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Abstract: The search for therapies and prevention methods for HIV infection is essential for controlling the virus in a population. In this
paper, we introduce a fractional order mathematical model to study the impact of the oral to the injectable Pre-Exposured Prophylaxis
modality, which is completely new in terms of public health. For that, we consider current antiretroviral therapies, undiagnosed cases,
and the impact of PrEP on the case diagnosis. To investigate the model, besides the use of fractional order derivatives, we also consider
illustrative cases by means of demographic data from Brazil and parameter values from the literature. We compare the influence on
incidence, prevalence, diagnosis, and mortality of oral PrEP with the injectable PrEP, which is the new current trend on the subject. As a
result, an increasing in incidence, prevalence and also mortality are revealed by augmented fractional order of derivatives for both PrEP
modalities, but PrEP reached better results in its oral modality. Despite the need for further studies, this contribution is intended as a first

preliminary step to contribute to decision-making by health authorities.
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1. Introduction

HIV (human immunodeficiency virus) is a virus that
attacks the immune system. Over time, HIV weakens the
immune system and makes it lose its ability to fight certain
HIV is the cause of AIDS (Acquired Immune

Deficiency Syndrome) which is an advanced stage of the

diseases.

disease where the immune system is compromised [1].

HIV/AIDS data shows that in 2021, 38.4 million [33.9
million - 43.8 million] people in the world are living with
HIV, 1.5 million [1.I million - 2 million] people have
become infected with HIV, 650,000 [510,000 - 860,000]
people have died from AIDS-related illnesses, and 28.7
million people are accessing antiretroviral therapy [2]. In
Brazil, every hour, at least five people were infected with
HIV in 2021. The World of Health Organization (WHO)
estimates that throughout 2021 Brazil had 50,000 new cases,
which brought the country to the mark of 960,000 people

living with HIV.

Oral PrEP uses antiretroviral drugs in pill form to prevent
the spread of HIV/AIDS. Currently, there are two approved
a combination of tenofovir
and emtricitabine or TDF/FTC (brand name Truvada) and

forms of oral PrEP in use:

a combination of tenofovir, alafenamide, and emtricitabine
or F/TAF (brand name Descovy) [3]. Both are for daily use.
PrEP reduces the risk of getting HIV from sex by about 99%
and the risk of getting HIV from injection drug use by at
least 74%.

According to data provided by WHO, about 940,000
people in 83 countries worldwide received oral PrEP at least
once in 2020. This is a 49% increase over the approximately
630,000 PrEP users reported in 76 countries in 2019 and
more than 2.5 times the number of PrEP users in 2018
(370,000). The majority of PrEP users in 2020 were reported
in the Africa region (52%) and the Americas (30%; 26%
in the United States). Ninety-seven percent of global PrEP
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users are in 30 countries with more than 2,000 PrEP users
each [4].

In September 2021, there were 270 health centers in all
Brazilian states providing PrEP to approximately 23,000
Another 3,000 or more received PrEP through

research studies, such as the PrEP Implementation Project

people.

(ImPrEP). Recent Brazilian studies estimate HIV prevalence
among men who have sex with men as high as 23.0%, but
it is impossible to know how many who do not have HIV
would benefit from PrEP [5].

Long-acting injectable PrEP with the drug cabotegravir
was approved in the United States for the prevention of
sexual transmission of HIV in December 2021 [6]. WHO
has recently issued new guidelines on long-acting injectable
PrEP and advises countries to consider it as another effective
HIV prevention option (including oral PrEP, condoms, and
post-exposure prophylaxis) for people at risk for HIV [7].
Injectable PrEP is administered once every two months,
which strongly contributes to adherence to treatment and
avoids some of the problems that occur with oral PrEP,

which is used daily.

