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Introduction

Background. Human papillomavirus (HPV) is a family of 
viruses that infect epithelial tissues including skin, cervix, anus, 
mouth and throat.1,2 The primary path of transmission is sexual 
contact, although HPV can also be passed on vertically from 
mother to child.3 HPV infection may lead to anogenital warts, 
precancerous lesions and cervical cancer, and close to 100% of 
cervical cancers are caused by HPV infection.4 Worldwide, 493 
000 new cases of cervical cancer and 274 000 deaths due to the 

disease were reported in 2002, making it the second most com-
mon cancer in females.5

Two vaccines are currently available in the market. Gardasil®  
(Sanofi Pasteur MSD), a quadrivalent vaccine that protects 
against HPV types 6, 11, 16, and 18, holds an indication in indi-
viduals (males and females) aged 9 y and older for the prevention 
of premalignant genital (cervical, vulvar, and vaginal) lesions and 
cervical cancer and genital warts causally related to these HPV 
types.6 Another vaccine, Cervarix®  (GlaxoSmithKline) protects 
against HPV types 16 and 18 and is indicated for the prevention 
of premalignant genital (cervical, vulvar, and vaginal) lesions and 
cervical cancer causally related to certain oncogenic HPV types 
in females.7

Routine vaccination programs against HPV in females 
have been implemented and publicly funded in the majority of 
Western European countries to protect against the diseases, in 
addition to cervical screening campaigns.8

Context. The International Agency for Research on Cancer 
(IARC) has classified HPV as a human carcinogen at different 
anatomical sites beyond the cervix: penis, anus, oral cavity, 
oropharynx and tonsils.9 It is estimated that the virus is associated 
with 80% to 85% of anal cancers, 70% of vaginal cancers, 40% 
of vulvar cancers, 50% of penile cancers, and 20% to 60% of 
head and neck cancers.10-12 In Europe, men bear approximately 
30% of the overall HPV-related cancers (17 403 incident cases 
annually), mainly due to head and neck cancers (14 098 incident 
cases annually).8,13-15 Emerging evidence from Denmark,16 the 
US,17 and Australia18 highlights a significant increase in the 
incidence of HPV-related head and neck cancers in males. An 
increase in the incidence of anal cancer has also been reported 
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in several countries19-21 and HPV infection was found to be the 
major contributor.21

Genital warts, associated with HPV types 6 and 11 in 90% 
of cases, are very common and recurrent benign lesions.22,23 
Although they do not lead to life-threatening diseases, genital 
warts affect patients’ quality of life, especially due to emotional 
and sexual concerns.24,25 It is estimated that between 286 682 
and 325 722 new cases of genital warts occur annually among 
males in Europe as a consequence of HPV types 6 and 11 
infection.15

Female-only HPV vaccination protects heterosexual males 
indirectly via their partners, but these heterosexual men will 
remain vulnerable to HPV unless vaccinated. To provide direct 
protection to males, several countries recently recommended vac-
cinating males against HPV (Austria,26 Saxony in Germany,27 the 
US,28 Canada,29 and Australia30,31), in addition to female vaccina-
tion. The mass vaccination of boys is funded in the US,32 Prince 
Edward Island in Canada,33 Australia,30 Saxony in Germany,27 
and Vorarlberg in Austria.34

Issue and objective. Expanding the vaccination program to 
males would further control the transmission of HPV and pro-
vide direct protection to males. Yet the constraint on healthcare 
resources requires the program to be financially viable and more 
specifically, the value for money or cost-effectiveness of such a 
program needs to be assessed.

Past economic evaluations have concluded that vaccinating 
females is a cost-effective strategy whatever the country.35,36 This 
paper aimed to critically review published cost-effectiveness anal-
yses that assessed male HPV vaccination. It intended to (1) iden-
tify studies assessing the cost-effectiveness of male vaccination; 
(2) review the methods used for this assessment, and (3) identify 
the major drivers of cost-effectiveness of male vaccination and 
assess the consistency and robustness of the results.

Methods

Cost-effectiveness studies were identified through a pragmatic 
literature review conducted on PubMed from 1948 to 31st 
December 2011. The search strategy used was the following: 

“cost-benefit analysis” AND (“papillomavirus vaccines”[MeSH] 
OR HPV) AND (boys OR males). As a pragmatic review, we did 
not run the search on other electronic databases, which might 
lead to missing some potential studies. It is acknowledged as a 
limitation of the current study.

