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ABSTRACT.
The human papillomavirus (HPV) vaccine Gardasil targets

both low-risk (non-cancer-causing) and high-risk (cancer-
causing) HPV types, while the vaccine Cervarix only targets
high-risk types, yet competition between HPV types is not well
understood. We develop a within-host mathematical model to
examine the long-term outcomes of HPV vaccination. We di-
vide cells into low-risk and high-risk types, and examine the
effect of competition for target cells, including the possibility
of coinfection. We derive theoretical eradication thresholds for
vaccine efficacy and illustrate the outcome for the two exist-
ing vaccines. If no vaccination occurs, both viral types coexist,
whereas either or both viral types can be eradicated if the vac-
cine is sufficiently efficacious.

1 Introduction Human Papillomavirus (HPV) is the most com-
mon sexually transmitted disease in the world [9]. Genital HPVs, which
are transmitted sexually, are the central etiologic factor in cervical can-
cer worldwide [2, 29]. Cervical cancer is the second most common form
of cancer worldwide and HPV type 16 accounts for about half of all cer-
vical cancer cases in the United States and Europe [4]. However, most
women infected with HPV, even those infected with the types that are
most closely associated with cervical dysplasia (e.g., types 16 and 18), do
not develop invasive cervical cancer [27]. Low-grade cervical cell abnor-
malities usually clear spontaneously (60% of cases) and rarely progress
to cancer (1%), while high-grade cervical cell abnormalities have lower
rates of spontaneous clearance (30–40%) and much higher rates of pro-
gression to cancer without treatment (greater than 12%) [26].
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For the most part, HPV infections are cleared by an individual’s im-
mune system before they have the chance to develop into a productive
infection. For women, 50% of high-risk HPV infections are typically
cleared within 8 months of the initial infection, 75% are cleared within
12 months of infection and 97% of women clear the infection within 18
months [30]. For men, 70% of high-risk HPV infections are typically
cleared within 8 months of the initial infection, 80% are cleared within
12 months and 100% of men clear the infection within 18 months [11].
Clearing an infection does not automatically ensure an individual has im-
munity; in a study by Hernandez et al, many couples became reinfected
with the same type of HPV after clearance, likely because there is a new
or continuous source of infection [12]. This clearance of these persistent
HPV infections is probably due to the immune system’s CD4+ T-helper
cells, since patients who are immunocompromised and have low levels of
these T-cells are much more likely to develop persistent HPV infections
[6, 17, 25]. HPV is able to infect humans with persistent infections,
which last an average of 8.4 and 14.0 months for HPV-6 and HPV-16,
respectively, which usually present with little to no complications for the
host [13].

Merck and GlaxoSmithKline have both developed commercial vac-
cines (Gardasil and Cervarix, respectively), which target HPV types
16 and 18 [19]. Merck’s vaccine also protects against types 6 and 11,
which are responsible for 90% of external genital warts [1, 19]. HPV
vaccines are composed of virus-like particles, which are empty virus cap-
sids containing the major HPV capsid antigen, but lacking viral DNA
[4]. Vaccination gives rise to virus-neutralizing antibodies in serum [1].
The vaccines showed strong immuno-responses that were several orders
of magnitude higher than those observed after natural infections [1].
Studies in women have found the vaccine to be nearly 100% effective
at preventing diseases caused by the vaccine-specific HPV strains, in-
clude precancerous lesions of the cervix, vagina and vulva, as well as
genital warts [21]. The combination of a successful vaccine and vacci-
nation strategy, then, seems to be the best approach towards preventing
cervical cancer [18].

It has been speculated that the competition between two HPV types
for a similar pool of cellular factors may lead to a deficit in certain
cellular factors that could in turn hinder the replication of both viral
genomes, or that one viral type could out-compete the other viral type
for cellular factors, causing a decrease in the ability of the second viral
type to replicate its genome. However, this explanation only applies
when two viral types exist in the same cell, not merely in the same
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population of cells [22]. It is thus unclear whether competition between
types not existing in the same cell could result in the exclusion of one
type. In general, competition between HPV types is not well understood
[16].