Mathematical models studying the influence of PrEP have
increased since its implementation [8—11]. For example,
Delgado et al. [8] presented a mathematical model for the
study of the influence of PrEP and PEP in the presence of
non-diagnosed and undetected cases. Kim et al. [9] build a
mathematical model of HIV infection among MSM in South
Korea and simulate the effects of early antiretroviral therapy
(ART), early diagnosis, PrEP and combined interventions
on the incidence and prevalence of HIV/AIDS infection.
Nsuami and Witbooi [10] presented a stochastic model
for the HIV/AIDS epidemic with the use of PrEP. Silva
and Torres [11] proposed an epidemiological model for
HIV/AIDS transmission that includes PrEP and calibrated
the model with cumulative cases of HIV infection and AIDS
recorded in Cape Verde from 1987 to 2014 and demonstrated
that PrEP significantly reduces HIV transmission.

The main contribution of our work is the presentation and
study of a mathematical model that takes into account the
effect of PrEP in a population and how it contributes to the
diagnosis of cases. In more practical terms, with the model
we studied the impact on the Brazilian population of oral
PrEP and the new modality of injectable PrEP, comparing
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their impact on HIV incidence, prevalence, mortality, and
case diagnosis. To make a wider exploration, fractional
order derivatives are used to obtain different behaviors
aiming to contribute to health authorities in decision making.
Another reason for using a fractional order derivatives is the
effect of memory of such operators, which can be relevant in
epidemiology [12-14].

This paper is organized as follows: in Section 2, a
theoretical background of derivatives of fractional order
is presented for completeness. In Section 3, we present
the model using the Caputo fractional derivative, studying
its dynamics in the light of mathematical epidemiology.
Section 4 is devoted to illustrative cases using computational
simulations, and Section 5 presents the final remarks and

conclusions of the paper.

2. Theoretical background

The following definitions are used to formulate and study
the fractional order mathematical model.

We assume that @ € R}, b > 0, f € AC"[a,b], and
n = [a]. We define the left-sided and right-sided fractional
integral Riemann-Louville for f : R* — R, @ > 0 are:

a 1 " f(s)ds
JdY @) = RERREES (Left) 2.1
oy e L [0 L) .
Ay f(@O) = @), G (Right) 2.2)

Remark 2.1. Let’s define Iy f(1) = oI} f(2).

The left-sided and

fractional derivatives are defined as [15, 16]:

right-sided Riemann-Liouville

DY f) = j; F( f(t —§) 1f(s)ds) (Left)
2.3)

dl'l 1 n )
Dy f(1) = I FE ) f(s e 1f(s)ds) (Right)
(2.4)

Remark 2.2. Let’s denote DY f(t) = (D{ f(2).

The left-sided and right-sided fractional derivatives
proposed by Caputo are given by [15, 16]:

1 !
D7 f(t) = Th—a f (t— sy (s)ds, (Left)

(2.5)
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: VA
‘DY f(t)=ﬁ f, (s — )" (s)ds. (Right)
(2.6)

Remark 2.3. Let’s define “D} f(1) = ;Dy f(®).
3. Model construction

The compartments of the model are: S the susceptible to
HIV, E the exposed to the virus through sexual contact, U
the cases who have the virus but are not yet diagnosed, P are
the individuals who use PrEP, H the diagnosed HIV cases,
A the diagnosed AIDS cases and I the cases who achieved
with the use of antiretroviral therapy an undetectable viral
load.

The parameter A is recruitment rate, as the parameter 8
is the cases that are transmitted by other non-sexual routes.
In our model, we assume that contagion is not only sexual
and is related to parameter §, which influences that our
recruitment rate not only contains sexually active people but
also the population in general. The parameter u represents
cases of death from natural causes and dy represents deaths
associated with HIV/AIDS. The transmission rate of the
HIV is defined as:

A9 = VN(H LA+ U), 3.1)

where v is the contact effective rate and N is the total
population. The parameter pg is the PrEP coverage in the
susceptible population, py is the cases with undiagnosed
HIV/AIDS who seek to enter PrEP use without knowing
their serological status, and p is the failure rate of PrEP use,
which is related to the effectiveness of the type of PrEP. The
individuals not diagnosed with the virus who want to start
the use of PrEP require an initial assessment of their health
status, including their HIV serology and this will contribute
to the diagnosis of new cases and directly affects the pp
parameter which is the diagnosis of cases due to the intent
to use PrEP. The parameter ¢ is the diagnosis rate of cases
in a first risk contact, and ¢p is the rate of diagnosis of
HIV cases. The parameters €p,, €p, and pp are associated
with the diagnosis of new HIV cases. The rate 54 represents
the cases of HIV that progress to AIDS and we assume that
those from AIDS to HIV first achieve undetectability of the
virus. The parameters iy; and i4; represent the cases that
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with the use of antiretroviral therapy achieve undetectability
of the virus in the organism, HIV and AIDS, respectively,
and ijy and ij4 represent the cases that lose undetectability
and reach HIV and AIDS, respectively. According to [19],
instead of time ™, the fractional derivative operator “D® has

