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Abstract A prophylactic quadrivalent (types 6/11/16/18) vaccine against oncogenic and
warts-causing genital Human papillomavirus (HPV) types was approved by the US Food
and Drug Administration in 2006. This paper presents a nonlinear, deterministic, age-
structured, mathematical model of the transmission dynamics of HPV and disease occur-
rence in a US population stratified by gender and sexual activity group. The model can
assess both the epidemiologic consequences and cost effectiveness of alternative vacci-
nation strategies in a setting of organized cervical cancer screening in the United States.
Inputs for the model were obtained from public data sources, published literature, and
analyses of clinical trial data. The results suggest that a prophylactic quadrivalent HPV
vaccine can: (i) substantially reduce the incidence of disease, (ii) increase survival among
females, (iii) improve quality of life for both males and females, (iv) be cost-effective
when administered to females age 12-24 years, and (v) be cost-effective when imple-
mented as a strategy that combines vaccination of both females and males before age 12
vaccination with a 12 to 24 years of age catch-up vaccination program.

Keywords Human papillomavirus - Cervical intraepithelial neoplasia - Uterine cervical
neoplasms - Condylomata acuminata - Vaccines - Theoretical models - Nonlinear
dynamics - Herd immunity - Disease transmission - Cost-effectiveness analysis

1. Introduction

Infection with the nonenveloped, encapsulated, double-stranded DNA human papillo-
mavirus (HPV) is the most commonly occurring type of infection among sexually ac-
tive men and women. There are approximately 20 million current infections and 5.5
million new infections occurring every year in the US (Centers for Disease Control
and Prevention, 2004). The lifetime risk of a sexually active woman being infected
with HPV is close to 70% (Bosch and de Sanjose, 2003). HPV is enormously di-
verse, with over 100 HPV types having been identified to date. Of those, more than
40 genotypes infect the anogenital tract. Several studies have documented the role
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of infection in the etiologies of cervical intraepithelial neoplasia (CIN), cervical can-
cer, and other genital lesions and cancers (Ho et al., 1995; IARC Working Group
on the Evaluation of Carcinogenic Risks to Humans, 1995; Nobbenhuis et al., 1999;
Wallin et al., 1999). The high-risk HPV types 16 and 18 cause approximately 70% of cer-
vical cancers, whereas types 6 and 11 result in about 90% of genital warts. Despite the suc-
cess of medical advances in controlling some of these diseases, HPV continues to cause
significant morbidity and mortality. For example, cervical cancer is currently the second
most common malignancy among women, and a leading cause of cancer death worldwide,
with an estimated 493,000 new cases and 274,000 deaths in 2002 (Parkin et al., 2005).

Prophylactic HPV vaccines hold promise for controlling the spread of HPV and HPV-
related diseases. Recently, a number of randomized clinical trials have demonstrated that
administration of a three-dose regimen of an HPV virus-like-particle prophylactic vac-
cine is highly efficacious against HPV infection and HPV-related disease (Koutsky et
al., 2002; Harper et al., 2004; Villa et al., 2005). Following the success of these studies,
GARDASIL® [Quadrivalent Human Papillomavirus (Types 6, 11, 16, 18) Recombinant
Vaccine], the first prophylactic HPV vaccine, was approved by the US Food and Drug
Administration (FDA) in 2006. GARDASIL® is approved for use in 9- to 26-year old
girls and women. The Centers for Disease Control and Prevention (CDC)’s Advisory
Committee for Immunization Practices (ACIP) recommended that girls and women 11—
26 years old be vaccinated with GARDASIL® to prevent cervical cancer, precancerous
and low-grade lesions, and genital warts caused by HPV types 6, 11, 16, and 18. With
the introduction of such a vaccine, policy makers and other public health officials will
need information on its epidemiologic and economic consequences in order to formulate
appropriate HPV vaccination guidelines (McIntyre and Leeson, 2006).

In a previous paper (Elbasha et al., 2007), we used a mathematical model to as-
sess both the epidemiologic consequences and cost effectiveness of alternative strate-
gies of administering a prophylactic quadrivalent (types 6/11/16/18) HPV vaccine in
a setting of organized cervical cancer screening in the United States. This paper pro-
vides a detailed description of various components of the model as they relate to HPV
infection, disease progression, cervical cancer screening, treatment, vaccine character-
istics, vaccination strategies, and the impact of HPV vaccination on epidemiologic and
economic outcomes. The model allows for aggregating costs of vaccination, screen-
ing, and treatment of the population over time, compares them with total health out-
comes as measured, for example, by quality adjusted life years (QALYs), and calcu-
lates incremental cost-effectiveness ratios for various vaccination strategies. By mak-
ing available the mathematical equations and parameters that entirely summarize the
actual workings of the model, critical review of the model and reproducibility of re-
sults are made feasible without needing to review the actual source code used to gen-
erate the results (Weinstein et al., 2003). These can then be entered into any standard
mathematical software package such as Mathematica® (Wolfram Research, Champaign,
IL) or MatLab® (MathWorks, Natick, MA) to reproduce the results. There are exam-
ples of previous modeling efforts that followed this approach (e.g., Hethcote, 1997;
Schuette and Hethcote, 1999). In addition to serving as a technical background docu-
ment to the paper by Elbasha et al. (2007), this paper also presents new results on the
impact of vaccination as well as provides the results of additional sensitivity analyses on
assumptions regarding sexual behavior and mixing among different population groups.
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In constructing this model, we reviewed other relevant previous models and incor-
porated some of their structures and inputs. These included cervical cancer screening
cohort models (Eddy, 1980, 1990; Fahs et al., 1992; McCrory et al., 1999; Myers et
al., 2000; Kim et al., 2002), HPV vaccination cohort models (Stratton et al., 2000;
Sanders and Taira, 2003; Kulasingam and Myers, 2003; Goldie et al., 2003, 2004), and
HPV vaccination dynamic models (Hughes et al., 2002; Garnett and Waddell, 2000;
Barnabas and Garnett, 2004; Elbasha and Galvani, 2005). This model differs from its
predecessors in several ways. First, the approach is comprehensive in the sense that it
incorporates the epidemiology of HPV infection, disease, and economics into a single
dynamic model. This allows capturing the direct and indirect “herd immunity” benefits
and costs of vaccination for the population over time in one model (Edmunds et al., 1999;
Brisson and Edmunds, 2003). Second, we also convened an expert panel that reviewed
model assumptions and provided guidance on some aspects of the natural of disease where
there was little or no clinical evidence. Finally, key inputs in this model are based on data
from recent studies that were not available when these previous models were constructed.

For ease of exposition, the model is divided into two major components. The first part,
which is presented in Section 2, is a description of the demographic aspects of the model.
This component of the model is intended to mimic the current age structure of the US
population. Section 3 includes the second part which consists of the epidemiologic model
that describes HPV transmission, and progression to CIN, cervical cancer, and genital
warts. Because women who undergo hysterectomies for benign conditions are no longer
at risk of developing CIN and cervical cancer but can contribute in the transmission of
HPV, another submodule for benign hysterectomy is created. Descriptions of the forces
of infection, mixing preferences, and estimates of the epidemiologic model completes
Section 3. In Sections 4 and 5, we describe how the epidemiologic and economic impact
of screening and vaccination strategies is assessed. A description of how the simulation
and validation is performed, some results using the baseline parameter set, and sensitivity
analysis are provided in Section 6. Summary and conclusions are included in Section 7.

2. The demographic model
2.1. Demographic model structure

The demographic model is a modified version of the initial-boundary-value problem for
age-dependent population growth described in more details in (Hethcote, 1997). The pop-
ulation is divided into in n age groups defined by the age intervals [a;_;, a;], where
a; < ay <--- < a, =00. The number of individuals N;(¢) at time ¢ in the age interval
[ai—1,a;] is the integral of the age distribution function from a;_; to a;. Assuming that
the population distribution has reached a steady state with exponential growth or decay
of the form e?’, Hethcote (1997) derived a system of n ordinary differential equations
(ODEs) for the sizes of the n age groups. The simple demographic model used here di-
vides the population into 2 gender (k = f, m) groups, 17 age (i = 1,2,...,17) groups
(12-14, 15-17, 18-19, 20-24, 25-29, 30-34, 35-39,40-44, 45-49, 50-54, 55-59, 60-64,
65-69, 70-74, 75-79, 80-84, and over 85). This age grouping is chosen to accurately
account for patterns of HPV transmission among sexually active groups, cervical cancer
screening patterns, and risk of cervical cancer development among women and genital
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warts occurrence among both men and women. Similar age groupings have been used by
other sexually transmitted diseases models (Garnett and Anderson, 1993a, 1994). By set-
ting the age of sexual debut to 12 years, the model captures HPV transmission and disease
that occur before age 15. Recent data suggest age of first sexual intercourse is younger
than 15 for some teenagers and adolescents. According to data from the National Survey
of Family Growth, 19% of female teenagers had had sex before age 15 in 1995, compared
with 21% of male teenagers (Abma and Sonenstein, 2001).

The sexually active population is further stratified into L sexual activity groups
(I=1,..., L), defined according to the gender-, sexual activity-, and age-specific rate of
sexual partner change per unit time cy;;. The number of sexual activity groups considered
here are 3 (L = 3). New additions to the sexually active population enter gender k, sexual
activity /, and cervical screening category b (b = 1, 2) at rate By;,. Because males do not
participate in cervical screening, throughout the model, the subscript b does not apply to
them. For example, B,,;, = B,,;. Individuals die naturally at an age- and gender-specific
per capita death rate u;; per year and women with cervical cancer (categories CC, and
DCCy) also have an additional age- and stage-dependent mortality rate x,; (s = L, R, D).
It is assumed that being in any CIN or genital warts state does not pose an additional risk
of death. Individuals are transferred between successive age groups at an age- and gender-
specific per capita rate d; per year. The transfer rate dj; is given by Hethcote (1997)

_ ki +4q
explband; x (i +q)] — 1’

dyi

where band; is the number of years within age group i. The annual growth rate g of this
demographic model should also satisfy a modified age-group form of the Lotka charac-
teristic equations (Hethcote, 1997)

By = (dn1 + tm1 + @) Nun (0),
By, =op(dy1 + g1 +q)Nsn (0),
where g, denotes the fraction of females entering cervical screening category b (01402 =
1) and Ny; denote the number of individuals of gender k in age group i and sexual activity
group /.
After taking into account cervical cancer-induced mortality and replacing fertility rates
in Hethcote’s model (Hethcote, 1997) with gender-specific recruitment rates into sexual

activity class /, the demographic model is given by the following system of 102 (=17 x
2 x 3) ODEs:

dell/dt = B — (/'Lml +dml)lel7
deli/dt = dmilemlifl - (:umt +dmi)leia

2 2 2
de[l/dt = ZBﬂb — ZZX“ (DCC’:H + ZCC?“})> — (Mf] +df1)Nf11, (1)
b=1 h=1 b=1

2 2
dNyi/dt =dysi Ny — ZZXsi (DCC]:;,- + ZCCfub> — (g +dsi)N g,
h=1 s b=1

i>2,5s=L,R, D, where dy;7 = 0. All variables, parameters, and subscripts are defined
in Tables 1 and 2 and/or the text.
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Table 1 Description of variables and subscripts

Symbol Description

Subscripts

k Gender (f = females, m = males)

i,j Age groups

I,m Sexual activity groups

h Group of HPV types (16/18 =1,6/11 =2, joint = 12)
s Stage of cervical intraepithelial neoplasia (CIN) or cancer
b Cervical screening category (never = 1, routine = 2)
Variables

)‘Zl ; Force of infection with group type i

Xkiib Susceptible to all types

Yl?li b Infected with group type A, susceptible to the other type
V4 I}cll ib Immune against type &, susceptible to the other type

