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ABSTRACT

Introduction: The aim of this study was to analyze the
clinical features of erosive vulval lichen planus (LP) and
their coexistence with human papilloma virus (HPV)
infection via cervical HPV test results.

Material and Method: The clinical data and results of
HPV tests in the medical records of 32 erosive vulval LP
patients at Bakirkéy Dr. Sadi Konuk Teaching and
Research hospital from January 2017 to August 2019
were analyzed retrospectively.

Results: The mean age of vulval LP patients was 57.5%
6.3 years. On examination, the sites of mucosal
involvement in vulval LP were the vulva only (56%; 18
patients); vulva, vagina and oral cavity (18%; 6 patients);
the vulva and vagina (12%; 4 patients); and vulva and
oral cavity (12%; 4 patients). Two patients had only the
HPV 16 genotype, one patient had the HPV 11 and 40
genotypes and one patient had the HPV 58 genotype.
Conclusion: Gynecological evaluation was required for
all vulval LP patients. Although only four patients had
positive HPV test results in our study, we emphasize that
the treatment process of vulval LP may have an effect on
HPV infection. Nevertheless, further community-based
studies are needed.
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Introduction

Lichen planus (LP) is an uncommon chronic
inflammatory disease with histological subtypes
that can disturb the skin, oral mucosa, scalp,
vagina and vulva (1). Vulval LP is a subtype of LP
that is represented by erosive, papular, or

OZET

Amag: Calismanin amaci eroziv vulval liken planus (LP)
tanili hastalarin  klinik 6zelliklerini ve servikal insan
papilloma virisi (HPV) enfeksiyonu ile birlikteligini
servikal HPV test sonuglari ile analiz etmektir.

Gereg ve Yontem: 32 eroziv vulval LP tanili hastanin
klinik datalari ve sonuglar1 Bakirkéy Dr. Sadi Konuk
Egitim ve Arastirma Hastanesinde, Ocak 2017 ve
Agustos 2019 tarihleri arasinda retrospektif olarak analiz
edildi.

Bulgular: Vulval LP hastalarinda ortalama yas 57.5% 6.3
oalarak saptandi. Yapilan hasta muayenelerinde mukozal
tutulum sadece vulvada 12%; 4 hasta); vulva, vajen ve
oaral kavitede (18%; 6 hasta); vulva ve vajende (12%; 4
hasta); vulva ve oral kavitede (12%; 4 hasta) olarak
degerlendirildi. 2 hastada sadece HPV 16 genotipi, 1
hastada HPV 11 ve 40 genotipi, ve 1 hastada HPV 58
genotipi saptandi.

Sonug: Jinekolojik degerlendirme tiim vulval LP hastalar:
icin gerekmektedir. Calismamizda sadece 4 hastada HPV
test pozitifligi saptanmis olmasina ragmen, vulval LP
hastalarinda  uygulanan  steroid  tedavisinin HPV
enfeksiyonunun uzerinde etkileri olabilecegini
vurgulamaktayiz. Bununla birlikte, toplum temelli daha
ileri ¢aligmalara ihtiyag vardir.

Anahtar Kelimeler: Servikal kanser taramasi, Insan
papilloma viriisii, Liken Planus, Vulval

hypertrophic lesions on the vulval tissue. The
most common type of vulval LP is the erosive
subtype (also known as mucosal LP), which can
result in serious tissue destruction with vulval pain
(2).

The incidence and prevalence of erosive vulval LP
has not been definitely established, but vulval
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Fig. 1. Characteristic findings in erosive vulval lichen
planus. Discoloration and inflaimmatuar response are seen

disease may be a prevalent manifestation of LP in
women. In a series of 37 women diagnosed with
LP, vulval lesions were present in 51% of the
women (2). Additionally, the etiology of vulval LP
is unknown. The features of vulval LP lesions are
thought to derive from a T-cell-mediated
autoimmune response against keratinocytes (3).