Titles and abstracts were screened and publications were 
excluded if they did not assess the cost-effectiveness of HPV vac-
cination in males. Selected papers were reviewed and information 
was extracted using a pre-specified summary table, (Table  1), 
which included the description of the modeling approach, model 
structure, main assumptions and parameterization.

A factor analysis was conducted in order to identify the major 
drivers of results as follows. The results of the sensitivity analyses 
from each study were reviewed and the magnitude and direction 
of change in the results were assessed where sufficient data were 
available. Given that both vaccination strategy and vaccine cover-
age rate strongly impact the level of protection and therefore the 
epidemiology of the disease, only sufficiently similar vaccination 
programs (in terms of vaccination coverage, target age, and sex) 
were used for this analysis.

Finally, the quality of the studies was also compared with the 
checklist suggested by Garnett et al.37 for mathematical models. 
The list of items is reproduced in Table 2.

Review

Overview. Fifty-eight citations were retrieved from the PubMed 
search. Two cost-effectiveness studies38,39 were excluded as they were 
very similar to another included study40 and did not focus on male 
vaccination. A total of nine cost-effectiveness studies that assessed 
male HPV vaccination were finally included in our review (Fig. 1). 
Six studies were conducted in the US context and the other three 
related to the UK, Austria, and Denmark. Quadrivalent vaccines, 
the only vaccine indicated in both sexes, were considered in all but 
two studies,41,42 which only looked at HPV types 16 and 18 in the 
analyses. All studies but one focused on heterosexual relationship. 
Kim43 specifically assessed the vaccination of men who have sex 
with men (MSM). Life year was used as the primary effectiveness 
endpoint in Zechmeister et al.,41 and in other studies health-related 

Table 1. Modeling aspects reviewed in this study

Aspects Descriptions

Modeling approach Dynamic vs. static; aggregate level vs. individual level; deterministic vs. stochastic.

Assumption on natural immunity
Susceptible-infectious-susceptible (SIS), susceptible-infectious-recovered (SIR) and susceptible-infectious-
recovered-susceptible (SIRS)a

Model calibration process Method used for calibration, if any.

Diseases modeled HPV-related diseases considered in the model.

HPV transmission patterns modeled Heterosexual or homosexual.

Vaccination and screening strategies 
assessed

Vaccination strategy (initial vaccination, catch-up vaccination and booster), screening strategy and vaccine 
coverage rate.

Input parameters
Vaccine characteristics (efficacy, against infection and/or disease, waning function), transition probabilities, 
costs, utilities and discount rate.

aAn SIR model assumes that, after recovery from infection, the individual will not be re-infected (i.e., natural immunity) whereas an SIS model assumes 
the individual can be re-infected immediately after recovery from infection (i.e., no natural immunity). An SIRS model assumes that natural immunity only 
exists for a period of time following recovery from infection.
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quality of life (measured by quality-adjusted life years [QALYs]) 
was used as the primary endpoint.

Only incremental cost-effectiveness ratios (ICERs) associated 
with the most similar strategies and vaccine coverage rate 
were reported in Table  3 to facilitate comparison. Yet, males’ 
vaccination is extremely interesting if coverage in females is sub-
optimal. These strategies compared male and female to female-
only vaccination strategies, except for Kim,43 which focused 
only on male vaccination. The coverage rate of the female only 
vaccination strategy was high (approximately 70%). Currencies 
were also converted to euros using the exchange rate in May 
201244 for comparative purposes.

Because vaccination strategies and comparators varied 
across studies, direct comparison of ICERs was not relevant. 
Nevertheless, the ICER results varied greatly among studies, 
ranging from €12 232 to €650 319 per QALY gained, a 53-fold 
increase. Two studies accounted for the prevention of HPV 16 
and 18 related cervical cancers only.41,42 The ICERs were high 
(approximate €300 000 per QALY or life-year gained) in both 
studies. In addition to the different comparators considered, such 
variation was most likely the result of significant differences in 
the design of the models.

The level of detail reported for each study varied greatly. Since 
most of the models are very complex, the lack of transparency 
makes it difficult to compare the different base case analyses.