U l?li b Infected with type &, immune against the other type
Vilib Vaccinated against all types

Skiib Vaccinated whose immunity waned

W,f‘[i b Vaccinated but infected with type h

Q]i’l ib Vaccinated and immune against type &

Plflli b Vaccinated infected with type 4, immune against the other type
H{’Z‘ Hysterectomy, vaccine, infection status o (e.g., 0 = X)
CIN?” b Undetected CIN, grade s, type h

CIS?H b Undetected carcinoma in situ (CIS), stage s, type A
DCIN?I ib Detected CIN, grade s

DCIS?” b Detected CIS, stage s

ICIN?I ib Treated CIN, grade s, infected with type &

[CISﬁfli b Treated CIS, stage s, infected with type h

TCINy; Treated CIN, grade s, immune against all types
TCISgi Treated CIS, stage s, immune against all types

CC?II. b Undetected cervical cancer, stage s

DCCy; Detected cervical cancer, stage s

SCCy; Cervical cancer survivor

GW?I ib Undetected genital warts

DGW?” b Detected genital warts

Ny Number of individuals

2.2. Estimates of the demographic model parameters

Death rates for males and females without cervical cancer are obtained from Vital Sta-
tistics data on gender- and age-specific mortality rates, all races, 2002 (Kochanek et al.,
2004). Cancer mortality data are obtained from SEER Cancer Statistics age-specific mor-
tality rates, 1997-2002 (Surveillance, Epidemiology, and End Results (SEER) Program,
2004). Because the US population grew at a decennial rate of 13.2% between 1990 and
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Table 2 Description of parameters

Symbol

Description

Demographic parameters

By1p

Mki

q

di

band;

Behavioral parameters

Ckli

Pklmij

£1, &

w]

Qb

Biological parameters
h

l/h Ozki

Yki

~h

Yki

~h

Vki

New entrants into the sexually active population
Death rate

Rate of population growth

Transfer rate between age groups

Number of years within age group i

Average rate of sexual partner change

Probability of mixing

Mixing parameters between age and activity groups

Proportion of adults in sexual activity class /

Fraction of females new entrants in cervical screening category b

Average duration of immunity from natural infection
Rate of recovery from HPV infection with type &

Probability of recovering from type & only, given coinfection
Probability of recovering from type % only, given CIN regression
Probability of recovering from type % only, given genital warts regression
Rate of progression from HPV infection to CIN states

Rate of progression from coinfection to CIN states

Rate of progression from breakthrough HPV infection to CIN states
Rate of progression from breakthrough coinfection to CIN states

Rate of progression from HPV infection to genital warts

Rate of progression from breakthrough HPV infection to genital warts
Probability genital warts are asymptomatic and not treated

Rate of progression between CIN states or cancer

Rate of regression from CIN stage s to normal or HPV

Rate of regression from CIN stage s to CIN stage g

Rate of regression from genital warts state to normal

Transmission probability (from sex k’ to sex k)

Relative risk of transmission from vaccinated people

Relative risk of infection with type & of a vaccinated person
Vaccinated person relative rate of infection with type 4 clearance

Average duration of vaccine protection
Rate of cervical cancer associated death
Percentage of 12 years old vaccinated
Percentage vaccinated in age group i
Rate of hysterectomy at age i

Detection rate of CIN, stage s

Recurrence rate of CIN stage s

Cure rate of CIN

Percentage of CIN stage s infected after treatment
Rate of detection of cervical cancer, stage s

Cure rate of cervical cancer, stage s
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2000, the annual population growth rate was 1.23%. With recruitment rates into the sex-
ually active population of 1.9% of the male active population and 1.7% of the female
population, the largest annual growth rate ¢ that satisfies the solution of the Lotka char-
acteristic equation was 0.5%. Therefore, the annual growth rate g of this demographic
model was set to zero, and By, was chosen to satisfy the Lotka characteristic equation.
This will also ensure that variation in the results across strategies is mainly due to epi-
demiologic and program features rather than peculiar characteristics of the demographic
model (Hethcote, 1997). The sensitivity of the results to this assumption will be tested
using an annual population growth rate of 1.23%.

The initial population size 1 is set to 100,000, divided equally between males and
females. With the proportion of individuals in sexually activity class / given by «y, the
total number of individuals in sexual activity group / is given by

17 1
Z Nui = 2@

By using dj;—1 Nii—1 — (ki + dri) Ni; with the above equation, we obtain the initial
number of individuals in the youngest age group (12—14 years) of each gender and sexual
activity category as

- 1
d d
N (0) = _wm(l—i_zn(dki/ltk) .
] /

i=1 j=2
The initial numbers of other age groups are given by

dri—1 Nii-1(0)

Nui(0) = dit it
i + ki

I=1,2,...,L;i=2,3,...,17.

Note that the size of the male population in the model is always at a steady-state
given by /2 = 50,000. However, the size of the female population is not constant during
the transient dynamics following vaccination because females are subject to additional
cancer-induced mortality.

The structure of the over 12 years age US population with 0% and 1.23% annual
growth rate together with data from the 2000 population census are plotted in Figs. 1
and 2, respectively. The model fits well for early age groups, underestimate around age
40, and overestimate the number of people over age 40 years. It should be noted that the
current model does not capture special characteristics of the US population such as “baby
boom” and immigration.

3. The epidemiologic model

The epidemiologic model can be thought of as comprising three components: HPV trans-
mission, cervical cancer development, and genital warts occurrence.
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Fractions of population

Fractions of population

Ai iois in Years

Fig. 2 Age distribution for 2000 US population 12 years and above and model (1.23% annual growth).

3.1. HPV transmission

To simplify the analysis, only three ( types 16/18 =1, types 6/11 = 2, and coinfection =
12) HPV types groupings are modeled. The sexually active host population of size
n at time ¢ is divided into distinct epidemiologic classes, depending on host’s sus-
ceptibility to infection or host’s status with respect to infection, disease, screening,
and treatment. The HPV transmission component consists of 17 epidemiologic classes
(X, V,Y,W,U, P, Z, Q), with each class further stratified by gender (2 groups), age
(17 groups), and sexual activity (3 groups). The female population has two additional
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stratifications distinguishing females that are regularly screened from those who are
never screened, and women who had hysterectomies from those with intact cervices. A
schematic representation of the HPV transmission model is shown in Figs. 3 and 4.

3.1.1. Susceptible individuals X

New additions to the sexually active population, at a rate of By, enter into the uninfected
(susceptible) category of gender k, sexual activity /, and screening category b. A fraction
¢rop of them is vaccinated and move to category V and the remaining fraction enter
category X of susceptible individuals. The model also assumes that a proportion ¢y;;;, of
individuals in other age groups and epidemiologic classes is vaccinated and move into the
vaccination classes V, W, P, or Q. It is assumed that the vaccine does not confer any
therapeutic benefits to individuals already infected. Individuals in class X acquire HPV
infection with type & at a gender, sexual activity group, age, and time dependent rate kkll ,
where i = 1,2, 12. In this notation, A}, denotes infection with types in group 1 (HPV
16/18) and )\,]{,2, infection with types in both groups (HPV 16/18 and HPV 6/11). The
number of people in category Xy,;;, is reduced by infection )»Zli, vaccination ¢y, benign
hysterectomy Ay;, and death from other causes uy;. Individuals are transferred between
age groups at rate d;;. The ODEs for category X are

dXwp/dt = Bip(1 — ¢uon) + ZG 1 Zi
h

- (Z Mot + By + Axt + i + dk1>Xkllbs
P

' 2
dXpip/dt = dyi—1 Xpii-10 + Zazhkizlldib
f

— (Z A 4 rip + A + i + dki>Xklihv
W

i=2,...,17;1=1,2,3; k= fym;b=1,2; h € {1,2,12}.

3.1.2. Infected individuals Y

When transmission occurs, the unvaccinated X and vaccinated S susceptible individu-
als enter the Y class of infected individuals. Individuals enter class Y after they recover
from genital warts at rate 7, but are still infected with probability 1 — P;‘ki. Females enter
class Y if their CIN spontaneously regress at rate 7z, but are still infected with proba-
bility 1 — p/*. Individuals leave this class and enter the Z class of recovered people with
immunity when the infectious period for HPV ends. Unvaccinated infected individuals in
the Y class resolve infection at an age-, gender-, and type-specific per capita rate of /.
Individuals develop CIN and genital warts at rate 6}, and ng, respectively. The ODEs for
category Y are

dYjjny/dt = )”illl(xk“b + Su) + (1= )7;1(1) (GWiin, + DGWiy,)

- ) kas (CIN%,, + DCING, )

- (Aiﬁ" + Gt + Vi + DOk + O+ Aut + i + dM)Y:“,,, 3)
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dY}y,/dt = dii YlZi—lb + 2 Xaiv + Swii) + (1 - 77ghk,) (kalzb + DGWum)

ykl Z Tk CIN?ltb + DCINsllb)

- (Ai;h + Guin + Vi + YO + 0l + Aki + i + dk,) Yoo
The ODE:s for coinfection are given by

dYhy/dt = M (X + Suis) + Z)‘kll Y

- <¢k11h + i chk: C+ Apr + +dk1>Yk1121b,

Ay, /dt = dy Yy Ib+Z)‘k11Yk3[zbh
)

- (¢k1ib FVE Y 0RO+ A+ + dkz)Yk],};

3.1.3. Partially immune individuals Z

Individuals enter class Z when recovered from CIN or genital warts and having resolved
infection. It is assumed that immunity derived from natural infection can be temporary,
and individuals in the Z category eventually move to the susceptible class X at rate O'thi.
In the absence of conclusive evidence on whether natural immunity can wane or not, our
model includes both the situation where type-specific immunity is long lasting (Uzhki =0)
as well as the situation where immunity is temporary (azhki > 0). Individuals in the Z class
who are susceptible to one type can be infected with that type and move to class U. The
ODEs for category Z" are

3
dZ},/dt = vl Y, + Z 7w (CING,, + DCINY, ) + v ICINY,, )
s=1
2
+ Z YOICISY,, + 37;’1(1 Tgk (GW}, +DGWy,)

s=1

— (M0 + B + A+ 0l + ter + dia) Ziy @

dZ}yy/dt = dyi 2 Z3yyp + Vi Vi + Z {7t (CINY,;, + DCINY,,, )

2
nICINmb + Z YEICISY,, + 77:1{,‘ t:k (GWZm; + DGWZ,ib)
s=1

_ (Az;h =+ ¢klib + Ay —}—o';’k[_ + i + dki)Z]};l,-h.
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The ODEs for the fully immune individuals Z'? are

12 ~12 12
dZi},/dt = Vvt i, + Z YaUiu
h

— (Prirn + Ay + 03 + 1kt + dit) Zi,

12 ~12, 1212 Iy
dZip/dt = Vi Vi Yiaip + Z Yii Uiin
T

— (Guain + Ai + 0 + i + dii) ZiT,-

3.1.4. Infected individuals with partial immunity U
The number of people in category U is reduced by vaccination ¢y, resolution of infec-
tion ykhi, and onset of CIN or genital warts. The ODE:s for category U are

