DOI: 10.1111/jdv.14096

JEADV

GUIDELINES

2016 European guideline for the management of vulval

conditions

W.I. van der Meijden,'* M.J. Boffa,? W.A. ter Harmsel,® G. Kirtschig,* F.M. Lewis,®> M. Moyal-Barracco,®

G.S. Tiplica,” J. Sherrard®

1Department of Dermatology, Beatrixziekenhuis, Gorinchem, The Netherlands

Department of Dermatology, Sir Paul Boffa Hospital, Floriana, Malta
3Department of Gynaecology, Roosevelt kliniek, Leiden, The Netherlands
“University Hospital of Tiibingen, Tiibingen, Germany

5St John’s Institute of Dermatology, Guy’s and St Thomas’ Hospital, London and Frimley Health NHS Trust, London, UK

SDepartment of Dermatology, Tarnier-Cochin Hospital, Paris, France

’Dermatology 2, Colentina Clinical Hospital, “Carol Davila” University of Medicine and Pharmacy, Bucharest, Romania

8Department of Sexual Health, Churchill Hospital, Oxford, UK

*Correspondence: W.I. van der Meijden. E-mail: vandermeijdenwim@gmail.com

Abstract

Vulval conditions may present to a variety of clinicians, such as dermatologists, gynaecologists and general practitioners.

Women with these conditions are best managed by a multidisciplinary approach, which includes clear referral pathways

between disciplines or access to a specialist multidisciplinary vulval service. Informed consent is a prerequisite for all exami-
nations, investigations and treatments. Consent is particularly important for intimate examinations of the anogenital area,
and a chaperone should be offered in all cases. All efforts should be made to maintain a patient’s dignity. Depending on

symptoms and risk factors, screening for sexually transmitted infections (STI) should be considered. If the patient presents
with vulval itch, particularly if also complaining of increased vaginal discharge, vulvaginal candidiasis should be excluded.
Sexual dysfunction should be considered in all patients with vulval complaints, either as the cause of the symptoms or sec-
ondary to symptoms, and assessed if appropriate. This guideline covers several aspects, such as diagnosis and treatment,
of the more common vulval conditions (relatively) often encountered at vulval clinics, i.e. vulval dermatitis (eczema), psoria-

sis, lichen simplex chronicus, lichen sclerosus, lichen planus, vulvodynia and vulval intraepithelial neoplasia (VIN).
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Scope

This guideline covers the more common conditions affecting the
vulva:

Vulval dermatitis (eczema)

Psoriasis

Lichen simplex chronicus

Lichen sclerosus

Lichen planus

Vulvodynia

Vulval intraepithelial neoplasia (VIN)

N U W N~

General advice for delivery of vulval care
Vulval conditions may present to a variety of clinicians includ-
ing Dermatologists,

Genitourinary Medicine Physicians,
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Gynaecologists and Primary Care Physicians or General Practi-
tioners (GP). Investigations and management span across this
spectrum, so women with vulval conditions are best managed by
a multidisciplinary approach, which includes clear referral
pathways between disciplines or access to a specialist multidisci-
plinary vulval service. There should also be access to clinico-
pathological services to allow discussion and review of histology
results.

Physical examination of the patient

Informed consent is a prerequisite for all examinations, investi-
gations and treatments. Consent is particularly important for
intimate examinations of the anogenital area, and a chaperone
should be offered in all cases, and this offer should be
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documented clearly in the patient records. The proposed exami-
nation should be adequately explained to the patient before they
undress. All attempts should be made to maintain patients’ dig-
nity, providing privacy to dress and undress, and keeping them
covered as much as possible. Appropriate facilities and equip-
ment for investigations should be available prior to commencing
the examination. The room should be well lit, private and
soundproofed, with a suitable examination couch of adjustable
height.'

Dermatoses and STIs may coexist or a woman with a pre-
existing dermatosis may contract an STI. Screening for sexually
transmitted infections (STT) should be considered in all patients,
depending on symptoms and risk factors. If the patient presents
with vulval itch, particularly with increased discharge, vulvovagi-
nal candidiasis should be excluded. If the symptoms are not
relieved by anticandidal treatment, especially if cultures are neg-
ative for candida, then a full genital examination should be
undertaken and other causes considered. Possible alternate diag-
noses include lichen sclerosus, lichen planus, lichen simplex
chronicus, psoriasis or a neoplastic condition (particularly HPV-
related vulval intra-epithelial neoplasia in young women). Sexual
dysfunction should be considered in all patients, either as the
cause of the symptoms or developed secondary to the symptoms,
and assessed if appropriate.

Cutaneous disorders may be the initial sign of HIV-related
immunosuppression, and many associated skin diseases are
more severe in this group. With the onset of immunosuppres-
sion, non-specific skin changes occur, such as common disorders
with atypical clinical features, including numerous hyperkera-
totic warts, treatment-resistant seborrhoeic dermatitis, and new
or severe psoriasis. HIV testing should be considered in all
patients, but especially in these presentations.

Other conditions where STI testing should be specifically
considered, is when genital ulcers are present, even in the pres-
ence of a dermatosis that causes ulceration. In these cases testing
for herpes simplex and syphilis is recommended. Additionally,
where ulcerative lesions fail to heal with standard treatment,
investigations to exclude concurrent STIs should be undertaken.

General advice for all vulval conditions
(see related TUSTI patient information leaflet on http://www.
iusti.org/regions/Europe/PatientInformation.htm)
 Avoid contact with soap, shampoo and bubble bath. Simple
emollients can be used as a soap substitute and general
moisturizer
* Avoid tight fitting garments which may irritate the area
* Avoid use of spermicidally lubricated condoms
« Patients should be given a detailed explanation of their con-
dition, with particular emphasis on any long-term health
implications, which should be reinforced by giving them
clear and accurate written information about the condition
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e Consent should be sought for the patient’s GP to be
informed about the diagnosis and management.

Topical treatments

¢ Ointment bases are preferably used on the anogenital skin,
because of the reduced need for preservatives in an oint-
ment base, and hence less risk of a secondary contact
allergy. Furthermore, cream bases may sting as they contain
more water. Regular application of a barrier emollient to
the affected areas may protect against local irritants, e.g.
urine and menstrual blood.

Sexual partners
e Partner tracing is not required unless screening detects a
sexually transmitted infection.

Vulval Dermatitis (Eczema)

Dermatitis (also named ‘eczema’) is an inflammatory reaction
characterized histologically by spongiosis, variable acanthosis
and a superficial dermal lymphohistiocytic inflammatory infil-
trate. The main symptom is itch. Exogenous and endogenous
factors can be involved in aetiology.

There is a danger in labelling any erythematous pruritic con-
dition as dermatitis or eczema. Therefore, it is best practice to
use the specific diagnosis instead of using these terms, namely
atopic dermatitis or irritant/allergic contact dermatitis.”

