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Dear Editor:

Idiopathic pulmonary fibrosis (IPF) is a chronic, pro-
gressive, and fatal lung disease with inevitable loss of lung
function. Pirfenidone (5-methyl-1-phenyl-2-[1H]-pyridone)
is a novel synthetic molecule used for the treatment of
IPF'. It inhibits the activity of inflammatory cytokines such
as tumor necrosis factor- ¢, interleukin (IL)-1, and increases
the production of anti-inflammatory cytokine IL-10".
Although pirfenidone is a promising drug for the treatment
of IPF, adverse effects such as rashes and photosensitivity
often occur'.

A 65-year-old man was referred to our dermatology de-
partment (Fig. 1) with scaly erythema of the face, hands,
and forearms. He had been diagnosed with IPF in our pul-
monology department seven months prior. One month af-
ter he was diagnosed, he was placed on pirfenidone
(Pirespa®; Ildong Pharmaceutical Co., Seoul, Korea), with
a gradual increase in dose until 1,200 mg/day was
reached. He showed good tolerance for 4 months. The pa-
tient usually was outside for no more than 2 hours and al-
ways used sunscreen. However, two weeks before con-
sultation, he had an unusually long sun exposure for more
than 4 hours without using sunscreen. Two days after ex-
posure, he noticed pruritus and erythema on his face and
hands. A photosensitivity test for ultraviolet A (UV-A; op-
erative wavelength of 320 ~400 nm), ultraviolet B (UV-B;
290~ 320 nm), and visible light rays was performed, and
showed a markedly decreased minimum erythema dose

(MED) of 28 m)/cm? with UV-B, and a positive response to
UV-A, with a MED of 2 J/cm®. The patient discontinued
pirfenidone and was started on oral cyclosporine 100
mg/day and oral hydroxychloroquine 400 mg/day. This
treatment led to slow but complete resolution of the skin
lesions within 6 weeks. Six weeks after the discontinua-
tion of pirfenidone, irradiation with 15 J/cm® UV-A in-
duced no erythema and UV-B MED remained at 28
mJj/cm? (Fig. 2). We advised the patient and pulmonologist
to restart pirfenidone to avoid a setback in IPF. The patient
restarted pirfenidone at a lower dose. He again slowly in-
creased the dose and showed good tolerance without any
recurrence for 2 months. We received the patient’s con-
sent form about publishing all photographic materials.

Pirfenidone is a newly developed antifibrotic synthetic
molecule for the treatment of IPF'. Photosensitivity is an
adverse effect of oral pirfenidone, with a frequency of
about 50%°. The exact mechanism of pirfenidone-induced
photosensitivity remains unclear. Seto et al.’ suggested
that high doses of oral pirfenidone could cause phototoxic
skin responses through a photoirritation pathway medi-
ated by reactive oxygen species (ROS). Absorption of UV
could result in skin lesions due to generation of ROS”.

In our case, the fact that the discontinuation of pirfenidone
improved hypersensitivity to UV-A supported the diag-
nosis of pirfenidone-induced phototoxicity rather than
photoallergy or photosensitive autoimmune disease™”.
However, because MED of UV-B remained at a reduced
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state, it is possible that other photosensitivity disorders
may have been initiated by UV-B. The patient requires pe-
riodic evaluation of skin lesions.

In conclusion, we believe this is the first report of pirfeni-
done-induced photosensitivity in Korea. Clinicians should
be aware of the potential phototoxic effects of oral
pirfenidone. Patients on pirfenidone should be advised to

Fig. 1. Multiple erythematous scaly
patches and plaques on the anterior
neck (A) and both forearms (B, C).
Six weeks after the discontinuation
of pirfenidone, multiple well dema-
rcated hyperpigmented macules on
the anterior neck (D) and both
forearms (E, F).

avoid exposure to sunlight and should use photoprotective
clothing and sunscreens.
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Fig. 2. A photosensitivity test showed a markedly decreased minimum erythema dose (MED) of 2 J/cm® with ultraviolet A (UV-A)
(A) and 28 mj/cm’ with ultraviolet B (UV-B) (B). Six weeks after the discontinuation of pirfenidone, irradiation with 15 J/cm® of UV-A
induced no erythema (C) and UV-B MED remained at 28 m)/cm’ (D).

assessments on pirfenidone: photochemical, photobiological,
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