Modeling methods and calibration approach. Four modeling 
methods were identified in the nine studies. Kim43 employed 
a standard static Markov cohort model. Kim and Goldie,47 
Taira et al.42 and Chesson et al.49 used hybrid models in which 
transmission of HPV and progression of HPV-related diseases 
were modeled separately. An agent-based model was used by 
Olsen and Jepsen.48 Although seldom used in the field of health 
economics,50,51 this type of model offers one of the most flexible 
approaches allowing individuals to act autonomously according 
to a set of if/then rules. Other studies were based on classical 
transmission models that utilized a set of differential equations 
to reflect the probability of infection as a function of the number 
of infected in the population of interest.

Due to the relatively low number of studies, it is difficult to 
investigate the structural uncertainty (i.e., impact of the choice of 
modeling method on the results).

Only two studies (Elbasha et al.40 and Chesson et al.49) 
derived parameters directly from existing literature whereas 
other studies estimated some parameters through a fitting 
procedure (i.e., calibration). A detailed description of the method 
of calibration was not reported in any of the studies. In some 
studies, such as Kim and Goldie,47 calibration targets were based 

Table 2. Items that should accompany the most rigorous model analyses (reproduced with permission from Garnett et al.37)

Aspects Descriptions

Diagrams that show 
model structure

To show how disease natural history is presented, process and determinants of disease acquisition, and how putative 
intervention could affect the system.

Complete list of 
model parameters

To include clear and precise descriptions of the meaning of each parameter, together with the values or ranges for each, 
with justification or the primary source cited, and important caveats about the use of these values noted. Where a parameter 
value comes from another modeling analysis, this caveat should be noted. Parameter values that are fit in this model (not 
independently measured) should be clearly marked.

Assessment  
of model predic-
tions with data

Illustration of agreement between model (as used in the analyses) and data or observational information. Clear statement 
about how model was fitted to the data, including goodness-of-fit measure, the numerical algorithm used, which parameter 
varied, constraints imposed on parameter values, and starting conditions.

Presentation  
of results

Key modeling results to be presented with a scientifically based estimate of uncertainty. Presentation of uncertainty analyses 
should be accompanied with statement about the sources of uncertainties quantified and not quantified, and these sources 
can include parameter, data, and model structure.

Discussion of model 
structure

To include the scientific rationale for this choice of model structure and identify points where this choice would influence 
conclusion drawn. Also to describe the strength of the scientific basis underlying the key model assumptions.

Figure 1. PRISMA diagram.
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on epidemiological and clinical data from other countries, which 
could raise questions of data transferability.

HPV-related diseases considered. As reported in Table  1, 
only three studies (Elbasha and Dasbach,45 Kim and Goldie,47 
and Chesson et al.49) considered the full spectrum of HPV-
related diseases, i.e., anogenital diseases, head and neck cancers, 
recurrent respiratory papillomatosis (RRP) and genital warts.

Considering more diseases directly resulted in a decrease of the 
ICER as it accounted for the prevention of further HPV-related 
diseases (Fig.  2). Compared with cervical disease only (i.e., 
dynamic models only considered a reduction in the incidence of 
cervical cancer through indirect protection), considering the full 
spectrum of diseases reduced the ICER by 75.1% (from $741 280 
to $184 270 per QALY gained) in Chesson et al.,49 by 68.7% 
(from $290 290 to $90 870 per QALY gained) in Kim and 
Goldie,47 and by 86.9% (from $195 322 to $25 664 per QALY 
gained) in Elbasha and Dasbach.45 Genital warts alone accounted 
for more than half of the ICER reduction, as it is much more 
prevalent than other HPV-related diseases. When looking at 
the vaccination of MSM, Kim et al.43 reported that inclusion of 
genital warts in additional to anal cancer would reduce the ICER 
by approximately 20% (from $19 070 to $15 290 per QALY 
gained).

Conversely, none of the analyses explored the impact of 
changing epidemiological estimates of some HPV-related diseases 
and a constant incidence was used. As noted earlier, a significant 
increase was witnessed in the incidence of head and neck cancers in 
males and of anal cancer in both sexes.16-21 Disregarding such trend 
may have led to underestimating the benefits of vaccinating males.

Assumptions around natural immunity. In the studies, 
the assumption regarding natural immunity ranged from no 
immunity to full and lifelong immunity after the clearance of 
an episode of HPV infection. With no immunity, individuals 
become susceptible again immediately after the clearance of the 
infection, leading to an SIS (susceptible-infectious-susceptible) 
model structure. Similarly, full and lifelong immunity links to 
an SIR (susceptible-infectious-recovered) model and if immunity 
was assumed to wane and disappear an SIRS (susceptible-
infectious-recovered-susceptible) model was used.