Aetiology

Atopic dermatitis There is increasing evidence that this is due to
a defect in the barrier function of the skin.” In many atopic individ-
uals, the genital area is spared, but vulval lichen simplex chronicus
may be a manifestation of atopic dermatitis, either as isolated vulval
disease or in association with disease at other sites.*

Irritant contact dermatitis This is the commonest type of
eczema to affect the vulva. The vulval epithelium is less efficient
as a barrier than skin elsewhere® and is in contact with moisture,
sweat and urine and prone to friction. Cleansers, fragrances,
lubricants and many other topical preparations can exacerbate
the symptoms. Irritant dermatitis is a particular problem in
those with urinary incontinence.

Allergic contact dermatitis This is a type IV delayed hypersen-
sitivity reaction, where the individual has developed an allergy to
a product applied topically. These are commonly fragrances,
antibiotics, local anaesthetics and components of some topical
treatments.

Seborrhoeic dermatitis This is an inflammatory, desquamative
dermatosis affecting the scalp, face and more rarely, the trunk.
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Seborrhoeic dermatitis and psoriasis may be associated and have
similar pathology. Yeast organisms on the skin may have a role
in the development of seborrhoeic dermatitis in predisposed
individuals.® This form of dermatitis rarely affects the vulva and
does not have specific features. In contrast to vulval psoriasis, no
specific clinical features of seborrhoeic dermatitis are recognized
on the vulva and there is debate about whether this condition
exists on the vulva. Therefore, this diagnosis should be made
only after exclusion of all other causes of vulval erythema.

Symptoms
e Pruritus
e Soreness
e Pain

Signs
e Erythema — this is frequently symmetrical, affecting the
labia majora and minora, and extending to the perianal skin
and gluteal cleft. In allergic contact dermatitis, this may
extend to the thighs.
* Excoriations

Erosions — if acute

e Serous discharge with oozing and crusting, especially if sec-
ondary infection is present

e Lichenification — if chronic

Complications
e Secondary infection
 Development of lichen simplex chronicus

Diagnosis

The diagnosis is usually clinical, based on the clinical history and
physical signs. It is helpful to check the rest of the skin for other
features of atopic or seborrhoeic dermatitis. The main differen-
tial diagnoses are as follows:

e Psoriasis: there are usually well-defined plaques and fissur-
ing is a common feature, which is not seen frequently in
dermatitis. Full skin examination, including the scalp and
nails, can give helpful diagnostic clues.

 Candidiasis: this can give a symmetrical, ill-defined ery-
thema, sometimes in the absence of vaginal symptoms. A
vulval swab will help to assess this diagnosis.

e Tinea cruris: although rare in women, this should be sus-
pected if there is well-defined, annular or circinate erythema
with a papular or pustular edge with peripheral scaling.

Streptococcal A infection: as a primary or secondary event
(superinfection of a pre-existing dermatosis), this can pre-
sent with symmetrical erythema.

Investigation

A biopsy is rarely necessary but should be performed if there are
atypical features or failure to respond to treatment (IV, C).
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Patch testing (III, B) is useful if an allergic contact dermatitis
is suspected, but is not necessary for all types of dermatitis. Patch
testing should be performed in a clinic competent in this investi-
gation and interpretation of the results. In addition to the stan-
dard series of allergens, any patient with a suspected vulval
allergic contact dermatitis should be tested to medicaments,
preservatives and specific products used on the vulva, at the
appropriate dilutions.”® The relevance of the results must be
assessed carefully, as a positive test does not necessarily mean
that the tested product is responsible for the vulval rash. Con-
versely, a negative test cannot completely prove the innocence of
a topically applied product.

Mycological and bacteriological specimens will exclude can-
didiasis, tinea and bacterial infection.

Management

1 Avoidance of irritants and possible allergens may be precipi-
tating factors, e.g. cleansers, fragrances and wet wipes (IV,
C). If urinary incontinence is present, then this should be
addressed and referral to uro-gynaecology is helpful.

2 Use of a bland emollient as a soap substitute, e.g. emulsifying
ointment (IV, C).

3 A topical steroid such as 1% hydrocortisone ointment can be
used for mild cases and mometasone furoate or betametha-
sone valerate 0.025% for more severe disease. This can be
applied once daily for 7-10 days until the symptoms and
signs settle and can then be used as needed for any recurrent
symptoms (IV, C).

4 Treat any co-existing infection with a combination steroid/
antifungal or steroid/antibacterial (IV, C).

5 A sedating antihistamine given at night should reduce the
damage inflicted by scratching.

Calcineurin inhibitors (IV, C) (topical tacrolimus and pime-

crolimus) can be tried for resistant cases, but their use is limited

by stinging on application.’

Follow-up

Follow-up is not required routinely, but patients who need to
use a more potent topical steroid or who have problems in con-
trolling their symptoms should be reviewed.

Patient information

Patients should be given an explanation of their condition and
the potential for a recurrence of symptoms. Advice about
hygiene practices that can exacerbate the problem can be linked
with useful patient information websites.

Vulval Psoriasis
Aetiology

Psoriasis is an immune-mediated disease with genetic predispo-
sition. Several trigger factors are described (some of them
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present in populations at risk for STI)'%: infections (e.g. strepto-
coccal, HIV), smoking, alcohol excess, physical factors (e.g. tat-
toos, piercing) and medication (e.g. systemic steroids, beta-

blockers, lithium, non-steroidal anti-inflammatory drugs).

Clinical features

Genital skin is affected in 29-46% of patients with psoriasis.'*
Vulval psoriasis can be present in patients with psoriasis vulgaris
as localized disease (2-5% of cases '%) or in a disseminated form
(affecting also the extensor regions or the gluteal cleft). Vulval
involvement can occur in patients with inverse psoriasis (rare
cases with involvement of the flexural folds and genitalia). Gen-
eralized pustular psoriasis (a rare form of exudative psoriasis)
can start spreading from the genital area. Impetigo herpetiformis
is a rare dermatosis of pregnancy with similar pustular lesions
that develop from the intertriginous areas (including vulva).
Typical onset is during the last trimester of pregnancy with rapid
resolution in the postpartum period. Clinically and histologi-
cally, it is consistent with pustular psoriasis. Erythrodermic pso-
riasis is an uncommon form of psoriasis that can cover more
than 90% of body surface and be present in the vulval region.

Symptoms
 Vulval itch, pain or burning sensation can be present.

Signs

e Monomorphic, symmetrical eruption of erythematous pla-
ques on the vulva. The lesions are well defined, with round
margins. Fine silvery scales can be present, but are less com-
mon at the genitals than at other locations. Lesions can
extend to adjacent regions (inguinal, perineal, pubic).
Sometimes painful fissures can be present.'?

e In rare cases, pustular lesions can occur on erythematous
macules that spread from the vulva and other flexural folds
to the rest of the body.

Associated disorders

Psoriatic arthritis'* occurs in 15-30% of patients with psoriasis
vulgaris or exudative psoriasis. Cardiovascular disease, hyperten-
sion, malignancy, diabetes, metabolic syndrome, inflammatory
bowel disease or autoimmune diseases can also be associated
with psoriasis.

