

Tj =211 f(R)Eg — (u-+ur+064)Ty
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The force of infection terms are A = % and A, = % Drug availability is described by the function f(R) = %M (per person
portion). Natural mortality occurs in all classes at a constant rate . I and I have additional disease-mortality rates d and d,. Note that

zi (i=1,2,3,4), are constants between 0 and 1 representing the fraction of treated individuals, while fi and f> are the fraction of those

who stop treatment without developing drug resistance.
For t = t;, the impulsive condition is

AR =R’ with AR=R(t;") — R(t; ),

1.
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where R represents the medication supply at time #;. The model is illustrated in Figure 1, and parameter definitions are given in Table

Fig. 1 The model. People are either susceptible or infected. Infected are classified depending on the appearance of
symptoms, detection of disease, treatment and drug resistance.

Remark 1. Note that the model has no singularity. Indeed, if S — N, then E;+T; +1+T +Ey4, + Ty + 1.+ T, — 0. Therefore R — 0.

As aresult, Kf(R) — 0 for K = E;,Ty,1,T,Eq, Tyy, Iy, Ty
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Table 1 Parameter definitions

Variable|Definition

S(r) Susceptible population at time ¢

E(1) Undetected non-symptomatic (latent) carriers with drug-sensitive TB at time ¢

Undetected non-symptomatic carriers with drug-resistant TB at time ¢

Detected non-symptomatic (latent) carriers with drug-sensitive TB at time ¢

E4-(t) |Detected non-symptomatic carriers with drug-resistant TB at time 7

(1) Symptomatic carriers with drug-sensitive TB at time ¢

I(t)  |Symptomatic carriers with drug-resistant TB at time ¢

Ty(t) |Treated latent detected carrier with drug-sensitive TB at time ¢

Ty-(t) |Treated latent detected with carrier drug-resistant TB at time ¢

T(t) Treated symptomatic carrier with drug-sensitive TB at time ¢

T.(t)  |Treated symptomatic carrier with drug-resistant TB at time ¢

A Recruitment rate

By Transmission rate for drug-sensitive individuals

Br Transmission rate for drug-resistant individuals

u Natural mortality rate

Uy Rate of stopping treatment

d Disease-induced mortality rate for drug-sensitive individuals

dy Disease-induced mortality rate for drug-resistant individuals

k Natural rate of progression to active TB from latent drug-sensitive individuals

kr Natural rate of progression to active TB from latent drug-resistant individuals

) Relative susceptibility of latent drug-sensitive TB

L Relative susceptibility of latent drug-resistant TB

p Proportion of newly infected susceptible individuals with latent TB

q Proportion of newly infected susceptible individuals with latent drug-resistant TB
21 Proportion of non-symptomatic carriers who receive treatment

o) Proportion of active infected individuals who receive treatment

23 Proportion of active drug-resistant infected individuals who receive treatment

4 Proportion of non-symptomatic drug resistant carriers who receive treatment

fi Proportion of detected individuals who do not develop resistance when stopping treatment
b Proportion of non-detected individuals who do not develop resistance when stopping treatment
(0] Natural recovery rate

1 Treatment rate for latent drug-sensitive individuals

) Treatment rate for actively infected drug-sensitive individuals

r3 Treatment rate for actively infected drug-resistant individuals

T4 Treatment rate for latent drug-resistant individuals

Y Rate of detection for individuals with latent drug-sensitive TB

Yr Rate of detection for individuals with latent drug-resistant TB

e Proportion of latent drug-sensitive individuals infected by active drug-resistant TB
o The demand for drugs

(7} Rate of recovery due to drug for latent drug-sensitive individuals

c Rate of recovery due to drug for active drug-sensitive individuals

Cyr Rate of recovery due to drug for active drug-resistant individuals

(o Rate of recovery due to drug for latent drug-resistant individuals

dg Drug-consumption rate
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We start with the following proposition.
Proposition 1. If fi = f = 1, B, =0 and E(0) + E,(0) +1(0) < B2, then E(r) + Ey(r) +1(r) < B2 forail 1 > 0.