3k 12y 12
AU, /dt = My Zi + 700" VYR

- <¢k11b + v+ Z@f’s + 00 4 Ay + i +dk1>U:1|b7

%)
h h h 73— ~3—h ,12y/12
dUklih/dt = dkl'*lUklliflb + )‘inZk]i}: Y Vi Yk]zb

- <¢k1ib F VoY O +O0h 4 A + i + dki) Ulip-

3.1.5. Vaccinated individuals V

When 12-year olds are offered the vaccine, a fraction of them ¢y are vaccinated and
move into the vaccination class V. Also, individuals in class X are vaccinated at rate ¢y;;
and enter category V. The vaccine-induced immunity of those in the vaccinated class V
wanes, so that people eventually move to the a susceptible class S at an age- and gender-
dependent rate oy;. It is assumed that when an individual loses vaccine-derived immunity,
the individual becomes susceptible to infection with any of the types. Vaccinated indi-
viduals can also experience a break-through infection and enter the class W of infective
people at per capita rate ‘/’Z)‘Zﬁ- The ODE:s for category V are

dViaip/dt = Bupdrior + Grip Xip

- (Z%}szll + o1 + Akt + i +dk1>Vk11h,
W

(6)
dVip/dt = dxi—1 Vigi—1p + driiv Xwain

- (Z MY+ o + A+ i + dki) Viib-
W

3.1.6. Vaccinated individuals with waned immunity S
Individuals in this class can get infected at the same rate as those in the susceptible
class X. The ODEs for class S are
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dSu1p/dt = or Vigiy — (Z)‘le + Apr + i1 + dkl)skllb,
i

(7
dSwip/dt = dii—1Skii— 16 + ki Viiiv — <Z My + A+ i + dki>Sklib-
i

3.1.7. Infectious vaccinated individuals W

If vaccinated, individuals infected with one type and susceptible to the other move to
category W. Vaccinated individuals are infected at an age- and gender-specific rate <p,f
times slower, and recover from infection at a rate «}; faster than unvaccinated infected
1nd1v1duals and move to class Q. They also progress to disease at a different rate (9", or

) compared with that of infected unvaccinated individuals. The ODE:s for category W

g k w
are

AW}, /dt = @ Moy Vi + b Y,

- (‘»OS h}‘ZIIh + akl)/kl + Zewkv + egkw + A+ i +dk1>thllb’

" h h ®)
delib/dt = dyi-1 Wkli—lb + ¢ )‘kli Viiib + Puin Yklih

- ( . hkizlh + O‘k, ykl + Zowkv + 9£'kw + Aki + i +dki) Wl?lib'

The ODE:s for coinfection category W'? are

AW, /dt = @ @ing Vi + Z‘/’f)‘Zu Wiy + $uin Yy
N

(akl Vkl + Zezﬁkv 9k'§w + A+ i + dkl) Wkllzlh’

AW, /dt = di s Wi, + 0i 0tk Viais + Y 04 h i Wi + drain Vi
h

(“k; v Z Omeis + Ok + Db + i + dki) Wiy

3.1.8. Vaccinated, partially immune individuals Q

Infected vaccinated individuals (category W) recovering from infection and individuals
with natural immunity to one type (category Z) receiving the vaccine move to category Q.
Individuals in this class who are susceptible to one type can be infected with that type and
move to class P. The ODEs for category Q are

dQinp/dt = v Wity + duin Zi,
- ( a4 A+ +d) Qs
)
dQup/dt = dii1 Q1+ o Vis Wikiy, + Sriin Ziyiy

— ("M 4 Ak + i+ dii) Q-
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The ODE:s for Q'? are

d Qi /dt = 4t 7V Wi, + Z Vi Pity + s Zii
N

— (A + i +di) Qs

d Qi1 /dt = dii1 Qi1 + @ ViV Wity + Z Vi Pitin + Outin Zijap
I

— (Api + i +dii) Qi

3.1.9. Vaccinated, infected individuals with partial immunity P

Coinfected vaccinated individuals recovering from one infection (category Wi,), vacci-
nated individuals (category Q) getting infected, and individuals infected with one type
(category Z) receiving the vaccine move to category P. The ODE:s for category P are

h h 3—h=3—h
d Py, /dt = ‘Pk)‘k/l kllb"’“kl Vi1 Vkl Wkllb+¢k”bUkllb

- (“/}fﬂm + Zewks wk T Akt + M +dk1>thllb’

\ \ (10)
dPlyy/dt = dyi 1 Pl + 940 2111171 + o) " W, + duin Ul

(aktykl + ZQ s + Ok + Dbi + i +dkl>Pklzb

Note that for males we have A,,; =0 =< =gt =g" =0,

wms l?’lS cms

3.2. Cervical intraepithelial neoplasia CIN

Infected females (whether vaccinated or not) can develop cervical intraepithelial neo-
plasia (CIN) and move to the CIN segment of the model. There are several states that
represent the true histological health status of a female: infected with a normal cervix,
CIN grade 1 (CIN1), CIN grade 2 (CIN2), and CIN grade 3 (CIN3). Females in the CIN
and cancer stages are further classified into undetected, detected, or treated classes. There
are also two additional absorbing states where only females who are no longer at risk of
developing cervical cancer enter. These are benign hysterectomy for reasons other than
cervical cancer (at an age-specific rate Ay;) and treated and cured CIN at stage-specific
rate (1 — ¥,)I;. Women in these two states are considered to be at no risk of developing
cervical cancer (Myers et al., 2000). However, females with hysterectomies for benign
conditions can be infected and are at risk of developing genital warts (Castle et al., 2004).
Further, to take into account the fact that treatment of CIN does not completely eliminate
the virus, another category of treated CIN that remain infected after treatment (ICIN) was
created. Females enter this category from the detected state at rate ;I and stay there
until their CIN recurs at rate " or infection is cleared.

An infected woman with a normal cervix can only directly progress to CINf (at rate
G;ZS if unvaccinated or Gé’)fs if vaccinated), die due to causes other than cervical cancer,
or remain infected without progressing to CIN (Fig. 5). The respective progression rates
given coinfection are 0" ot and Qlwfs For the base case, it is assumed that coinfection
cases progress to CIN according to the rate of HPV 16/18 types. That is, 6!, = 9}5,

cfs
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02, =0,00,7,=0,,and 62, . =0.Itis assumed that infected women classified as CIN

can progress only to higher CIN states (CIN1 to CIN2, CIN2 to CIN3), or cancer state
(CINS3 to early invasive localized cervical cancer, LCC) at rate 7", regress to normal at

rate rf or CIN stage g at rate ‘cs i die from other causes, be detected at rate k;;, and be

treated and cured at rate I, or remain in that CIN state. Coinfection of females in CIN
and cervical cancer states is not modeled. It is assumed that regression from CIN states
does not necessarily imply recovery from HPV infection. A female whose CIN regresses
to normal but is still infected move to the infected category Y” at an age- and stage-

specific rate t/'(1 — )7;',-) regardless of her vaccination status. Only mutual regression from
both HPV and CIN confers immunity against that type. Females regressing from CIN
whose HPV infection clears move into class Z at an age- and state-specific rate yfl g
(s=1,2,3).

The cervical neoplasia segment includes several epidemiologic classes (CIN,, DCIN,,
TCIN,, ICINg; s = 1,2, 3), with each class further subdivided into age (=17), sexual
activity (=3), and screening (=2) groups.

3.2.1. Undetected CIN CIN;
The number of females with undetected CIN increases as infected females develop dis-
ease or fail treatment. Detection through screening «;,, spontaneous regression rlf*s, and

progression to higher disease grades ns”i reduce the number of females in this category.
ODEs for undetected CIN are

dCINY,,, /dt = 9h (Yfllb + Ufllb) +0th1Y1121b + 9wf1( iy T Pfllb)
+ chflw;’lzlb + 60}, ICINY,,, + Tf21CIN211b + rf31CIN%11b
—(th + 7l + A+ + i +dg1)CINY .
dCINY,,,/dt = dgi | CINY,;_y, + 9’;1()/;111'1: + U?lib) + QZIfIY;Izib
+ wa, (Wflzb + Pf[zb) + ewcft W}l’lzib +6,,ICIN} ;,
+ Tf21CIN2nb + rf31CINslzb
—(th + 7l + Api + w1 + pgi 4+ dyi ) CINY,,,
dCINGy/dt = 03, (Y + Uly) + 02, Y i + 60 (Wi, + Phiyy) (1)
+ QwaA Wfllb +6OLICINY,,, + 7/, (CIN}_,,,, + DCIN} ;)
+ Tfs+1sCINs+1z1b - (T_?s + T?ss—l + T?ss—z + 7l +An
+ k16 + pp1 +d gt )CINY,
dCIN},;,/dt = ds; \CINY,; _,, + 67, ( Fiip T Uflzh) + Qchfcy}lzzh
+ 00 (Whiy + Pliiy) + 00 Wi, + OLICINY,,,
+n! ;(CIN;_,,,+ DCIN!_,;;,) + va+vaINh+1lzb
—(Th T F Ty T Agikcgin + i +d i)CIN? .

where s =2, 3, andr/43_r 20 =0.
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3.2.2. Detected CIN DCIN;

Detection of CIN occurs only as result of screening at rate k. This rate depends on
screening coverage and the characteristics of the screening and diagnostic tests. If it does
not regress at rate T?S or is treated Iy, a CIN can progress to a higher grade 7tf’l Equations
for detected CIN are

dDCINY,,,/dt = k,CIN",, — (fﬁs + 71l + Ap+ I+ g1 +dg ) DCINY,,
dDCIN",, /dt = d;;_\DCIN",_,, + k,isCIN",;, (12)
— (vf, + 7+ Agi + I+ i +d i) DCIN
where s =1, 2, 3.

3.2.3. Treated CIN TCIN;

It is assumed that treatment does not completely eliminate infection. A fraction of treated
females 1, will remain infectious after treatment and move to the category treated but
infectious ICIN,. Equations for treated CIN are

dTCINg, /dt = (1 — ) T ZZDCIN?“;, —(Asp1+pp+dp)TCIN g,

h b

dTCINg; /dt = dy; 1\ TCIN;i—1 + (1 — ¥5) T ZZDC]N?M -
hob
—(Agi+ppi +d)TCINg;,

where s =1, 2, 3.

3.2.4. Treated CIN but infectious ICIN

CIN for females in this category can recur at rate 6,;, and move to category CIN;. Infection
can also resolve and individuals enter category Z". Equations for treated but infectious
CIN are

dICIN,,, /dt = Y, [y DCIN},,, — (V_l;zl + 0 + A+ g1 +d g )ICING,,.
dICINY,, /dt = dy;_ICIN",,_,, + ¥, I\DCIN",,, (14)
— (vf; + 6]+ A+ i+ d ) ICING,
where s =1, 2, 3.

3.3. Cervical carcinoma in situ CIS

It is assumed that females classified as CIN can progress to carcinoma in situ (CIS).
Because women spend, on average, a long time in CIS, two CIS states are modeled (CIS1
and CIS2). It is assumed that regression from CIS states is not possible. The CIS is further
divided into several epidemiologic classes (CIS,, DCIS,, TCIS;, ICIS;; s = 1, 2), with
each class further subdivided into age (=17), sexual activity (=3), and screening (=2)
groups.
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3.3.1. Undetected CIS CIS;

The number of females with undetected CIS increases as they progress from CIN3 or
fail treatment. Screening 3.5 and progression to higher disease grades 7 ', i Teduce the
number of females in this category, s = 1, 2. Equations for undetected CIS are

dCISyy/dt = O}4ICIS},,, + 703, (CINYy, + DCINY )
— (why + Apy Ko + 1+ dp1) CIS
dCISYyyp/dt = dgi1 CISY;;_y, + O],ICISY,;, + 703, (CINY, + DCINY,,)
— (7 + Agi 4 kaip + 1y +d i) CINY,,
dCISy,,/dt = 6/5ICISS;,, + 7}, (CIS}fub + DCIS}fnb) o
— (7 + Apr + ks + pg1 +dpr)CIShy .
dCISé‘“b/dt = dfi*ICISgliflh + thSICISglih + ”zﬁ' (CISglih + DCISglih)
— (w8 + Apy ks + pp +dp1 ) CISyy,
3.3.2. Detected CIS DCIS;
Detection of CIS occurs only as result of screening at rate k3. If it is not treated and

cured at rate I3, a CIS can progress to a higher grade n3h ', i or cancer. ODEs for detected
CIS are

dDCISY,, Jdt = k341, CISYy, — (T4 + Apt + Dasy + oy +d gt )DCISY,

dDCIS!,;,/dt = d ;i 1DCIS",,_, + i34isCIS",, (16)

- (7T§1+si + Afi + F3+s + M i + dfi)DCIS?l,‘},y

where s =1, 2.