Only a handful of mathematical models have addressed the within-
host dynamics of HPV and none involve ordinary differential equations
(ODEs). Myers et al. [24] constructed a Markov model that incorpo-
rated states for HPV infection, low- and high-grade squamous intraep-
ithelial lesions, and cervical cancer stages I–IV to simulate the natural
history of HPV infection in a cohort of women from ages 15 to 85 years.
A sensitivity analysis found that lifetime risk of cancer was most sensitive
to the incidence of HPV and the probability of rapid HPV progression
to high-grade lesions. Motta et al. [23] used a Lattice Gas Automata
model to describe, in a defined space, the immune system entities with
their different biological states and the interactions between different
entities in two-dimensional physical space generated from the interac-
tions and diffusion of the different entities. They found that, applying
the vaccination scheme used with in vivo experiments, the number of
vaccine injections could be reduced by roughly 30%. Goldhaber-Fiebert
et al. [10] developed a stochastic microsimulation model of cervical can-
cer that distinguished different HPV types by their incidence, clearance,
persistence and progression. They found that the expected reductions in
lifetime risk of cancer with annual screening were 76% and with biennial
screening were 69%. David et al. [7] develop three statistical models in
order to estimate the long-term persistence of anti-HPV-16/18 antibod-
ies in a cohort of vaccinated women and determine antibody decay rates.
Finally, Carter et al. [5] used statistical estimates to determine whether
women can forego invasive treatment in the absence of gold standard
diagnoses.

This paper presents the first compartment model to describe the
within-host dynamics of HPV vaccination. We develop a competition
model between aggregated low-risk types and aggregated high-risk types.
Cells may be inhibited by either type or both types simultaneously. The
results are illustrated with numerical simulations and the implications
addressed in Section 4.

2 Methods The theoretical model consists of susceptible target
cells (TS), low-risk virus VL (consisting of viral types that do not lead to
cervical cancer), high-risk virus VH (consisting of viral types that may
lead to cervical cancer), cells infected with low-risk HPV types (TL),
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cells infected with high-risk HPV types (TH), and cells coinfected with
both low- and high-risk types (TLH). The system of ordinary differential
equations models competition between low-risk HPV types and high-risk
HPV types. We assume that cells infected with low-risk HPV types do
not progress to cancer cells, whereas cells infected with high-risk HPV
types (whether or not they are also infected with low-risk types) have
the potential to become cancerous.

In our model, we have aggregated the viral types. Hence high-risk
types consist of all HPV viral types that may lead to cervical cancer,
whether or not they can be vaccinated against. Thus even a perfectly
efficacious vaccine against HPV types 11 and 16 will not be 100% effica-
cious against the pool of high-risk types if there are other high-risk viral
types present. Similarly, low-risk types consist of HPV viral types that
do not lead to cervical cancer, whether they can be vaccinated against
or not. However, we restrict our modelling to cells that compete for a
common set of target cells.

The model is described in the appendix and illustrated in Figure 1.

FIGURE 1: Schematic representation of the mathematical model.

It is assumed that target cells are produced at a constant rate λ;
these cells can become TL or TH cells, once the relevant protein binding
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has occurred. Similarly, TL cells can become TLH cells if subsequently
infected by high-risk types and vice versa for TH cells.

The probability that low-risk virus binds to a target cell is βL and the
probability that high-risk virus binds to a target cell is βH . Infection is
cleared at rates mL and mH , respectively.

We assume that low-risk virions VL are produced at a rate of pL
proportional to the size of the low-risk HPV cells TL and the co-infected
cells TLH ; and that high-risk virions VH are produced at a rate of pH
proportional to the size of the high-risk HPV cells TH and the co-infected
cells TLH . They are both cleared at a rate of dV .

We model the vaccine’s effect as inhibiting binding of virus to target
cells and preventing the release of infectious virus from already-infected
cells. Thus the inhibition of high-risk virus is (1 − ηH); if ηH = 0,
the vaccine has no inhibitory effect, while if ηH = 1, then the vaccine
completely inhibits the relevant strain from binding to target cells. The
inhibition of low-risk virus is defined similarly.

The two vaccines may provide different levels of cross-reactivity to
other high-risk strains not explicity targeted [15]. This is reflected in
our parameter ηH , which represents the overall protection against high-
risk viral types. For example, a vaccine that provided 99% protection
against types 16 and 18, but only 40% protecton against types 31 and
45, may only result in an overall protection of (say) 95%, depending on
the prevalence of the various types.

