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A Case of Pulmonary Adenocarcinoma with Repeated Corneal Epithelial
Disorder and Herpes Simplex due to Epidermal Growth Factor
Receptor Tyrosine Kinase Inhibitors
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ABSTRACT —— Background. Drug-induced lung injury, skin rashes, and diarrhea are known adverse effects of
epidermal growth factor receptor tyrosine kinase inhibitors (EGFR-TKIs). Corneal epithelial disorder and herpes
simplex are rarely encountered in association with EGFR-TKIs. Case. A 69-year-old woman was admitted to our
hospital for further evaluation of an abnormal shadow on chest radiography. Chest computed tomography (CT)
showed a nodule on the right S8. Adenocarcinoma with the EGFR L858R mutation was diagnosed via transbron-
chial lung biopsy. We made a diagnosis of cT1bNOM1b stage IV with brain metastasis and administered erlotinib.
On the 5th day, she developed herpes simplex on the left lower jaw area. She was treated with valacyclovir. On
the 11th day, her visual acuity deteriorated, and she was diagnosed with bicorneal epithelitis and bikeratitis. A de-
tailed history confirmed a history of corneal detachment of unknown cause, suggesting corneal fragility. After the
discontinuation of erlotinib, her corneal epithelial opacity gradually improved. When gefitinib was administered,
her visual acuity deteriorated again in the afternoon of the same day. Herpes simplex recurred on her lips. On the
next day, the ophthalmology department diagnosed a relapse of corneal epithelial opacity. After the discontinu-
ation of gefitinib, her corneal epithelial opacity gradually improved. Conclusion. Corneal epithelial disorder and
herpes simplex were considered to be adverse effects of EGFR-TKISs since re-administration caused the same dis-
order.
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Figure 1.
tomography showing a nodule measuring 17 mm in diameter in the right S peripheral area.

(a) Chest X-ray on admission showing a nodule in the right lower field. (b) Chest computed
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Figure 2. Upper one third: Progression of corneal epithelial opacity. Middle: Progression of herpes simplex. Lower
one third: Progression with treatment. On day 5 of erlotinib treatment, she developed herpes simplex. She was treated
with valacyclovir. On day 11, her visual acuity deteriorated, and she was diagnosed with bicorneal epithelitis and bik-
eratitis (a). After the discontinuation of erlotinib, her corneal epithelial opacity gradually improved (b). On day 27,
when gefitinib was administered, the corneal epithelial opacity (¢) and herpes simplex recurred.
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Table 1. Case Reports of Corneal Epithelial Disorder due to Erlotinib

Ace Risk of corneal Infection
Case # g Sex Length of erlotinib exposure epithelial comorbidity
(years) g f .
disorders infection
Diabetes
mellitus Staphylococcus
1 79 F Three months Post surgery of epidermidis
cataracts
2 59 M Six months None None
3 65 M Not determined Wh-OIE brain None
radiotherapy
4 63 M Nine months Post laser. m sgtu None
keratomileusis
5 76 F About nine months Wh.OIB brain None
radiotherapy
History of
punctate Streptococcus
6 89 F Two years epithelial dysgalactiae
keratopathy
This History of Herpes simplex
69 F Eleven days corneal .
case of skin
detachment

M; male, F; female, ND; not described.
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