3.3.3. Treated CIS TCIS,

It is assumed that treatment does not completely eliminate infection. A fraction of treated
females 3., will remain infectious after treatment and move to the category treated but
infectious ICIS,. ODEs for treated CIN are

dTCISy1/dt = (1 = Y31 ) Fsys Y Y DCISY,, — (Apy + py1 +dy)TCIS
h b
dTCISy;/dt = dsi \TCIS;; 1 + (1 — Yr315) D345 Z ZDCISg+slib a7)
h b
—(Agi + i +dp)TCISy;,

where s =1, 2.
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3.3.4. Treated CIS but infectious ICIS;

It is assumed that CIS recurs at rate Gr}g +s and women with recurring CIS move to category
CIS;. Infection can also resolve and individuals enter category Z". ODEs for treated but
infectious CIS are

dICIS!),, /dt = Yrs4 T34, DCIS"),, — (7/_?1 0+ At g +dp)ICIS
dICIS}y;, /dt = d i\ ICISY; _y, + V3 T3 DCISY,, (18
— (v +0h + A+ g+ dyi)ICIS 3,
where s =1, 2.

3.4. Cervical cancer

There are several states that represent the health status of a female with cervical cancer:
localized cervical cancer (LCC), regional cervical cancer (RCC), distant cervical cancer
(DCC), and cancer survivors who are free from cancer (Fig. 6). Females in cancer stages
are further classified into undetected, detected, or treated classes. A woman with an inva-
sive cancer can progress only to the next higher cancer state CC" (LCC to RCC, RCC to
DCC) at rate my; (s = L, R), her cervical cancer is detected at rate vy;; and successfully
treated and move to the cancer survivors state at rate §2;, die from cancer at rate x,;, or
stay in that undetected cancer state. Regression from invasive cancer to normal is not al-
lowed. It is assumed that women who were successfully treated for invasive cancer are no
longer infectious.

3.4.1. Undetected cervical cancer CC,

CIS2 cases that are not detected and treated can progress to localized cervical cancer at
rate n{’l Undetected cancer cases, if undetected at rate vy;;, can progress to advanced
stages at rate 7, s = L, R. Cervical cancer has an additional mortality rate x,;. Equations
for undetected CC are

dCClyy,/dt = 18, (CISy;, + DCISy, ) — (o, + vy + xea + i1 +d ) CClyyy,
dCCh,,/dt = d_,CCY,,_,, + nl(CISL,, + DCISY,,)
— (7 + Vip + Xei + i +d i) CCly,
dCClyyy/dt = mL.CClyyy, — (Tr + Uris + Xr1 + 11 +d 1) CChyyy, 0
dCClyp/dt = di—1CCly_y, + 1. CClyy, "
— (p + Vrip + Xri + isi +dyi)CCh,.
dCClyyy,/dt = TrCClyy, — (Wp1p + xp1 + i1 +d)CClhyyy,
dCCly;p/dt = TR CClhyy, + d i1 CCly_yy, — (Wpin + Xpi + I si +d i) CChyy,

where i > 2.
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3.4.2. Detected cervical cancer DCCy
Detected cancer cases are treated and cured at rate §2, and move to the cancer survivors
category SCC. Equations for detected CC are

dDCCy, /dt = szslhccﬁllb — (825 + x1 + sy +ds1)DCCyyy
ho b
dDCCy;/dt = dfi1DCCyji—1 + Z Z UsinCClip (20)
ho b
— (825 + xsi + uyi +dpi)DCCy;,

where s =L, R, D.

3.4.3. Cervical cancer survivors SCC
Equations for cancer survivors

dSCCy/dt =) " 2,DCCq — (1 +d)SCCh,

dSCCy;/dt =dsi_1SCCji—y + ZQXDCCXI[ — (uysi +dsi)SCCy;.

3.5. Genital warts

Individuals (whether vaccinated or not) infected with HPV 6/11 can develop genital warts
atrate ng « and move to the genital warts class GW. Of those, a proportion 8, will remain
asymptomatic and will not be treated whereas the rest will be recognized and treated.
Individuals recovering from genital warts at rate 7, move to class Z. It is assumed that
only infection with HPV 6/11 types can cause genital warts whereas infection with HPV
16/18 types does not lead to genital warts (Winer et al., 2005). The asymptomatic genital
warts class consists of following ODEs

dGWiy/dt = 05s[03(Yi, + Uginy) + 042V, + 020 (Wi, + Pilvs)
R2mm]  +0)2, WA, — (t + Aw + it + dia ) GWoyy,,
dGWy/dt = dii 1GW}y;_ ), + Oy (00 (Yii + Uip) +0:2Yii (22)
+ ngwk(sznb + Piy) + eglikall%b]
_ (ngk + Ay + g + dki)GW,%“h.
The symptomatic genital warts class consists of the following ODEs
dDGWiy, /dt = (1 = 0003 (Vi + Uginp) + 052 Vil
+ egwk(wkzllb + Pliy) + egiz%)k W]
- (Tg?k + Agr + px1 + dkl)DGWi“b,
dDGW},,, /dt = dyi -1 GWiy;_y, + (1 — Qgs)[gfk (Y + Uli)
+ 052 Vi + Ogur (Weiin + Pitin) + g Waiio ]
— (T;k + Ay + ki + dii ) DGWiy.

(23)
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3.6. Hysterectomies for benign conditions

Females who undergo hysterectomies for benign conditions move to the H com-
partment and stay there at no risk of developing CIN or cervical cancer. However,
females in this compartment can be infected, can transmit infection, and can de-
velop genital warts. There are several epidemiologic classes within the H compartment
(HX,HV,HS,HY HW,HU, HP,HZ, HQ, HGW), with each class further stratified by
age (=17) and sexual activity (=3) groups.

3.6.1. Susceptible individuals HX
The ODEs for category HX are

dHX g1 /dt = Z(AﬂXbe + ZG:fIHZ]}’IIh>
b h

- (Z)"}n Tun +df1>HXfllv
i
dHX yy;/dt = dy; _\HX ;1 + Z(Afixflih + ZGZ}_',-,-HZ_’;-,M)
b i

- <Z Mo+ g+ d.f‘z‘)HXflt»
h

3.6.2. Infected individuals HY
The ODEs for category HY are

dHY") /dt =)t (HX gy + HS i) — (Mt + vy + 0L + g +dpn ) HYY,
+ Z Ag |:Yfllb + Z CIN?),, + DCINY,, + ICIN?llb):|!

dHY'}y; /dt = dgi HY g,y + My (HX g1+ HS p17)

— (G v 0k g+ dy)HYY,
+ Z Afz |: flib + Z CIN?M + DC]N tip T ICIst:b)]

The ODEs for HY'? are

dHY'}, jdt = 13 (HX iy + HS i) + Y M HY S+ 40 ) Y,
h b
(yf1+9 +I’Lfl+dfl)HYf[1a
dHY'S, /dt =d i (HY'G,  + A5, (HX gy + HS pip) + Y M HY 3

h

+Afl Zymb )’f, +9gf+ﬂfz +dft)HY}2n
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3.6.3. Partially immune individuals HZ
The ODEs for category HZ are

dHZ!,, jdt =y} HY") + A g Z z4,, + 1l (HGW",, + DHGW", )
b

- ()‘3”71}' +‘7zhf11 + g+ dfl)HZ;}n’

dHZ;jl‘li/dt = d.fi—lHZ}jl‘li—l + y;}iHYP}li + Ay Z Zjl’lib
b
+ 1) (HGW",, + DHGW",,) — (k};” +ol+ g +dp)HZY

The ODEs for HZ'? are
dHZ‘]lel/dt = ?}%y‘%lHY‘llel + Z V;IIHU}}II + A4y (Z Z}%lb + ZTCINslI>
h b s

— (0 + s +dn)HZ),,

dHZY; Jdt = dpiHZY  + 7y RHY i+ ) v Ul
h

+ Af,' (Z Z}‘%ib + Z TCINSI,'> — (Uzl}li + Mfi + df,)HZ;zh
b s

3.6.4. Infected individuals with partial immunity HU
The ODEs for category HU are

dHU}}ll/dt = )‘}}IIHZ;TIh + f;fhyi}%HY}zn + Ay Z U?llh
b
_ h eh_ d HUhv
(yfl_l— of +/“Lfl+ f]) fis
dHU",, Jdt = dyi HU',, |+ My HZ !+ 707y FHY,

1

+ Ay Z U_?lib - (V;l’i + 9;} + i+ dfi)HU?'lr
b

3.6.5. Vaccinated individuals HV
The ODEs for category HV are

dHV g1 /dt = Apy ZV?“;, - <Z<ﬂ;’ckl}“ topt+usn +dfl>HVfllv
b h

dHVf/i/dl = df,'_lHVﬂi_l + Af,' Z V]]glih
b

— (ZQ?-}J}H +O'fi +Mfi +df,'>HVf1i.
h
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3.6.6. Vaccinated individuals with waned immunity HS
The ODEs for classes HS are

dHSﬂl/df =0 HVii+Ap Z St — (Z)"I}ll +Ap+ g+ df])HSf]],
b h

dHS i /dt =dpi (HSfi 1 +0pHV s + Ay Z S riin
b

— (Z)"}]l‘li + Wi +dfi>HSf/i.
h

3.6.7. Infectious vaccinated individuals HW
The ODEs for category HW are

dHW',, jdt = 4\ \HY i+ Ap Y Wiy,
b

hy3—h h
(<p, A +oz,lyf1 +9gfw + g +dp ) HWY,,

dHW}]"li/dl = dfi—lHW;;li—l + ‘/’?)‘l}/iHVﬂi + Az Z W;””
b

- (‘/’3 h)‘szzh + afz sz + gsfw + it dfi)Hthzi-

The ODEs for HW'? are

1 12 hqyh 3
dHW i, /dt = @i HY i+ ) @i HWl + A Zwﬂlb
h

(aflyfl +9gwf + g +df1)HWfll’

dHW', /dt = dpi HW G, + oL@t ML HY i+ Y @2 HW )
h

F A Y Wi, = (@i + 0 + tagi +dpi) HW Y,
b

3.6.8. Vaccinated, partially immune individuals HQ
The ODEs for category HQ are

dHQ}}ll/dt = 0‘;1)’;'1HW;}11 + 45 Z Ql}llb
b

( h)‘;ll + g +dfl)HQ111s

dHQ%;’li/dt dyi- IHQfll 1+aj:yszle:+AleQflib

hy3—h h
— (o} "5+ g+ dpi)HO.
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The ODEs for HQ'? are
12 1251212 2 h gy ph 12
dHQ, /dt = O‘fly;ly}lHW;ll + nylHPfll +An Z Qi
i b

— (s + dfl)HQ}lei,

12 12 12512, 12 gyuy/12 h ryph 2
dHQ;/dt =d g \HQ G + oy HW i + Z YriPp; + Ay Z Qv
i b

—(psi+ dfi)HQ;zli'

3.6.9. Vaccinated, infected individuals with partial immunity HP
The ODEs for category HP are

dHP’}“/dt = ﬁ”?)‘}}nHQ%h +0‘;Th)7;thW;2/1

h hoh h i
+A4An Z Pry, — (aflyfl + 0, + s+ dfl)Han’
b

dHPY;/dt = dgi_(HP};_ + @) HOY ! + o y};hHW}zl,.