3 Results The model predicts that there is a threshold of vac-
cine efficacy against aggregated low-risk and aggregated high-risk HPV
types. If the vaccine does not satisfy (A.2) or (A.3), then both low-risk
and high-risk types will coexist. If (A.3) is satisfied but (A.2) is not,
then high-risk types will be eradicated, whether or not target cells are
also coinfected with low-risk types. If both (A.2) and (A.3) hold, then
the vaccine will eradicate both low-risk and high-risk types. (The case
where (A.2) holds but (A.3) does not is not realistic.) The results are
summarised in Table 2.

Figure 2 demonstrates the phase-portrait of the four possible out-
comes. Figure 2A is the result of insufficient vaccination against either
low-risk or high-risk HPV types. In this case, the disease-free equilib-
rium, the low-risk equilibrium and the high-risk equilibrium are all un-
stable, so we expect coexistence of low- and high-risk types. Figure 2B
is the result of successfully vaccinating against high-risk but not low-risk
types (e.g., Cervarix). In this case, high-risk types are eradicated, while
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Param-
Value Units Reference Notes

eter

λ 21.84 cells/day [14]

(per 1000)

d 1/730 days−1 [33]

βL 0.32 cells−1days−1 [20] The estimated viral load
was 7.5 log copies, so
we converted to trans-
mission probability [32].

βH 0.235 cells−1days−1 [8] The estimated viral load
was 106 copies/µg, which
is in line with the viral
load during preliminary
infection for HIV [32], so
we used the same trans-
mission probability.

ηL 0.9 days−1 [19]

ηH 0.9 days−1 [19]

pH 4.11 days−1 [34] The estimated figure was
“several thousand” viri-
ons per cell [34], so we
chose 3000 and divided
by the lifespan.

pL 4.11 days−1 – Assumed identical to pH .

dV (ln 2)/3 days−1 [28] Calculated from the half-
life of virions.

mL 1/252 days−1 [13]

mH 1/420 days−1 [13]

TABLE 1: Parameter values

low-risk types persist. Figure 2C is the result of successfully vaccinating
against low-risk types, but not high-risk types. In this case, the high-risk
types persist. This case is included for completeness; we do not expect
this to occur in reality. Figure 2D is the result of successfully vaccinating
against both low-risk and high-risk types (e.g., Gardasil). In this case,
the disease-free equilibrium is stable and infection is eradicated.

To illustrate the theoretical results, the effects of vaccinating with
both Gardasil and Cervarix were simulated and compared to the effects
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FIGURE 2: Phase-portrait representation of the four possible outcomes.
A: The results of insufficient vaccination against either low-risk or high-
risk HPV types. B: The results of successfully vaccinating against high-
risk but not low-risk types (e.g., Cervarix). C: The results of successfully
vaccinating against low-risk types, but not high-risk types. This case is
included for completeness; we do not expect this to occur in reality. D:
The results of successfully vaccinating against both low-risk and high-
risk types (e.g., Gardasil). All axes have units of cells.

of not vaccinating. Figure 3 demonstrates the effect of insufficient vac-
cination with parameters ηL = 0, ηH = 0. In this case, both low-risk
and high-risk viral types persist in large numbers. Parameters used are
listed in Table 1.

Figure 4 demonstrates the effects of vaccinating with Cervarix, as-
suming sufficient vaccine efficacy against high-risk types with parame-
ters ηL = 0, ηH = 1, but all other parameters as in Figure 3. In this
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FIGURE 3: The effect of insufficient vaccination. Both low-risk and
high-risk viral types persist in large numbers. Parameters were as in
Table 1 except ηH = ηL = 0.

ηL < η∗
L ηL > η∗

L

ηH < η∗
H Coexistence of both types High-risk types only (unrealistic)

ηH > η∗
H Low-risk types only Eradication of both types

TABLE 2: The outcome depends upon the vaccine efficacy.

case, high-risk viral types are driven to extinction, while low-risk cells
persist in high numbers.

Figure 5 demonstrates the effects of vaccinating with Gardasil, assum-
ing sufficient vaccine efficacy against both high-risk and low-risk types
with parameters ηL = 1, ηH = 1, but all other parameters as in Fig-
ure 3. In this case, both high-risk and low-risk viral types are driven to
extinction.
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FIGURE 4: The effects of vaccinating with Cervarix, assuming perfect
vaccine efficacy against high-risk types. High-risk viral types are driven
to extinction, while low-risk cells persist in high numbers. Parameters
were identical to Figure 3, except ηH = 1.

