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INTRODUCTION
The Human Papillomavirus, known by the 

acronym HPV, is a diverse group of viruses 
belonging to the Papillomaviridae family. 
Its name derives from the tendency of these 
viruses to cause the abnormal growth of warts 
(papillomas) on the mucous membranes and 
skin, with a higher incidence in the genital 
areas. However, it can affect other regions, 
including the larynx (LURIA et al., 2023). 
There are more than 100 types of HPV 
identified, a significant proportion of which 
have the potential to infect the anogenital and 
oropharyngeal regions. The location of the 
lesions varies according to the type of HPV 
and the site of primary contact. They can be 
divided into two groups: those at high risk of 
malignant neoplasia (mainly types 16 and 18) 
and those at low risk (mainly types 6 and 11) 
(RIVERA et al., 2022).

How HPV is transmitted has not yet been 
fully elucidated. When it comes to laryngeal 
infections in children, there is a hypothesis 
that transmission occurs vertically, i.e. from 
mother to baby, during childbirth. In adults, 
transmission is believed to be related to 
unprotected oral sex (SOHELLI et al., 2021).

The larynx is an organ located in the 
upper part of the respiratory system, with 
vital functions related to breathing, sound 
production (speech) and protection of the 
airways. Involvement of the larynx by HPV 
usually occurs due to infection by specific 
types of the virus. The main types that can 
settle in the oropharynx are HPV 6, 11 and 16 
(RIVERA et al., 2022).

The action of HPV is multifactorial, 
involving immune, genetic and environmental 
factors that determine the progression 
or regression of infections. HPV invades 
the epithelial cells of the skin and mucous 
membranes, where it uses cellular mechanisms 
to replicate itself. It is able to integrate itself 
into the host’s DNA and interfere with cellular 

control processes, promoting uncontrolled 
cell multiplication. This can result in the 
development of warts (papillomas) or, in more 
serious cases, precursor lesions (dysplasia) 
or even malignant neoplasms (carcinoma) 
(LURIA et al., 2023), and co-infection with 
other sexually transmitted infections (STIs) 
can increase the risk of cancer (MOSMANN 
et al., 2019).

METHODOLOGY
The methodology used in this study was a 

review of technical books and an integrative 
review of scientific articles published at any 
time in the following databases: PubMed, 
Scielo, BVS and Google Scholar. The following 
Booleans were used: HPV; HPV and Larynx.

EPIDEMIOLOGY AND HISTORY 
IN BRAZIL
Human papillomavirus (HPV) infection 

represents a significant global health problem, 
with a considerable prevalence in various 
regions of the world. It is estimated that 
billions of people are infected with HPV at 
some point in their lives and its geographical 
distribution varies, with higher infection rates 
in low- and middle-income countries, where 
lack of access to medical care and sexual 
health education can contribute to the spread 
of the virus (DUARTE et al., 2017).

HPV is a common virus that affects both 
men and women and is transmitted mainly 
through sexual intercourse, making it one of 
the most common STIs (SHAH et al., 2017).

The global prevalence of HPV shows that 
the virus has high rates worldwide: the World 
Health Organization (WHO) estimated in 
2018 an incidence of approximately 291 
million women and 288 million men (SHAH 
et al., 2017). However, it is important to 
note that the prevalence and incidence of 
HPV can vary between different regions and 
populations (SHAH et al., 2017).
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In Brazil, HPV rates are also a public 
health concern: the country is considered to 
have a high prevalence, with around 32.8% of 
women between the ages of 16 and 25 infected 
with the virus, according to data from the 
Ministry of Health in 2019. This represents a 
serious problem, since HPV is responsible for 
around 70% of cervical cancer cases in Brazil, 
according to INCA (INCA, 2023).

With this, some Brazilian epidemiological 
studies try to justify the high number of HPV 
complications: a study carried out in the 
Amazon region found an overall prevalence of 
HPV infection of 16.4% among women from 
riverside communities and, of this number, 
showed that the majority of women had never 
had a Pap smear test, which is an important 
screening tool for HPV-related cervical cancer 
(DUARTE et al., 2017).

As for HPV-related laryngeal cancer, 
unlike cervical cancer, it is important to note 
that the majority of cases are not caused 
by HPV. However, it is estimated that HPV 
is responsible for around 30% of laryngeal 
cancer cases (SHAH et al., 2017). In Brazil, 
although there are no specific figures available, 
the incidence of HPV-related laryngeal cancer 
is becoming more recognized and studied. 
However, to date, there have been few studies 
and investments in the area, which makes 
it impossible to have more concrete and 
accurate figures (DUARTE et al., 2017). Some 
studies show that the age group most affected 
by laryngeal cancer is between 46 and 55 
years old (BETZ, 2019; EGAWA et al., 2015; 
MOSMANN et al., 2019; VILLAGÓMEZ-
ORTIZ et al., 2016; TRZCINSKA et al., 2019).

