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Vulvar Inflammatory Dermatoses:
New Approaches for Diagnosis

and Treatment
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ulvar dermatoses continue to be an overlooked

aspect of medical care, highlighting the neces-

sity for enhanced diagnosis and management of
these conditions. Here, we address recent advancements
in understanding vulvar inflammatory dermatoses other
than lichen sclerosus (LS), which was discussed in a prior
Guest Editorial'—specifically vulvovaginal lichen planus
(VLP), plasma cell vulvitis (PCV), and vulvar lichen sim-
plex chronicus (LSC).

Vulvar Inflammatory Skin Disease and

Quality of Life

There is an increased awareness of the impact vulvar
skin disease has on quality of life and its association with
anxiety and depression.”® Evaluating the burden of vulvar
dermatoses remains an active area of research due to its
significance in monitoring disease progression and assess-
ing therapeutic effectiveness. Despite the existence of vari-
ous dermatology quality-of-life assessment tools, many fail
to adequately capture the unique impacts of vulvovaginal
diseases, such as sexual or urinary dysfunction. The vulvar
quality of life index, which was developed and validated by
Saunderson et al® in 2020, consists of a 15-item question-
naire spanning 4 domains: symptoms, anxiety, activities
of daily living, and sexuality. This tool has been utilized
to gauge treatment response in vulvar conditions and to
compare disease burden of various vulvar dermatoses.”®
Moving forward, integrating this tool into clinical studies
on vulvar skin disease holds promise for enhancing our
understanding and management of these conditions.

Vulvovaginal Lichen Planus
Vulvovaginal lichen planus is unique among several
prevalent vulvar inflammatory skin disorders encountered
by dermatologists—primarily due to its erosive form,
which can extend to the vagina, resulting in noninfectious
vaginitis and potential vaginal stenosis.”'” Managing VLP
poses a notable challenge, even when it is confined to the
vulva, as it often proves resistant to topical therapies."!
Evaluation for Vaginal Mucosal Disease—In contrast to
LS, which typically spares the vaginal mucosa, VLP can
involve mucosal sites.”'>!* Therefore, it is imperative that
all patients with a diagnosis of vulvar VLP undergo evalu-
ation for potential vaginal involvement through speculum
examination, wet mount, or vaginal biopsy. Strategies to
manage vaginal involvement include use of dilators and
pelvic floor physical therapy, lysis of adhesions (if pres-
ent), topical estrogen, and intravaginal corticosteroids—
all tailored to the severity of the disease.”!"!*
Management of VLP—Approximately 20% to 40%
of patients with VLP may require systemic therapy for
disease management, including those who are younger,
those of non-White ethnicity, and those presenting with
vulvar pruritus.!! Various systemic immunosuppressants
have been used for VLP, with a recent retrospective study
revealing similar response rates for both methotrexate
and mycophenolate mofetil in the treatment of VLP.”
Another retrospective study found hydroxychloroquine
to be safe and effective for VLP but noted a slow onset of
action, with approximately 70% responding at 9 months
following initiation of therapy.'®
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Recent attention has shifted to use of targeted
therapies for VLP. For instance, apremilast has shown
efficacy in a single-center, nonrandomized, open-label
pilot study.” Tildrakizumab, an IL-23 inhibitor, dem-
onstrated efficacy in a case series involving 24 patients
with VLP!® Moreover, recent case reports and series
have highlighted the potential of oral Janus kinase
(JAK) inhibitors, such as tofacitinib, in VLP treat-
ment."” Clinical trials are ongoing to evaluate the safety
and efficacy of topical ruxolitinib and deucravacitinib
(a tyrosine kinase 2 inhibitor) in VLP.**? Systemic
therapies for VLP currently are used off label, emphasiz-
ing the need for future randomized controlled trials to
ascertain the optimal therapies for patients affected by
erosive and nonerosive forms of this disease.

Plasma Cell Vulvitis

Plasma cell vulvitis is a chronic inflammatory disorder
with an unknown etiology that some consider to be a
variant of VLP.* Others have observed an overlap with
desquamative inﬂammatory vaginitis, categorizing PCV
as a hemorrhagic vestibulovaginitis.** Although its classi-
fication as a distinct entity remains under scrutiny, studies
indicate a predilection for the nonkeratinized or partially
keratinized vulva. A systematic review outlining common
clinical findings reported that the most common anatomic
sites included the vulvar vestibule, periurethral area, and
labia minora.”® Additionally, reports have emphasized the
association between PCV and other inflammatory vulvar
skin conditions, including LS.»

Clinical Variants of PCV—A retrospective review
proposed 2 clinical phenotypes for PCV: (1) primary
non-lichen-associated PCV and (2) secondary lichen-
associated PCV, which is linked to LS.** The primary
form is reported to be restricted to the vestibule, and the
authors considered this a vulvar counterpart of atrophic
vaginitis due to estrogen deficiency (now known as
postmenopausal genitourinary syndrome). The secondary
phenotype more commonly involved the vestibular and
extravestibular epithelium.*

Management of PCV—Recognizing PCV in the con-
text of LS may be important for identifying comorbid
conditions and guiding treatment. However,
evidence-based guidelines for PCV treatment are lack-
ing. Commonly reported treatment modalities include
clobetasol ointment 0.05% and tacrolimus ointment
0.1%.% Successful treatment with hydrocortisone sup-
positories alternating with estradiol vaginal cream was
reported in a recent case series.”’” Crisaborole also has
been reported as a treatment in 1 case of PCV.?® A recent
case report found abrocitinib to be effective for the treat-
ment of plasma cell balanitis in the setting of male genital
LS,? but there are limited data on the use of JAK inhibi-
tors for PCV. Further research is necessary to ascertain
the incidence, prevalence, clinical subtypes, and opti-
mal management strategies for PCV to effectively treat
patients with this condition.
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Vulvar LSC