4 Discussion This is the first within-host compartment model of
HPV vaccination. We stress that mathematical models can be a useful
tool for predicting future outcomes, but are heavily reliant upon the
assumptions that are inherent in the model. Nevertheless, mathematical
models have been able to give significant insight into scientific processes
over the years and disease models in particular [3, 31].

Note that Cervarix only has a reductive effect on HPV types 16 and
18, and allows HPV types 6 and 11 to take hold (Figure 4), whereas
Gardasil has a reductive effect on all four types (Figure 5).

Our model has several limitations, which should be acknowledged.
We aggregate the infection, waning and protection for all low-risk or all
high-risk HPV types. Inclusion of the immune system dynamics would
provide a more realistic description of the life cycle of the virus. Further
work will include more detailed modelling of the distribution of cells
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FIGURE 5: The effects of vaccinating with Gardasil, assuming perfect
vaccine efficacy against both high-risk and low-risk types. Both are
driven to extinction. Parameters were identical to Figure 3, except
ηL = ηH = 1.

in the body, as well as intermediate stages between infection and the
development of cancer. Finally, it should also be noted that the death
rate was assumed identical for susceptible and infected cell types. This
is unlikely to be true, but this assumption serves to underestimate the
relevant timescale. Thus the reduction caused by the vaccine is likely to
be greater in reality than estimated here.

In summary, competition between viral types for target cells results
in coexistence of competing viral strains without sufficiently efficacious
vaccination. Vaccines that target high-risk HPV types, whether or not
they also target low-risk HPV types, have the potential to eradicate
high-risk HPV types, assuming sufficient efficacy against the virus.
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Appendix: mathematical details

A.1 The model The mathematical model consists of six ordinary dif-
ferential equations:

(A.1)

dTS

dt
= λ− (1− ηL)βLTSVL − (1− ηH)βHTSVH

− dTS +mLTL +mHTH

dTL

dt
= (1− ηL)βLTSVL − dTL −mLTL

− (1− ηH)βHTLVH +mHTLH

dTH

dt
= (1− ηH)βHTSVH − dTH −mHTH

− (1− ηL)βLTHVL +mLTLH

dVL

dt
= pLTL + pLTLH − dV VL

dVH

dt
= pHTH + pHTLH − dV VH

dTLH

dt
= (1− ηL)βLTHVL + (1− ηH)βHTLVH

− (d+mL +mH)TLH .

Initial conditions are TS(0) = λ/d (the level of target cells without
infection), TL(0) = TH(0) = TLH(0) = 0, VL(0) ≥ 0 and VH(0) ≥ 0.
These initial conditions represent the earliest stage of infection.

Remark. This model includes both Gardasil (with ηL, ηH #= 0) and
Cervarix (with ηL = 0 and ηH #= 0). However, it also generalises to
vaccination against either low-risk or high-risk types.

A.2 Analysis The disease-free equilibrium (DFE) is given by

(TS , TL, TH , VL, VH , TLH) = (λ/d, 0, 0, 0, 0, 0) .

There is a low-risk equilibrium, given by

(TS , TL, 0, V L, 0, 0) =

(
dV (d+mL)

pLβL(1− ηL)
, TL, 0,

pL
dV

TL, 0, 0

)
,
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where

TL =
λ(1 − ηL)βLpL − ddV (d+mL)

dpLβL(1− ηL)
.

Note that

TL =
λ

d
− TS .

There is a high-risk equilibrium, given by

(T̃S , 0, T̃H , 0, ṼH , 0) =

(
dV (d+mH)

pHβH(1 − ηH)
, 0, T̃H , 0,

pH
dV

T̃H , 0

)
,

where

T̃H =
λ(1 − ηH)βHpH − ddV (d+mH)

dpHβH(1− ηH)

=
λ

d
− T̃S .

There is also a coexistence equilibrium,

(T̂S , T̂L, T̂H , V̂L, V̂H , T̂LH)

with the property that

T̂LH =
(1− ηL)βLpL + (1− ηH)βHpH

dV (d+mL +mH)− (1− ηL)βLpLT̂H − (1 − ηH)βHpH T̂L

T̂LT̂H .

