
Corresponding author:
Efstathios Rallis

11 Pafsaniou Street

Athens, Greece

E-mail: efrall@otenet.gr

Keywords:
bullous lichen planus, lichen planus,
lichen planus pemphigoides, review

J Dermatol Case Rep 2017 1, pp 1-4

Abstract
Bullous lichen planus is a rare variant of lichen planus. It is characterized by ve-
sicles or bullae, which usually develop in the context of pre-existing LP lesions. It
is often misdiagnosed and should be differentiated from other subepidermal bul-
lous diseases especially lichen planus pemphigoides. The diagnosis is based on
clinical suspicion and is confirmed by histopathology and immunofluoresence.
The clinical features of bullous lichen planus include typical lichen planus lesions,
accompanied by the formation of bullae on the affected or perilesional skin. This
is evident on histology, with alteration of the dermo-epidermal junction and in-
trabasal bullae as a consequence of extensive inflammation. The histologic featu-
res in conjunction with the negative immunofluoresence indicate that bullous li-
chen planus is a form of "hyper-reactive lichen planus" rather than a distinct en-
tity. There is no standard treatment of bullous lichen planus. Topical and systemic
corticosteroids, dapsone and acitretin have been described as effective choices.
(J Dermatol Case Rep. 2017; 11(1): 1-4)

Bullous lichen planus – a review

Angeliki Liakopoulou1, Efstathios Rallis2

1. Department of Dermatology, Princess Alexandra Hospital, Harlow, U.K.;
2. Department of Dermatology, Army General Hospital, Athens, Greece.

Introduction
Lichen planus (LP) is a common, inflammatory disorder

that affects the skin, nails, hair, and mucous membranes. It
is the prototype of lichenoid eruptions, a term used to de-
scribe flat-topped papular LP-like eruptions or histopatholo-
gically liquefaction of basal cells and presence of band-like
inflammatory cell infiltrate at the papillary dermis.1

The concomitant formation of blisters is rare and can be
the effect of severe liquefactive degeneration of cells forming
the basal layer (i.e. extensive inflammation). This form is cal-
led bullous lichen planus (BLP). In cases where the blisters
form because of circulating autoantibodies the disease is
called lichen planus pemphigoides (LPP).

BLP is an uncommon variant of LP, clinically characterized
by vesicular and/or bullous lesions develop on pre-existing
LP lesions or on perilesional skin. Literature is relatively po-
or regarding data about BLP.

Epidemiology
The exact prevalence of BLP remains unknown. The dise-

ase is usually sporadic. However, familial cases of BLP have
also been described in literature.2

Familial BLP has an earlier onset and more prolonged
course compared to non-familial BLP. It tends to affect the
same areas as non-familial BLP, mainly lower and upper
extremities, trunk and mucosa but it is more frequently as-
sociated with nail involvement.3

The role of hereditary factors in the development of BLP
warrants further investigations and may reveal further
aspects of its etiology.

Pathogenesis
BLP, as a subtype of LP is considered an immunologically

mediated disorder. The initial trigger seems to be the
expression of keratinocyte basal antigen.4 Then, T-cells mi-
grate to the epithelium either by random encounter of the
keratinocyte basal antigen during routine surveillance or by
a cytokine-mediated process. Accordingly, there is extensi-
ve lymphocytic infiltrate consisting mainly by CD4+ and
CD8+ T-cells.5 The activation of CD8+ cells plays a pivotal
role to the disease process. This is achieved either directly
by an antigen binding to the MHC class I on lesional kerati-
nocytes or through activation from CD4+ cells.

Furthermore, in LP lesions there are increased numbers of
CD4+ and Langerhans cells.5,6 CD4+ cells are activated by
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antigens associated with MHC class II molecules which are
present in Langerhans cells and keratinocytes. Subsequen-
tly, CD4+ T-cells activate CD8+ cells through receptor in-
teraction and by the concurrent action of IL-2 and IFN-γ.7

IFN-γ in turn, induces the production of TNF-α from kera-
tinocytes as well as an increase in class II MHC, resulting in
increased interaction with helper T-cells. Furthermore, it in-
duces the production of VCAM-1 and ICAM-1 by keratino-
cytes and dendritic/Langerhans cells, which facilitates lym-
phocyte adhesion to keratinocytes and results in keratino-
cyte apoptosis.8

Multiple mechanisms have been suggested to explain this
apoptotic process: 1. Expression of Fas-ligand on T-cell sur-
face which binds to FAS on keratinocytes. 2. TNF-α secre-
tion by T cells which binds to TNF-α receptor on keratino-
cytes. 3. Release of cytotoxic molecules like perforin and
granzymes B that work together to trigger cell lysis.7,9

Clinical manifestations and asso-
ciations with systemic diseases

LP has a very characteristic, almost pathognomonic clini-
cal image consisting of flat-topped, polygonal, and erythe-
matous or violaceous papules with scaly surface. It may af-
fect many parts of the body, with a predilection for flexor
surfaces of wrists and forearms, dorsal hands, shins and ge-
nital area.

BLP commonly appears on the oral mucosa and the legs
(Fig. 1) with blisters developing near or on pre-existing LP
lesions.

BLP of the nails has also been described in literature.10 It
may present as hemorrhagic crusting, resulting in complete
loss of the nail plate and eventually nail atrophy.

An association between nail involvement in BLP and ulce-
rative lesions on the feet has been established with common
involvement of the oral mucosa and cicatricial alopecia.11,12

In this case, skin grafting of the ulcerated surfaces has been
successfully used.