Proof. Define y(t) = E(t) + E4(t) +1(). Then y satisfies

which implies that

0 < B+ conpl-)

Here C is a nonpositive constant, because y(0) < E—f\, and the result follows.

BA

In this section, we have proved that if the disease starts less than the quantity e then it remains so for all time.

3 The absence of treatment
In the absence of treatment, we have

S'=A—A+A+p)S
E' = pAS — (Y+k+u+8\+ 8, )E
Ej=YE —uEq
I'=(1-p)AS+ (SA+K)E — (9 +u+d)!
E] = qAhS+ 8, M E — (Y +kr +pu+ N+ 8,4, ) E,
Eg, =YEr — By
I = (1=q)AS+ (SN +8A + & )Er + (1 — €)8,ME — (u+d,)]y.

System (3.1)—(3.7) has a disease-free equilibrium (DFE) given by

0 = (8%, E%, EQ,I° E?  ED,.17)

sEro=drtr

<§,0,0,0,0,0,0).
u

3.1
(3.2)
(3.3)
(3.4)
(3.5)
(3.6)
3.7

The linear stability of EY is obtained using the next-generation matrix [18, 33] for system (3.1)—(3.7). Using the notation in [33], the

non-negative matrix F for the new infection terms and the non-singular matrix V for the remaining transfer terms (at the disease-free

equilibrium) are given by

F Fiz Ve Vit Viz
)y P Vo1 Voo '

with
00 pp 00 ¢p
Fii1=1]00 0 Fr=100 0 R
00 (1-p)B 00(1—q)p

Fy1 = Fio =Via = V21 = 0343 (zero matrix).

K00 K, 00
Vii=|—-yu 0 Va=|-v%pu0
—k 0 K3 —k, 0 Ky
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where K1 =k+v+u, Ko =k +v+u, Kz=p+d, Ky =u+d,.
It follows that the stability of system (3.1)—(3.7) is determined by

Ra

p(FV)
max {P(FHVHILP(FzZVzEI)}

= max {R11>Rr}7

where
_ PPk (1—p)B
R; = KK + & 3.8)
R BBk (1—q)P 39)

" KKy Ky

are the reproduction numbers for the drug-sensitive and the drug-resistance strains respectively. Note that the reproduction numbers

given here are threshold quantities and not necessarily the average number of secondary infections [21]. The p and ¢ terms in (3.8) and

(3.9) represent the new cases resulting from slow progression while 1 — p and 1 — g represent those resulting from fast progression.
Using Theorem 2 in [33], the following result is established.

Lemma 1. The disease-free equilibrium E0 of system (3.1)—(3.7) is locally asymptotically stable (LAS) if R4 < 1 and unstable if
Ry > 1.

Remark 2. Note that %L; < 0and %1;: < 0, which means that R4 is decreasing in y and v,. See Figure 2. As a result, the greater the
detection, the more we can control the disease.

254

15F “‘\

Basic reproduction number

05 I I I I I I
0 0.1 0.2 0.3 0.4 0.5 0.6 0.7 0.8 0.9 1

Rate of detection for individuals in latent TB (day_l)

Fig. 2 The basic reproduction R; as a function of the detection rate .

If parameters for drug-sensitive and drug-resistant individuals are identical (i.e., ¢ = p, ¥» =Y, r2 = r3, k, =k, and d, = d), then
Rj = R,. Note that if p — 1, then R; = M{%,
In this section, we have found the basic reproduction number, and we have proved that the DFE is locally stable when its value is

less than unity and unstable otherwise.

which agrees with the result given in [12].
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4 Limiting cases

Depending on the detection rate we have the following two cases:

1. Low detection of latent TB:
Suppose V,¥ — 0. Then R4 — R40, Where
Ry0 = max {RdOerO}v

with
_ pBk (1-p)B
Ro =tk ¥ &
_ ‘IBkr (1 - q)B
Ro=tovwk ™ &

2. High detection of latent TB:
Suppose ¥, Y, — 0. Then R4y — Rpe, Where
Rjo = max {Rdm,R,-m},

with
Ry — (1-p)B
K3
R, — (1-9)B
Ky

These are the reproduction numbers for sensitive or resistant strains at a demographic steady state resulting from fast progression.