The Jacobian matrix is J = [J1 | J2] where

J1 =





−(1− ηL)βLVL

−(1− ηH)βHVH − d
mL mH

(1− ηL)βLVL

−d−mL

−(1− ηH)βHVH

0

(1− ηH)βHVH 0
−d−mH

−(1− ηL)βLVL

0 pL 0

0 0 pH

0 (1 − ηH)βHVH (1− ηL)βLVL
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and

J2 =





−(1− ηL)βLTS −(1− ηH)βHTS 0

(1− ηL)βLTS −(1− ηH)βHTL mH

−(1− ηL)βLTH (1− ηH)βHTS mL

−dV 0 pL

0 −dV pH

(1− ηL)βLTH (1 − ηH)βHTL −d−mL −mH





.

A.3 The disease-free equilibrium At the DFE, we have

J =





d mL mH

−(1− ηL)
×βLTS

−(1− ηH)
×βHTS

0

0 −d−mL 0 (1− ηL)βLTS 0 mH

0 0 −d−mH 0 (1− ηH)βHTS mL

0 pL 0 −dV 0 pL

0 0 pH 0 −dV pH

0 0 0 0 0
−d−mL

−mH





.

The characteristic polynomial is thus

det(J − ΛI) = (−d− Λ)(−d−mL −mH − Λ) detM1 detM2,

where

M1 =

[
−d−mL − Λ (1− ηL)βLTS

pL −dV − Λ

]

,

M2 =

[
−d−mH − Λ (1− ηH)βHTS

pH −dV − Λ

]

.

Thus we have stability if

ηL > η∗L ≡ 1−
ddV (d+mL)

pLβLλ
(A.2)

and

ηH > η∗H ≡ 1−
ddV (d+mH)

pHβHλ
.(A.3)
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Note that if (A.2) holds, then TL < 0, while if (A.3) holds, then
T̃H < 0. In these cases, the relevant strain is eliminated, due to the
invariance of first quadrant, so the negative steady state is never reached.

A.4 The low-risk equilibrium At the low-risk equilibrium, the Ja-
cobian matrix is J = [J3 | J4] where

J3 =





−(1− ηL)βLV L − d mL mH

(1− ηL)βLV L −d−mL 0

0 0 −d−mH − (1− ηL)βLV L

0 pL 0

0 0 pH

0 0 (1 − ηL)βLV L





and

J4 =





−(1− ηL)βLT S −(1− ηH)βHTS 0

(1− ηL)βLTS −(1− ηH)βHTL mH

0 (1− ηH)βHTS mL

−dV 0 pL

0 −dV pH

0 (1− ηH)βHTL −d−mL −mH





.

The characteristic polynomial satisfies

det(J − ΛI) = detAdetB,

where

A =





−(1− ηL)βLV L − d− Λ mL −(1− ηL)βLTS

(1− ηL)βLV L −d−mL − Λ (1− ηL)βLTS

0 pL −dV − Λ



 ,

B =





−d−mH

−(1− ηL)βLV L − Λ
(1− ηH)βHTS mL

pH −dV − Λ pH

(1 − ηL)βLV L (1− ηH)βHTL

−d−mL

−mH − Λ




.
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We can write
detA = −Λ3 − a2Λ

2 − a1Λ− a0,

where

a2 = (1− ηL)βLV L + 2d+mL + dV > 0,

a1 = [(1− ηL)βLV L + d](d + dV ) +mLd > 0,

a0 = (1− ηL)βLddV V L > 0.

We have

(A.4) detB = −Λ3 − b2Λ
2 − b1Λ+ b0,

where

b2 = 2d+ 2mH + (1 − ηL)βLV L + dV +mL > 0

b1 = (d+mH + (1− ηL)βLV L)dV

+ (d+mH + (1− ηL)βLV L)(d+mL +mH)

+ dV (d+mL +mH)−mL(1 − ηL)βLV L

− pH(1− ηH)βH(TL + TS)

= (d+mH)(dV + d+mL +mH)

+ (1− ηL)βLV L(dV + d+mH)

+ dV (d+mL +mH)− pH(1 − ηH)βH

λ

d
.

