Letters to the Editor

Pirfenidone induced phototoxic fibrosis. It reduces fibroblast proliferation, inhibits
. . transforming growth factor-p stimulated collagen
reaction in an elderly man production and reduces the production of fibrogenic
mediators. Although photosensitivity and rash are

Sir, reported side effects in clinical trials, we were able to

Pirfenidone is an antifibrotic and anti-inflammatory  find only a few previously published reports of this
agent used in the treatment of idiopathic pulmonary  adverse effect.!"
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A 70-year-old man presented with burning sensation
and a rash for 20 days. He had intense erythema with
desquamation involving the face, scalp [Figure 1],
V area of the chest, shoulder area and upper
back [Figure 2] extending to the dorsum of the hands
along with involvement of the dorsa of feet upto the
ankles. Fissuring was noted over the preauricular area.
Characteristic sparing of the periorbital area (patient
was using spectacles) and vest covered area was noted.
Hair, nail, and mucosae were normal. Skin biopsy was
not undertaken.

He had interstitial lung disease and was on treatment
with bronchodilators (formetrol, once a day),
mucolytics (N-acetylcysteine, 2 teaspoons thrice a
day), and pirfenidone for the last 6 months. He had
been started on 600 mg/day of pirfenidone 5 months
back and the dose was gradually increased to
1200 mg/day. Ten days after escalation of the dose,
the patient developed the rash suggesting a dose
dependency of the phototoxic reaction. He was
managed with oral prednisolone 0.75 mg/kg body
weight in a tapering dose along with antihistamines,
topical corticosteroids, broad spectrum sunscreens
and strict photoprotection.

A diagnosis of drug-induced phototoxic reaction with
pirfenidone was made based on clinical examination
and history. The differential diagnosis of allergic
contact dermatitis, irritant contact dermatitis, and
subacute cutaneous lupus erythematosis were
excluded on clinical grounds.

Costabel et al. stated that the cutaneous adverse effects
of pirfenidone include phototoxic burn-like skin

Figure 1: Erythema and scaling involving face, neck, shoulder
sparing vest covered area, and periorbital region

rash on the sun exposed body areas.” Skin related
photosensitivity reactions were observed in 12.2%
and rash was noted in 32.2% of pirfenidone treated
patients as reported in the CAPACITY studies.” Our
patient can be categorized as Grade 3 (erythema with
desquamation) which was reported in 0.2% of the
drug cohort in the CAPACITY studies. Photosensitivity
and rash led to the discontinuation of therapy in
approximately 1% of the patient.?

The mechanism of pirfenidone-induced
photosensitivity is likely to be phototoxic and is
related to the drug’s ability to absorb ultraviolet A and
ultraviolet B. Absorption of ultraviolet light in the skin
tissue could result in skin lesions due to generation
of reactive oxygen species and lipid peroxidation.!
Animal studies have shown the use of sunscreens with
higher sun protection factor significantly reduce the
severity of skin reactions.®

The standard approach for preventing and managing
skin-related adverse effects include avoiding direct
sun exposure, use of broad spectrum sunscreens,
physical protection, and avoiding other phototoxic
drugs. Costabel et al. have expanded the above
guidelines by suggesting behavioral avoidance of
indirect sunlight as well as intense artificial light
sources, wearing of thick woven cloth and broad
brimmed hats and avoiding sun exposure for a few
hours following the intake of pirfenidone. The
management of the rash includes reduction of the
drug dose and discontinuation of the drug in case
of persistence of rash for more than 15 days. Slow
re-introduction of the drug can be attempted once
the symptoms have resolved.

Figure 2: Intense erythema involving upper back, nape of neck,
and shoulders sparing the vest covered region
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Aspirfenidoneisalsoassociated with gastrointestinal
and neurological side effects, these also need to be
carefully monitored. Dose reduction can lessen the
gastrointestinal and dermatological side effects.!!
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