CLINICAL PICTURE
The HPV virus is often found to be 

an important cause of lesions in the oral 
and anogenital cavity, in both sexes, and 
often incubates for years. These lesions are 
characterized as exophytic, papillomatous, 

cauliflower-like lesions at the primary site, 
called condylomata acuminata (REIS et al., 
2020). The lesion can also occur in a sessile or 
pedunculated form, with an average size of 1.0 
cm to 1.5 cm, the color varies according to the 
keratinization, being reddish, pink or whitish.

The population’s lack of knowledge about 
where HPV affects, especially the oropharynx, 
is a risk factor for the development of cancer, 
with late diagnosis and follow-up. The 
genital presentation of HPV is still perceived 
by the population and often followed 
up in consultations and exams, but the 
oropharyngeal forms may not be recognized. 
In this sense, there is a lack of awareness about 
the forms of HPV, which may be aggravated 
by the fact that 44.9% of the population aged 
around 15 has not completed elementary 
school in Brazil (BURLAMAQUI, 2017).

ANOGENITAL LESIONS
Anogenital lesions can manifest in clinical, 

subclinical and latent forms. The clinical 
presentation is the appearance of warts, called 
condylomata acuminata, flat or papillomatous, 
single or multiple. The surface is matte and 
velvety. Most lesions are asymptomatic, but 
there may be complaints of itching, pain 
or bleeding. On the other hand, subclinical 
lesions are not visible macroscopically and 
have no symptoms. The latent form also does 
not manifest symptoms or the appearance of 
lesions, i.e. it is a “dormant” form of the disease 
(MOURA, 2019). Anogenital involvement 
can involve the vulva, vagina, perianal region, 
anus, penis, scrotum and pubic region (MS, 
2023). In men, the most common region is the 
inner leaflet of the foreskin and, in women, the 
vagina, vulva and cervix. This is why regular 
preventive cytopathological examinations are 
so important (CARVALHO, 2021).
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ORAL LESIONS
Among the oral regions, the tongue, lingual 

brake and soft palate are the most affected, 
however, there may be lesions on the uvula, 
lips and floor of the mouth (LIMA, 2020). 
In one study, the most affected regions were: 
larynx 42%, alveolar ridge and hard palate 4%, 
tongue 27%, floor of mouth 4%, lip 9% and 
tonsil 9% (BETZ, 2019; EGAWA et al., 2015; 
MOSMANN et al., 2019; VILLAGÓMEZ-
ORTIZ et al., 2016; TRZCINSKA et al., 2019). 
The Oral lesions can be benign when they 
come from types 2, 4, 6, 11, 13 and 32, and 
malignant when they are associated with 
HPV types 16 and 18 (REIS et al., 2020). 
The main target of the virus is the cells of 
the basal layer of the oral mucosa. As there 
is an inflammatory process often present in 
the gums, there is an increase in the division 
of epithelial cells in the tissue, which aids 
viral replication. In addition, the presence of 
periodontal bacteria in the oral mucosa can 
contribute to the persistence of HPV and the 
development of squamous cell carcinomas 
(SYRJÄNEN, 2018).

COMPLICATIONS
HPV infection of the larynx can give rise 

to a spectrum of complications, ranging from 
benign lesions to more serious conditions, 
with notable impairment of vocal function, 
breathing and quality of life for affected 
individuals (FERLAY et al., 2012). A thorough 
understanding of these complications is 
crucial to facilitate early diagnosis, proper 
management and the implementation of 
effective preventive strategies. Three main 
complications emerge when HPV affects the 
larynx: recurrent respiratory papillomatosis, 
dysplasia and squamous cell carcinoma of the 
larynx.

RECURRENT RESPIRATORY 
PAPILLOMATOSIS
The HPV virus, most commonly types 

6 and 11, is the main etiological agent of 
recurrent respiratory papillomatosis (RRP), 
characterized by the development of benign 
tumors in the upper respiratory tract, called 
papillomas, in the vocal folds and adjacent areas 
of the larynx (MATOS, 2013). Papillomatosis 
can be acquired through vertical transmission 
during childbirth or through sexual contact 
(KAYODE, 2012).