Theoretically, the assumption around natural immunity will 
affect transmission parameters when they are calibrated. In most 
of the models, calibration targets included observed incidence of 
diseases associated with HPV and prevalence of HPV infection. 
An SIR model will require higher transmission rates than an SIS 
model to match the observed epidemiology, as a proportion of 
the population becomes naturally immune after infection and 
is therefore not contributing to the transmission of the disease. 
Hence, a higher natural immunity level mechanically predicts a 
lower vaccine effect (i.e., higher ICER). This was confirmed in 
Elbasha et al.,40 which reported a decrease of 74.3% in the ICER 
(from $45 056 to $11 567 per QALY gained; primary vaccination 
at 12 y with a catch-up campaign at the age of 12 to 24 y, in 
both sexes vs. in females) in ICER when the duration of natural 
immunity was reduced from lifelong to 10 y.

Vaccination strategies and coverage rate. In most of the 
studies, the primary vaccination was given to those aged 12 y 

for both females and males, except in Elbasha et al.,40 where 
individuals of 9 to 26 y old were vaccinated. In the MSM study, 
Kim43 assessed vaccination strategies at the age of 12, 20, or 26 
y old. Catch-up campaigns were explored in Elbasha et al.,40 Jit 
et al.46 and Olsen and Jepsen.48 The effect of booster vaccination 
was tested in Taira et al.42 and Zechmeister et al.41

Given the different ages (or age range) for the primary 
vaccination, catch-up vaccination or booster, there were limited 
scenarios that were comparable between studies.

Figure 2. HPV-related diseases and ICERs. (A) 9–26 FM vs. 9–26F. Reprint-
ed with permission of Elbasha and Dasbach.45 (B) 12FM vs. 12F. Reprinted 
with permission of Kim and Goldie.47 For cervical cancer plus genital 
warts, estimated from the graph in the publication. (C) 12FM+CU13–26F 
vs. 12F+CU13–26F. Reprinted with permission of Chesson et al.49 CC, cer-
vical cancer; VAG, vaginal cancer; VUL, vulvar cancer; PEN, penile cancer; 
ANA, anal cancer; H&N, head and neck cancers; JORRP, juvenile-onset 
RRP, recurrent respiratory papillomatosis; GW, genital warts; F, female; M, 
male; CU, catch-up.
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The effect of the vaccine coverage rate on ICERs was tested 
in five studies (Elbasha et al.,40 Elbasha and Dasbach,45 Kim and 
Goldie,47 Taira et al.,42 and Chesson et al.49). As expected, the 
ICER of extending the vaccination to males increases with higher 
coverage rate of the existing vaccination program as a result of 
herd protection: the marginal benefit decreases when one more 
individual is vaccinated but the additional cost does not decrease. 
The impact of the coverage rate was found to be substantial. For 
instance, Chesson et al.49 reported that the ICER would increase 
from $23 649 to $41 379 per QALY gained when the coverage 
rate of the existing vaccination program increased from 20% to 
30%, with all diseases considered. If the coverage rate further 
increased to 75%, the ICER would quickly increase to $184 270 
per QALY gained (Fig. 3).

With regard to the vaccine coverage rate, most of the stud-
ies assumed a rate of around 70%. However, only Elbasha and 
Dasbach45 clearly stated that this was based on the observed data 
in the country of interest. Coverage assumptions in other studies 
might lead to inconsistency with the real world data and incor-
rect conclusion.

Vaccine price. Vaccine price varied between approximately 
€250 and €450 for a 3-dose course (including or excluding admin-
istration and wastage). Given the bulk procurement of HPV 
vaccines in many countries, the actual price would be expected 
to be lower than the list price due to negotiation or a tendering 
process. None of the studies accounted for this. In practice, the 
unit price of vaccines often decrease with time, especially given 
the timeframes of the analyses was relatively long (e.g., 100 y). 
Nevertheless this was not accounted for in any of the studies.

Four studies have tested the effect and sensitivity of the price 
in the context of overall cost-effectiveness (Elbasha et al.,40 Kim 
and Goldie,47 Kim,43 and Chesson et al.49). A linear relationship 
was seen between the proportional change in vaccine price and 
the proportional change in ICER.

Vaccine efficacy and protection duration. The base case 
assumptions on vaccine efficacy against infection came from 
clinical trial data and were numerically similar across studies. 
Only Elbasha et al.,40 Elbasha and Dasbach,45 Kim and Goldie,47 

and Kim43 considered efficacy against disease outcomes in 
addition to efficacy against HPV infection.