Similar to extragenital LSC, the evaluation of vulvar LSC
should prioritize identification of underlying etiologies
that contribute to the itch-scratch cycle, which may
include psoriasis, atopic dermatitis, neurologic conditions,
and allergic or irritant contact dermatitis.***! Although
treatment strategies may vary based on underlying
conditions, we will concentrate on updates in manag-
ing vulvar LSC and pruritus associated with an atopic
diathesis or resulting from chronic contact dermatitis,
which is prevalent in vulvar skin areas. Finally, we high-
light some emerging vulvar allergens for consideration in
clinical practice.

Management of Vulvar LSC—The advent of targeted
therapies, including biologics and small-molecule inhibi-
tors, for atopic dermatitis and prurigo nodularis in
recent years presents potential options for treatment of
individuals with vulvar LSC. However, studies on the use
of these therapies specifically for vulvar LSC are limited,
necessitating thorough discussions with patients. Given
the debilitating nature of vulvar pruritus that may be
seen in vulvar LSC and the potential inadequacy of
topical steroids as monotherapy, systemic therapies
may serve as alternative options for patients with refrac-
tory disease.*

Dupilumab, a dual inhibitor of IL-4 and IL-13 signal-
ing, has shown rapid and sustained disease improvement
in patients with atopic dermatitis, prurigo nodularis, and
pruritus.** Although data on its role in managing vulvar
LSC are scarce, a recent case series reported improve-
ment of vulvar pruritus with dupilumab.®* Similarly,
tralokinumab, an IL-13 inhibitor approved by the US
Food and Drug Administration (FDA) for atopic der-
matitis, has shown efficacy in prurigo nodularis® and
may benefit patients with vulvar LSC, though studies
on cutaneous outcomes in those with genital involve-
ment specifically are lacking. Oral JAK inhibitors such
as upadacitinib and abrocitinib—both FDA approved for
atopic dermatitis—have demonstrated efficacy in treating
LSC and itch, potentially serving as management options
for vulvar LSC in cases resistant to topical steroids or in
which steroid atrophy or other steroid adverse effects may
preclude continued use of such agents.***” Finally, IL-31
inhibitors such as nemolizumab, which reduced the signs
and symptoms of prurigo nodularis in a recent phase 3
clinical trial, may hold utility in addressing vulvar LSC
and associated pruritus.®

The topical JAK inhibitor ruxolitinib, which is FDA
approved for atopic dermatitis and vitiligo, holds promise
for managing LSC on vulvar skin while mitigating the risk
for steroid-induced atrophy.* Additionally, nonsteroidal
topicals including roflumilast cream 0.3% and tapinarof
cream 1%, both FDA approved for psoriasis, are being
evaluated in studies for their safety and efficacy in atopic
dermatitis.***! These agents may have the potential to
improve signs and symptoms of vulvar LSC, but further
studies are necessary.
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Vulvar Allergens and LSC—When assessing patients
with vulvar LSC, it is crucial to recognize that aller-
gic contact dermatitis is a common primary vulvar
dermatosis but can coexist with other vulvar derma-
toses such as LS."** The vulvar skin’s susceptibly to
allergic contact dermatitis is attributed to factors such
as a higher ratio of antigen-presenting cells in the vul-
var skin, the nonkeratinized nature of certain sites, and
frequent contact with potential allergens.*>** Therefore,
incorporating patch testing into the diagnostic process
should be considered when evaluating patients with vul-
var skin conditions.*®

A systemic review identified multiple vulvar aller-
gens, including metals, topical medicaments, fragrances,
preservatives, cosmetic constituents, and rubber compo-
nents that led to contact dermatitis.** Moreover, a recent
analysis of topical preparations recommended by women
with LS on social media found a high prevalence of
known vulvar allergens in these agents, including botani-
cal extracts/spices.”” Personal-care wipes marketed for
vulvar care and hygiene are known to contain a variety of
allergens, with a recent study finding numerous allergens
in commercially available wipes including fragrances,
scented botanicals in the form of essences, oils, fruit
juices, and vitamin E.*® These findings underscore the
importance of considering potential allergens when car-
ing for patients with vulvar LSC and counseling patients
about the potential allergens in many commercially avail-
able products that may be recommended on social media
sites or by other sources.

Final Thoughts

Vulvar inflammatory dermatoses are becoming increas-
ingly recognized, and there is a need to develop more
effective diagnostic and treatment approaches. Recent
literature has shed light on some of the challenges in
the management of VLP, particularly its resistance to
topical therapies and the importance of assessing and
managing both cutaneous and vaginal involvement.
Efforts have been made to refine the classification of
PCV, with studies suggesting a variant that coexists with
LS. Although evidence for vulvar-specific treatment of
LSC is limited, the emergence of biologics and small-
molecule inhibitors that are FDA approved for atopic
dermatitis and prurigo nodularis offer promise for cer-
tain cases of vulvar LSC and vulvar pruritus. Moreover,
recent developments in steroid-sparing topical agents
warrant further investigation for their potential efficacy
in treating vulvar LSC and possibly other vulvar inflam-
matory conditions in the future.
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