Remark 3. Note that

pBk v
Rww—Ra=—— 77>
K3 (ko p) (k+p+7)
with a maximum difference of (kf% when y — oo, Also
k
Ro_R = P Yr

Ky (k) (kr +p+7)"

with a maximum difference of (k:{fﬁ when Y, — oo

In this section, we have found some limiting values for the basic reproduction number depending on the detection rates, and we found
the maximum reduction value in both R; and R, due to detection rates.

5 Drug-sensitive submodel

The following change of variables is required. Let x; = S, xo = E, x3 = E; and x4 = I. Then N; = x1 +x2 +x3 + x4. Using vector
notation xq = (x1,x2,x3,%4)7, the drug-sensitive submodel of the system (2.1)—(2.11) (assuming no treatment and neglecting natural
recovery (i.e., ¢ = 0)) can be written in the form % = Fy(xq), with Fy = (f1, /5, f3,f4)T . That s,

X1 =fi = A= (A +px G.1)
Xy = fo = phxy — (Y+k+p+80)x (5.2)
X5 = f3 ="+ fiprXs — uxs (5.3)
Xy = fa=(1=p)hx + (A +k)x2 — (u+d)xy, (54

with A =

x4
xptxptxztxg
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5.1 Stability for the drug-sensitive submodel

Note that the basic reproductive number of model system (5.1)~(5.4) is R; = p(Fy IVI’II), which proves the following.
Lemma 2. The disease-free equilibrium £) = (%,0,0,0) of system (5.1)—(5.4) is LAS if R; < 1 and unstable if R; > 1.

The equilibrium values of (DS1)—(DS4) satisfy

A

S 5.5
X T (5.5)
" PAA

= 5.6
2T 0k at oh) 60
. YPATA

= 5.7
BT 0kt oh) o7
g = PV AN K 8 + phAG +K) 58

(u+d) (N +p) (Y+k+p+80*)

with ;
7\’* — B}C4
Nt~
d
Solving (5.8) and (5.1) for A*, we have
Ag(A) =0,

where
§(0") = 8N (u+ d) ()2 ((8(u+ 1) + -+ KON (t-+ d) — pSBAYN" + (8 -+ K+ )Ny =+ ) — BA((1 = p) (Y + k+12) + k).

Note the following:

e g iscontinuous.

o limys ., g(A*) =co.

o 2(0)<0iffR;> .

From the Intermediate Value Theorem, there exists A} > 0 such that g(A}) = 0, which means that the endemic equilibrium (EE) for
the drug-sensitive model Ej exists. Moreover, since % < 1, then the EE Z; may exist even for Ry < 1.

One can get an explicit formula for A* > 0, by solving g(A*) = 0 with Ny = x7 +x3 + x5 +x and x7,x3,x3,x} as in (5.5)-(5.8).

We have
2 —b+ Vb2 —4ac
e 4a b
with
a=290
b=(u+d)(8+p+yp)+(1—p)(vy+u) +k—3
¢=(Y+k+u)(utd—(1-p)) - pk
for the DFE.

We now study the stability of the EE, £;. We utilize Theorem 4 in [6]. The method entails evaluating the Jacobian of system
(5.1)—(5.4) at the DFE, ‘Eg. This gives

-« 0 0 B
0 —K; 0 B
J(EQ) = 0 v —u 0

0 k 0 (1-pPB—(utd)

For Ry = 1, solving for B(= B}), we have B}, = i Thus the linearized system of the transformed equation (5.1)—(5.4)

K K3
(T=p)Ki+pk-
with B = B}; chosen as the bifurcation parameter has a simple zero eigenvalue. Hence it can be shown that the Jacobian of (5.1)~(5.4)

at B = P has right eigenvector (associated with the zero eigenvalue) given by u = (i1, u2,u3,us)”, where
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Uy = u
1 é’* 4
p
uy = luy
_ 1By
usz = 1k, uq
uys =ug >0

The Jacobian J (Eg) has a left eigenvector (associated with the zero eigenvalue) given by u = (v{,v2,v3,v4)7, where

vi=0
V2:Kilv4
v3=0

vy =vgq > 0.