Vulval LP generally develops in women 50 to 60
years of age, though younger and older women
can be affected (4,5). Women with vulval LP
frequently present with complaints of vulval pain,
burning, pruritus, soreness or dyspareunia (6,7).
Symptoms of vulval LP can be continual or
periodic. A few women are asymptomatic or have
isolated minimal symptoms. Studies have shown
that over 50% of patients with gingival or
mucocutaneous LP also have symptoms of vulval
LP (8,9). Periodic aggravations, desquamation on
all mucosa membranes and scarring features are
prevalent in vulval LP patients. Scarring can lead
to significant tissue resorption including atherosis
of the vagina and anatomic disruption with a
violaceous border (Figure 1).

The erosive, desquamative lesions may involve the
vagina. Vaginal involvement has been reported in
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up to 70% of patients with erosive LP; in contrast,
vaginal involvement is rare in lichen sclerosus
(10). In addition, vulvo-vagino-gingival syndrome
is a subtype of erosive LP in which the disease
affects the vulva, vagina and gingival margins (11).

The variability in clinical presentation, lack of
other signs,  unreliability  and
inconsistent use of histopathology may result in
significant diagnostic difficulties (7). Biopsy is
commonly recommended for vulval LP, especially
in the erosive form of LP. Additionally,
clinicopathological diagnostic criteria have been
suggested  following an  electronic  Delphi
consensus exercise involving experts in the
diagnosis and management of vulval disease (7).
General agreement was reached on nine diagnostic
criteria (Table 1). It was recommended that at
least three supportive features be presented to
diagnose erosive vulval LP.

cutaneous

A woman with vulvo-vagino-gingival syndrome is
at increased risk for vulval squamous cell
carcinoma, although the exact rates are unknown
(12,13). Additionally, oral LP is considered a
premalignant lesion with a prevalence of
malignant transformation between 0% and 10%
(14). However, the risk of associated cervical
precancerous or cancerous lesions with vulval LP
and the etiology of disease remain unclear. Due to
the natural  association  between  human
papillomavirus (HPV) effects and cervical cancer,
HPV tests have been qualified, and their efficacy
as a procedure for evaluating the cervix has been
commonly examined (15). With cumulative data, it
is seen that HPV is associated with many diseases
such as vulval cancer or cervical precancerous-
cancerous lesions.

This is the first retrospective study to evaluate the
coexistence between erosive vulval LP and
cervical HPV infection. In this study, we aimed to
analyze the clinical features and cervical cancer
screening results of erosive vulval LP patients.

Materials and Methods

From January 2017 to August 2019, we evaluated
the data of 32 women with vulval LP presenting at
the tertiary referral vulval specialty clinic of the
Department of Obstetrics and Gynecology.
Ethical approval was obtained from our hospital’s
local  ethics committee (approval number:
2018/238). Informed consent forms were
obtained from each patient participating in the
study regarding the use of their photographic and
clinical data.
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Table 1. Diagnostic criteria for vulval lichen planus.*

Well- demarcated erosions or erythematous areas at the vaginal introitus

Presence of a hyperkeratotic border to lesions
Symptoms

Scarring or loss of normal architecture
Presence of vaginal inflammation

Involvement of other mucosal surfaces

Presence of inflammatory band involving the dermoepidermal junction

Presence of inflammatory band consisting predominantly of lymphocytes

Signs of basal layer degeneration

*At least three of the features in the table should be in the diagnosis of vulval lichen planus

Anthropometric Evaluation: All patients were
examined by the same physician (S5.Y.). A
complete inspection of the vulval skin, vaginal
mucosa and oral mucosa was performed. Physical
examination, medical history and cervical HPV
test screening (as a routine part of gynecological
evaluation) results in all women with a histological
diagnosis of vulval LP were analyzed. The patients
were diagnosed clinically with the criterias that we
mentioned in Table 1. After that, the diagnosis of
all patients was confirmed by biopsy. A sample for
the histopathological examination of lesions was
obtained by a 5 mm punch biopsy. Characteristics
of the histopathological findings consisted of
hypergranulosis, irregular acanthosis,
alteration of the basal layer, orthokeratosis and a
bandlike lymphocytic infiltrate in the dermis.
Necrotic keratinocytes, also referred to as colloid,
hyaline, cytoid, or Civatte bodies, are frequently
seen in the lower epidermis and especially in the
papillary dermis (16). The body mass index (BMI)
was calculated as the weight (kg) divided by the
square of the height (m?).