Diagnosis

The diagnosis can usually be made from the history combined
with the physical examination, which should include extra-geni-
tal sites where psoriasis is common such as the scalp, nails, natal
cleft and umbilicus.

Investigation
The histopathological examination is characteristic: parakerato-
sis, Munro micro-abscesses in the

(neutrophils stratum
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corneum), absent granular cell layer, epidermal hyperplasia, fre-
quent mitoses in the basal cell layer and dilated tortuous capil-
laries in the dermal papillae.'

Investigations for possible associated inflammatory diseases
should be considered.

Management

General advice The patient should avoid all known trigger fac-
tors including scented detergents, synthetic underwear and tight
pants."?

Topical treatment is indicated for localized vulval psoriasis. In
patients with disseminated or generalized lesions of psoriasis,
the systemic therapy is also effective for the genital lesions — this
treatment is described in other guidelines.'®

Due to possible local adverse reactions (mainly irritant), it is
recommended to avoid the use of anthralin, tazarotene and
ultraviolet therapy when treating vulval psoriasis (II, B)."?

Recommended Regimens Treatment will reduce the thickness
of the lesions, the degree of erythema and remove scales. All
therapeutic possibilities should be presented to obtain a tailored
therapy that is acceptable to the patient. If pubic hair is present,
the vulval lesions will be better treated with solutions, foams or
gels."” To cover the whole genital area, 0.5 fingertip units should
be sufficient.'®

1 Topical corticosteroids prescribed in sequential or rotational

therapeutic regimens (I, B)'**'

: mid potency topical steroids
followed by low potency topical steroids.

2 Topical vitamin D analogues in mono-therapy or in combi-
nation with topical corticosteroids (I, B).*>*

3 Coal tar preparations (e.g. 1-5% liquor carbonis detergens in
aqueous cream) in mono-therapy or in combination with
topical corticosteroids (1I0).22%4
Emollients are recommended to reduce local irritation

induced by other topical treatment and to maintain the thera-

peutic results (I, B).*>*

Unlicensed treatments Topical calcineurin inhibitors (tacroli-
mus, pimecrolimus) are reported to be effective in vulval psoria-
sis (III). Contact dermatitis and local infections (mycotic, viral)
can be induced.?"*®

Dapsone is reported to be effective in vulval pustular psoriasis
(100 mg/day, 1 month) in combination with topical treatment

(v).*

Pregnancy and breastfeeding

Emollients are considered safe during pregnancy and lactation.'”
Pregnant and breastfeeding mothers were excluded from the
above clinical studies involving topical corticosteroids and vita-
min D analogues. There is no information on medication excre-
tion in breast milk. Topical calcineurin inhibitors are not
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licensed in pregnancy and in breastfeeding mothers. Topical coal
tar usage for short periods of time during pregnancy is consid-
ered to only have a small risk.'”*®

Follow-up
Active disease should be assessed as clinically required. Stable
disease should be reviewed after 1-3 months.

Lichen Simplex Chronicus

Anogenital lichen simplex chronicus is a common condition.
However, the incidence and prevalence have not been estab-
lished properly. It is estimated to occur in approximately 0.5%
of the Western European and American population. In vulval
clinics, it may comprise 10-35% of patients seen. The condition
usually develops in mid- to late-adult life.*

Aetiology
Anogenital lichen simplex chronicus is most often encountered
in persons with an atopic diathesis: up to 75% of patients have a
personal or immediate family history of atopy*
e Primary or idiopathic lichen simplex chronicus develops on
a background of normal vulval skin, usually in atopics

* Secondary lichen simplex chronicus is superimposed on
itchy vulval dermatoses, such as eczema, psoriasis, lichen
sclerosus or a fungal or yeast infection.

The condition is triggered by psychological distress, such
as anxiety, depression and obsessive compulsive disorder,
and local environmental factors, such as heat, sweating, dry-
ness of the skin, friction and harsh skincare products. Other
predisposing conditions are those which cause generalized
pruritus, e.g. uraemia, liver disease and thyroid disease.
Although probably rare, it may sometimes be worthwhile to
consider neuropathic itch as a possible cause. This could be
associated with sacral spinal compression, postherpetic neu-
ralgia and diabetic neuropathy.”® The itch-scratch-itch cycle
plays a pivotal role in maintaining chronicity of the condi-
tion.

Symptoms
¢ Chronic, or intermittent severe pruritus, usually occurring
in the evening or during sleep
 Burning and soreness, in case of vulval erosions or ulcers
* Dyspareunia, in case of vulval erosions or ulcers.

Signs
e Poorly demarcated, lichenified plaques, maybe more
marked on the side opposite to the dominant hand; skin
may feel leathery

Erosions, ulcers, fissures
* Hyper-, hypo- or depigmented skin areas
* Broken hair in areas of scratching and rubbing.
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Complications
e Secondary infection of vulval skin lesions
e Chronic, deep scratching and gouging may lead to severe
and irreversible architectural damage*
e Vulval lichen simplex chronicus does not seem to be associ-
ated with a higher risk of squamous cell cancer™

Diagnosis

History taking

-Indications of atopic disease in patient or first-degree relatives?

-Skin problems elsewhere? If so, has a diagnosis been made?
Clinical examination is usually sufficient to make a diagnosis.

The presence of skin disease elsewhere may be helpful in estab-

lishing a differential diagnosis.

Investigation

e Biopsy (IV, C). Seldom necessary. Only in case of uncer-
tainty about the diagnosis. It may be difficult to distinguish
lichen simplex chronicus from psoriasis on histopathologi-
cal grounds

e Screening for infection if indicated (e.g. Staphylococcus aur-
eus, Candida albicans)

e Dermatological referral for patch testing if contact allergy is
suspected2 (II1,B)

e Serum ferritin® (IV, C). In case of suspicion of low iron
store, e.g. in women who are vegetarian or donate blood.

Management

Recommended regimens

e Improvement of skin barrier function (saline soaks, fol-
lowed and later replaced by lubricants — any unperfumed
cream will do, petroleum-based lubricants too greasy)*
(IV,C)

¢ Identifying underlying disease, if any

e In severe disease, superpotent topical corticosteroid, e.g.
clobetasol propionate 0.05% ointment, once or twice daily
(IV,C)

e In case of night-time scratching: mildly sedative antihis-
tamine (e.g. hydroxyzine) or tricyclic (e.g. amitripty-

line).**!

Alternative regimens
e Topical calcineurin inhibitors twice daily for up to 12 weeks
(pimecrolimus 1% cream, tacrolimus 0.1% ointment) may
be used as unlicensed, second-line treatment®"*?
e Narrow band ultraviolet B, delivered by comb-like instru-
ment”> (II,B)
e Silk fabric underwear may reduce the need for topical
corticosteroids®* (Ib,A).
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Follow-up
o Mild disease: as clinically required
* Severe disease (i.e. when using potent topical corticos-
teroids): 4 weeks, then as required (IV,C).