Next, we have

b0 = −(d+mH + (1− ηL)βLV L)dV (d+mL +mH)

+ (1− ηH)βHTSpH(1− ηL)βLV L +mLpH(1− ηH)βHTL

+ dV mL(1 − ηL)βLV L

+ (d+mH + (1 − ηL)βLV L)pH(1− ηH)βHTL

+ (d+mL +mH)pH(1− ηH)βHTS

= −(d+mH)dV (d+mL +mH)− (1 − ηL)βLpLTL(d+mL +mH)
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+mLpH(1 − ηH)βHTL +mL(1− ηL)βLpLTL

+ (1− ηH)βHpH

(
d+mL +mH + (1 − ηL)βL

pL
dV

TL

)(
λ

d
− TL

)

+

(
d+mH + (1− ηL)βL

pL
dV

TL

)
(1− ηH)βHpHTL

= −(d+mH)dV (d+mL +mH)− (1 − ηL)βLpLTL(d+mH)

+ (1− ηH)βHpH

(
d+mL +mH + (1 − ηL)βL

pL
dV

TL

)
λ

d
.

A.5 Conditional stability Suppose that

pHβH(1− ηH)− dV (d+mH) = −ε < 0

so that (A.3) holds. It follows immediately that the high-risk equilibrium
does not exist. Suppose further that (A.2) does not hold, so that the
low-risk equilibrium exists.

Then we have

b1 > (d+mH)(dV + d+mL +mH)

+ (1− ηL)βLV L(dV + d+mH)

+ dV (d+mL +mH)− dV (d+mH) > 0

b0 = −ε

(
d+mL +mH + (1− ηL)βL

pL
dV

TL

)
< 0

b2b1 − b0 > (2d+ 2mH + (1− ηL)βLV L + dV +mL)

×
[
(d+mH)(dV + d+mL +mH)

+ (1− ηL)βLV L(dV + d+mH)

+ dV (d+mL +mH)− dV (d+mH)
]

− ε

(
d+mL +mH + (1 − ηL)βL

pL
dV

TL

)
> 0

if ε is small. Thus, by the Routh–Hurwitz Criterion, the low-risk equi-
librium is stable if (A.3) holds but (A.2) does not.

Conversely, if (A.3) does not hold, then b0 > 0 and the characteristic
polynomial (A.4) has a root with positive real part.

By symmetry, the high-risk equilibrium will be stable if (A.2) holds
and (A.3) does not. Finally, if neither (A.3) nor (A.2) hold, then both
the low-risk and high-risk equilibria will be unstable.
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A.6 Summary In summary, if neither (A.2) nor (A.3) hold, then the
DFE is unstable, TL > 0 and T̃H > 0. See Figure 3.

If (A.3) holds, but (A.2) does not hold, then the DFE is unstable,
TL > 0 and T̃H < 0. In this case, the low-risk equilibrium is stable.
See Figure 4. If (A.2) holds, but (A.3) does not hold, then the DFE is
unstable, TL < 0 and T̃H > 0. (Note that we do not expect this case to
arise in reality.)

If (A.2) and (A.3) both hold, then the DFE is asymptotically stable,
while TL < 0 and T̃H < 0. See Figure 5.

The local stability results are summarised in Table 2 and Figure 2.
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2. F. X. Bosch, M. M. Manos, N. Muñoz, M. Sherman, A. M. Jansen, J. Peto, M.
H. Schiffman, V. Moreno, R. Kurman and K. V. Shan, Prevalence of Human
Papillomavirus in Cervical Cancer: a Worldwide Perspective, J. Nat. Cancer
Institute 87 (1995), 796–802.

3. F. BrauerMathematical epidemiology is not an oxymoron., BMC Public Health
9 (Suppl 1) (2009), S2.

4. E. M. Burd, Human Papillomavirus and Cervical Cancer, Clin. Microbiol.
Rev. 16 (2003), 1–17.

5. R. L. Carter, L. Kang, K. M. Darcy, J. Kauderer, S.-Y. Liao, W. H. Rodgers, J.
L. Walker, H. A. Lankes, S. T. Dunn and E. J. Stanbridge, A modified Latent
Class Model assessment of human papillomavirus-based screening tests for cer-
vical lesions in women with atypical glandular cells: a Gynecologic Oncology
Group study, Cancer Causes Control 23 (2012), 2013–2021.