Most studies (except Elbasha et al.40 and Elbasha and 
Dasbach45) assumed that those protected by the vaccine could 
not transmit infection. Nevertheless, it may be possible that 
infections occurred in the vaccinated (without leading to disease) 
and whether these infections can be transmitted is unknown.52

The effect of vaccine efficacy on cost-effectiveness was not 
consistent in the four studies in which sensitivity analyses were 
conducted for this endpoint.40,42,47,49 This might be due to the 
effect of herd protection masking the benefit of higher efficacy.

Partial efficacy due to lack of compliance and duration of 
protection conferred by the vaccine were also studied in several 
publications. Their impact differed between studies.

Transition rates, disease costs and health-related quality of 
life. Comparison of transition rates between studies was difficult 
because of different assumptions on HPV transmission and disease 
progression or regression. This is further complicated by the fact 
that some rates were estimated in the calibration process, which 
was not well described and also heterogeneous between studies.

Disease costs were generally similar across studies, except for 
genital warts, which were consistently lower in European studies 
(Table 4). Costs were often limited to direct medical costs and 
did not take into account certain costs such as those associated 
with functional and psychological sequelae of treatment and psy-
chological impact of HPV-related morbidities.53-61

For health-related quality of life, additive (i.e., using utility 
decrements) or multiplicative (i.e., using utility multiplier) meth-
ods were used in different studies (Table  5). The health-state 
utility values or weights were largely consistent across studies as 
the primary studies on this topic were limited. The major differ-
ence was seen in the assumption of the duration of the disutility 
associated with genital warts: 3 mo in Kim and Goldie,47 8.5 mo 
in Elbasha and Dasbach,45 and 6 mo in Chesson et al.49 Given 
the prevalence of genital warts, such an assumption could have a 
significant impact and help explain the different results between 
studies. Difference was also seen in the treatment of quality of life 
in cured cancer patients. As long-term consequences have detri-
mental effects in these patients, many studies considered a lower 
utility value for them, although methods differed.

Rigor of the studies. The assessment of the quality of each 
study is reported in Table  6, using the checklist suggested by 
Garnett et al.37 Most of the studies did not discuss the model 
structure, the implications of using the selected model structure 
or the possible results if using an alternative one. Although cali-
bration has been conducted in numerous studies, there was a gen-
eral lack of transparency regarding how it was performed, what 
targets and variables were used and the comparison between the 
model prediction and the observation.

Discussion

A pragmatic critical literature review of published cost-
effectiveness analyses that assessed male HPV vaccination was 
performed and nine studies were reviewed. Six were conducted 

Figure 3. Vaccine coverage rate and ICERs. 12FM+CU13–26F vs. 
12F+CU13–26F. Reprinted with permission of Chesson et al.49
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in the US context, and all except one focused on heterosexual 
relationships.

When considering extending the female-only vaccination 
strategy to males in an environment where female vaccination 
coverage of around 70%, the ICER ranged from €12 232 to €650 
319 per QALY gained. Nevertheless direct comparison of ICERs 
was not appropriate due to vast heterogeneity among studies, in 
terms of modeling approach, assumptions around natural immu-
nity, vaccination strategy, vaccine coverage rate, whether most 
HPV-related diseases were accounted for, and other inputs.

The factor analysis was not able to investigate the absolute 
levels of ICER associated with male vaccination because of the 
fundamental difference among models. One of the main drivers 
was which of the HPV-related diseases considered. The ICER 
decreased with more diseases considered; this type of analysis 
more accurately captures all benefits of vaccination. Genital 
warts were found to have the largest impact on the assessment 
of the quadrivalent vaccine. A shortened duration of natural 
immunity contributed to an improved ICER but this was only 
assessed in one of the cost-effectiveness studies. Vaccination 
strategy and coverage rate also played an important role. With 

more females vaccinated through catch-up campaigns or with a 
higher coverage rate, the ICER spiked as the marginal benefit 
decreased. Lastly, the ICER was almost directly proportionally 
to vaccine price.