-

units of time™ in such a way that on the right-hand side

of the system, all parameters will have power . Using
fractional derivatives in the Caputo sense, HIV transmission
with the use of antiretroviral therapy and incorporation of

PrEP use is defined by the following system:

Dy S =AY+ pipP — (u" + Ay + B + pp)S,

‘Df E =238 — (u” + € )E,

‘Dy U =(1 = ¢Mep E — (py, + 1" + €, + dip)U,

‘Df P =pgS + pyU — " + pi + pp)P,

‘Df H =¢"€f, E + ¢ (e, U + phP) +B°S + iyl
— (U +dy + By + igH,

‘DY A =(1 - ¢p)ep, U + ppP) + BH + i1
- +dy; +i9)A,

‘DY I =iy, H + i, A — (W +dy; + iy + i1, (3.2)

with the initial condition

S(0) =Sy >0,E0) = Ey > 0,U(0) = Uy > 0, P(0) = Py >
0, H(0) = Hy > 0,A(0) = Ag > 0, 1(0) = I > 0 and with
a€(0,1].

Figure 1. Flowchart of model 3.2.

3.1. Prevalence, incidence, and mortality

Initially, we define relevant elements in epidemiology and
those in our study in particular.
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Prevalence is a measure of disease that allows us
to determine a person’s likelihood of having a disease.
Therefore, the number of prevalent cases is the total number
of cases of disease existing in a population [17, 18].

Incidence is a measure of disease that determines the
probability that a person will be diagnosed with a disease
during a given time. Incidence is therefore the number of
newly diagnosed cases of a disease. The incidence rate is
the number of new cases of a disease divided by the number
of people at risk for the disease [17, 18]. Prevalence differs
from incidence in that prevalence includes all cases, both
new and preexisting, in the population at the specified time,
whereas incidence is limited to new cases only.

The definition of mortality refers to death due to a certain
epidemic or disease. The mortality rate is the number of
deaths due to a disease divided by the total population [17,
18].

In our model, prevalence coincides with the number
of HIV and AIDS cases in the respective compartments,
because by the HIV and AIDS compartments are defined in
terms of the number of active cases. Regarding incidence,
we decided to study the incidence of HIV, because PrEP
directly affects the number of new cases of HIV, and in turn
also the number of AIDS cases. This way, HIV incidence
and mortality are incorporated in the model as the following:

(3.3)
34

‘Df Iy = ¢"€p, E + ¢plep, U + ppP) +B°S,
‘DyM=dy(U+H+A+]I),

where [, is the cumulative HIV numbers per year and M
is the cumulative deaths per year. Then, incidence and

mortality are defined as:

L,(n) = I,(n) — I,(n—1),
M) = M(n) — M(n — 1),

(3.5)
(3.6)

where n is the current year and n — 1 in previous year.

Basic Properties of Model

Now, let us prove the existence and positivity of the
solution of Model (3.2), and let’s find the biologically
feasible region.

Mathematical Modelling and Control

Existence and Non-Negativity of Solutions

Let’s denote the feasible region by
Q={x=S,E,UPHAI:S,E,UPHA,IZ>O0}.

The following lemma and corollary will be used in the
proof of Theorem (3.2) and it can be found in [19].

Lemma 3.1. (Generalized mean value theorem) Suppose
that f € Cla,b] and D} f € Cla,b), for @ € (0,1]. Then,
VYt € (a,bl,witha<e<t,

L

1 = f@+ 51

(‘D ) - a),
where I'(+) is the Gamma function.