6. N. Coleman, H.D. Birley, A.M. Renton, N.F. Hanna, B.K. Ryait, M. Byrne, D.
Taylor-Robinson and M.A. Stanley, Immunological events in regressing genital
warts, Am. J. Clin. Pathol. 102 (1994), 768–774.



298 R. J. SMITH?, J. LI, J. MAO AND B. SAHAI

7. M.-P. David, K. Van Herck, K. Hardt, F. Tibaldi, G. Dubin, D. Descamps
and P. Van Damme, Long-term persistence of anti-HPV-16 and -18 antibod-
ies induced by vaccination with the AS04-adjuvanted cervical cancer vaccine:
Modeling of sustained antibody responses, Gynecol. Oncol. 115 (2009), S1–S6.

8. J. Fontaine, C. Hankins, D. Money, A. Rachlis, K. Pourreaux, A. Ferenczy, F.
Coutlée, Human papillomavirus type 16 (HPV-16) viral load and persistence
of HPV-16 infection in women infected or at risk for HIV, J. Clin. Virol. 43
(2008), 307–312.

9. I. H. Frazer, J. T. Cox, E. J. Mayezux, E. L. Franco, A.-B. Moscicki, J. M.
Palefsky, D. G. Ferris, A. S. Ferenczy and L. L. Villa, Advances in Prevention of
Cervical Cancer and Other Human Papillomavirus-Related Diseases, Pediat.
Infect. Dis. J. 25 (2006), S65–S81.

10. J. D. Goldhaber-Fiebert, N. K. Stout, J. Ortendahl, K. M. Kuntz, S. J. Goldie,
J. A. Salomon, Modeling human papillomavirus and cervical cancer in the
United States for analyses of screening and vaccination, Pop. Health Metrics
5 (2007), 11.

11. A. R. Giuliano, B. Lu, C. M. Nielson, R. Flores, M. R. Papenfuss, J. H. Lee, M.
Abrahamsen and R. B. Harris, Age specific prevalence, incidence, and duration
of human papillomavirus infections in a cohort of 290 US men, J. Infect. Dis.
198 (2008), 827–835.

12. B. Hernandez, L. Wilkens, X. Zhu, P. Thompson, K. McDuffie, Y. Shvetsov,
L. Kamemoto, J. Killeen, L. Ning and M. Goodman, Transmission of Human
Papillomavirus in Heterosexual Couples Emerg. Infect. Dis. 14 (2008), 888–
894.

13. R. P. Insigna, E. J. Dasbach, E. M. Elbasha, K.-L. Liaw and E. Barr, Incidence
and duration of cervical human papillomavirus 6, 11, 16 and 18 infections
in young women: an evaluations from multiple analytic perspectives, Cancer
Epidem. Biomarkers Prevention 16 (2007), 709–715.

14. D. Ireland, Metaphase-arrest technique applied to human cervical epithelium.
II. Cell production rates in normal and pathological cervical epithelium Cell
Tissue Kinet. 18 (1985), 321–331.

15. D. Jenkins, A review of cross-protection against oncogenic HPV by an HPV-
16/18 AS04-adjuvanted cervical cancer vaccine: importance of virological and
clinical endpoints and implications for mass vaccination in cervical cancer
prevention, Gynecol. Oncol. 110 (2008), S18–S25.

16. M. Kaasila, P. Koskela, R. Kirnbauer, E. Pukkala, H.-M. Surcel and M. Lehti-
nen Population dynamics of serologically identified coinfections with human
papillomavirus types 11, 16, 18 and 31 in fertile-aged Finnish women, Inter-
nat. J. Cancer 125 (2009), 2166–2172.

17. J. E. Koshiol, J. C. Schroeder, D. J. Jamieson, S. W. Marshall, A. Duerr, C.
M. Heilig, K. V. Shah, R. S. Klein, S. Cu-Uvin, P. Schuman, D. Celentano
and J. S. Smith, Time to clearance of human papillomavirus infection by type
and human immunodeficiency virus serostatus, Internat. J. Cancer 119 (2006),
1623–1629.

18. M. Llamazares and R. J. Smith?, Evaluating human papillomavirus vaccina-
tion programs in Canada: should provincial healthcare pay for voluntary adult
vaccination?, BMC Public Health 8 (2008), 114.

