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P irfenidone is an antifibrotic 
approved for the treatment of 
idiopathic pulmonary fibrosis in 

the United States in 2014.1 The most 
common adverse effects (AEs) reported 
with pirfenidone are gastrointestinal 
issues and rash. Side effects such as 
fatigue, rash, and nausea reportedly 
lead to discontinuation in less 
than 10% of subjects.1 However, 
athazagoraphobia, a rare condition 
characterized by irrational fear of 
forgetting things, is not a reported side 
effect of this drug. We discuss a case of 
unusual association of pirfenidone and 
athazagoraphobia leading to its 
discontinuation in a patient with 
idiopathic pulmonary fibrosis. 

Case Report 
A 65-year-old retired man from an 

upper–middle-class socioeconomic 
background presented to the 
outpatient psychiatry department with 
the following primary concerns: 
repetitive thoughts and distress 
about forgetting things, restlessness, 
dysphoria, and disturbed sleep for 
15 days. He had a history of 
interstitial lung disease for 1.5 years 
and was undergoing treatment with 
the pulmonology department. Three 
weeks ago, he had been started on 
pirfenidone 400 mg 3 times/d 
(1,200 mg/d). Within 7 days of 
initiation, he started to feel 
restlessness and fear of forgetting, 
leading to insomnia. Subsequently, a 
dose reduction was suggested (200 mg 
3 times/d [600 mg/d]). The patient 
reported partial improvement in 
restlessness and dysphoria with dose 
reduction but minimal improvements 
in repetitive thoughts about forgetting 
things, which led to the referral to the 
psychiatry department. 

On mental status examination, the 
patient appeared to have a tensed 
manner of relating, but motor behavior 
and speech were normal. His affect was 
dysphoric, but thought stream, form, 
and possession were normal. He 
reported ruminations and worry about 
forgetting things, with intact judgment 
and good insight. Bedside cognitive 
functions were normal, with a 
Montreal Cognitive Assessment 
(MOCA, Hindi version)2 score of 26/30, 
indicating minimal impairment. 

The offending drug was 
discontinued, citing restlessness and 
a short-acting pharmacologic profile, 
and the patient was started on tablet 
etizolam (0.25 mg/d) at bedtime for 
the first week. Given partial response, 
etizolam was increased to 0.75 mg/d in 
divided dosage, leading to improvement 
in restlessness, fear of forgetting, and 
insomnia symptoms within the next 
2 weeks. The modified Naranjo Adverse 
Drug Reaction Probability Scale score3 

was 7, indicating high probability of 
the symptoms due to the drug (Table 1). 

Finally, drug-related AEs was 
considered as the possible diagnosis. 

Discussion 
Our case indicates that pirfenidone is 

associated with short-term 
athazagoraphobia along with acute 
insomnia. Causality is suggested as 
highly probable as per the patient’s 
Naranjo score. A recent review of 
pirfenidone and related AEs suggested 
the median time to develop AEs 
ranges from 2 weeks to 3 months.1 

Interestingly, in the present case, the 
psychological symptoms presented 
within 7 days. Generally, fear of 
forgetting4 in the elderly is considered a 
harbinger of ensuing neurocognitive 
disorders, but the cognitive screening 
via the MOCA was negative. The 
distress, fear, and ruminations led 
to the drug discontinuation. Drug 
discontinuation and intake of a short- 
acting anxiolytic (etizolam) were 
initiated together. Though etizolam 
might settle dysphoria and insomnia 
given its GABAergic properties, this 

Table 1. 
Description of Criteria (modified) and Scoring of the Naranjo 
Adverse Drug Reaction Probability Scalea 

Criteria Score 
1. Was the adverse event noted? +1 
2. Did the adverse event appear after the suspected drug was administered? +2 
3. Did the adverse event improve when the drug was discontinued or a specific 

antagonist was administered? 
+1 

4. Did the adverse event reappear upon readministration of the drug? 0 
5. Are there alternative causes (other than the drug) that could have caused the 

reaction? 
+1 

6. Did the drug level rise significantly (in the case of a drug with known toxicity)? 0 
7. Was the adverse event previously reported? 0 
8. Is there a temporal relationship between the drug administration and the 

adverse event? 
+1 

9. Did the patient have a similar reaction to the drug in the past? 0 
10. Is there a known pharmacologic explanation for the adverse event? +1 

aCriteria modified from the Naranjo scale.3 
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would not explain the attenuation of 
rumination and repeated fear of 
forgetting. Interestingly, antifibrotic 
properties are due to pirfenidone 
modulation of cytokines and growth 
factors (eg, transforming growth factor 
β1 and b-fibroblast growth factor). 
Moreover, these growth factors and 
cytokines are involved in psychiatric 
disorders like depression.5 

We conclude that patients taking 
pirfenidone should be screened for 
psychiatric sequelae, as this could impact 
compliance rates. These AE clinical 
profiles can aid in investigating the 
neuro-immunological basis of interstitial 
lung disease and anxiety disorders. 
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