1

h hoh o ph h
+ Ay Z Py = (i fi + 0gup + i +d i) HP Gy,
b

3.6.10. Genital warts HGW
The genital warts class consists of following ODEs

dHGW},y,/dt = By [9§k (HY 3, + HUZyy,) + 9;13HY11121b
+ ijk (HWzllb + HPI%llb) + ggikHWIilzlb] + A GWyy,
— (3 + 11 + de ) HGW}, .
AHGW i /dt = dii 1 HGW iy, + 04, [05 (HY 33y + HU ) + 0, HY 17,
+ 9,§wk (HWy, + HPy,) + egleukHWllclzib] + AiGWyy,
— (rgzk + Wi + dki)GWi,ib.
The symptomatic genital warts class consists of the following ODEs
dDHGWp,,/dt = (1 — og-S)[Og%k(Hyzllb + HUillb) + GglI%HYllclzlb
+ ngwk (HW3, + HP,,) + eglikHW}c/zlb] + A DGW}yy,
— (g + Au1 + 1 + dia)DHGW
dDHGWI%lih/dt = dkileGW%li—lh +(1- 9gs)[9§k (HY%lih + HU%lih)
+ egifHYIii‘b + egwk (HWy, + HPpp) + G;ikHWIizzib]

+ ADGW;yy, — (T2 + i + di) DHGWy .
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3.7. Forces of HPV infection A

The rate at which susceptible individuals acquire infection with type & (per capita force of
infection) Aﬁ,i is gender, sexual activity, age, and time dependent. The rate )»ﬁ,i at which
individuals of gender &, sexual activity group /, age class i, at time ¢ acquire infection
with type & depends on the number of sexual partnerships and way they form partnerships
with individuals of the opposite gender k', the fraction of infected sexual partners, and the
transmission probability B} per partnership. The force of HPV infection 1Y, is given by

17 3 2
i h h h 12 h
At = B Z Zcmlaijpmlaij (Z |:rf(Wfajb + Pln+ Wiein) + Yiaip

=1 a=1 b=1

3
+Y}2, + Ul + > (CIN,,, + DCIN?, ., + ICIN", ., + GW" .,

L,R,D 2
h h h h h
+ DGWfajb + Z chajb + Z(Clssajb + DCISsajb + ICISsajb):|
h : h 12 S 1 12 (24)
+ry(HP} + HWY,; + HW, ) + HUY, + HY

+HGW!,, + DHGWf;W.) /N aj»

17 3
h I h h 12 h h
)"fli = :3; Z Zcflﬂijpﬂﬂij (Ymaj + Umaj + Ymaj + GWmaj + DGWmaj

j=1 a=1
+ rm(W)ﬁaj + Wr:l%lj + Pﬁaj))/Nmajy

h =1, 2. Coinfection occurs at

17 3
)“;1211 = ﬂrLﬁ]i Z Zcmlaijpmlaij
j=1 a=1
2
12 12 12 12
x (HYM o HWR 4+ (YR, + rfwfaj,,)>/1vf,,j,
b=1
17 3
12 1 p2 12 12
A = BB chflaijpflaij(ymaj + rmWpe i)/ Ninaj -
j=1 a=1

3.8. Mixing preferences

3.8.1. Mixing matrix p

The way sexual partnerships are formed is governed by the conditional probability ma-
trix p. Thus, pxmij is the probability of someone of gender k, sexual activity group /, age
class i has a partner from the opposite gender from sexual activity group m, age class j.
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This depends on the proportion of sexual partners from the opposite gender from sexual
activity group m and age class j, cx/nj Nimj(0), in the total sexually active population. In
generating the mixing matrix p, the parameters €; and €, are used to depict the degree
of assortative mixing between age and sexual activity groups, respectively. Thus, mixing
is fully assortative (o is the identity matrix owmi; = 8m8;j, where §;; is the Kronecker
delta) if € = €, = 0 and proportionate when €; = €, = 1 (Garnett and Anderson, 1993a,
1993b, 1994; Garnett et al., 1996). The mixing matrix py;; is given by

3

s ’S'N’s‘ 0

Pkimij = ((1 — €8 + € ]7X:S=13C'k iNps;(0) )
ZM=1 a=1 ckaulNiau(0)

23,7:1 Ckmu N mu (0) )

x| (1 —€)d, + €
( 347:1 Zz:] ck’auNk’au(O)

The model should satisfy the constraints balancing the supply and demand of sexual
partnerships: Ciimij Pkimij Nkii = Ci/miji Pk'miji Nk'mj . This is accomplished by specifying the
mean rates of sexual partner change as functions of the initial imbalance in the supply and
demand of sexual partnerships. Thus,

0.5
Crimij = Citi Bpyyijs
where

C'mj Pi'miji Nivmj (0)
Ckli Prkimij Ni1i (0)

Blmij =

The differential effects of cervical cancer-induced mortality are also likely to cause an
imbalance between the demand for and supply of sexual partnerships. There are few op-
tions for rectifying this. One option is to let the rates of sexual partner change and mixing
pattern of one gender vary over time so as to satisfy the above constraints. Another option
is to fix the mixing patterns of both sexes and to let their rates of sexual partner change
vary over time so as to balance the supply of and demand for sexual partnerships (Garnett
and Anderson, 1994). However, this latter option requires adding additional ODEs that
may considerably increase the size of the model. Because of this additional complexity
only the former option is tried. Thus,

Chkimij Primij Niai (F)

Ck'mlji (t) =
Pk'miji Nimj (t)

In the sensitivity analysis, the gender that will be chosen first will be varied to test the
robustness of the results.

3.8.2. Estimates of the mixing matrix

Even though the crucial role of the mixing matrix in the spread of many sexually
transmitted infections has been repeatedly emphasized before (Garnett and Anderson,
1993a, 1993b, 1994; Garnett et al., 1996), there are no adequate data to generate
such a matrix. The current analysis follows previous work in this area by examining
the range of patterns that are likely to arise in practice. This range is governed by
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Table 3 Baseline behavioral parameter values for the sexually active population

Activity group Proportion of population, % Relative partner Reference
Males, wy, Females, w ¥ acquisition rate (Lauman et al., 1994)
(RPAR), pc;
1 (highest) 2.56 2.56 11.29
2 11.47 11.47 2.96
3 (lowest) 85.97 85.97 1
Age group RPAR, pa; Mean partner acquisition rate, ¢ ;
12-14 0.11 0.1 (Abma and Sonenstein, 2001)
15-17 1.18 0.3 (Abma and Sonenstein, 2001)
18-19 2.42 1.3 (Lauman et al., 1994)
20-24 2.61 1.3 (Lauman et al., 1994)
25-29 2.55 1.3 (Lauman et al., 1994)
30-34 1.72 1.3 (Lauman et al., 1994)
35-39 1.65 1.3 (Lauman et al., 1994)
40-44 1.53 1.3 (Lauman et al., 1994)
45-49 1.38 1.3 (Lauman et al., 1994)
50-54 1.25 1.3 (Lauman et al., 1994)
55-59 1.00 1.3 (Lauman et al., 1994)
60-69 0.61 0.5 Assumed
>70 0.44 0.5 Assumed

Males, Ny, Females, Ny
Population size 50,000 50,000

the parameters €; and €, whose respective values are set to 0.6 and 0.7 in the base-
line analysis and varied by +20% in the sensitivity analysis. These estimates are ob-
tained from the National Health and Social Life Survey (NHSLS) (Lauman et al., 1994;
Michael et al., 1994, 1998). Higher values for €, are reported for high-risk populations.
For example, Garnett et al. (1996) estimated a value of 0.9 using data from a sample of
patients with STD seen at the Harborview Medical Center. The baseline parameter values
for the rate of sexual partner change, stratified by gender, sexual activity, and age, are
calculated from Table 3 using data from the NHSLS and the procedure outlined in Gar-
nett and Anderson (1993a, 1994). Briefly, this procedure can be described as follows. Let
the relative partner acquisition rate of sexual activity group / relative to the lowest group
be pc;. Similarly, define the relative partner acquisition rate of age group i relative to the
lowest group as pa;. Therefore, the rate of sexual partner change for individuals in age
groups 18-59 is

peipaics Z?:l 2;1:3 Nij(0)
Yo it N (0) per pa;

Crli =

where ¢; is the weighted mean rate of sexual partner change rate for individuals in the
age groups 18-59. The rates of sex partner change for the individuals in the age groups
12—-14, 15-17, and over 60 years are calculated in a similar fashion. For individuals in the
sexually active age groups 18-59, a value for ¢3 of 1.3 new partners per year was used
in the analysis (Lauman et al., 1994). A value for c,of 0.1 and ¢, of 0.3 new partners per
year was used for individuals in age groups 12—14 and 15-17, respectively (Abma and
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Sonenstein, 2001). It is assumed that for individuals 60 years and older ¢4 is 0.5. Other
values were used in the sensitivity analysis.

3.9. Balancing population

To close the model, the total number of people in each gender category k (k = f, m), age
group i (i =1,2,...,17) and sexual activity group / (/ = 1,2, 3) must be equal to the
sum of individuals in each epidemiologic class in the respective gender, age, and sexual
activity groups. That is,

2

Nuwti = Z( mli + Zmlt + Uh + Whlz + le/ + P mlz + GWmlz
h=1

+DGW,.) + Xonti + Viuti + Swii + Vi + Zoi + Wt + Qi

2 /2
Ny = Z(Z[ fiip T Zflzb + Uflzb + Wflzb + anb flzb + GWflzb
b=1 \Ii=1

3 2
+DGWh,,, + Z (CIN'y, + DCIN", + ICIN", ) + > (CISly,
s=1

L,R,D
+DCISly, + ICIS!,,) + Y CC.’?z,-b} + X puip + Vo + Spun + Y 11y

L.,R,D

+ Zfllb + Wfllb + Qﬂ,b> + ZTCINS‘II + ZTCISle + Z DCCvlt

s=1 s=1
2
+ Z HY?IL +HZfll + HUflL +HWflt + HQflz + HPflt
h=1
+HGW",, + DHGW",,,)
+HX ii + HY pi; + HS g1 + HY ', + HZ}3, + HQJj, + HWY, + SCCi;.
As evident from the system of equations described above, the demographic model, the

HPV model, the cancer model, and the genital warts model are fully integrated, and can
only be solved together. The total number of ODEs in the entire model is 7,191.

3.10. Estimates of epidemiological parameters

A comprehensive search of the literature was conducted in order to obtain baseline values
for the biological and other epidemiological parameters.