Corollary 3.1. Consider that f € Cla,b] and D} f €
Cla,b), for a € (0, 1]. Then if

o DY f(r) = 0, V¥t € (a,b), then f(t) is non-decreasing
foreacht € [a,b],

o ‘DY f(t) < 0, Yt € (a,b), then f(t) is non-increasing
for eacht € [a,b).

Theorem 3.2. There is a unique solution x(t) =
(S,E,U P,HAID" of Model (3.2) for t > 0 and the solution

will remain in Q.

Proof. By Theorem 3.1 and Remark 3.2 of [20], the solution
in (0,00) of the initial value problem (3.2) exists and is
unique. Now, we will prove the positivity of the solution
of Model (3.2). To do this, we need to prove that for every
hyperplane bounding the nonnegative orthant, the vector
field points to Q. From Model (3.2):

DY S|g_y = A"+ pjP >0,

‘DY E|,_, = A3S 20,

D U|,_, = (1 - ¢M)ep E 20,

D} P|,_, = PES + pjU 2 0,

‘DY H|,_, = 0" €} E + ¢i(€ U + pjhP) + S + iyl > 0,
DFA|,_, = (1 - ¢p)(Ep, U + phP) +B3H + i, > 0,

TN _ v
D; I|1:0 =iy H +i);A>0.

As aresult of the Corollary 3.1 the solution will remain in
Q. m|
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Biologically Feasible Region

Now, let’s prove that Q, is the biologically feasible region
for Model (3.2).

Lemma 3.3. The closed set Q, = {(S,E, UPHAI €

(07
R7 : N < —a} is positively invariant concerning the

Model (3.2).

Proof. The fractional derivative in the Caputo sense of the

total population is

‘DY N(t) =Dy S(1) + ‘DY E(t) + ‘DY U(t) + ‘DY P()
+ ‘D H(f) + ‘D* A(p) + ‘D I(£)
=AY —u*N@) — dy(U() + A(t) + H(r) + 1(1)),

and then

DEN() + p*N(t) < A°. (3.7)

To continue the proof, we use the following definitions:

Definition 3.1. The Laplace transform of the Caputo
fractional derivatives of the function ¢(t) with order a > 0
is defined as

n—1

LIDf ¢0)] = s"¢(s) — D $' 0" (38)
v=0

Definition 3.2. The Laplace transform of the function
t""lE(w] (2At®) is defined as

a—Q

N
LI By (21M)] =

EE G5

where Eg g,
a,ay > 0. Further, the Mittag-Leffler function satisfies the

is two-parameters Mittag-Leffler function
following equation:

1
Ea¢n(j) = jmgma+l(f) + =

. 3.10
Fan 10
Applying the Laplace transform to (3.7),
STN) = 5" B0) < AT = pPp(N), (3.1
which further gives
a sa—l
#(N) < N(0). (3.12)

+
S(sY +pu) s+ uo

Mathematical Modelling and Control

Using the equations (3.8)-(3.10),
(5(0), E(0), U(0), P(0), H(0), A(0), I(0)) € R7, then

we assumed that

N(®) < (A" Bo,qa1 (= 1%) + N(O)Eq1 (—put®).  (3.13)

Using the asymptotic behavior of the Mittag-Leffer

a
function, we observe that N(¢) — —ast — co.

The Q, region is well established and all solutions with
initial values that belong to €, remain in Q, for each time

t>0. O

Analogous proofs to the ones we present can be found
at [21-23].

3.2. Basic reproduction number

In a population composed only of susceptible individuals,
the average number of infections caused by an infected
individual is defined as basic reproduction number Ry.

If 0 < Ry < 1 the infection will die out in the long run and
if Ry > 1 the infection will be able to spread in a population
[24]. The higher the Ry the more difficult it is to control
the epidemic. The Rq can be affected by several factors,
such as the duration of infectivity of the affected patients,
the infectivity of the organism, and the degree of contact
between the susceptible and infected populations.