The reporting of the analyses was not very detailed across 
studies and it led to a lack of transparency. The main issues 
related to the lack of justification for the selected modeling 
approach and the lack of transparency regarding the calibration 
process. More scenarios and sensitivity analyses could 
contribute to a better understanding of the impact of each 
parameter on the results. Recently, the International Society for 
Pharmacoeconomics and Outcomes Research and the Society 
for Medical Decision Making published recommendations on 
the best practice for transparency and validity. It includes the 
report of ‘nontechnical’ description (e.g., type of the model, 
inputs, outputs and other parameters, data selection), technical 
documentation that allows audience with necessary expertise 
to evaluation and potentially reproduce the analysis, and 
information on the face, internal, cross, external and predictive 
validity. These recommendations could be considered and 
followed by future studies.62

Table 4. Costs

Elbasha et 
al.40

Elbasha 
and 
Dasbach45

Jit et al.46 Kim and 
Goldie47 Kim43 Taira et 

al.42

Zechmeister 
et al.41

Olsen and 
Jepsen48

Chesson et 
al.49

Perspective TPP (?) n/a TPP Societal n/a n/a TPP/Societal TPP Societal

Currency USD USD GBP USD USD USD EUR EUR USD

Year 2005 2008 2006–7 2006 2006 2001 2007 2007 2008

Vaccine*
360 400

180–241.5
500 500

300 + 
100(B)

330
415 500

Administration* ~13.11 30

Screening

Cytology: 99
Colpos.: 165
Colpos.
+Biopsy: 318

Cytology: 
112
Colpos.: 187

Cytology: 55
Colpos.: 216

Cytology: 32
HPV DNA:49
Colpos.: 364
Biopsy: 53

- 81 27.51 n/a n/a

CIN 1 1554 1764

332

-

n/a

630 (LSIL)

2778

33 1959

CIN 2
3483 3955 3438 1218 (HSIL) 2676

3642

CIN 3 4135

Cervical cancer
Loc.: 26 470

Reg.: 28 330
Dist.: 45 376

Loc.: 30 059
Reg.: 32 171
Dist.: 51 527

S I: 13 339
S II: 22 386
S III: 21 269
S IV: 22 927

Loc.: 26 540
Reg.: 28 430
Dist.: 45 540

-

S I: 14 979
S II: 21 811
S III: 21 811
S IV: 
24 004

S I: 16 536
S II: 26 724
S III: 27 611
S IV: 28 192

24 689 35 693

Other cancers -

Ranging 
from 12 380 
(loc. vulvar) 
to 40 463 
(head and 
neck)

-

Ranging from 
17 110 (penile) 
to 37 370 
(oral)

31 300 
(anal)

- - -

Ranging 
from 
18 528 
(penile) 
to 40 463 
(oral)

Genital warts 489
♀: 515
♂: 607

134 430 430 - - 239 568

RRP - 214 952 - 62 010 - - - - 137 308

TTP, third-party payer; B, booster; Colpos., colposcopy; CIN, cervical intraepithelial neoplasia; CIS, carcinoma in situ; L/HSIL, low-/high-grade squamous 
intraepithelial leson; Loc., localized; Reg., regional; Dist., distant; S, stage; mo, months; RRP, recurrent respiratory papillomatosis; JO, juvenile-onset. *For a 
3-dose course.
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In 2012, the European Centre for Disease Prevention and 
Control (ECDC) published a report on HPV vaccination, with 
a special focus on male vaccination.63 Although the ECDC 
recognized the high burden related to HPV in males, the report 
noted that the analyses were not fully evidence-based and 
concluded that vaccination of males was unlikely to be cost-
effective in the current economic conditions. The current study 
took a different angle. We tried to identify the major drivers of 
difference in results seen across studies, but as for the absolute 
cost-effectiveness, very limited conclusions could be drawn due 
to vast heterogeneity of the approach.

Following the review, several methodological concerns and 
suggestions for future studies were raised.

First and foremost, an optimal modeling approach could not 
be recommended based on the review nor from the literature. 
However, a key methodological question concerns the degree of 
complexity a model should include. Most models incorporated 
an advanced design, program, and parameterization. But with 

even the most detailed aspects considered, would there be enough 
data to populate the model? As the review shows, many studies 
utilized sources from other countries or even other continents, 
and yet the calibration process and the extent that the estimated 
parameters fit the observations were either unreported or under-
reported. Interestingly, in the official Australian assessment of 
male HPV vaccination, a positive conclusion was reached with 
a simple model, even though few details were made available.64 
An alternative to using complex models may be to focus more 
on factors that substantially affect the conclusion. Few studies 
discussed structural uncertainty in detail and many assumptions 
were made in the absence of empirical evidence. Methods to 
tackle this type of uncertainty were discussed but universal 
agreement has not been reached.65-67