These lesions can recur and develop 
throughout the respiratory tract, especially in 
areas of constriction, drying and oxygenation 
of the airways (MOUNTS and KASHIMA, 
1984). In this sense, the junctions of the 
different epithelia, vocal folds, nasal vestibule 
and nasopharynx of the soft palate are the 
most frequent foci of the disease (KASHIMA 
et al., 1993), which progresses to a great 
extent, with the potential for the development 
of malignant neoplasia (MATOS, 2013; 
KASHIMA et al., 1993; DERKAY, 2001).

The symptoms of the disease can include 
hoarseness and stridor, indicative of upper 
airway obstruction, as well as other respiratory 
signs and symptoms such as coughing, 
wheezing, chronic dyspnea and choking. In 
more serious cases, it can lead to syncope due 
to complete airway obstruction (DERKAY 
and WIATRAK, 2008).

LARYNGEAL DYSPLASIA
Persistent HPV infection in the larynx can 

trigger dysplasia, with alterations in the cells 
of the squamous epithelium of the larynx. 
Laryngeal dysplasia is considered a precursor 
lesion to squamous cell carcinoma. Risk 
factors such as smoking and excessive alcohol 
consumption can increase the likelihood 
of dysplasia developing. Diagnosis is made 
by anatomopathological examination, and 
dysplasia can be graded as mild, moderate or 
severe (JOHNSON et al., 2021).
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LARYNGEAL CANCER
In some cases, persistent HPV infection 

in the larynx can develop into an even more 
serious condition - squamous cell carcinoma 
(SCC). This neoplasm arises from the 
squamous epithelium lining the larynx.

The etiological relationship between 
laryngeal involvement by SCC and HPV 
infection, especially type 16, has been 
established (DOGANTEMUR, 2020). This 
relationship was strengthened in a study 
that found an association between invasive 
SCC and a strong and diffuse expression of 
the p16 protein by immunohistochemistry, 
indicating the presence of high-risk HPV 
(ZORZANELLI et al., 2022).

Histopathological evaluation of the 
biopsied tissue is crucial for confirming 
the diagnosis, determining the stage of the 
disease and the most appropriate therapeutic 
approach. Early detection is essential for a 
better prognosis, since laryngeal SCC can 
metastasize and progress to advanced disease 
by compromising cervical lymph nodes, lungs 
and bones (BUEXM, 2018).

DIAGNOSIS
The history of the lesion and the patient’s 

anamnesis are essential for suspecting HPV, as 
is its appearance. The clinical history should 
take into account that the virus can remain 
inactive for months to years after contact, and 
should be associated with a careful clinical 
examination (REIS et al., 2020).

The gold standard for diagnosis and 
treatment of HPV lesions is excisional biopsy, 
with anatomopathological evaluation. In the 
case of papillomas, papillomatous hyperplasia 
of the squamous epithelium is observed, 
as well as the presence of koilocytes, cells 
with hyperchromatic, irregular nuclei and a 
perinuclear halo, suggestive of HPV infection 
(MARTINS et al., 2013; QUREISHI et al., 
2017). For squamous cell carcinomas, there is 

epithelium with cellular atypia, dyskeratosis 
and, in the case of invasive carcinoma, growth 
into the underlying connective tissue, with 
or without the formation of corneal pearls 
(SOUSA SANTOS, 2018).

The three main forms of diagnostic 
confirmation are the search for the p16 protein 
by immunohistochemistry (IHQ), viral DNA 
in situ hybridization (HIS) and the polymerase 
chain reaction (PCR) test. The most 
conventional is the IHQ test, but for greater 
specificity HIS and PCR are used. HIS can be 
performed with both DNA and RNA. DNA 
HIS amplifies signals in molecular probes that 
bind to viral DNA, which enables differential 
nuclear detection and diffuse patterns of 
histological context of HPV-infected tumor 
cells. PCR is the most widely used method 
to detect and genotype HPV, it amplifies the 
messenger RNA signal at different magnitudes 
using pre-specific primers to detect the target 
viral DNA (QUREISHI et al., 2017).

TREATMENT
Laryngeal papillomatosis is a difficult 

disease to treat due to resistance to various 
treatments and frequent recurrences. Various 
methods, including surgical approaches, 
topical and systemic drugs, have been tried, 
but with restrictions. Repetitive respiratory 
treatment aims to remove the lesions to ensure 
that the airway is open, as well as improving 
the voice. However, relapses are common; 
as treatment does not eliminate the virus 
(MARTHA et al., 2013).