vacuolar

Cervical Cancer Screening and Management:
According to the national cervical screening
program, the first cervical screening test is
recommended at the age of 21 years, and women
<30 years old are screened only with the
Papanicolaou (PAP) test every three years.
Women >30 years old are screened with both
HPV testing and liquid-based cervical cytology
every five years (17). Two cervical swab specimens
were obtained from the women. The first
specimen was assembled and spread onto a thin
plate for cytological evaluation. The second
specimen was obtained with a different swab, and
the end of the swab was separated. Then, the
specimen was inserted into Standard Transport

Medium (STM) for HPV-DNA examination.
Nationwide specimens are delivered to two
national  laboratories  for  cervical = cancer

prevention plans. After that, the Hybrid Capture 2

assay (Qiagen, Germany) order was utilized for
HPV-DNA examination. This method identifies
13 varied high-risk HPV genotypes (HPV 16, 18,
31, 33, 35, 39, 45, 51, 52, 56, 58, 59, and 68) and
describes the analysis results as positive or
negative. The results of the analysis of HPV
status, HPV genotype, and cytology (when HPV-
positive) are registered into a national screening
software system, and the patient's family
physician/nurse at primary healthcare centers is
informed of the results (18). Additionally, the
results of HPV tests are printed and delivered to
the patient. These test results are recorded when
the patient is evaluated at our vulval outpatient
clinic.

Statistical analysis: The medical data of HPV
tests and clinical outcomes were analyzed. Data
examination was completed with SPSS (version
20.0; SPSS Inc., Chicago, IL, USA). Descriptive
statistics are presented as frequencies in the text
and tables.

Results

The study consisted of 32 patients with a mean
age of 57 years (range 32-72). The characteristics
of women with vulval LP are shown in Table 2.
The mean parity number was 3.01£1.95.
Additionally, the mean BMI score was 28.014.22.
Four- patients had autoimmune thyroid disease
and one- patient had celiac disease. One- patient
had a family history of LP. The symptoms of
vulval LP were vulval pruritus (68%,; 22 patients),
dyspareunia (62%; 20 patients), vulval burning
(56%; 18 patients), gums that bleed easily (12%; 4
patients), vaginal discharge (6%; 2 patients) and
dysuria (6%; 2 patients). Thirty-one patients could
determine the lenght of time they had experienced
symptoms of vulval LP. Two- patients reported
that they had experienced symptoms of disease for
up to ten years. On examination, the sites of
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Table 2. Characteristics of 32 women presenting with vulval lichen planus

Characteristic Value*
Age at diagnosis, y
Meant(SD) 57.5% (6.3)
Range 32.0-72.0
Parity
Mean*(SD) 3.01£1.95
BMI (kg/m2)
Mean®*(SD) 28.01£4.22
Autoimmun Diseases 5 (15%)
Thyroid disease 4 (12%)
Celiac disease 1 (3%)
Family history of lichen planus 1 (3%)
Duration of complaints ( categorical,y)
0-1 8 (25%)
1-2 8 (25%)
2-5 9 (28%)
5-10 4 (12%)
>10 2 (6%)
unknown 1 (3%)
Complaints at first examination
Vulval pruritus 22 (68%)
Dysparenuia 20 (62%))
Vulval burning 18 (56%)
Easily bleeding gums 4 (12%)
Vaginal discharge 2 (6%)
Dysuria 2 (6%)
Mucosal tissue involvement
Only vulva 18 (56%)
Vulva, vagina, oral cavity 6 (18%)
Vulva, vagina 4 (12%)
Vulva, oral cavity 4 (12%)

BMI body mass index, §D standart deviation. *Values are designed as a number and percantage of patient unless

specified otherwise

mucosal involvement with vulval LP were the
vulva only (56%; 18 patients); vulva- vagina- and
oral cavity (18%; 6 patients); vulva- and vagina
(12%; 4 patients) and the vulva- and oral cavity
(12%; 4 patients).