Second, transparency should be improved in future studies. 
It is recognized that it would be difficult to clearly report all 
aspects of a complex model in a short publication. Nevertheless, 
underpinning assumptions should be described in full detail and 

Table 5. Utility

Elbasha 
et al.40

Elbasha and 
Dasbach45 Jit et al.46 Kim and 

Goldie47 Kim43 Taira et 
al.42

Zechmeister 
et al.41

Olsen and 
Jepsen48 Chesson et al.49

Method Multiplic. Additive (?) Multiplic. n/a n/a

Not used—
life-years 
gained only

Multiplic. (?)
QALY loss per 
case

Baseline 
utility

Based on data from the US 
National Health Interview 
Survey and the Healthy 
People 2000 study

n/a
US Beaver 
Dam Study

n/a
US Beaver 
Dam Study

Unpublished 
Danish data 
(method not 
reported)

Not reported

CIN
CIN 1: 0.91
CIN 2/3: 0.87
CIS: 0.87

CIN 1: 0.012*
CIN 2: 0.065*
CIN 3: 0.054*

n/a n/a SIL: 0.97**
CIN 1: 0.9333
CIN 2/3: 
0.8658

CIN 1/2: 0.03/0.07 
for 18 mos
CIN 3: 0.2 for 4 
mos and 0.03 
for 2 y

Cervical 
cancer

Loc.: 0.76
Reg.: 0.67
Dist.: 0.48

S I: 0.35*
S II: 0.44*
S III: 0.44*
S IV: 0.52* Loc.: 0.76 

(over 5 y)
Reg.: 0.67 
(over 5 y)
Dist.: 0.48 
(lifetime)

-
S I: 0.79**
S II-IV: 
0.62**

S I: 0.7598
S II-IV: 0.6693

Loc., reg. and 
dist. = 0.36, 0.41 
and 0.45 for 3 
y, followed by 
death

Cervical 
cancer
survivor

0.76

S I: 0.10*
S II: 0.15*
S III: 0.15*
S IV: 0.38*

-

S I: 0.90**
S II-IV: 
0.62**
Well: 1.00**

n/a

Loc.: 0.27 for 4 
mos and then a 
further 0.07
Reg. and dist.: 
0.37/0.45 for 3 
y and then a 
further 0.1/0.24

Other 
cancers

-
Same as 
cervical cancer

- 0.68 (lifetime)
0.68 
(Anal)

- -
The same as 
cervical

Genital 
warts

0.91 (8.5 mo in average in 
Elbasha 2010)

0.039* 0.91 (3 mo) 0.91 - 0.9142

Sex-specific, 
combination of 
3 decrements 
(0.05–0.15) and 2 
duration (3 mos 
and 6 mos)

RRP - 0.80 -
0.69 (JO, over 
4 y)

- - -
1.05 QALYs per 
case

Multiplic, multiplicative; HALex, Health and Activities Limitation Index; QWB, Quality of Well-Being; TTO, time trade-off; CIN, cervical intraepithelial 
neoplasia; CIS, carcinoma in situ; SIL, squamous intraepithelial lesion; Loc., localized; Reg., regional; Dist., distant; S, stage; mo, months; RRP, recurrent 
respiratory papillomatosis; JO, juvenile-onset. *Utility decrement. ** Not clear if it is a decrement or a utility weight.
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uncertainties should be tested whenever possible (e.g., reported 
in appendices). For instance, the assumption around natural 
immunity was only tested in Elbasha et al.,40 and it is unclear 
whether the results were coincidental. Fortunately, evidence is 
available from two other epidemiological studies. Baussano et al.68 
assessed the effect of vaccinating 12-y old girls in an unscreened 
environment. The authors reported that the SIS model predicted a 
reduction in lifetime incidence of cervical cancer of 16% and 21% 
higher than the SIR model in the unvaccinated and vaccinated 
cohorts. This difference could be increased up to 30% with 
alternative clinical assumptions and vaccination strategy. Similar 
findings were also reported by Van de Velde et al. (2010).69 The 
alternative assumption on this, nevertheless, was not tested in other 
cost-effectiveness studies. Its impact therefore remains uncertain.