3.10.1. Estimates of natural history parameters
The values of biological parameters are reported in Tables 4 and 5. The way these esti-
mates were derived is explained elsewhere (Insinga et al., 2006).
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Table 4 Baseline biological parameter values for the HPV and disease compartments

Parameter Estimate  Reference
Probability of transmission per partnership (Hughes et al., 2002)
From males to females 0.8
From females to males 0.7
Mean duration of HPV infection, years (Insinga et al., 2007)
HPV 16/18,1/(y; + >, 00) 12
HPV 6/11, 1/ (v + 6, + 5 03) 0.7
Rate of waning natural immunity, azhk ;» per year 0

Progression in the presence of HPV 16/18 per year, %

Normal to CIN1, le 1 9.4 (Hoyer et al., 2005)

Normal to CIN2, 0;2 5.8 (Winer et al., 2005)

Normal to CIN3, 6,!3 5.3 (Winer et al., 2005)

CIN1 to CIN2, 7/, 13.6 (Insinga, 2007)

CIN2 to CIN3, 77211' 14 (De Aloysio et al., 1994;
Kataja et al., 1989)

CIN3 to CIS1, ”311' 42 (Kataja et al., 1989;
Westergaard and Norgaard, 1981)

CIS1 to CIS2, 7}, 5

CIS to LCC, 7, 18

LCC to RCC, n}‘i 10 (Goldie et al., 2004;
Sanders and Taira, 2003;
Myers et al., 2000)

RCC to DCC, 7}, 30 (Myers et al., 2000)

Progression in the presence of HPV 6/11 per year, %
Normal to CIN1, 0131 9.5 (Insinga, 2007)
Normal to CIN2, 62, 1.9 (Insinga, 2007;

Aoyama et al., 1998;
Evans et al., 2002;
Isacson et al., 1996;
Quade et al., 1998)
CINI to CIN2, 72, 0 (Insinga, 2007;

Aoyama et al., 1998;
Evans et al., 2002;
Isacson et al., 1996;
Quade et al., 1998)

Normal to genital warts, 9,38, 57 (Winer et al., 2005)
Regression in the presence of HPV 16/18 per year, %
CIN1 to normal/HPV, t} 1 32.9 (Insinga, 2007;
’ Sastre-Garau et al., 2004)
CIN2 to normal/HPV, f}z 31 (Kataja et al., 1989;

De Aloysio et al., 1994;
Matsumoto et al., 2006)

CIN2 to CINI, 1;21 13.3 (De Aloysio et al., 1994)
CIN3 to normal/HPV, 1}3 11 (Kataja et al., 1989)
CIN3 to CINI, 1}31 3 (De Aloysio et al., 1994;
Kataja et al., 1989)
CIN3 to CIN2, 7}3, 3 (De Aloysio et al., 1994;

Kataja et al., 1989)
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Table 4 (Continued)

Parameter Estimate Reference

Regression in the presence of HPV 6/11 per year, %

CIN1 to normal/HPV, rj%l 55.2

CIN2 to CINI, 1;21 13.3 (De Aloysio et al., 1994)
Genital warts to normal/HPV, T;k 87.5 (Winer et al., 2005)

Hysterectomy rate, % per year, A; (Keshavarz et al., 2002)

15-24 years 0.02

25-29 years 0.26

30-34 years 0.53

35-39 years 0.89

4044 years 1.17

45-54 years 0.99

>55 years 0.36

Table 5 Annual age-specific cervical cancer mortality rates, 1997-2002

Parameter Estimate Reference
Age-specific cervical cancer mortality rates, per year, % (Surveillance, Epidemiology, and
End Results (SEER) Program, 2004)

For LCC, xp,

15-29 years 0.7

30-39 years 0.6

4049 years 0.8

50-59 years 1.9

60-69 years 42

>70 years 11.6
For RCC, xgr

15-29 years 13.4

30-39 years 8.9

40-49 years 11.0

50-59 years 10.1

60-69 years 17.6

>70 years 28.6
For DCC, xp

15-29 years 42.9

30-39 years 41.0

40-49 years 46.7

50-59 years 52.7

60-69 years 54.6

>70 years 70.3

3.10.2. Estimates of other clinical parameters
The values of screening, diagnosis, and treatment parameters are reported in Table 6.

3.10.3. Estimates of vaccine parameters

The efficacy of the vaccine against incident infection (HPV 6/11 or 16/18) was assumed
to be 90%. It was also assumed that infected vaccinated individuals do not progress to
disease (Koutsky et al., 2002; Villa et al., 2005). We assumed the vaccine does not af-
fect the natural course of disease. The duration of immunity conferred by vaccination
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Table 6 Cervical cytology screening and colposcopy characteristics and rates of cure and symptom recog-

nition
Parameter Estimate Reference
Routine cervical screening, cover;, % per year (Insinga et al., 2004a)
1014 years 0.6
15-19 years 21.0
20-24 years 44.8
25-29 years 61.6
30-34 years 54.9
35-39 years 50.5
40-44 years 48.1
4549 years 49.1
50-54 years 51.1
55-59 years 46.7
60-64 years 425
65-69 years 38.9
70-74 years 29.6
75-79 years 20.1
80-84 years 11.1
85+ 5.5
Females never screened, o1, % 5
Liquid-based cytology sensitivity, papsng, %
for CIN1 28 (Bigras and de Marval, 2005)
for >CIN 2/3 59 (Bigras and de Marval, 2005)
Liquid-based cytology specificity, papsp,, % 94 (Bigras and de Marval, 2005;
Coste et al., 2003)
Colposcopy sensitivity, colpsn, % 96 (Mitchell et al., 1998)
Colposcopy specificity, colpsp,% 48 (Mitchell et al., 1998)
Genital wart patients seeking physician care, 1 — O, % 75
Symptoms recognition, % (Chesson et al., 2004)
LCC, recogy. 3.8
RCC, recogp 18
DCC, recogp 90
Cure rate with treatment per year, %
for CIN1, cureq 96 (Flannelly et al., 1997)
for CIN2, I» 92 (Flannelly et al., 1997)
for CIN3, I'; 92 (Flannelly et al., 1997)
for LCC, £2;, 92 (Ries et al., 2005)
for RCC, 2 53 (Ries et al., 2005)
for DCC, £2p 17 (Ries et al., 2005)
Persistence of HPV after treatment for CIN, g, % 34 (Cruickshank et al., 2002)

is currently unknown. We assumed the duration of protection of HPV vaccination to be
lifelong for the base case as was done in previous models (Goldie et al., 2003) and ex-
amined a duration of 10 years in sensitivity analyses. Given HPV vaccination coverage is
unknown, we assumed that 70% of adolescents will receive a 3-dose vaccine before they
turn 12 similar to the coverage rates used in previous models (Sanders and Taira, 2003;
Goldie et al., 2003). Coverage was also assumed to increase linearly from 0% up to 70%
during the first 5 years of the program and remain at 70% thereafter. We assumed that
vaccine coverage for the catch-up program would increase linearly from 0% up to 50%
during the first 5 years and then drop to 0% after 5 years.
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4. Epidemiologic impact of screening and vaccination strategies

To assess the epidemiologic impact of each vaccination strategy several intermediate and
two final outcome measures of effectiveness were chosen. Examples of some of the inter-
mediate outcome are shown in Figs. 7-13 and discussed below.

4.1. Years of life

The first final outcome measure is the total number of life years spent alive by the active
population. Thus, the discounted total number of years of life achieved using strategy a is
given by

= [ 2 T me v

ke{fim} [=1 i=I

where Ny; is the size of the population of gender k, in sexual activity group /, and in age
group i; £ is the discount rate; and 7 is the planning horizon.

4.2. Quality-adjusted life years

The second final measure of effectiveness assigns quality of life weights to each health
state and integrates the sum of all these adjusted health states over the planning horizon
(0, T). Let gcing, qcis,, gcc,, qgwy, and gi; denote the quality of life weights for an
individual in the health state CIN stage s, CIS stage s, cervical cancer stage s, genital
warts, and normal of gender k at age i; respectively. The discounted total number of
quality-adjusted life years using strategy a over the planning horizon (0, T') is given by

QALYH =/ !qumt mli — (1 —q8Wy )DGWmh)

1=1 i=1

2
+qyi |:th — (I —ggwy) <DHGWflz + ZDGWflzb>
P

— (1 —gce)SCCy;

2 /3
Z(Z(l — gcin, )ZDCIN i Z(l — gcisg )ZDCIS?11h>

h=1 \s=1 s=1

— (11— qccS)DCCA.[ii| } dt. (25)

s=L,R,D

Note that the quality-adjusted years of life for females are reduced by time spent in
diagnosed genital warts, CIN, and cancer states DCIN,, CC;, DCCs;, DGW, and SCC.
Males’ quality of life deteriorates by spending time with detected genital warts. The prob-
ability of genital warts being recognized and treated is assumed to be 75%. It is assumed
here that if a person’s health condition is not detected, the quality of life of that person will
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Table 7 Quality of life weights

Condition Estimate Reference
Females Males
Genital warts, ggwy 0.91 0.91 (Myers et al., 2004)
CIN1, gcin; 091 (Myers et al., 2004)
CIN2, gciny 0.87 (Myers et al., 2004)
CIN3, gcins 0.87 (Myers et al., 2004)
LCC, gccy, 0.76 (Myers et al., 2004)
RCC, gcep 0.67 (Myers et al., 2004)
DCC, gcep 0.48 (Gold et al., 1998)
Cancer survivors, gccs 0.76 (Wenzel et al., 2005)
No condition, g;
12-17 years 0.93 0.93 (Gold et al., 1998)
18-34 years 0.91 0.92 (Gold et al., 1998)
35-44 years 0.89 0.90 (Gold et al., 1998)
45-54 years 0.86 0.87 (Gold et al., 1998)
55-64 years 0.80 0.81 (Gold et al., 1998)
65-74 years 0.78 0.76 (Gold et al., 1998)
>75 years 0.70 0.69 (Gold et al., 1998)

be the same as that of a person without the condition. This assumption biases the results
against the vaccine. The magnitude of the quality of life improvements for persons with
undetected conditions prevented by the vaccine can be quantified in a sensitivity analysis.

4.3. Estimates of quality of life weights

Table 7 summarizes the quality of life weights used to estimate QALYs. Females di-
agnosed with CIN1 and CIN 2/3 were assumed to have quality weight of 0.91 and
0.87, respectively (Myers et al., 2004; Kulasingam et al., 2002). The quality weight for
genital warts is assumed to be 0.91 (Myers et al.,, 2004). Females with local and re-
gional cancer are assumed to have a quality of life weight of 0.76 and 0.67, respectively
(Myers et al., 2004). A quality weight for invasive distant cancer of 0.48 was derived
from Gold et al. (1998) using the 25th percentiles of female genital cancer weights. It
is assumed that the quality of life for cervical cancer survivors after successful treat-
ment will continue to be lower (at 0.76) than that of healthy females (Andersen, 1996;
Wenzel et al., 2005). Undiagnosed HPV, genital warts, CIN, and cervical cancer states
and successfully treated CIN states are assumed to have a quality of life weight similar
to those of individuals without HPV disease. Gender- and age-specific quality weights
for other health states were derived from Gold et al. (1998). Similar values were reported
from the Beaver Dam Health Outcomes study (Fryback et al., 1993). CIN and cancer
health states were multiplied by the age- and gender-specific weights to reflect the varia-
tion in quality of life by age and gender groups.