19. D. R. Lowy and J. T. Schiller, Prophylactic human papillomavirus vaccines,
J. Clin. Investigat. 116 (2006), 1167–1173.

20. E. M. Maloney, E. R. Unger, R. A. Tucker, D. Swan, K. Karem, W. Todd
and W. C. Reeves Longitudinal Measures of Human Papillomavirus 6 and 11
Viral Loads and Antibody Response in Children With Recurrent Respiratory
Papillomatosis Arch. Otolaryngol. Head Neck Surg. 132 (2006), 711–715.



HUMAN PAPILLOMAVIRUS VACCINES 299

21. J. McIntosh, D. A. Sturpe and N. Khanna Human papillomavirus vaccine and
cervical cancer prevention: Practice and policy implications for pharmacists,
J. Am. Pharmacists Assoc. 48 (2008), e1–e17.

22. M. E. McLaughlin-Drubin and C. Meyers, Evidence for the coexistence of two
genital HPV types within the same host cell in vitro, Virology 321 (2004),
173–180.

23. S. Motta, F. Castiglione, P. Lollini and F. Pappalardo, Modelling vaccina-
tion schedules for a cancer immunoprevention vaccine, Immunome Research
1 (2005), 5.

24. E. R. Myers, D. C. McCrory, K. Nanda, L. Bastian and D. B. Matchar, Math-
ematical model for the natural history of human papillomavirus infection and
cervical carcinogenesis, Am. J. Epidemiol. 151 (2000), 1158–1171.

25. P. K. Nicholls, P. F. Moore, D. M. Anderson, R. A. Moore, N. R. Parry, G. W.
Gough and M. A. Stanley, Regression of canine oral papillomas is associated
with infiltration of CD4+ and CD8+ lymphocytes, Virology 283 (2001), 31–39.

26. A. G. Ostor, Natural history of cervical intraepithelial neoplasia: a critical
review, Internat. J. Gynecol. Pathology 12 (1993), 186–192.

27. A. L. Reingold, Infectious Disease Epidemiology in the 21st Century: Will It
Be Eradicated or Will It Reemerge?, Epidemiologic Rev. 22 (2000), 57–63.

28. R. B. S. Roden, D. R. Lowy and J. T. Scholler, Papillomavirus Is Resistant to
Desiccation, J. Infect. Dis. 176 (1997), 1076–1079.

29. I. Silins, E. Avall-Lundqvist, A. Tadesse, K.U. Jansen, U. Stendahl, P. Lenner,
K. Zumbach, M. Pawlita, J. Dillner and B. Frankendal, Evaluation of Anti-
bodies to Human Papillomavirus as Prognostic Markers in Cervical Cancer
Patients, Gynecol. Oncology 85 (2002), 333–338.

30. M. Steben and E. Duarte-Franco, Human papillomavirus infection: epidemi-
ology and pathophysiology, Gynecol. Oncology 107 (2007), S2–S5.

31. R. J. Smith? and R. Gordon, The OptAIDS project: towards global halting of
HIV/AIDS, BMC Public Health, 9(Suppl 1) (2009), S1.

32. R. J. Smith?, J. T. Okano, J. S. Kahn, E. N. Bodine and S. Blower, Evolu-
tionary Dynamics of Complex Networks of HIV Drug-Resistant Strains: The
Case of San Francisco, Science 327 (2010), 697–701.

33. S. Tunn, R. Nass, A. Ekkernkamp, H. Schulze and M. Krieg, Evaluation of
average life span of epithelial and stromal cells of human prostate by superoxide
dismutase activity Prostate 15 (1989), 263–271.

34. R. Wilson and L. A. Laimins, Differentiation of HPV-Containing Cells Using
Organotypic “Raft” Culture or Methylcellulose, Methods in molecular medicine,
human papillomaviruses methods and protocols (C. Davy and J. Doorbar, eds.)
Humana Press Inc., Totowa (2005), 157–169.

Department of Mathematics and Faculty of Medicine,

The University of Ottawa,

585 King Edward Ave, Ottawa, ON, Canada K1N 6N5.

E-mail address: rsmith43@uottawa.ca

Department of Mathematics, California State University Northridge,

18111 Nordhoff Street, Northridge, CA, USA 91330-8313.

Department of Mathematics, The University of Ottawa,

585 King Edward Ave, Ottawa, ON, Canada, K1N 6N5.