The infection-free equilibrium point of Model (3.2)
is ¢ = (A—:,O, 0,0,0,0, 0). To compute the basic
reproduction ﬁrllumber, we use the next-generation matrix
method presented in [24,25]. Using the notation in [24, 25]

on system (3.2), matrices for the new infection terms, F', and

the other terms, V, are given by:

0 A(l V(l Aa V(l A[l V(l
UEN HEN UEN
Fol0 0 0 0 |
0 0 0 0
0 0 0 0
ky 0 0 0
"=, ky 0 0|
T —pes, ks 0
0 ~(1-¢)es, B3 ks
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Then, the basic reproduction number is

Ro =p(FV")

Np®kikyksks
(3.14)
where k| = K+ep ky = ,u“+eg2+d§1, k3 = u+dj+p4+iy,,,
ky = p*+dj,+i, and p(FV~1Yis the spectral radius of FV~!.
The local stability of € can be determined using the

following theorem:

Theorem 3.4. (Theorem 2, [26]) Let a = ;—’ where p,q € Z,
and gdc(p, q) = 1. Define M = q(p = Ma), then the disease-
free equilibrium point €y of model (3.2) is asymptotically
stable if [arg()] > 53; for all roots A of the following

equation

det(diag[AP AP AP AP AP AP AP - M) = 0, (3.15)

where M, is the matrix of the linearization of model (3.2) at

€.

This theorem can be demonstrated with analogous ideas
in references [27-29]. From Theorem 2 of [25,29], we have
the following lemma characterizing the instability with the

%0:

Lemma 3.5. The disease-free equilibrium point €y of Model
(3.2) is unstable if Ry > 1.

Now, using a methodology analogous to that applied to
Model (3.2), we prove the global stability of the infection-
free equilibrium point. Following [30], we can rewrite the
Model (3.2) as

DS = F(S, ),

‘DyI=G(S,J), G(S,0)=0, (3.16)

where § € Ri is the vector with susceptibles, undectables
and PrEP use and J € R? have the compartments of HIV,
AIDS, exposed and non-diagnosed of Model (3.2).

The infection-free equilibrium is now denoted by D =
4

A
(Dy, Ogr4), where Dy = (—, 0, 0).
/J(l’
The conditions (H{) and (H5) below must be satisfied to
guarantee the global asymptotic stability of Dj.

(HY):
(HS):

For “DfS = F(S,0),
G(S,J) = Al — G*(S, J),

D, is globally asymptotically stable,

G*(S,)>0, for (S,1)eQ,,
(3.17)
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Aty (kaka(l = 97) + ko (ks + ) + e, (07 = D(ka( — 1) = 85 (ke +5))

where A is the Jacobian of G at (Dy, Os+) is a M-matrix (the
off-diagonal elements of A are non-negative) and €, is the
biologically feasible region.

The following results show the global stability of the

infection-free equilibrium point.

Theorem 3.6. The fixed point Dy is a globally
asymptotically stable equilibrium (g.a.s) of model (3.2)
provided that R < 1 and that the conditions (HY) and (HY)

are satisfied.

Proof. Let
A
F(S,0) = [ p% |-
0

As F(S,0) is a linear equation, then Dy is globally stable.
Then, (HY) is satisfied. Let

ki ye oo
Lo a-ee ke o o0 |
¢ es gret ki 0
0 (1-¢0)et B ki
1=(E,U,H,A),
G*(S,J) = AI" = G(S.,J).
S
GiS. ) [vH+A+ U)(l - N)
Gy(S,J
G's.n=| 22 0
G3(S,J) 0
G3(S,J) 0

S S
Since v < 1 then1 - v > 0. Thus G*(S,J) = 0 for all
(S,J) € Q. The Dy is globally asymptotically stable. O

The analogous proofs can be found in the bibliographical
references [21-23, 28, 31].
Model (3.2) can be written by the system of linear equations
AX = B where:

—(ko + %) 0 0 o o 0 0
/l% —k; 0 0 0 0 0
0 (1= ¢%ep, —k> 0 0 0 0
A = pZ (YO(Y ﬂ{?‘{j(l _(Yk()i 0 0 (? ’
0 ¢ €D, ‘/’1)51)2 $pPp —k3 0 Uy
0 0 (A -dp)ep,  (A=dppp By —ka  ify
0 0 0 0 L
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S -\