5. Economic consequences of screening and vaccination strategies
The total costs of each strategy include cost of cytology screening per unit time, cost

of vaccination, lifetime cost of treating detected genital warts, CIN and invasive cancer
cases, and the cost of following false positive results of screening.
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5.1. Screening costs

The cost of cytology screening per unit time is the product of the cost per test scn, the
test compliance rate cover;;, given the frequency of administering the test per unit time
(e.g., every year), and the size of the population eligible for screening >, > > ", (X p1ip +
Vb + S piin+ Yf[zb + qub + Wfllzlb + Qllelb +2 [Y;Lllb + Z?lib + U?/ib + W;lib + Q}}lib +
Pl + GW" i T2 CIN!,, +>" CIS",, +3" CC",,1. For simplicity, it is assumed that
women in the hysterectomy class are not screened. However, this may not be the case as
suggested by recent studies (Saint et al., 2005). The cost of following false positive results
of the cytology test is the product of the cost of colposcopy colp of those females who
do not have a repeat cytology test, one minus cytology specificity papsp and the size of
the screened population that is truly negative Y, Y >, (X yiip + Vi + Spiin + Y}fib +
Z]l’%zb + Wflzb + Q}zlib + Zh[Y}llib + Z]}lib + U;Iib + W];ub + Q}jl‘lib + P}qub + GW]}’Iib]'
Since colposcopy is not 100% specific, to this it should be added the cost of a false positive
colposcopy result. This, in turn, equals the product of the cost of biopsy biopsy, one minus
colposcopy specificity colsp and the size of the screened population that has false cytology
results. We also assumed that women in categories TCIN,, ICIN;, ICIS;, and SCC receive
annual Pap tests, some of which will be false positives resulting in additional colposcopies
and biopsies. Total screening costs associated with strategy a at time ¢ are:

Screen, (t) = scn x {Z Z Z cover;yp,
I i b
[sz,b + Vi + Spiiv + Y iy + Zjian + Wity + 0

h
+ Z Yeu, + anb + Uflzb + Wflzb + Qfltb + Pflzb + GWflzb

+ Z CIN;, + Z CIS i + Z CCliip ] } + (1 = papsp)

X [repeat x scn + (1 — repeat) (colp + biopsy x (1 — colpsp))]
X Z Z Z coverip
[

x |:Z (Xfllb + Vv + Spiip + Yfm; + Z flib + me; + Qfllh
b

+ Z fiip T Zflzb + Uflzb + W;l'lib + GW_hflib + Q_;;'lib + P_?lib])]}
+ {scn + (1 — papsp) x [colp + biopsy x (1 — colpsp)]}

x {Z > [Sccl,- + Y TCIN;
+ Z Z (Z ICIN',, + ZICISS,,;,H }
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5.2. Treatment costs

Treatment costs of genital warts, CIN, and cancer cases are the product of the num-
ber of cases detected and treated and cost of treatment. Cases of genital warts occur

atrate (1 — Og0) Y {05 [HY 3y + HUY + 30, (Vi + Ul + 02 (HY i + 32, Vi) +

gwk[HWklz + Hth + Zb(szlib + P/fllih)] + egﬁ)k(HW}dl +2 kllh)} at a cost of cgw;
per case. Because it is assumed that all diagnosed CIN and cancer cases are treated,
the number of cases treated at time ¢ is the total number of CIN and cancer detected
S S I, LDCINY , + 3 3 DCIS", + 3, v CCY,). The cost of treat-
ing CIN and cancer at stage s is denoted by ctcin; and ctcc,, respectively. Thus, total
treatment costs at time ¢ if strategy a is adopted is:

Treat (1) =Y 3 3 cgwi x (1 — gs)iejk [HY,%,, +HUR, + Y (Vi + U,f,,.b)]
i i k b
+01 (HY,‘}, +> Y,jﬁ,,) +62, [HW%,, + HP,;
b

+ Y (Wi + Pk';[,,)] + 050 (Hw,i%,- +) W&%) }

> b
+YYY Y <Z ctcing (ILDCIN",,, + T3, DCIS",;,)

m T TN
+ Y (ctee, x uxi,,CC?h.b))

5.3. Vaccination costs

Total vaccination costs at time ¢ include the cost of the vaccine vaccine and the number

of people vaccinated 3, > Zb{Bk/b¢k10b +2i ¢k/lb[Yklzb + Ziiy + 20 X + Y +
Zhy + Uk +GWhyy + 3 (CINY,, + CISY,, + CC",,)1}. Thus, total vaccination costs
at time ¢ associated with strategy a are:

Vaccinate,(t) = vaccine x Z Z Z{Bk1b¢k10b + Z ¢k1,b|: wip T Zkl,;,
+ Z(Xlillib + Y, + Ziiy + Udhip + GWiyy,
h

+ > (CIN", + ISl + CCM)>] }
-

5.4. Total costs

Discounted total cost over the planning horizon (0, T') of following strategy a are:

T
Cost, = / [Screena (t) + Treat,(t) + Vaccinate, (t)]eié[ dt. (26)
0
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Table 8 Cost of screening, diagnosis, and treatment

Condition Estimate Reference
Females Males
Cytology test, scn $99 (Medstat, 2001)
Colposcopy, colp $165 (Medstat, 2001)
Colposcopy and biopsy, biopsy $318 (Medstat, 2001)
Genital warts, cgwy, $489 $489 (Insinga et al., 2003)
CIN1, ctcing $1,554 (Kim et al., 2002)
CIN2, ctciny $3,483 (Kim et al., 2002)
CIN3/CIS, ctcins $3,483 (Kim et al., 2002)
LCC, ctecy, $26,470 (Kim et al., 2002)
RCC, ctecp $28,330 (Kim et al., 2002)
DCC, ctcep $45,376 (Kim et al., 2002)

5.5. Estimates of costs

Table 8 summarizes the cost of screening, diagnosis, and treatment. Direct medical costs
for screening and diagnosis were estimated from the 2001 Medstat Marketscan® commer-
cial insurance database (Medstat, 2001) and updated to 2005 dollar values by using the
medical care component of the US consumer price index (US Bureau of Labor Statistics,
2002). The direct medical costs in 2005 of liquid-based cytology were estimated at $99.
The cost of colposcopy was $165 and colposcopy with cervical biopsy at the same visit
was $318. The direct medical costs of treatment of CIN and cervical cancer were based
on the results of Kim et al. (2002) and updated to 2005 dollar values (US Bureau of Labor
Statistics, 2002). The costs of CIN 1 were $1554, CIN 2/3 $3,483, local invasive cervi-
cal cancer $26,470, regional invasive cervical cancer $28,330, and local invasive cervical
cancer $45,376. Treatment of genital warts is assumed to cost $489 in 2005 (Insinga et
al., 2003).

5.6. Cost-effectiveness ratio

To compare mutually exclusive vaccination strategies a and a’, we calculate the incre-
mental cost-effectiveness ratio (Weinstein, 1996)

Cost, — Costy

OALY, — QALY,, @7)

6. Analysis using the model
6.1. Simulations with the baseline estimates of the parameters

Mathematica® (Wolfram Research, Champaign, IL) version 5.2 was used to generate nu-
merical solutions of the model. The NDSolve subroutine in Mathematica is a general
numerical differential equations solver. Since the model consists of nonstiff ODEs, the
Explicit Runge—Kutta methods, with adaptive embedded pairs of 2(1) through 9(8), pro-
vide accurate and less expensive solutions (Wolfram, 2005). Other methods such as the
Predictor-Corrector Adams method, with orders 1 through 12, produced the same results,
but took longer to compute the solution.
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The following strategy for simulations was followed. First, the baseline parameter es-
timates were used to solve the model for the prevaccination steady-state values of the
variables. Second, the prevaccination data were used as initial values for the vaccination
model and the model was solved for the entire time path of the variables until the system
approached the steady state (approximately 100 years). The solution approximates the
potential impact of various HPV vaccination programs, including routine vaccination of
12-year old individuals. Finally, once the solution is obtained the results can be presented
for various outcomes in many different formats.

6.2. Model validation

The validity of a complex model like this cannot be established directly. Instead, its face
validity may be judged by how reasonable model assumptions are Hammerschmidt et al.
(2003), Weinstein et al. (2003). In the process of building this model, we comprehen-
sively reviewed previous relevant models and consulted experts on the natural history of
HPYV infection and HPV-related diseases. A comprehensive review of the literature was
conducted to identify studies to inform model inputs. To facilitate independent review of
the model and the ability to replicate its results, all model equations and inputs are made
available. All model equations and inputs are programmed in Mathematica® (Wolfram
Research, Champaign, IL). A series of tests were performed to debug and establish the
technical accuracy of the Mathematica programs. For example, the sum of the number
of individuals of a given gender, age, and sexual activity group in each compartment is
verified to be equal to the total number of people Ny; at each point in time (see section
3.9 on balancing population). Finally, the predictive validity of the model was evaluated
by looking at age-specific HPV prevalence, CIN, genital warts, and cervical cancer inci-
dence rates predicted by the model and comparing them with those reported in the liter-
ature (Giuliano et al., 2002; Jacobs et al., 2000; Sellors et al., 2000, 2002; Surveillance,
Epidemiology, and End Results (SEER) Program, 2004; Insinga et al., 2003, 2004b). The
model predictions were well within the range of values found in the literature. For ex-
ample, the predicted HPV 16/18 attributable cervical cancer incidence curve in the ab-
sence of screening had a shape and magnitude at peak (55.9 per 100,000 women years for
age 50-54) similar to that estimated for unscreened populations (Gustafsson et al., 1997,
McCrory et al., 1999).

6.3. Epidemiologic impact of the HPV vaccination strategies

Figure 7 shows HPV-16/18 prevalence among sexually active females by age over time
if the females-only vaccination strategy is followed. HPV-6/11 prevalence among sexu-
ally active females by age over time if the females-only vaccination strategy is followed
is shown in Fig. 8. Vaccination steadily reduces prevalence among all age groups. The
greatest reduction in prevalence occurs among 20-34 year olds. This group has the high-
est prevalence before introducing vaccination. The impact of vaccination on the incidence
of CIN 2/3 by age and time since vaccination is shown in Fig. 9. CIN 2/3 incidence rates
across all age groups fall following vaccination. After 20 years following the start of vac-
cination, CIN 2/3 incidence rates are substantially lower compared with prevaccination
rates.
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Fig. 7 Prevalence of HPV 16/18 infection among females by age, females-only vaccination, 70% vacci-
nation coverage, lifelong duration of efficacy.
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Fig. 8 Prevalence of HPV 6/11 infection among females by age, females-only vaccination, 70% vacci-
nation coverage, lifelong duration of efficacy.

Vaccination programs disproportionately reduce infection and disease burden among
younger as compared to older age groups. For example, the incidence of cervical cancer
among old age groups becomes relatively larger compared to that among younger age
groups after vaccination (Fig. 10). The upward shifting of the age of infection after ini-

tiation of vaccination is a common outcome of many vaccination programs (Hethcote,
1997).
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Fig. 9 Incidence of CIN 2/3 per 100,000 among females by age and time since vaccination, females and
males (4 catch up) vaccination strategy.
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Fig. 10 Cervical cancer incidence by age group, years since vaccination, females-only vaccination strat-
egy.

6.4. Economic impact of HPV vaccination strategies

The cost-effectiveness ratio for each of the vaccination strategies, assuming a lifelong
duration of protection and vaccination cost of $360 per series, is shown in Table 9. We
ordered the strategies in the table from least effective at the top (i.e., screening only, no
vaccination) to most effective at the bottom (i.e., vaccination of females and males from
12 to 24). Overall, we found that routine females and males strategies that did not in-
clude a catch-up strategy were less effective and more costly than the other strategies
(i.e., dominated). Table 9 includes only the incremental cost-effectiveness ratio (ICER) of
nondominated strategies. Thus, the ICER for catch-up vaccination of females age 12-24
is $4,666, and the most effective strategy of vaccinating both genders had an ICER of
$45,056. A commonly used bench mark ICER value below which interventions are con-
sidered cost-effective is $50,000 per QALYs (Weinstein, 1996). Therefore, vaccinating



A Multi-Type HPV Transmission Model 2167

Table 9 Cost-effectiveness analysis of alternative HPV vaccination strategies

Strategy Discounted total Incremental
Costs QALYs $/QALY
No vaccination, screening only 72,659,302 2,698,711 -
Routine females 74,042,990 2,699,178 2,964
Routine females and males 78,707,825 2,699,327 Dominated
Routine + catch up females 74,815,667 2,699,343 4,666
Routine females and males + catch up females 79,746,357 2,699,461 41,803
Routine + catch up females and males 81,761,210 2,699,506 45,056

both genders and adding a catch up program can be considered potentially cost-effective
according to this criterion.