) 1— ) 1— 1—
a= —v |:2 <%+%> u2u4+2p7&uu3u4+2%u4} — V4 |:2 (%-‘r%) u2u4+2( /f)B/Ju3u4+2( [f)B'uui

(5.9

b= pvous+ (1 — p)vaus. (5.10)
Note that a < 0 (equation (5.9)).
Lemma 3. If R; > 1 but close to one, then the endemic equilibrium Z of the system (5.1)-(5.4) is locally asymptotically stable.

Proof. We utilize Theorem 4 in [6]. It is clear that b > 0 and a < 0 (equation (5.9) and equation (5.10) respectively). This implies (iv)
in Theorem 4 [6] is applicable. This means that when B changes from B < B to B > B, EJ changes from stable to unstable and Z;

(changes from negative to positive) is locally asymptotically stable.
O

In this section, we have found the EE for the drug-sensitive submodel and determined the stability for both the DFE and the EE,

depending on the basic reproduction number.

6 Drug-resistance submodel

This model has reproduction number R,. The following change of variables are required. Let y; =S, yo = E, y3 = E; and y4 =1 so
that N, = y1 +y2 +y3 +y4. Using vector notation yr = (y1,y2,y3, y4)T, the drug-resistance submodel of the system (2.1)—(2.11) can
be written in the form dg;’ = G(yr), with G = (g1,82,83,84)" . That is,

yi=g1=A—(h+uy (6.1)
Y2 =82 = qhy1 — (Vs Tk + 1+ 8,1, )y2 (6.2)
V3 =83 =Vry2 —uys 6.3)
va=ga= (1= @Ay + A +k)y2 — (u+dr)ya, (6.4)

: _ Bya
with A = yity2+yz+ys

6.1 Stability of the drug-resistance submodel

The reproductive number of model system (6.1)-(6.4) is R, = p(F22V272l ), which proves the following.

Lemma 4. The disease-free equilibrium £j = (%,0,0,0) of system (6.1)—(6.4) is LAS if R, < 1 and unstable if R, > 1.
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Similar to Subsection 5.1, E; exists iff R, > = [AV’* . The method entails evaluating the Jacobian of the system (6.1)—(6.4) at E?.
This gives
-1 0 0 B
0 —K, 0
=] 0 »
0 v -—u 0

0 k 0 (1-qp—(u+d)
. . KK,

For R, = 1, solving for B = B}, we have B} = m

B = B; chosen as the bifurcation parameter has a simple zero eigenvalue. Hence it can be shown that the Jacobian of (6.1)—(6.4) at

. Thus the linearized system of the transformed equation (6.1)—(6.4) with

B = B has right and left eigenvectors (associated with the zero eigenvalue) given by v = (v1,va,v3,v4)", where

vi=0
vy = %m
v3=0
vy =vq >0,
with
_ qPu  &Bu qPu qPu - (1—q)Bu , &pu (1—q)Bu (1-q)Bu ,
a= —v [2( A +7A upug +2 A uszug +2 A uy Vg |2 A + A Uy +2 A usug +2 A uy
(6.5)
b= qvaws+ (1 —q)vaws. (6.6)

Note that a < 0 (equation (6.5).
Lemma S. If R, > 1 but close to one, then the endemic equilibrium E} of the system (6.1)-(6.4) is locally asymptotically stable.

Proof. We utilize Theorem 4 in [6]. It is clear that » > 0 and a < 0 (equations (6.5) and (6.6)). This implies that (iv) in Theorem 4

[6] is applicable. This means that when B changes from B < B: to B > B*, 0 changes from stable to unstable and ; changes from
negative to positive and LAS.