Lichen Sclerosus

Lichen sclerosus (LS) is an inflammatory skin disease that
involves the anogenital area more often than other cutaneous
sites; typically, it does not affect the vagina and very rarely
involves the oral mucosa. It is mainly seen in adult women, but
children may be affected. The signs in young girls may be diffi-
cult to distinguish from those of sexual abuse. LS is probably
underdiagnosed. In females, the course is usually chronic, but
should be diagnosed as soon as possible, as early treatment pre-
vents scarring and possibly malignant change. Spontaneous
remission can be observed.

Aectiology

LS is an inflammatory dermatosis of unknown aetiology. A
genetic predisposition is implicated. A positive family history is
observed in about 10% of patients with vulval LS. An increased
incidence of autoantibodies to the extracellular matrix protein 1
and autoantibodies to BP180 antigen are reported. Their signifi-
cance is not known, but may support the idea of LS being a (hu-
moral) autoimmune disease.”*® Oxidative DNA damage was
detected throughout LS biopsies, indicating that oxidative dam-
age to lipids, DNA and proteins may contribute to sclerosis,
autoimmunity and carcinogenesis in LS. The possible role of
TP53 mutations in the development of vulval cancer in LS is
postulated.

Symptoms

e Itch

* Soreness

» Dyspareunia or apareunia

e Urinary symptoms (pain, poor urinary stream)

e Other symptoms, e.g. constipation, can occur if there is
perianal involvement, in particular in children

e Can be asymptomatic

Signs
« Pale, white hypertrophic or atrophic areas (vulva, perianal,
extragenital)
» Hyperkeratosis

Sclerosis
Slight erythema/redness
Purpura (ecchymosis) is common

Fissuring anogenitally

Erosions, but blistering is very rare
 Changes may be localized or in a ‘figure of eight’ distribu-
tion, including the perianal area
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¢ Scarring may lead to loss of architecture (resorption of the
labia minora, fusing in the midline with burying, but not
loss of the clitoris)

e Follicular plugging (extragenital)

Complications
e Loss of self-esteem (concern about the clitoral appearance)
e Development of squamous cell carcinoma (actual risk
<5%)%
¢ Development of clitoral pseudo-cyst

Sexual dysfunction

Urinary dysfunction
¢ Dysaesthesia

Diagnosis
Characteristic clinical appearance. In typical cases, a biopsy may
not be needed, but many clinicians prefer to take a biopsy at pre-
sentation. A biopsy should be performed if the clinical diagnosis
is uncertain, dysplasia/carcinoma is suspected or there is failure
of first-line treatment. Clinical and pathological correlation is
essential. In early disease, histology can be non-specific.

Key histopathological features (biopsy has to be taken from a
typical lesion)’®:

¢ Hyperkeratosis

o Atrophic epidermis

e Basal hydropic degeneration +/— pigmentary incontinence

e Lymphohistiocytic infiltrate in hyaline band with loss of

elastic tissue in upper dermis
e Follicular plugging in hair bearing skin

Further investigations

Investigation for autoimmune disease if clinically indicated, because
some diseases (e.g. thyroid disease, pernicious anaemia, vitiligo,
diabetes mellitus) are associated with LS in females (IV,C).>® These
conditions may be asymptomatic. Skin swabs for bacterial, fungal
or viral infection are only useful to exclude co-existing infection, if
there are symptoms or signs suggestive of this. Patch testing: rarely
required and only if secondary (medicament) allergy is suspected.
The advice of a dermatologist should be sought.

Management

General advice Patients should be informed about the condi-
tion and given written information. Patients should be made
aware of the small risk of neoplastic change, although this may
be less in well-controlled LS.*® They should be advised to contact
the doctor if they notice a change in appearance (e.g. lump,
ulceration or hardening of skin), or if there is a major change in
symptoms.

LS needs to be treated. About 10% of patients have no itch,
but will have clinical signs of LS and should also be treated (IV,
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C). After initial treatment (usually 3 months), some patients will
become asymptomatic with few remaining signs of LS, others
may be left with irreversible scarring. There is debate amongst
specialists about further treatment once symptoms and signs are
suppressed by the initial treatment. This is because it can be dif-
ficult to decide whether there is still active disease. However, as
it is known that LS may progress and lead to more scarring
despite the lack of symptoms after initial treatment, some pro-
pose continuous, preventive treatment for many years to prevent
progression (IV, C). Lee et al. in a recent series, with a mean fol-
low-up of 5 years, showed that continuous treatment with indi-
vidually chosen applications of a topical steroid will prevent
symptoms, further scarring and carcinoma development in 58%
vs. 93.3%, 40% vs. 3.4% and 0% vs. 4.7%, respectively.”® Emol-
lients may give symptom relief after initial steroid treatment (IIb
B).40

Specific treatment Potent*' or ultra-potent topical steroids,*?
e.g. mometasone furoate or clobetasol propionate are first-line
recommendations for genital LS (Ib, A).

Recommended regimen Various regimens are used; one of the
most common being daily use of potent to ultra-potent topical
steroids (usually once daily) for 3 months. Others use the ster-
oid daily for 1 month, then alternate days for 1 month, twice
weekly for 1 month (this may be preferred in children to avoid
skin atrophy) with review at 3 months. Twice daily application
may occasionally be of additional benefit in resistant LS.

Maintenance treatment Proactive maintenance therapy with
twice-weekly application of mometasone furoate 0.1% ointment
is effective and safe in maintaining remission, and may help to

)39,43;

prevent malignant change (Ib, A 30 g of an ultra-potent

steroid should last at least 3 months.

Treatment of superinfection An ultra-potent or potent topical
steroid preparation combined with antibacterial and antifungal
agents, e.g. gentamycin or fusidic acid and nystatin or azole anti-
fungals or an alternative preparation that combats secondary
infection may be appropriate if secondary infection is a concern.
These should only be used for a short period of time to clear
infection (IV, C).

Allergies to topical preparations Allergies to any compound
(also steroids) of a topical preparation may occur after long-
term use. In case of a waning effect of a previously good treat-
ment, allergy testing may be indicated.

Alternative second-line treatments Topical calcineurin inhibi-
tors are not licensed for the treatment of LS. However, the effi-
cacy of topical tacrolimus 0.1% has been demonstrated in the
treatment of vulval LS* (Ib, A) and when used for 16-24 weeks
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in males and females with genital and extra-genital LS* (IIb, B).
Topical tacrolimus 0.03% ointment appears to be an effective
treatment for children with anogenital LS and as maintenance
treatment (twice a week), possibly reducing recurrences*® (III,
B). Comparing pimecrolimus 1% cream and clobetasol propi-
onate 0.05% cream, both treatments showed improvement in
pruritus and burning/pain after 12 weeks in vulval LS, but clo-
betasol was found to be superior in improving inflammation*’
(Ib, A). Another study of pimecrolimus showed that 42% of
patients were in ‘complete remission’ after 6 months applica-
tion®® (IIb, B). Local irritation was the most common side effect
with both tacrolimus and pimecrolimus but usually improved
after the initial period of use.** ** The long-term risks need to
be studied in view of concerns about the possibility of topical
immunosuppression increasing risk of malignancy.”