E 0

U 0
X=|P|, B=] 0 |,

H 0

A 0

1 0

ko = p* + B* + pi, koo =
o (o3 M04 Mo
U +dy + i, + 15,

U + py + ppoand kog =

The determinant of the matrix A is (i ,8%i7, + i4,ij,ks +
Iy i7ka — koakska) (ki ko (koo (ko + A3p) — pppy) + € A (¢ —
Dpgpy). In this case, we can observe that the determinant
of A is non-zero, because it is sufficient to assume that the
rate of natural deaths (u) is different from zero. This makes
sense, we always have people who die from causes other
than the consequences of HIV/AIDS. With that, one can say
that the system has a solution and it is also unique. Such a
solution would be the endemic point, which is in accordance

that that in many places worldwide HIV/AIDS is endemic.
4. Results

The demographic data for Brazil are extracted from [32]
and the initial conditions are: Sy, = 210147125,Ey =
10000, Py = 64000,U, = 50000,Hy = 41919,Ap =
37308,1y = 0.4 - A(0),1,(0) = 77058 and D(0) = 4566.
These values were based on official incidence and mortality
data from the Brazilian Ministry of Health [33,34].

For our study, we used that the probability of retention
in clinical care after 3 months post initiation is 72.5% and
the probability of full adherence to oral PrEP is 92.3% using
more than 4 pills per week for oral PrEP [35]. For injectable
PrEP, the probability of retention in clinical care after 2
months post-initiation is 84.8% [35] and we assume that the
probability of full adherence to oral PrEP is 96.3%. This
information is used to obtain the parameter value (pr) for
failure to use oral and injectable PrEP, respectively. For the
value of the parameter pg, we use the following information.
In the year 2018 in brazil, 64 thousand people have initiated
PrEP and about 24.8 thousand people have discontinued [5].

We started the implementation of oral PrEP in 2018
and studied two possibilities to maintain it throughout the
study period and replace it with injectable PrEP in 2024.

Mathematical Modelling and Control

Table 1. Parameter values used in the simulations

and a priori distributions.

Parameter  Value Reference
A 4,590,490.56 [32]

B 0.00000001 Assumed
u 1/75.50 [32]

% 2.5 Assumed
iA 0.52 [37,38]
1) 0.65 Assumed
[03)) 0.25 Assumed
€D, 0.007 [2]

€D, 0.005 Assumed
Pp 0.0005 Assumed
Pu 0.0005 Assumed
Ba 0.096 [39]

inr 2 [37]

ira 0.06 [40-43]
iy 0.253 [40-43]
dy 0.072 [44]

Studying the prevalence of HIV, we observe that the higher
the fractional order (values studied) the higher the number of
accumulated cases, see Figure 2a. The substitution of oral
PrEP for injectable PrEP showed better results in reducing

prevalence compared to maintaining oral PrEP.

In the case of accumulated deaths, the behavior is
analogous to prevalence: the higher fractional order, the
greater the number of accumulated deaths, and if we
maintain oral PrEP, there are more deaths than if we
substitute it for injectable PrEP, see Figure 2b.

For this study, we are evaluating the effect of PrEP
but we must bear in mind that these are not the only
implementations in the population. Examples of others are
social assistance programs, social assistance to families with
children in school (“Bolsa Familia”), and the Family Health
Strategy (FHS), which also have an impact on the reduction
of new transmission cases [45-47].

Figure 2c shows the number of undiagnosed cases
accumulated with HIV/AIDS. We observe that with
injectable PrEP, we managed to reduce the number of
undiagnosed cases. This is a relevant achievement because
it allows us to maintain control of infected patients,
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incorporate them into antiretroviral therapies and achieve
undetectable virus in blood and thus it is not a risk in the
population.

Figure 3 shows the incidence and mortality rates. The

calculation of incidence and mortality are given by [17, 18]

. Number of new cases * 100000
Incidence Rate = - : >
Population size

A.1)

Number of new deaths * 100000
Population size ’

Mortality Rate = 4.2)
In the incidence of HIV, new cases reported annually
inscreases for higher values of the fractional orders for both
oral and injectable implementations (see Figure 3a). At the
end of the period, with the substitution of oral PrEP, the
incidence was reduced compared to the results when oral
PrEP alone was maintained, resulting in a decreasing of
43.29% for @ = 1.0, 45.89% for @ = 0.9 and in 43.3% for
a = 0.6.