Four- patients (12%) in the vulval LP cohort had
positive cervical HPV test screening results. Two-
patients had only the HPV 16 genotype, one
patient had the HPV 11 and 40 genotypes, and
one- patient had the HPV 58 genotype. All HPV-
positive patients with vulval LP had normal
cytological results (Table 3). Additionally, four
cases with HPV positive cervical test results were
evaluated with colposcopy and no clinical or
pathological findings were detected.

In this study, four women (12%) were initially
managed with a medium-potency topical steroid
(mometasone furoate 0.1% lotion), and twenty
patients (62%) were initially managed with high
potency topical steroid (clobetasol propionate
0.05% ointment). Twelve patients (37%) were
treated with topical calcineurin inhibitors: four
patients (12%) with tacrolimus 0.1% oinment and
eight patients (25%) with pimecrolimus 1% cream.
Four patients (12%) were managed with a
combination of topical steroids and calcineurin
inhibitor therapy. Twenty of the patients were
treated with systemic therapy, such as oral
corticosteroid ~ (50%; 16 patients)  and
methotrexate (%12; 4 patients) (Table 4).
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Table 3. Summary of positive HPV test results with vulval lichen planus

Age at Duration of Complaints at ~ Mucosal lesion HPV Cytologic
diagnosis of vulval LP first visit Genotypes result
HPV
infection
Patient 1,42y 3y Pruritus, Only vulva HPV 16 normal
dysparenuia
Patient 2, 50 y >10y Pruritus, pain Only vulva HPV 11,40 normal
Patient 3, 54 y 8y Pruritus, Only vulva HPV 58 normal
vaginal
discharge
Patient 4, 52y 8y Pruritus, Only vulva HPV 16 normal
burning

HPV human papillomavirus, LP lichen planus

Table 4. Treatment of vulval lichen planus patients

Management

Patients n (%)*

Topical steroid therapy
Moderate steroids
Superpotent steroids
Topical calcineurin inhibitors
Tacrolimus
Pimecrolimus
Combination of topical therapy
Tacrolimus and superpotent steroid
Pimecrolimus and superpotent steroid
Systemic therapy
Oral corticosteroids
Methotrexate

24 (75%)
4 (12%)
20 (62%)
12 (37%)
4 (12%)
8 (25%)
4 (12%)
1 (3%)
3 (9%)
20 (62%)
16 (50%)
4 (12%)

*Values are designed as a number and percantage

Discussion

Our study was a retrospective analysis of patients
with a rare disease, vulval LP, at a tertiary referral
vulval speciality clinic. Additionally, this study is
the first in the literature to consider the
coexistence of vulval LP and HPV infection via
cervical cancer screening results.

LP is a disease that is relatively difficult to
diagnose and manage. This disease generally
occurs in the 60s, with an average age of the
initiation of symptoms between 48 and 58 years
(16,19). In our study the mean age was 57.5 years.
A few retrospective studies are available in the
literature (2,20,21). In our study, vulval pruritus
(68%) was the most commonly recorded
symptom. Lindy et al. (20) suggested that the most
common presented symptoms were dyspareunia
(54%), vulval burning (50%) and vulval pruritus
(48%). In addition, the mucosal sites involved in
women with vulval LP in our study were the vulva

only (56%); the vulva-, vagina-, and oral cavity
(18%); the vulva- and vagina (12%); and the vulva-
and oral cavity (12%). Moreover, oral mucosal
involvement with wvulval LP was reported in
several studies (11). We reported 10 women (31%)
with oral LP lesions. The inspection of the oral
cavity mucosa should be performed carefully on
vulval LP patients. This careful inspection can be
used to differentiate the diagnosis of LP from that
of lichen sclerosis.

The mucosal immune system is associated with
genetic status, environmental effects and aging.
LP may develop in patients that are predisposed
by these effects. Fahy et al. (21) suggest that the
percentage of association of autoimmune disease
with vulval LP is 22%. In our study five patients
(15%) with autoimmune disease developed vulval
LP.