Limited data from two small RCTs demonstrate efficacy of
systemic retinoids in the treatment of genital LS.>'>> Reti-
noids may be considered if standard therapy for LS has failed
but should only be given by a dermatologist, experienced in
the use of these agents. They are severely teratogenic and
effective contraception should start 1 month before treatment
and should continue throughout oral retinoid treatment and
after until the retinoids have left the patient’s system, i.e. at
least 1 month after stopping treatment with isotretinoin or ali-
tretinoin and at least 2 years after stopping treatment with aci-
tretin (Ib, A). Topical hormonal therapy (progesterone or
testosterone preparations) failed to demonstrate efficacy in
controlled trials (Ila, B).*?

Phototherapy is effective in some patients with LS. In vulval
LS, UVAl may be considered if topical corticosteroids have
failed. However, the well-documented development of carcino-
mas after PUVA and UVB gives cause of concern, in particular
at the genital site®*> (Ib, A).

Surgery in vulval LS should only be used for the treatment of
coexistent VIN/SCC or fusion.”® Disease tends to recur around
the scar in females (III, B).

Clitoral LS Lichen sclerosus may appear isolated at the clitoral
hood; however, often other vulval parts are also affected. Early signs
of clitoral LS are swelling of the prepuce; white plaques, fissures and
scarring may follow. If the clitoral prepuce is affected by LS, this
may lead to fusion of the skin and a burrowed clitoris. Clitoral
involvement should be searched for and treated like LS at other gen-
ital sites. As mechanical triggers are thought to be important in
maintaining LS, e.g. any tight clothing should be avoided. Topical
preparations should be massaged in gently. Surgery, to treat fusion,
is only indicated in rare situations (e.g. severe problems with self-
esteem, sexual function or urination). There is a chance of recur-
rence after surgery because the inflammatory process may not have
ceased. Surgery should only be performed by an experienced sur-
geon and after careful counselling about the intervention, adverse
effects and potential recurrences.
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Extragenital LS There are fewer studies for the treatment of
extragenital LS. UVAI phototherapy is a potential first-line
treatment option >’ (Ib, A).

Potent topical steroids and topical calcipotriol, possibly under
occlusion, may be tried in extragenital LS>” (III, B).

Pregnancy and breastfeeding
 Limited amounts of potent topical steroids are safe to use
whilst pregnant or breastfeeding.

Topical calcineurin inhibitors are not licensed whilst preg-
nant or breastfeeding.

Retinoids are severely teratogenic and effective contracep-
tion should start 1 month before treatment and should con-
tinue throughout oral retinoid treatment and after until the
retinoids have left the patient’s system, i.e. at least I month
after stopping treatment with isotretinoin or alitretinoin
and at least 2 years after stopping treatment with acitretin.
Retinoids should be used with caution in all females of
child-bearing age.

Onward referral criteria

Those with active disease which has not responded ade-
quately to treatment should be referred to a physician spe-
cialized in the condition. Any patient who develops
differentiated or undifferentiated VIN or an SCC on a back-
ground of LS should be seen and followed up by an experi-
enced specialist.

Follow-up

o After 3 months to assess response to treatment

* Stable disease should be reviewed annually, and this can be
performed by the GP in those with well-controlled disease.
This must be communicated to the patient and GP by the
specialist.

* Patients should be informed that if they notice the develop-
ment of a lump, sore area, change in symptoms or change
in appearance they should seek prompt medical review.

Lichen Planus

Aetiology

Lichen planus is an inflammatory disorder with manifestations
in skin, hair, nails and genital and oral mucous membranes;
more rarely, it affects the lacrimal duct, oesophagus and exter-
nal auditory meatus. It is an inflammatory condition of
unknown pathogenesis, but is probably an immunological
response by T cells activated by, as yet, unidentified antigens.
Weak circulating basement membrane zone antibodies have
been demonstrated in 61% of 56 patients with biopsy-proven
erosive lichen planus of the vulva but are of unknown signifi-
cance.®® In some cases, there is overlap between lichen planus
and lichen sclerosus.”
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Symptoms
e Itch/irritation
e Soreness
¢ Dyspareunia
¢ Urinary symptoms
e Vaginal discharge
e Can be asymptomatic.

Signs
The anogenital lesions of lichen planus may be divided into three
main groups according to their clinical presentation:

Classical Typical papules occur on the keratinized anogenital
skin, with or without Wickham’s striae, on the inner aspect of
the vulva. Hyperpigmentation frequently follows their resolu-
tion, particularly in those with dark skin. This type of lichen pla-
nus may be asymptomatic. Vulval lesions were found in 19 of 37
women with cutaneous lichen planus, with four of the 19 having
had no symptoms.®

Hypertrophic These lesions are relatively rare and can be diffi-
cult to diagnose. They particularly affect the perineum and peri-
anal area, presenting as thickened warty plaques which may
become ulcerated, infected and painful. The clinical appearance
may mimic malignancy. They are not usually accompanied by
vaginal lesions.

Erosive This the most common subtype to cause vulval
symptoms. The mean age of onset of vulval symptoms in 114
women with erosive lichen planus was 56.9 years.®" The
mucosal surfaces are eroded. At the edges of the erosions, the
epithelium is red-to-purple coloured and a pale network of
Wickham’s striae is sometimes seen. It is important to recog-
nize vaginal involvement in erosive lichen planus (which can
occur in isolation) and start treatment early, as it can lead to
scarring and complete stenosis. The lesions consist of friable
telangiectases with patchy erythema which are responsible for
the common symptoms of dyspareunia, postcoital bleeding
and a variable discharge, which is often serosanguinous. As
erosions heal, synechiae and scarring can develop.®* This type
is also seen in the oral mucosa although synechiae are uncom-
mon. The term ‘vulvo-vaginal-gingival syndrome’ is used when
erosive disease occurs in these three sites. The presenting
symptoms are usually pain and soreness.

Diagnostic criteria for vulval erosive lichen planus have been
proposed in an international e-Delphi exercise.%® It is suggested
that at least three of the following criteria should be present to
make the diagnosis: (i) well-demarcated erosions/erythematous
areas at the vaginal introitus; (ii) presence of a hyperkeratotic
border to lesions and/or Wickham striae in surrounding skin;
(iii) symptoms of pain/burning; (iv) scarring/loss of normal
(vi)

architecture; (v) presence of vaginal inflammation;
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involvement of other mucosal surfaces; (vii) presence of a well-
defined inflammatory band involving the dermo-epidermal
junction; (viii) presence of an inflammatory band consisting
predominantly of lymphocytes; and (ix) signs of basal layer
degeneration.