Regarding mortality, the behavior is similar (see Figure
3b). In this case, new deaths due to the new implementation
of injectable PrEP are reduced in comparison to maintaining
only oral PrEP; it is reduced by 31.56% for @ = 1.0, by
26.33 for @ = 0.9, and by 15.54 for @ = 0.6.

For incidence in that period, the reduction from injectable
PrEP to oral PrEP is at [39.7,45.14] percent for @ = 1.0,
[38.81,45.89] for @ = 0.9 and [40.30,44.07] for @ = 0.6.
For mortality, the percent reduction was [6.11,31.56] for
a = 1.0, [4.93,26.33] for « = 0.9 and for @ = 0.6 it was
[1.1,19.06]. Table 2 shows the percent reduction per year
and Figures 4a-4b show the percent reduction graphically for
incidence and mortality between 2024-2035, respectively.
We can conclude that with the implementation of injectable
PrEP, the number of new cases and new deaths are reduced

if we compare to if we maintain oral PrEP.

In summary, here we studied three fractional orders 0.6,
0.9, and 1.0 to study what happened to the implementations
when varying the fractional order. Among the results
obtained for the fractional orders, the model reported higher
values in prevalence, non-diagnosed, cumulative deaths,
incidence and mortality for higher values of the fractional

order studied here.
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Table 2. Percentage reduction per year caused
by the implementation of injectable PrEP in 2024
with respect to if we maintain oral PrEP.

Incidence Mortality
Year 1.0 0.9 0.6 1.0 0.9 0.6
2024 43.79 4130  41.56 6.64 4.93 1.10
2025 4145 4026  43.63 7.14 5.25 6.77
2026  43.39 43.08 4296 12.10 5.67 6.41
2027  39.70 4423  41.26 6.11 11.89 7.56
2028  45.14 40.66 4037  15.66 16.52 8.72
2029  42.00 45.16 4134 16.83 10.43 7.08
2030  40.51 39.83 4320 20.52 21.57  13.83
2031  41.71 4248 4407 2159 17.02  12.19
2032 41.61 4342 4240 2498 21.38  11.99
2033 40.57 38.81 4151 2226 23.18 1175
2034 44.12 4231 4240 2773 18.63  19.06
2035 43.29 4589 4330 31.56 2633  15.54

5. Conclusions and final remarks

In this paper, we presented a mathematical model for
The model takes

into account the effect of antiretroviral therapy in the

the study of PrEP implementation.

achievement of an undetectable viral load and of PrEP
With the model, can be

studied different health system scenarios using the respective

in the diagnosis of HIV cases.

initial condition and parameters and to address the impact
of oral or oral/injectable PrEP. Besides demonstrating the
existence of a solution for the referred system, we also find
the biologically feasible region and study the infection-free
equilibrium point as a function of the basic reproduction
number. We performed computational simulations with data
from Brazil, to study our model in a concrete scenario of oral
and oral/injectable PrEP in Brazil, aiming to compare these
strategies of prophylaxis.

With respect to the prevalence of HIV cases, for the
initial conditions used in 2003 and implemented oral PrEP
in 2018, the substitution of oral PrEP for injectable PrEP
showed better results than maintaining oral PrEP. This also
happened for cumulative deaths and undiagnosed cases,
taking into account that the compartment of undiagnosed
cases is hypothetical (since one does not know exactly how
many undiagnosed cases there are in the population). For
incidence and mortality the substitution of oral PrEP for
injectable PrEP also resulted in a better strategy.

From this study, based on the values reported by the
model, and the initial conditions and parameters used, we
can conclude that injectable PrEP replacing oral PrEP in
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Figure 2. Cumulative values of cases, deaths, and undiagnosed with the different implementations and fractional

orders.

2024 has a positive impact on the reduction of new cases 1.
and deaths on the diagnosis of patients with respect to
maintaining the implementation of oral PrEP only. In future
works, we aim to study the impact of injectable PrEP as an
incorporation in the health systems and not a substitution,
the impact of increased PrEP coverage in the population,
stratification of the dynamics by sex and age and to advance 2.

in terms of parameter estimation.
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