On the other hand, there is a report of BLP developing in
the skin graft donor site of a psoriatic patient.13
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Figure 1
Bullae located on violaceus papules on the legs.

Figure 2
Histopathology from a lichen planus lesion with hyperkeratosis,
hypergranulosis and sawtooth-like acanthosis (H&E, ×40).

Whereas there are well established associations between
LPP and systemic diseases or medications, only a few case
reports have been described for BLP.

A case of BLP has been reported to develop after intrave-
nous pyelography and the authors suggested a hypersensi-
tivity reaction to the radiocontrast media as the underlying
mechanism.14

A report of BLP developing in a patient with systemic scle-
rosis suggests that immunological features of systemic scle-
rosis may favor the deposition of immunoglobulin at the
dermo-epidermal junction.15

Development of BLP has also been described in associa-
tion with scabies in a child16 as well as with hepatitis B vac-
cine, with concurrent involvement of the nails.17

Differential diagnosis
BLP should be distinguished from LPP. LPP is considered

by some investigators as a combination between LP and bul-
lous pemphigoid (BP).18 It has been described in adults as
well as in children.

In LPP, large tense blisters and/or bullae form de novo on
previously intact skin or on pre-existing LP lesions with acu-
te onset and often generalized appearance. Occasionally in
LPP bullae may develop only on LP lesions without involve-
ment of the perilesional skin, making difficult the clinical dif-
ferentiation between LPP and BLP.

The possibility of drug- induced BLP or LP should be tho-
roughly investigated and excluded in all BLP cases.19

Histology
Early in the disease process, the increased number of epi-

dermal Langerhans cells leads to a superficial perivascular
infiltrate on the dermo-epidermal junction. The characteri-
stic histopathological features of LP consist of hyperkerato-
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sis, increased granular cell layer, acanthosis with a so-called
"sawtooth" appearance, liquefaction of basal cell layer and
presence of band-like inflammatory cell infiltrate at the der-
mo-epidermal junction (Fig. 2).

Apoptotic or dyskeratotic keratinocytes, known as Colloid
or Civatte bodies can be found at the lower dermis and su-
perficial epidermis.20 Vacuolar degeneration of the basal
layer is typical and results in separated spaces between the
epidermis and the dermis, known as "Max-Joseph spaces".21

Often there is presence of pigment incontinence with nu-
merous dermal macrophages.

In BLP there is an extensive inflammatory infiltrate, with
formation of large Max-Joseph spaces that alters the dermo-
epidermal junction and causes liquefactive eruption of the
basal layer cells especially in longstanding lesions but also
in normal looking perilesional skin. As a consequence, there
is formation of tense bullae or vesiculobullous lesions that
are intrabasal due to separation of basal layer cells from the
underlying basal membrane. In such cases the rest histolo-
gical findings are typical of LP.

In direct immunofluoresence there is globular IgM depo-
sition and occasionally IgG and IgA that corresponds to
apoptotic epidermal cells or else Colloid Bodies at the lower
epidermis with fibrin deposition at the dermoepidermal
junction.

Histology is crucial for differentiating BLP from LPP. In LPP
there is formation of sub-epidermal bullae without histolo-
gic evidence of LP or occasionally with findings resembling
LP.22 Direct immunofluoresence shows linear deposition of
IgG and C3 along the dermoepidermal junction.23,24 Immu-
no-electron microscopic studies show this deposition to be
localized at the base of the bulla, in contrast to BLP where it
appears to be on its roof.25

As in bullous pemphigoid (BP), there are circulating IgG
autoantibodies against 180kDa BP antigen and specifically
against its major extracellular non-collagenic part. No anti-
bodies have been detected against 230kDa BP antigen, col-
lagen type VII or laminin 7.26

The etiology of BLP remains obscure. It has been sugge-
sted that the destruction of the basal cell layer from the
extensive lymphocytic infiltrate uncovers hidden epidermal
antigens that promote the production of autoantibodies with
the consequent formation of bullae.18

Treatment
There is no established treatment of choice and no clear-

ly effective treatment for BLP. Considering that BLP is a hy-
per-reactive form of LP, topical potent corticosteroids have
been used empirically.27

Oral betamethasone minipulse therapy has been descri-
bed to be effective for moderate to severe oral BLP.28,29 Sys-
temic corticosteroids are considered second line treatments
for lichen planus and are reserved for severe cases refracto-
ry to local treatments.30

Dapsone has also been proved to be efficacious, especial-
ly in pediatric BLP.31,32 A case of resistant hypertrophic BLP
responded to treatment with mycophenolatemofetil.33

Topical application of tretinoin 0.025% in combination with
triamcinolone 0.1% has also been used successfully for tre-
ating lichen planus with bullous manifestation on the lip.34

Antimalarial drugs have been indicated as a possible treat-
ment option.35 Recently, we described the first case of BLP
treated successfully with acitretin monotherapy.36

Further studies and case series with larger number of pa-
tients would significantly contribute to the establishment of
a treatment standard and guidelines.

Conclusion
BLP represents a rare form of LP characterized by the de-

velopment of bullae on LP lesions. The formation of bullae
results from extensive inflammation leading to exaggerated
epidermal damage. There are not established treatment
strategies for BLP. Topical potent steroids are commonly
used. Other treatment options based on random observa-
tions and single cases include oral steroids, dapsone, myco-
phenolate mofetil and acitretin.
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