Complications
o Scarring, including vaginal synechiae.
 Development of squamous cell carcinoma. In one study, the
incidence was as high as 3%.°' Patients with lichen planus-
associated squamous cell carcinoma have a high rate of
inguinal metastases, recurrent vulval cancers in diseased
mucosa and disease-related death.**

Diagnosis

Characteristic clinical appearance Involvement of the vagina
excludes lichen sclerosus. Skin changes elsewhere can be helpful,
but overlap between lichen planus and lichen sclerosus is
described. Immunobullous disorders such as cicatricial mucous
membrane pemphigoid and pemphigus can clinically resemble
erosive lichen planus.

Dermoscopy Specific dermoscopic features that may aid clini-
cal diagnosis include the presence of thick linear irregular vessels
arranged diffusely throughout lesions, peripheral Wickham’s
striae and an intense red background.®

Histology of vulval biopsy Irregular saw-toothed acanthosis,
increased granular layer, basal cell liquefaction and band-like
dermal mainly lymphocytic infiltrate.*®

Further investigations
* Biopsy is indicated if the diagnosis is uncertain or coexis-
tent, intraepithelial neoplasia/squamous cell carcinoma is
suspected. Direct immunofluorescence should be per-
formed if an immunobullous disease is considered in the
differential diagnosis. Only 25% are classic on biopsy and
clinico-pathological correlation is important.
 Thyroid and other autoimmune disease are only rarely asso-
ciated with vulval lichen planus. Investigation for autoim-
mune disease is indicated if there is clinical suspicion of
abnormality (IV,C).%¢
o Skin swab: to exclude secondary infection, especially of
excoriated lesions.
e Patch testing: if medicament contact allergy suspected.
Whilst a link with hepatitis C and sometimes B has been
noted in some (especially Mediterranean) countries, a UK study
of 100 women with vulval mucosal lichen planus found no evi-
dence of increased incidence and concluded that routine screen-
ing is unnecessary.’” Nevertheless, screening may still be prudent
in populations with a high prevalence of viral hepatitis.
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Management

General Advice Patients should be informed about the condi-
tion and given written information. Patients should be made
aware of the small long-term risk of neoplastic change and advised
to seek urgent medical advice if they notice a change in appearance
or texture (e.g. lump, hardening of skin or persistent ulceration).

Treatment There is only one randomized controlled trial evi-

dence to guide treatment of vulval erosive lichen planus.®®*’

Topical Treatment

Recommended regimens

 Ultrapotent topical steroids, e.g. clobetasol propionate. (IIb,
B) In a study of 114 patients in a vulval clinic, 89 used
ultra-potent topical steroids as first-line treatment of whom
75% improved and 54% were symptom-free. However, in
only 9% was there resolution of signs of inflammation.®'
There is no evidence on the optimal regimen.

e Maintenance treatment may be required and can either be
with weaker steroid preparations or less frequent use of
potent steroids.

e Vaginal corticosteroids: Delivery of corticosteroids to the
vagina is not easy. A proprietary preparation containing
hydrocortisone (Colifoam® rectal foam) introduced into
the vagina with an applicator is useful. Prednisolone sup-
positories may be used in more severe cases (IV,C).

Alternative regimens

e An ultra-potent topical steroid with antibacterial and anti-
fungal, e.g. clobetasol with neomycin and nystatin or an
alternative preparation, e.g. betamethasone with fusidic acid
or generic equivalent may be appropriate if secondary infec-
tion is a concern. These should only be used for a short per-
iod of time to clear infection (IV,C).

e The topical calcineurin inhibitors pimecrolimus and tacroli-
mus may be effective in vulval lichen planus; pimecrolimus
may be better tolerated.”’ In a retrospective series of 16
women with vulval lichen planus, topical tacrolimus effec-
tively controlled symptoms and improved lesions in all but
one patient. The effect may be temporary, requiring contin-
ued use of tacrolimus, which, however, appears to be safe
and effective in controlling disease activity.”'

Systemic treatments. There is no consensus and little evidence
base for the use of systemic agents. In the vulvovaginal-gingival
syndrome, there is general agreement that azathioprine, dap-
sone, griseofulvin, chloroquine and minocycline, all tried empir-
ically, are of little or no benefit. Cyclosporin may be considered.
e The retinoid acitretin can be helpful in hypertrophic cases.

The drug is severely teratogenic and is absolutely
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contraindicated during pregnancy. Pregnancy must be

avoided for 2 years after finishing treatment. It should be

used with caution in other females of child-bearing age.

e Oral steroids are used, e.g. prednisolone 40 mg/day, tapered
off over a few weeks, for severe flares; courses can be
repeated as necessary.

e Long-term methotrexate 5-10 mg weekly was used success-
fully in 11 of 131 patients with vulvovaginal lichen planus’

e Mycophenolate mofetil may be effective and worth consid-
ering for recalcitrant cases’>”*

The new biological agents have shown varying results. How-
ever, the rising trend of TNF-a inhibitors inducing lichen pla-
nus-like eruptions including erosive oral and vulval disease”
reserves these drugs for only the most recalcitrant cases. Basil-
iximab was reported to be effective in erosive oral lichen pla-
nus, although its use has not been evaluated in vulval
disease.”

All these potentially toxic therapies need careful monitoring
and are best supervised by a dermatologist in the context of a
specialized clinic (IV, C).

Surgery. Surgery may be necessary for the management of
symptomatic vulval and vaginal adhesions and scarring, but is
contraindicated in patients with active, inflammatory disease.””
In a study of 11 women with lichen planus scarring, surgical lysis
of vulvovaginal adhesions allowed intercourse in 55% and
decreased urination difficulties in 75%. Of the patients, 91% sta-
ted they were happy with the surgery and would recommend it
to others. However, sexual difficulties may persist even after sur-

gery.”®

Pregnancy and breastfeeding

 Topical steroids are safe to use whilst pregnant or breast-
feeding.

* Topical calcineurin inhibitors are not licensed whilst preg-
nant or breastfeeding.**

* Retinoids are severely teratogenic and effective contracep-
tion should start 1 month before treatment and should con-
tinue throughout oral retinoid treatment and after until the
retinoids have left the patient’s system, i.e. at least 1 month
after stopping treatment with isotretinoin or alitretinoin
and at least 2 years after stopping treatment with acitretin.
Retinoids should be used with caution in all females of
child-bearing age.

Onward referral

Referral to a multidisciplinary vulval clinic is recommended for
erosive disease, recalcitrant cases or those in whom systemic
therapy is considered.

Follow-up
* At 2-3 months to assess response to treatment.
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e Active disease should be assessed as clinically required. Ero-
sive vulval lichen planus needs long-term specialized fol-
low-up (IV, C).

e Stable disease should be reviewed annually, except in well-
counselled patients who control their symptoms well. If
review is to be undertaken by the GP, this should be com-
municated to the patient and GP by the clinic.

Patients should be advised to seek urgent medical advice if
they notice a change in appearance or texture (e.g. lump,
hardening of skin or persistent ulceration).

