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Idiopathic pulmonary fibrosis (IPF) is a chronic, progressive, and lethal lung disease
characterized by progressive dyspnea and irreversible loss of lung function. Pirfenidone
is a novel anti-fibrotic and anti-inflammatory drug, which reduces deterioration in the
lung function and prolongs progression-free survival in patients with IPF. However, it
has adverse effects including gastrointestinal symptoms, hepatic dysfunction or skin
photosensitivity, and rash. Lichenoid drug eruption (LDE) refers to lichen planus-
like drug eruption usually presenting symmetric eczematous plaques with a purple
hue. To date, numerous cases of LDE due to various drugs and pirfenidone-associated
photosensitivity have been reported. However, a case of pirfenidone-induced LDE has
been very rarely reported to our knowledge. Herein, is a case of pirfenidone-induced
LDE so that clinicians can be aware of the possibility of LDE when using pirfenidone.
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INTRODUCTION

IPF is a chronic, progressive, and lethal lung disease with
a five-year survival rate of approximately 20%". It is ac-
companied by progressive dyspnea and irreversible fibrotic
change and loss of function in lung’. Pirfenidone (5-meth-
yl-1-phenyl-2-[1H]-pyridone) is a novel anti-fibrotic and
anti-inflammatory drug, which reduces deterioration in
the lung function and prolongs progression-free survival in
patients with IPF. Known adverse effects include gastroin-
testinal symptoms, hepatic dysfunction or skin photosensi-

tivity, and rash’.

CASE REPORT

An age 70 male presented with asymptomatic, multiple,
variable-sized, erythematous to brownish scaly plaques on
the face, neck, and both arms and hands, which were the
sun-exposed area, for two months (Fig. 1A~F). He had a

history of idiopathic pulmonary fibrosis (IPF) diagnosed
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three years ago, and started taking pirfenidone five months
ago with gradual dose increasing from 600 mg/day to 1,800
mg/day. No adverse effect was reported for the first three
months. Punch biopsy specimens from the face and right
hand revealed hyperkeratosis and lichenoid infiltration in
dermoepidermal junction (Fig. 2). Based on clinical and
histopathological aspects, he was finally diagnosed with
lichenoid drug eruption (LDE) on photo-distribution due
to pirfenidone which was directly discontinued. For treat-
ment, topical diflucortolone 0.3% ointment, tacrolimus
0.3% ointment, and prednicarbate 0.25% solution were
prescribed, a month after which the lesions improved, leav-
ing postinflammatory hyperpigmentation. After a total of
two months of treatment, the lesions improved and no new
lesion developed. Pirfenidone treatment was resumed with
dosage starting at 600 mg/day gradually being increased up
to 1,200 mg/day, which was lower than previous dose. As a
result of the combination of strict ultraviolet (UV) protec-
tion, no evidence of recurrence has been observed during 6
months of follow-up.
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Pirfenidone-Induced Lichenoid Drug Eruption

DISCUSSION

LDE refers to lichen planus (LP)-like drug eruption usually
presenting symmetric eczematous plaques with a purple hue
on large areas of the trunk. The lesions of LDE often indistin-
guishable clinically and histopathologically from LP. In LDE,
however, mucous membranes and nails are not involved and
Wickham’s striae on skin lesions are rare. Histologically, focal
parakeratosis, focal interruption of the granular layer, cytoid

bodies in the cornified and granular layers, the presence of eo-

sinophils and plasma cells in the inflammatory infiltrate, and

an infiltrate around the deep vessels favor a diagnosis of LDE".

In our case, skin lesions of the patient at first were suspi-
cious of LP or LDE. The biopsied specimen showed hyper-
keratosis and lichenoid infiltration, which can be observed in
LP and LDE. Clinically, mucosal involvement and Wickham’s
striae were absent, and lesions showed photodistributed pre-
sentation on the face, neck, and both arms and hands. West
et al.” found that typical histological features of LDE often are
observed in nonphotodistributed LDE, and seldom present
in photodistributed eruptions. Thus, a biopsy specimen that
shows less likely the classic features of LDE should not be used

Fig. 1. (A~F) Multiple erythematous to brownish scaly patches and plaques on the face, neck, and both arms and hands (arrows). (G, H)

Higher magnification view showing the absence of Wickham'’s striae.

Fig. 2. (A) Histopathologic examina-
tion revealed hyperkeratosis, focal
parakeratosis and necrotic keratino-
cytes in the epidermis with lichenoid
infiltration in dermoepidermal junc-
tion (H&E, x40). (B) Infiltrated cells
dominantly consisting of lymphohis-
tiocytes and melanin incontinence
(H&E, x200).
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as evidence against a drug eruption, especially if the lesions
are photodistributed™.

The pathomechanism of photo-distributed LDE is un-
known, but it is assumed to be due to drug’s ability to absorb
UVA and UVB. UV light absorbed from skin tissue can gen-
erate reactive oxygen species and lipid peroxidation, causing
skin lesions’.

Since anti-fibrotic treatment is directly linked to the mor-
tality in IPF patients, in the event of such an adverse effect, it
would be reasonable to continue pirfenidone by combining
preventive measures rather than discontinuing the drug. Gai-
kwad and Mukherjee® presented the standard approach for
preventing these adverse effects, which includes avoiding di-
rect sun exposure, use of broad spectrum sunscreens, physical
protection, and avoiding other phototoxic drugs. The manage-
ment of the skin lesions includes reducing the drug dose, or
discontinuation of the drug if rash lasts longer than 15 days.
Once the symptoms have resolved, the gradual re-introduc-
tion of the drug can be attempted®. In our case, despite resum-
ing pirfenidone, no evidence of recurrence has been observed
during 6 months of follow-up, as a result of the combination of
avoiding sun exposure as possible and use of broad spectrum
sunscreens.

To date, numerous cases of LDE due to various drugs
and pirfenidone-associated photosensitivity have been re-

d1,3,6,9,10

porte . However, to our knowledge, only a case of pir-

fenidone-induced LDE has been reported'. Herein, we report
a case of pirfenidone-induced LDE so that clinicians can be
aware of the possibility of LDE when using pirfenidone. We
received the patient’s consent form about publishing all photo-

graphic materials.
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