O

In this section, we have found the EE for the drug-resistance submodel and determined the stability for both the DFE and the EE,

depending on the basic reproduction number.

Summary

For the stability of the full model, we have the following cases (see Figure 3)

If R; < 1and R, < 1, then Ry < 1 and %y is LAS.

If R; > 1 but close to one and R, < 1, then R4 > 1 and the drug-sensitive strain persists.

If R; < 1 and R, > 1 but close to one, then R4 > 1 and the drug-resistance strain persists.

If R; > 1 and R, > 1 but both are close to one, then R4 > 1 and both the drug-sensitive and the drug-resistance strains persist.

IfR; > ”IX? for i =d,r, then both Ej and E; exist.

wok W

7 Analysis of the full model

Assume that 71 = z4 = 1 (all latently detected individuals are receiving treatment). The DFE is
A
€0 = ($°,E0,E9, 1), 1°, To, E), E§,, T}, 1, 7)) = (—,070,070,070,070,070>
u

and the components of the next-generation matrix are
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R- Rq4=1 Re=

| +€q

Sensitive strain is controlled,
drug-resistant strain persists

Both strains
are controlled

e T T T T R

Persistence of
both strains

Resistant strain
is controlled,
drug-sensitive
strain persists

R4

\ 4

Fig. 3 The possible regions in which EE equilibrium stability changes. Note that €4,€, > 0 but may not be large.

where

[00 0 pp 0O
00 fiy,y O 0
00 0 0 0
00 0 (1-p)B forr
100 0 0 0

(00000
00000
00000
00000

100000

[y 0 0 0
-y L, 0 O
0 —z22r Lz 0O
-k 0 0 Ly O
0 0 0 —r Ls

(=R e)

Vi =

(00000
00000
00000
00000

100000

Va1 =

Rr=p(Fv™")

= max {Rd;,th},

[o0 0 o0 o0
00(—fi)u 0 0
Fi=(00 0 0 0
00 0 0 (1= fo)ur
00 0 0 0
[000 4¢p O
00y, O O
F=1000 0 0
000 (1—g)B ur
000 0 0
(00000
00000
Vip =
00000
100000
(L 0 0 0 0
. Ly 0 0 0
Vo = 0 —zzmLg 0 O
—k 0 0 Ly 0
L0 0 0 —rLp
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R4 = max {Rthdz}

R;s = max {er 7Rr2}-

Here
10Uy 1 o A (kpB | (1-p)Bzar
Ry = Rp==|R R Rl VR S 24 ik
N A oLy 273 D+\/ o\ T Lils
Faply 1 o A (kgB  (1—q)Bzars
R = R»>»=—|R R 0 A AJPeSTS
rl L7Lg r2 ) R+\/ R+ L9 L6L9 + LoLio
Rp = kpP n (1-p)B Ry = k-qB n (1-9)B
LiLy Ly LeLo Ly
and

Ly=k+y+u (=Ki)
Ly=r+u
L3y =p+pr+04
Ly=0+u+d+zrn (=Kiz+z2n)
Ls =u+u +o
Le="Y+k+u (=Ka)
L7 =u
Lg = u+pr+0ar
Lo=u+d+z3r3 (=K4+23r3)
Lio = u+uy+ ;.
Note that H(K) = f(R)K (for K = E4,E4y,1,1,) is differentiated using the product and chain rules, with R = R(K). Then L’Hopital’s

rule is used to evaluate the derivative at . We thus have the following.

Lemma 6. The disease-free equilibrium EY of system (2.1)—(2.11), with f constant and z; = z4 = 1, is LAS if Ry < 1 and unstable if
Ry > 1.

Here Ry is the reproduction number when both detection and treatment programs are in place.

8 Numerical simulations

The data used for the simulations are given in Table 2, in addition to the initial condition (S,E,,Ty,I,T,E,Eq,Tyr, 1, T, ,R) =
(24000,0,0,0,1000,0,0,0,0,0,0,0,0). We start by investigating the sensitivity analysis of R, (the basic reproduction number for

the drug-sensitive-without-treatment submodel) to parameters.