Vulvodynia

According to the 2003 International Society for the Study of
Vulvovaginal Diseases (ISSVD) terminology, vulvodynia is
defined as ‘vulval discomfort, most often described as burning
pain, occurring in the absence of relevant visible findings or a
specific, clinically identifiable, neurological disorder’.” Vulvody-
nia is also categorized by the ISSVD, as generalized or localized,
provoked, unprovoked or mixed (both provoked and unpro-
voked) (see symptoms).

Aetiology

Vulvodynia is currently considered as a dysfunctional sensory
processing in the central nervous system, involving both cen-
tral and peripheral pain generators.*** This mechanism is
similarly observed in other painful conditions (fibromyalgia,
interstitial cystitis/painful bladder, irritable bowel, temporo-
mandibular dysfunction) which have a significant association
with vulvodynia.?>** A genetic predisposition to both vulvody-
nia and these other pain conditions is suspected.®> Triggering
or maintaining factors have been identified: candidiasis,®® psy-
chological disturbances either resulting from the chronic pain

87-89

or pre-existing to it, and pelvic floor muscle dysfunc-

tion.”®

Symptoms
The mnemonic (memory aide) OPQRST-A can be used to
describe and evaluate the vulval discomfort.

Onset Candidiasis is frequently an initiating event of vulvody-
nia (IIb) but any acute painful vulval, urinary or anal condition
(e.g. infection, surgical procedure) may precede the occurrence
of vulvodynia, especially if these physical events occur in a con-
text of emotional stress (IV).

Provocation The discomfort may be either provoked or unpro-
voked or mixed.
1 Provoked
a By sexual contact: penetration (introital dyspareunia) or
touch. Introital dyspareunia may be either primary (since
the first intercourse) or secondary (occurring after a per-
iod of painless intercourse).
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b By non-sexual contact: tampon insertion, tight clothing,
sitting position, gynaecological examination
2 Unprovoked: the discomfort occurs spontaneously, it is not
related to touch.
3 Mixed: the discomfort is both spontaneous and aggravated
by local contacts (either sexual or non-sexual).

Quality Burning is the main symptom, but many other sensa-
tions are reported (e.g. tingling, stinging, rawness, irritation).
When present, itch is not the predominant symptom.

Region The discomfort may be either localized or generalized.

1 Generalized: the whole vulva is involved (clitoris, labia
minora and majora, vestibule). The patient may also
describe the symptoms spreading to the thighs and perianal
area.

2 Localized: one or several sites are involved. The most fre-
quently involved site is the vestibule (i.e. the introitus), par-
ticularly its posterior aspect. This is termed vestibulodynia.
Provoked vestibulodynia is the most reproducible subset
of vulvodynia. More rarely, the discomfort is localized to
other parts of the vulva: labia minora or majora, clitoris
(clitorodynia).

Severity The severity of the discomfort is highly variable,
impacting both daily life (impossible to concentrate on normal
activities) and sexual activity (painful sex leading to fear and
avoidance, with consequences on the partner and relationship).

Time Vulvodynia is a chronic pain condition having usually
lasted months or years before the diagnosis is made. The inten-
sity of the discomfort is often variable over time. Significant
improvement or complete remission may occur, following treat-
ment, or spontaneously (ITa).”**

Associated symptoms Other pain conditions (mentioned
before) may be associated, particularly interstitial cystitis/painful
bladder” (level B). No sphincter disturbance occurs in vulvody-
nia.

Signs

Inspection of the vulva reveals no relevant physical findings. This
means that the vulva has a normal appearance or that, if a lesion
is found, this lesion cannot explain the discomfort (e.g. a wart
cannot explain diffuse burning). In provoked vestibulodynia,
tenderness is elicited by gentle application of a cotton wool tip
on the vestibule. Neurological examination is normal (in partic-
ular, there is no perineal anaesthesia).

Complications

Impact on general well-being, particularly on psychosexual func-
tion and relationships.”
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Diagnosis
It is a clinical diagnosis based on signs and symptoms.

Differential diagnosis

e Vulval conditions either inflammatory, infectious or neo-
plastic responsible for vulval discomfort are detectable by
inspection.

e Neurological conditions responsible for perineal pain are
suspected on sphincter disturbances and objective neuro-
logical abnormalities. Imaging (pelvic and lumbosacral
MRI) is indicated in cases of spontaneous generalized vulval
pain resistant to treatments (IV).

Management

Information Patients should be given a full explanation of their
condition verbally, and then reinforced with written informa-
tion. Do not cast doubt about the reality of the pain (not ‘in the
head’) and acknowledge its significant impact on all aspects of
the quality of life. Explain simply the current knowledge about
mechanisms, contributing factors, treatment and prognosis.

Treatment A multidisciplinary approach to patients with vul-
vodynia is widely recommended.””® The levels of evidence are
poor, however.”” Delays in diagnosis and inappropriate treat-
ments may have a negative prognostic impact.

Vulval care measures
e Avoidance of irritating factors (IV, C)
» Use of emollient soap substitute (IV, C).

Analgesic treatments

Local pain modifiers Local anaesthetics, e.g. 5% lidocaine oint-
ment or 2% lidocaine gel, are mainly prescribed in patients with
introital dyspareunia resulting from provoked vestibulodynia.
Lidocaine should be applied 15-20 min prior to penetrative sex
and washed off just before penetration (IV, C). Long-term daily
use of lidocaine is commonly recommended in practice,
although in one randomized controlled study, 12-week applica-
tion of 5% lidocaine four times a day was not more effective
than placebo in reducing vestibular pain®® (I, A).

Others
« Botulinum toxin: not superior to placebo® (Ib, A)
* 2-6% gabapentin cream'® (III, C)
* 2% amitriptyline cream'®" (III, C)
¢ 0.025-0.05% capsaicin cream'®®1% (111, C): use limited by
topical side effect (burning).

Oral pain modifiers Mostly prescribed in case of unprovoked
vulvodynia. Amitriptyline is a tricyclic antidepressant with
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analgesic properties. Low doses of amitriptyline (titration from 5
to 25 mg daily) are widely used, although one randomized study
has not confirmed the beneficial effect of this treatment in vul-
vodynia'® (Ib, A).

Gabapentin, an anticonvulsant, is another treatment of neuro-
pathic pain at an initial dose of 300 mg per day, with an increase
up to 1200 mg'% (III, B). There is little evidence for the use of
pregabalin'% (IIb, B).

Multilevel anaesthetic nerve blocks (caudal, pudendal)
(1L, C)

107,108

Neuromodulation Transcutaneous Electrical Nerve stimulation
(TENS) may be a self-administered home protocol'**''° (Ib, B).
Acupuncture''" (Ib, B)

Physical therapies Pelvic floor muscle dysfunction should be
addressed in patients with vulvodynia, particularly when introi-
tal dyspareunia is present.

o Perineal manual therapy and biofeedback''? (III, B): best
results with physiotherapists experienced in the manage-
ment of chronic vulval pain and its sexual impact
(1v, O).

 Vaginal trainers' " (111, B).