6.5. Sensitivity analyses

The effect of varying duration of vaccine protection on disease outcomes and ICER is
studied in Elbasha et al. (2007), and found to be an influential parameter. With 10 years
duration of efficacy, vaccination reduced incidence rates steadily until about 1015 years
after vaccination when the loss of immunity among vaccinated individuals and accumu-
lation of unvaccinated individuals reversed these trends and caused the incidence rates to
rise. The rise in incidence continued until years 20-30, after which, incidence rates fell
steadily until they approached their steady-state values. The timing and magnitude of the
reduction and resurgence in incidence depended on the strategy. The largest reduction and
rebound was accomplished by adding a catch up program to routine vaccination of both
genders.

Another influential input was vaccine coverage. As female coverage rates decreased,
male vaccination became more beneficial. The start age of vaccination also influences
the results. Earlier vaccination resulted in greater benefits. In addition to these, other key
inputs in the cost-effectiveness analysis are the quality of life weights used to estimate the
QALYs and the cost of vaccination. The less HPV disease impacted quality of life or the
higher the cost of vaccination, the more the ICERSs increased.

We conducted various sensitivity analyses on assumptions regarding sexual behav-
ior and mixing among age and sexual activity groups. We first considered the effects of
changing the overall mean number of sex partner change in each of age groups 1214,
15-17, 18-59, and over 60 years by £20%. The results are shown in Fig. 11 by plotting
the trajectory of the incidence of cervical cancer against time since start of vaccination.
With higher (lower) sexual activity, the incidence of cervical cancer is higher (lower). For
example, underestimating the overall number of sex partner change by 20%, results in an
underestimation of the pre-vaccination and long-term postvaccination incidence by 17%
and 27%, respectively. To assess the impact of heterogeneity in sex partners acquisition
rates we ran three simulations, keeping all parameters constant, but setting: (1) the relative
partner acquisition rates across sexual activity groups pc; to 1 (heterogeneity with respect
to age groups only); (2) the relative pa; and mean ¢; partner acquisition rates across age
groups to 1 and to the overall mean of 0.97, respectively (heterogeneity with respect to
sexual activity groups only); and (3) pc; to 1, pa; to 1, and ¢; to 0.97 (no heterogeneity).
The results are depicted in Fig. 12. The level of heterogeneity assumed has a significant
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Fig. 11 Impact of number of partners on cervical cancer incidence per 100,000 among females (12-85y),
females (+ catch up) vaccination strategy.
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Fig. 12 The impact of heterogeneity in sex partners acquisition rates on incidence of CIN 2/3 per 100,000
among females (12-85y), females (4 catch up) vaccination strategy.

impact of the predicted incidence of CIN 2/3. By comparing the trajectories given no
heterogeneity with that of the base case of heterogeneity across sexual activity and age
groups, it is clear that more heterogeneity results in higher disease burden. Whereas our
assumption of homogeneity with respect to sexual activity groups has little or no impact
on predicted incidence of CIN 2/3 following vaccination initially, the impact in the long-
term is significant. Furthermore, the shape of the postvaccination epidemic is impacted
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Fig. 13 The effects of the method of balancing the demand for and supply of sexual partnership on
the incidence of genital warts per 100,000 among males and females (12-85y), females (4 catch up)
vaccination strategy.
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Fig. 14 Influence of mixing between sexual activity groups and age groups on the predicted incidence of
genital warts per 100,000 among men (12-85y), females (+ catch up) vaccination strategy.

more by the level of heterogeneity among sexual activity groups than that among age
groups.

The effects of which gender behavior is allowed to vary in order to balance the demand
for and supply of sexual partnership on the incidence of genital warts is shown in Fig. 13.
This figure illustrates that although the choice which gender sets the behavioral agenda
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Fig. 15 Influence of mixing between sexual activity groups and age groups on the predicted incidence of
genital warts per 100,000 among women (12-85y), females (+ catch up) vaccination strategy.

has some impact on the incidence of disease, the impact is rather limited. Note that this
imbalance in the demand for and supply of sex partners is caused by the differential impact
cervical cancer-induced mortality affecting only women. The initial imbalance is rectified
by forcing each gender to compromise equally. We also assessed the influence of mixing
patterns by varying values of e; (sexual activity groups) and ¢, (age groups) by £20%
on the incidence of genital warts (Figs. 14 and 15). These figures reveal that the influence
of the degree of mixing on the predicted impact of a females-only vaccination program
on disease among men is more than the impact on diseases among women. This is to be
expected given that men are not vaccinated using this strategy. All the benefits to men
were obtained indirectly from the protection of their contacts.

Finally, to estimate the additional value of preventing HPV 6/11 infection, we con-
ducted a sensitivity analysis in which we assumed that all individuals had no protection
against HPV 6/11 infection and related disease. The results of this analysis showed that
the ICER of the female 12-24 vaccination strategy increased to $11,254/QALY, whereas
the ICER of routinely vaccinating both genders and targeting 12—24 year olds with a catch
up vaccination program increased to $74,151/QALY. These results suggest that the clin-
ical and economic impact of protection against HPV 6/11 infection is relatively large
due to occurrence of genital warts and low-grade lesions sooner after infection. Because
these benefits are realized in the short-term, their contribution has more weight in the
cost-effectiveness analysis due to discounting of future costs and effects. This is clearly
illustrated in Fig. 16 where the annual discounted HPV-related disease treatment costs
avoided by vaccinating females age 12-24 is shown over time for each HPV type. The re-
sults of the cost-effectiveness analysis suggest that protection against HPV 6/11 infection
improves the efficiency of vaccination strategies that include males.
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Fig. 16 Annual discounted HPV-related disease treatment costs (in thousands of US dollars) avoided by
vaccinating females age 12-24 over time by HPV type.

7. Summary and conclusions

An efficacious prophylactic quadrivalent HPV (16/18/6/11) vaccine against infection
and disease was approved by the US Food and Drug Administration (FDA) and other
regulatory authorities in 2006. This paper presents an integrated economic evaluation and
mathematical model of HPV transmission and HPV-related disease occurrences as a valu-
able tool for informing healthcare policy decisions. The paper addressed a number of
key issues related to the epidemiologic and economic consequences of the quadrivalent
vaccine. Valuable insights were obtained from comparing various vaccination strategies.
Some of these include the substantial reduction in the health and economic burden of
HPV-related disease following vaccination. We found that the reduction in incidence of
HPV disease that takes less time to develop after infection (e.g., genital warts) occurs
sooner compared to that of diseases that takes longer time to develop (e.g., cervical can-
cer). Another important finding is the crucial role of catch-up vaccination and targeting
a broader age range in significantly reducing the burden of disease early on. From an ef-
ficiency perspective, this decrease in disease burden also reduced total costs relative to a
vaccination program that did not include a catch-up program. As a result, strategies that
did not include a catch-up program were generally less effective and less efficient. Vac-
cinating males can also play a significant role in reducing the burden of disease among
both males and females. This, supplemented with catch-up vaccination, is the most ef-
fective strategy yielding the most QALY's for the entire population and can be potentially
cost-effective when compared with accepted medical interventions (Center on the Evalu-
ation of Value and Risk in Health, 2006). We also found that duration of protection and
vaccination coverage are very influential inputs.

We found that higher level of sexual activity is associated with higher burden of disease
and greater impact of vaccination strategies. The level of heterogeneity also has a signif-
icant impact of the predicted incidence of disease; more heterogeneity results in higher
disease burden. We found that the shape of the postvaccination epidemic is impacted more
by the level of heterogeneity among sexual activity groups than that among age groups.
Also, the degree of mixing has more influence on the predicted vaccine impact on disease
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among men than the impact on diseases among women when females-only vaccination
strategies are adopted.

We found that when all individuals had no protection against HPV 6/11 infection and
related disease the ICERs were higher, illustrating the additional value of a vaccine that
prevents HPV 6/11 infection. The results also suggest that protection against HPV 6/11
infection improves the efficiency of vaccination strategies that include men.

As with any model there are limitations. As a result, a number of model enhancements
and extensions are desired. First, more relevant data on the natural history of HPV infec-
tion and disease are needed. For example, epidemiologic studies of disease transmission
are necessary to estimate the transmission probability per sexual contact (Barnabas et
al., 2006; Burchell et al., 2006). Also, given the influence utility data have on the cost-
effectiveness ratios, more studies are needed to collect health utility data for the HPV
disease states considered in this model. Second, we modeled only two HPV types and
their associated diseases and assumed that HPV types have independent natural histories
with no interaction (whether synergistic or antagonistic) among them. If current or prior
infection with one HPV type facilitates concurrent or subsequent infection with another
HPV type or if the vaccine provides cross-protection against other types, HPV vaccina-
tion could have the additional benefits of reducing the prevalence of HPV infection with
types not covered by the vaccine (Elbasha and Galvani, 2005). The evidence on interac-
tion among HPV types to date is mixed (Elbasha and Galvani, 2005). Third, the model
assumed that the sexually active population has equal access to health care, be it vacci-
nation, screening, or treatment. However, this may not be realistic and may overestimate
the benefits of vaccination if women who have limited access to screening are also less
likely to get vaccinated. Fourth, the current version of the model focuses on heterosexual
transmission of HPV. It may be desirable to incorporate transmission between homosex-
uals and heterosexuals in a single model. Fifth, the scope of the model has been limited
to cervical cancer, CIN, and genital warts. HPV infection has also been associated with
cancers of the anus, penis, vagina, vulva, and head and neck, as well as recurrent respira-
tory papillomatosis. As evidence becomes available for modeling the potential effects of
vaccination on these other HPV conditions, the scope of the model will be broaden to in-
corporate these conditions. Finally, it is possible that our model did not take into account
the impact of “cohort effect” on HPV transmission and/or disease. For example, it is con-
ceivable that the sexual revolution of 1960s induced a radical change in sexual behavior
(individuals having more partners compared with individuals from older generations), and
hence may have created cohort effects. In the absence of longitudinal data documenting
changes in sexual behavior across generations, it is difficult to know whether the sex-
ual revolution has generated cohort effects that significantly impacted the transmission of
HPV. There is also uncertainty regarding sexual practices in the future and whether they
will continue along past trajectories. In the face of this uncertainty, we have chosen inputs
related to sexual behavior based on cross-sectional data, and decided not to include the
impact of cohort effects in our model as was done in other simpler models (e.g., Rao et
al., 2006). However, it should be noted that our approach is capable of modeling changing
trends in sexual behavior over time in sensitivity analyses.

Despite these limitations, we believe our modeling approach has several strengths.
First, we did extensive validation with existing epidemiologic data. The model is also
flexible enough to incorporate better data as they become available. Second, this model
stratifies the population based on whether or not women are screened during their lifetime
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or not, and accounts for actual screening practices in the US. Third, output from this
model is population-based and not cohort-based. Hence, the comparison of a dynamic
models output with national registry data such as SEER is better aligned than comparison
of cohort model output with population data. Finally, all equations and inputs for this
model are available to replicate findings and facilitate independent review of the model.

In summary, the results from this model, in a setting of organized cervical cancer
screening and for a plausible range of values of model inputs, suggest that widespread
immunization with a prophylactic quadrivalent HPV (16/18/6/11) vaccine can: (1) sub-
stantially reduce genital warts, CIN, and cervical cancer, (2) increase survival rates among
females, (3) improve quality of life among both males and females, and (4) be cost-
effective when administered to females before age 12 and included in a temporary 12—
24 years catch up program, (5) be cost-effective when implemented as a strategy that
combines both females and males before age 12 vaccination with 12 to 24 years of age
catch-up program compared with vaccinating females only before age 12 augmented by
a female only 12-24 year olds catch-up program.
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