8.1 Sensitivity analysis

Due to the degree of uncertainty in the parameter values, we investigated the dependence of R; on parameter variation for the drug-
sensitive model. We use Latin Hypercube sampling and partial rank correlation coefficients (PRCCs) to identify which parameters
R, is most sensitive to [4]. Latin Hypercube Sampling is a statistical sampling method that evaluates the sensitivity of an outcome
variable to all input variables. PRCCs measure the relative degree of sensitivity to each parameter, regardless of whether the parameter
has a positive or negative influence on the outcome variable. Figure 4 plots PRCCs for each input parameter. This demonstrates that
R, is most sensitive to variations in transmissibility (), the proportion of individuals newly infected with latent TB (p) and the disease
mortality rate (d).

Thus the disease is reliably controlled only for sufficiently small transmissibility and a high proportion of individuals newly
infected with latent TB. It should be noted that variations in § and p will change R, from values greater than one to small values,

resulting in significant dependence of R; on these parameters. See Figure 5.
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Table 2 Parameter ranges

Variable|Sample value|Unit Range considered|Reference
A 400 individual x yr—'{300-500 Assumed
u 0.0167 yr ! 0.009-0.02 [25]

Uy variable yr1 - Assumed
d 0.15 yr~! 0.1-0.2 [5]

d, 0.2 yr—! 0.02-0.2 Assumed
By 1.8 yr! 0.1-1.8 Estimated
B, 1.6 yr | 0.1-1.5 Assumed
k 0.005 yr~! 0.004-0.006 [1]

ky 0.01 yr~! 0.004-0.007 Assumed
) 0.7 0.5-0.9 [1]

o 0.7 0.5-0.9 [1]

D 0.95 0.65-0.95 [1]

q 0.95 0.65-0.95 [1]

2] 0.7z 0-0.5 Assumed
22 variable 0-0.75 Assumed
3 0.7z 0-0.5 Assumed
24 22 0-0.98 Assumed
N 0.9 0.1-0.9 Assumed
i) 0.7 0.1-0.9 Assumed
) 0.09 yr~! [22]

r (1/7) x 365 |yr~! 0.5-0.8 Assumed
I (1/2)r yr~! 0.4-0.7 Assumed
3 (1/3)r yr! 0.1-0.3 Assumed
r4 (1/2)ry yr~1 Assumed
Y 0.2 - 0.1-0.5 Assumed
Yr 0.9 - 0.1-0.95 Assumed
e 0.7 0.65-0.95 Assumed
o 0.5475 yr—1 Assumed
Gy 2 yr~! Assumed
c 2 yr—! Assumed
Gar 025x06, |yr! Assumed
G 0.1 xoy4 yr—! Assumed
dg 2.6927 yr1 Assumed
R! 1/12 yr~! Assumed
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Disease-induced mortality rate |

Natural death rate

Rate of detection for individuals in latent TB|-

Natural rate of progression to active TBf

Proportion of newly—infected with latent TB|

Transmission rater

0.8

Fig. 4 Partial rank correlation coefficients indicate that the proportion of individuals newly infected with latent TB has
the greatest effect on Ry followed by the transmission rate. Parameters with PRCCs > 0 will increase R; when they are

increased, while parameters with PRCCs < 0 will decrease R; when they are increased.

< &
s 1r 5 1
o o
15k 1
b 1
-2.51 -2.51 1
3 ] b 1
-3.! R L L -35 L L L L L T
0 05 15 0.65 0.7 0.95 1

1 0.75 0.8 0.85 09
Transmissability Proportion of newly-infected with latent T8

_ . . . . . . 1 :
01 011 012 013 014 015 016 017 018 019 0.2
Disease-induced mortality rate

Fig. 5 Monte Carlo simulations for 1000 runs drawn from parameter ranges using Latin Hypercube Sampling for the
three parameters with the greatest effect on R, as indicated in Figure 4. If p is close to one or 3 small, then the disease

can be controlled.