The third point relates to the use of real life data. Only Elbasha 
and Dasbach45 utilized real life vaccine coverage data. Regarding 
price of vaccination, as it is common to procure vaccines in bulk 
for national programs, price negotiation or tendering processes 
are very likely to reduce the actual price of the vaccine.70,71 With 
many factors affecting the cost-effectiveness profile based on 
assumptions, the validity of the results is subject to question. 
Additionally, not accounting for observed epidemiological trends 
(e.g., of anal cancer and head and neck cancers16-21) and evolving 
sexual behavior may have further biased the results.

Fourthly, the lack of data to support parameterization of 
economic analyses has been witnessed throughout the review. For 
example, while genital warts contribute to a great proportion of 
HPV-related disease burden, the utility multiplier of genital warts 

in most of the studies came from a single conference abstract.72 
Without further scrutiny of the method and compatibility of 
settings and measurement, the use of such a source may introduce 
additional uncertainties to the analyses. Additional studies on 
the transmission of the infection, the disease, costs and health-
related quality of life are needed to enhance the robustness of 
future economic assessments.

Lastly, HPV vaccination is a public health intervention and 
its benefits will only be realized years or decades after the imple-
mentation of the program. An equity concern is therefore raised: 
should we discount the benefit of future generations? There is not 
yet a consensus on this topic despite extended debates.73 Further 
to this point, aspects such as the incorporation of outcome- and 
behavior-related productivity benefits,74 the utility in anticipation 
(i.e., the increase in utility associated with the knowledge of being 
protected from the time of vaccination)75 have been raised in the 
context of assessing public health intervention. Nevertheless no 
consensus has yet been reached.

Conclusion

A total of nine cost-effectiveness studies of male HPV vacci-
nation have been reviewed. Due to the heterogeneity among the 
studies, limited conclusions could be drawn with regard to the 
absolute cost-effectiveness of male vaccination.

However it was found that incorporation of all HPV-related 
diseases and a suboptimal vaccine coverage rate among girls 
could improve the cost-effectiveness profile of male vaccination.

Table 6. Rigor of the studies

Studies Diagram

Complete list of model 
parameters

(including natural history 
parameters)

Assessment of 
model predictions 
with data

(calibration details)

Presentation of results 
(including sensitivity 
analyses)*

Discussion of 
model struc-
ture

Quality regard-
ing number of 
items

Elbasha et al.40 Yes Yes (appendix) No calibration
Yes
One-way SA

No 3/5

Elbasha and 
Dasbach45 Yes Yes (appendix)

Calibrated but 
method not reported

Yes PSA
Yes
(appendix)

4/5

Jit et al.46 No No Yes
Yes
One-way SA

No 2/5

Kim and 
Goldie47 No Yes (incomplete) Yes (in another paper)

Yes
One-way SA

No 3/5

Kim43 No No Not calibrated No sensitivity analyses No 0/5

Taira et al.42 Yes No
Calibrated but 
method not reported

Yes
One-way SA

No 2/5

Zechmeister 
et al.41 Yes Yes

Calibrated but 
method not reported

Yes No 3/5

Olsen and 
Jepsen48

Yes (online 
appendix)

Yes
Calibrated but 
method not reported

One-way SA but results 
not shown

No 2/5

Chesson et 
al.49 Yes Yes (appendix)

No calibration 
Based on published 
literatures

Yes No 3/5

*Sensitivity analyses are conducted for vaccine parameters, cost and utilities. Natural history parameters such as the probability of transmission are not 
included in sensitivity analyses. Cross-protection has been included in some sensitivity analyses. SA, sensitivity analyses; PSA, probabilistic sensitivity 
analyses.



2294	 Human Vaccines & Immunotherapeutics	V olume 9 Issue 11

Most of the studies did not provide sufficient transparency 
on the assumptions and calibration process (where conducted), 
yet fewer studies tested the alternative assumption, such as 
the natural history of HPV infection and protection duration 
of the vaccine. Some key factors such as vaccine coverage rate 
and vaccine price were largely based on assumptions, poten-
tially leading to biased results. None of the studies considered 
the epidemiological trend of HPV-related diseases, such as the 
observed increase in the incidence of anal and head and neck 
cancers.

Future research should be conducted to better understand 
the disease, as well as to provide costs and health-related 
quality of life data for economic analysis. Methodologically, the 
selection of modeling approach and the aspects to be considered 
for the assessment of public health policy, especially how the 
true economic value of vaccination is captured beyond cost-
effectiveness results, need further discussion and consensus.
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