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Abstract 

Hypertrophic lichen planus (HLP) may not have the typical histological findings of lichen planus 

and often mimics squamous cell carcinoma (SCC). Distinguishing between the two can pose a 

diagnostic challenge. Here, we present a case of eruptive HLP mimicking SCC in the context of 

programmed cell death ligand 1 (PD-L1) immune checkpoint inhibition. A 73-year-old woman 

recently treated with durvalumab, an anti-PD-L1 antibody, presented to our clinic with diffuse 

hyperkeratotic papules and plaques previously thought to be eruptive SCC. The lesions did not 

respond to topical fluorouracil and continued to appear despite discontinuation of immuno-

therapy. Further histological analysis revealed intraepidermal epithelial proliferation with li-

chenoid inflammation. Subsequent treatment with topical corticosteroids significantly im-

proved the size and number of lesions. The diagnosis of HLP was made based on histological 

features and response to topical steroids in the context of recent immunotherapy. This case 

reveals HLP as a potential adverse effect of PD-L1 inhibition and highlights the need for addi-

tional diagnostic assessment in patients presenting with eruptive hyperkeratotic lesions, espe-

cially on the lower extremities. © 2020 The Author(s) 
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Introduction 

Hypertrophic lichen planus (HLP) is a T cell-mediated reactive inflammatory disease 
whose precise etiology is unknown. HLP is a clinically distinct variant of lichen planus, and 
often does not share typical histological findings [1]. Most patients with HLP present with nu-
merous hyperkeratotic pruritic papules and plaques, commonly on the lower extremities. The 
hyperkeratosis and scale frequently seen with HLP lesions may clinically resemble squamous 
cell carcinoma (SCC). The clinical context including lesion symptomatology, recent chemo-
therapy or immunotherapy use, as well as response to topical corticosteroids may be helpful 
in distinguishing between the two entities. A delay in diagnosis and treatment of severe erup-
tions may lead to discontinuation or postponement of immunotherapy. This case highlights 
that HLP should be considered as a diagnosis in patients with recent history of immune check-
point inhibition who present with hyperkeratotic papules and plaques. 

Case Report 

A 73-year-old woman presented to us with a 6-month history of numerous scaly, papular 
lesions on bilateral legs, forearms, and chest. One year prior, she was diagnosed with stage 
IIIA lung adenocarcinoma for which she received chemotherapy and 6 months of maintenance 
therapy with durvalumab, an anti-programmed cell death ligand 1 (PD-L1) monoclonal anti-
body. The patient noticed the lesions 2 months after initiation of durvalumab therapy and 
continued to notice new lesions after durvalumab was discontinued. She was first seen at an 
outside institution and diagnosed with SCC following biopsy of a left leg lesion. She decided 
not to proceed with the recommended surgical excision and was referred to our institution. 
Initial presentation to our clinic revealed 3- to 12-mm hyperkeratotic, erythematous papules 
and plaques distributed over bilateral legs, anterior thighs, forearms, and chest (Fig. 1a, c). 

Histopathologic examination of a lesion on the left leg showed an endophytic well-differ-
entiated squamoproliferative lesion with complex architecture and lichenoid inflammation 
extending to the biopsy edges (Fig. 1b). Reactive squamous dysplasia and SCC were consid-
ered as diagnostic possibilities. Subsequent biopsy of a lesion on the right thigh demonstrated 
intraepidermal epithelial proliferation with glassy cytoplasm and lichenoid inflammation ex-
tending to the tissue edge (Fig. 1d). The lesion lacked the degree of endophytic growth ex-
pected of SCC. Lack of definitive diagnostic criteria prompted a 4-week trial of daily topical 
fluorouracil to the right leg, which offered no improvement in lesion size or number. 

A reactive immune process related to PD-L1 blockade was then considered. The patient 
had continued development of new lesions despite durvalumab cessation, consistent with re-
ports of lichenoid drug eruptions associated with PD-1 inhibitor immunotherapy [2, 3]. Thus, 
a 3-week course of clobetasol 0.05% to bilateral lower extremities was trialed and signifi-
cantly reduced the size and number of lesions. Based on clinicopathologic correlation, a diag-
nosis of HLP was made. 

Discussion 

Durvalumab is a human monoclonal antibody that blocks PD-L1 on tumor cells, prevent-
ing T-cell inactivation and allowing for increased cytotoxic response. It is effective for the 
treatment of unresectable stage III non-small cell lung cancer after chemoradiotherapy [4]. 
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However, potentiating the immune response to cancer also allows for the emergence of 
unique autoimmune toxicities. Rash, vitiligo, pruritus, and autoimmune exacerbation are 
among the most common dermatologic immune-related adverse effects (irAEs) reported with 
anti-PD-L1 therapy. Most low-grade dermatologic irAEs are successfully treated with topical 
corticosteroids or oral antihistamines, but higher-grade irAEs may require high-dose cortico-
steroids or cessation of immunotherapy. Histologic examination of rash associated with im-
mune checkpoint inhibitors often shows lichenoid dermatitis, and cases of eruptive HLP in the 
context of anti-programmed cell death protein 1 (PD-1) inhibitors, pembrolizumab and 
nivolumab, have been reported [2, 3, 5]. However, the development of eruptive HLP in the 
context of anti-PD-L1 therapy, such as durvalumab, is not well described. Interestingly, there 
are multiple reports highlighting the development of oral lichenoid eruptions in association 
with PD-L1 blockade [6]; however, to our knowledge, there are no reported cases of eruptive 
cutaneous HLP in the context of PD-L1 blockade. 

HLP may masquerade as SCC and complicate diagnosis, particularly when few lesions are 
present. Histological findings of HLP often mimic SCC [7, 8]. Examination of HLP may demon-
strate irregular acanthosis, horn cyst formation, and moderate dyskeratosis, making it difficult 
to distinguish from SCC [1]. Additionally, typical histological manifestations of lichen planus 
may not be present in HLP, such as hypergranulosis and basal cell vacuolar degeneration [9]. 
As seen in our case, the diagnosis of SCC should be carefully reconsidered when multiple hy-
perkeratotic lesions occur in a short period of time in a patient with recent immunotherapy 
use. Furthermore, immune checkpoint inhibitors are not typically associated with the devel-
opment of SCC and even represent a therapeutic option for advanced disease [10]. Thus, the 
initial diagnosis of multiple eruptive cutaneous SCC in this case was in conflict with the history 
of recent PD-L1 blockade. Based on this context, histologic findings, and positive response to 
topical steroid treatment, a diagnosis of HLP was favored. 

This case highlights that patients presenting with hyperkeratotic lesions or squamous 
dysplasia in the context of anti-PD-L1 therapy should be considered for additional diagnostic 
assessment. The importance of distinguishing HLP from SCC is imperative in avoiding unnec-
essary surgery and providing prompt and effective treatment. Additionally, early recognition 
and management of HLP may prevent discontinuation of immunotherapy, a potentially life-
prolonging treatment for patients with advanced malignancies. 
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Fig. 1. a Hyperkeratotic lesions on the left lower leg. b Shave biopsy of lesion on the left lower leg. Hema-

toxylin-eosin. ×10. c Lesion on the right anterior thigh. d Shave biopsy of lesion on the right thigh. Hema-

toxylin-eosin. ×10. 
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