One hypothesis is that hypersensitivity to an
antigen may play a role in disease etiology (3).
This hypersensitivity is thought to be associated
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with a viral- specific T-cell response such as in
hepatitis C (22). However, Cooper et al. (22)
found no evidence for a relationship between
hepatitis B or C viruses and genital LP.
Additionally, Boyd and Leonardi (23) investigated
vulval biopsies with cutaneous LP, searching for
HPV: no HPV-DNA was demonstrated.
Additionally, only four patients (12%) had positive
cervical HPV-DNA test results in our study. We
detected two positive results for high-risk HPV
genotypes (HPV-16-positive, normal cervical
cytology) and two positive results for low risk
HPV types (HPV-11-40-positive, normal cervical
cytology; HPV-58-positive, normal  cervical
cytology). According to these results, it is unlikely
that cervical HPV types act in the etiology of
mucosal vulval LP. In more descriptive terms, we
did not found a definitive association between
vulval LP and cervical HPV infection.
Additionally, more comprehensive studies are
needed on this subject.

Multiple treatment options are feasible for vulval
LP such as local and systemic steroids, oral
methotrexate and topical calcineurin inhibitors
(24). Nevertheless, often high-potent topical
steroids are used for the initial treatment. In
addition, tacrolimus and pimecrolimus agents were
used in the case of steroid treatment failure. As in
classical vulvar LP management, our department
also uses high-potent topical steroids as an initial
treatment for vulvar LP patients. According to
each patient’s specific evaluation, systemic
steroids, oral methotrexate or topical calcineurin
inhibitors are included in treatment of vulval LP
patients in case of local steroid failure or
inadequate  clinical response to treatment.
Additionally, in our study the most commonly
used treatment was superpotent topical steroids
and a remarkable number of patients were
managed with calcineurin topical steroids.

High-risk HPVs is the most significant etiological
agent for cervical cancerous lesions. However, the
relationship with vulval cancerous lesions is less
significant, as high-risk HPV has been observed in
less than 50% of patients; in addition, a prolonged
immune reaction may act as in a significant and
very likely interdependent and pathophysiological
role (25). In light of these suggestions, we think it
is significant to discuss the possible reactivation
or activation of HPV infection after or during
extended steroid treatment. Classically, high-
potent steroid therapy is used as an initial
treatment in vulval LP patients. Additionally, we
propose that patients should be monitored for
cervical cancer screening before or during steroid

or other treatment options of wvulval LP. In
addition, we suggest that patients with the high-
risk HPV-DNA genotype and vulval LP must be

followed at frequent intervals due to the
possibility of being affected negatively by
prolonged  steroid treatment. The cervical

inspection should be performed carefully with
speculum examination at all outpatient visits. The
intraepithelial cervical examination of patients
should be performed by colposcopy.

Additionally, wvulval LP patients are often
challenged with anatomical, sexological and
urogynecological problems. Moreover, due to the
postmenopausal nature of this disease, the
importance of urogynecological evaluation is
increased. Further studies are needed on the
sexological and urogynecological aspects of vulval
LP disease. Therefore, our study also emphasizes
the significance of the involvement of
urogynecological  specialty  clinics in  the
management of vulval LP that requires special
attention.

The main limitation of this study is that it is a
retrospective patient analysis of a relatively small
cohort. Selection bias was prevented by the
inclusion of only patients who had a confirmed
pathological diagnosis. The long-term outcomes
of vulval LP could not be analyzed because patient
follow-up was performed for a relatively short
time.

In conclusion, the diagnosis, management and
cervical cancer screening of wvulval LP is
important. Vulval LP patients should be evaluated
in detail and attention should also be paid to oral
LP lesions. Additionally, in patients with vulval
LP, it is necessary to examine the cervical mucosa
carefully. Gynecological assessment and
urogynecological evaluation are required for all
vulval LP patients. Furthermore, in addition to
dermatological  monitoring, a  gynecological
multidisciplinary  approach  should also be
followed. Additionally, further clinical research is
warranted on the molecular association of HPV
with vulval LP, which may provide
management approaches for vulval LP and HPV-
positive patients.

new
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