8.2 The impact of adherence

We considered adherence as a way of controlling the disease. We used y;, as a proxy for adherence: high rates of u, are associated with

low adherence, while low values are associated with high adherence.
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We examined the effect of adherence by comparing the infected classes in the model (2.1)—(2.11) for different adherence rates
(ur = 12,6,0) after 10 years. From Figure 6, it is clear that high adherence rates reduce the percentage of infected in all classes. We
added the time-series solution on the left of Figure 7 (from top to bottom, u, = 12,6,0) to support our conclusion. On the right of

Figure 7, we have the drug density, from which we see that non-adherence implies more consumption of drugs.

Il Low adherence
[ Intermediate adherence
61 | [ JHigh adherence 7

Percentage

0
Drug-sensitive Drug-resistant
Infected classes

Fig. 6 Comparison between percentage of infected in different classes (after 10 years), different adherence rates are
adopted (u, = 12,6,0, representing stopping medication after a very short time, after an intermediate time and 100%

adherence respectively). Here (v,7,) = (0.2,0.9).

8.3 The impact of detection

We considered testing as another method of controlling the disease. We examined the effect of detection by comparing the infected
classes in model (2.1)—(2.11) for different detection rates (7,Y,) = (0.1,0.1),(0.5,0.5),(1,1) after 10 years. Here u = 2. The result
is given in Figure 8, in which it is clear that high detection rates reduce the percentage of infection in all classes. We added the time-
series solution Figure 9 (top right, top left and bottom correspond to (Y,y,) = (0.1,0.1),(0.5,0.5), (1, 1) respectively) to support our

conclusion.

9 Discussion

We used a mathematical model to explore the population-level impact of treatment on TB transmission dynamics. The disease-free
equilibrium is shown to be locally asymptotically stable when the reproduction number is less than one and unstable if the basic
reproduction number is greater than one for the full model and when the model is considered with no treatment. Centre manifold
theory is employed to show that if the endemic equilibrium exists, then it is locally asymptotically stable when the reproduction
number is slightly greater than one and does not exist when the basic reproduction number is less than one. Moreover, some explicit
values are given for the EE depending on some limiting values for detection rates. In the case of high detection and high adherence,
the EE does not exist.

A sensitivity analysis of the basic reproduction number shows that it is most sensitive to transmissibility, high proportion of
individuals newly infected with latent TB and adherence to treatment. Note that transmissibility and a high proportion of individuals
newly infected with latent TB have more effect, but we have little control over them. Mathematical analysis and numerical simulations
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Fig. 7 Comparison between the continuous drug-sensitive and drug-resistance infected functions (from top to bottom,
ur = 12,6,0). On the right, we have the density of drug when different adherence rates are adopted. Here (Y,7y,) =
(0.2,0.9).

show that high detection rates and high adherence to treatment decrease the prevalence of both drug sensitive and drug resistant strains
of TB.

Surprisingly, we observed a counterintuitive effect of drug availability. Figure 7 showed that more drugs were used as adherence
fell. This is explained by the fact that low adherence results in a high demand but low consumption of drugs, increasing their overall
availability.

Our model has some limitations, which should be acknowledged. We focused on treating individuals and ignoring other ways like
isolation and education. Also, a lot of parameters are assumed, limiting the usefulness of our numerical simulations (although we have
partially overcome that with Latin Hypercube Sampling). We ignored multi-drug resistance.

In summary, treatment has the potential to have an enormous impact on the TB epidemic. Early detection is critical, but adherence

to treatment regimens is also crucial. This is especially true if we are to overcome the effects of drug resistance.
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Fig. 8 Comparison between percentage of infected in different classes (after 10 years) when different detection rates
are adopted. Here (y,7y,) = (0.1,0.1), (0.5,0.5), (1,1) and p = 2.
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(0.5,0.5), (1,1)). Here u, = 2.
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