Psychosexual interventions Cognitive-behavioural
(CBT)""*3 (111, C) is the mainstay approach and is superior to
16 (Ib, A). As dyspareunia affects the
sexual well-being of both the patient and her partner,'!” couples’

therapy
supportive psychotherapy

CBT therapy seems a logical approach''® (III, C). Mindfulness
has also been used'”” (IV, C).

Surgery Vestibulectomy (posterior or total; with or without
vaginal advancement to cover the defect) is usually considered
a ‘last resort’, after failure of all the available therapeutical
options.120 However, the level of evidence is low'!' (III, C)
and one study shows that, at long-term follow-up, vestibulec-
tomy is not more effective that CBT."'>'*? In addition, surgery
may aggravate pain related to a dysfunction in pain process-
ing.

Follow-up

 Every 3 months until improvement (IV)
e Multidisciplinary long-term follow-up (IV).

Table 1 Evolution of the ISSVD terminology

Vulval Intraepithelial Neoplasia (VIN)

Introduction

VIN is a chronic vulval skin disorder characterized by dys-
plastic changes of the squamous epithelium. VIN is a pre-
malignant lesion, although spontaneous regression has been
reported.'” In the last 100 years, premalignant lesions of
the vulva have been described, but there always was a
debate about the clinical and pathological characteristics of
these lesions. The terminology has changed several times
since the first description of VIN in 1922: ‘dyskeratose ery-
throplasiforme de la muqueuse vulvaire’.'** The Interna-
the
(ISSVD) has been leading in the process of choosing new

tional Society for Study of Vulvovaginal Disease
terminology for premalignant vulval lesions. The last version
of the terminology was accepted by the ISSVD in 2015
(Table 1):
e Low-grade Squamous Intraepithelial Lesion (SIL) of the
vulva or vulval LSIL.
¢ High-grade SIL of the vulva or vulval HSIL

« Vulval intraepithelial neoplasia, differentiated type (DVIN)'*

Aetiology

Using the latest ISSVD terminology, there are two premalignant
vulval lesions which can lead to a squamous cell carcinoma of
the vulva, namely HSIL and DVIN. These are completely differ-
ent entities with respect to aetiology, malignant potential and
treatment. HSIL is caused by a persistent infection with high-risk
human papilloma virus (HPV). The incidence of HSIL is
approximately 5 per 100 000 women per year and is increas-
ing,'?
son for the increased incidence may be the increase of anogenital

with the highest peak between 35 and 49 years."** A rea-

HPYV infections and/or a better diagnosis by the more liberal use
of vulval biopsy. Risk factors are smoking and an immuno-com-
promised state.

DVIN is associated with lichen sclerosus and lichen planus
and has no relation with HPV. DVIN occurs mainly in elderly
women and comprises less than 5% of VIN lesions. The malig-
nant potential of DVIN is higher than that of HSIL."*"'*? The
aetiology of DVIN is not clear.

Symptoms and signs
See table 2.

Friedrich (1976)'?® Wilkinson et al. (1986)'%” Sideri et al. (2005)'?® Bornstein et al. (2016)'®
Vulval atypia VIN 1 Flat condyloma or HPV effect LSIL
A. without dystrophy Vin 2 VIN, usual type HSIL
B. with dystrophy
Squamous carcinoma in situ VIN 3 VIN usual type HSIL
Differentiated VIN VIN differentiated type DVIN, differentiated-type VIN

JEADV 2017
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Table 2 Symptoms and signs

HSIL DVIN

Symptoms  ltching, burning, irritation ~ Symptoms are often due to the
Pain underlying lichen sclerosus
Psychosexual complaints  or lichen planus
Asymptomatic

Signs Clinical appearance is Difficult to distinguish
very variable from lichen sclerosus lesions
Plaques, whitish, Grey-white or red lesion
erythematous, Roughened surface or ulceration
or pigmented More often unifocal than HSIL
Multifocal

Complications

HSIL and DVIN
 Development of vulval squamous cell carcinoma
* High rate of recurrence after treatment
* Psychosexual complaints

Diagnosis
HSIL and DVIN are often a multifocal disease. It is important to
take a biopsy of all lesions (mapping).

Investigation

HSIL
* Biopsy
* Histopathological characteristics: disorganization of squa-
mous epithelium, cytological atypia, high nuclear/cytoplas-
mic ratio, mitotic figures

DVIN
* Biopsy: histopathology is difficult
* Histopathological characteristics: hyperplasia, hyperkerato-
sis, parakeratosis, elongation and anastomosis of rete ridges,
basal cell atypia, prominent nucleoli, atypical mitosis in
basal layer, dyskeratosis, hypermaturation of rete ridges

Management

HSIL Surgical treatment has been the first choice of treatment,
but recurrence rates are high and there is a negative effect on
quality of life and sexual function. A new treatment modality is
the application of imiquimod cream, an immune response mod-
ifier with indirect antiviral and antitumour properties.'*

* Surgical cold knife excision

e Laser CO2 therapy

 Loop electrosurgical procedure (LEEP)

* Imiquimod cream

* Follow-up without treatment (spontaneous regression)

JEADV 2017

DVIN Surgical cold knife excision

Follow-up
Close follow-up is mandatory, life long.

HSIL
e every 6-12 months, with annual cervical smear

DVIN
¢ depends on underlying disease, but at least every 6 months

Vaccination
Several types of therapeutic HPV vaccines have been developed
showing different rates of clinical success. Today, therapeutic
vaccines are not yet available for routine clinical use.
Prophylactic HPV vaccination was introduced in 2007 with
the goal of reducing the incidence of cervical (pre)malignancies
and to reduce other HPV-related lesions like HSIL. The quadri-
valent HPV 6/11/16/18 vaccine shows prevention against HPV-
16- and HPV-18-related high-grade lesions of vulva and vagina,
in women who were HPV-16 or HPV-18 negative before

vaccination.'**

Websites with useful patient information
British Association of Dermatologists.
http://www.bad.org.uk/shared/get-file.ashx?1d=180&ite
mtype=document
http://www.bad.org.uk/shared/get-file.ashx?id=113&ite
mtype=document
International Society for the Study of Vulvo-vaginal Disease
http://issvd.org/wordpress/wp-content/uploads/2014/09/Con
tactDermatitis-2013-final.pdf
British Contact Dermatitis Society Patient Information on
specific allergens
http://www.cutaneousallergy.org/downloads/patient/standard/
Proposed review date: 2020
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Appendices

Search strategy
Searched libraries: MEDLINE, MEDLINE process, Embase,
Cochrane library. Sexually transmitted diseases guidelines
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produced by the British Association for Sexual Health and HIV
(www.bashh.org) were also reviewed.

Search up to March 2015 with no date limitation. The search
strategy comprised the following terms in the title or abstract:
Vulval lichen sclerosus, Vulval lichen planus, Vulval eczema,
Vulval lichen simplex, Vulval psoriasis, Vulval intraepithelial
neoplasia, Vulval pain syndromes/vulvodynia.

Tables of levels of evidence and grading of
recommendations

(see:  http://www.iusti.org/regions/Europe/pdf/2013/Levels_of_
Evidence.pdf)
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