The treatment of HPV-associated SCC 
of the larynx generally follows the same 
guidelines for the treatment of non-HPV-
related SCC, involving surgery, radiotherapy 
and chemotherapy. However, due to the 
greater sensitivity of HPV-positive tumors, 
there is a growing trend to consider less 
aggressive treatments for these patients in 
order to preserve laryngeal function and 
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improve quality of life (ANG et al., 2010).
HPV, especially subtypes 16 and 18, is 

known for its ability to cause malignant 
transformations in epithelial cells. HPV 
infection in the larynx can lead to genetic 
mutations that promote the development of 
SCC. These cases often have a better prognosis 
than tobacco-related SCC, due to the greater 
sensitivity of HPV-induced tumors to 
radiotherapy and chemotherapy (GILLISON 
et al., 2008).

In the 1970s, CO2 laser surgery was 
introduced to ablate lesions using thermal 
energy. Despite the positive results obtained 
with this technique, issues such as the intensity 
and time of exposure to the CO2 laser can lead 
to damage to the tissues adjacent to the lesion, 
chronic glottic edema and vocal fold scarring. 
In addition, it has been shown that HPV 
DNA particles can be aerosolized during the 
procedure. The microdebrider was first used 
as an alternative in the excision of papillomas 
in 1999, by Myer et al. This instrument has 
similar precision to the CO2 laser, has thinner 
blades with different angles associated with 
suction and irrigation. In addition, the 
microdebrider proved to be superior due to 
its lower cost, no risk of thermal trauma to 
the airway and less exposure to the spread 
of particles. Studies also infer a reduction in 
surgical time with the use of this instrument 
(MARTHA et al., 2013).

Adjuvant therapies are being tested, 
including the antiviral cidofovir (an antiviral 
analog of cytosine, which interferes with 
the synthesis of viral DNA and prevents its 
replication), which has shown remission 
in cases of respiratory papillomatosis. The 
medication is applied to the patient under 
general anesthesia via direct laryngoscopy. 
It can be injected anywhere in the larynx 
without causing scarring or fibrosis. Its effect 
lasts from days to weeks, and a variable dosage 
may be indicated. While the use of cidofovir 

has promising potential to improve quality of 
life and reduce surgery, the lack of controlled 
studies prevents its routine use. Treatment 
with radiotherapy has been used as an 
alternative, but has been shown to increase the 
risk of malignant transformation (MARTHA 
et al., 2013).

PREVENTION
The main means of prevention is sex 

education, with the use of condoms in all 
sexual relations, as protection against primary 
HPV infection and other STIs. Another form 
of prevention is the HPV vaccination scheme 
offered by the Unified Health System (SUS) 
(FEBRASGO, 2023). There are currently two 
HPV vaccines approved by regulatory bodies 
in Brazil: the quadrivalent vaccine, which 
provides protection against HPV types 6, 11, 
16 and 18, and the bivalent vaccine, which 
only protects against the oncogenic types 
16 and 18. The vaccine is made by genetic 
engineering, from particles similar to the viral 
capsid (VLP). These are encoded proteins 
devoid of viral genetic material, so they do not 
cause infection (CARDIAL et al., 2019).

The main aim of vaccination is to prevent 
cervical cancer and other cancers, such as 
laryngeal and oropharyngeal cancer, caused 
by oncogenic HPV, in order to reduce the 
outcomes related to the disease, as well as 
genital warts caused by low-risk types. The 
vaccination coverage target is 80% of the 
target population (IWAMOTO et al., 2017).

The immunity conferred by the vaccine is 
based on the production of antibodies against 
VLP, inactivating the virus and blocking 
epithelial infection. This mechanism is not 
effective if the patient has already acquired the 
infection, so the effectiveness of the vaccine 
is greater when applied before the beginning 
of the patient’s sexual life (CARDIAL et al., 
2019).
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Under the SUS, the vaccination schedule 
is indicated for girls and boys aged 9 to 
14, in two doses at 0 and 6 months. For 
immunosuppressed patients (people living 
with HIV, transplant patients and cancer 
patients), from 9 to 45 years of age, the vaccine 
should be given in a 3-dose schedule, at 0, 2 
and 6 months (FEBRASGO, 2023).

CONCLUSION
Laryngeal cancer has an etiology defined by 

the Human Papillomavirus in approximately 
30% of cases. From this perspective, laryngeal 
squamous cell carcinoma accounts for the 
majority of laryngeal cancer cases. There is a 
lack of awareness among the population about 
the malignancy caused by HPV, which is a 
risk factor for late diagnosis of squamous cell 
carcinoma. This highlights the importance of 
early investigation and prevention in order to 
reduce morbidity.
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