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ABSTRACT —— Background. EGFR mutations are rarer in squamous cell carcinoma than in adenocarcinoma. The
efficacy of osimertinib in treating squamous cell carcinoma with EGFR mutations has therefore not yet been in-
vestigated. Cases. (1) A 72-year-old man was diagnosed with postoperative recurrence of lung adenocarcinoma
(pT2N2MO, stage IITA, exonl9 del). A biopsy was performed after treatment with afatinib and erlotinib. Simulta-
neously, squamous cell lung carcinoma manifestation and a T790M mutation were observed. Even after osimer-
tinib administration for two months, the condition of the patient worsened. (2) A 70-year-old woman was diag-
nosed with squamous cell lung carcinoma (cT3N3Mlc, stage IVB, L858R). After osimertinib administration for
one month, brain metastasis worsened. Since the primary tumor shrank, whole-brain irradiation was performed,
and osimertinib was continued. After three months, the primary tumor also worsened. Conclusion. These findings
suggest that the efficacy of osimertinib for squamous cell lung carcinoma might be poor in some cases.
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Figure 1.
are positive for CK5/6 and p40 in high-power fields and negative for NapsinA and TTF-1. The tumor tissue shows
transformation to squamous cell carcinoma.
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Histological findings of the third biopsy of Case 1. Under immunohistochemical staining, the cancer cells
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Before osimertinib treatment

2 month later

Figure 2. Chest computed tomography (CT) findings of Case 1. Chest CT shows a nodule within the
intrabronchial extension (blue arrows) and multiple pulmonary nodules (red arrows) before osimertinib

treatment. The nodules had grown by two months after osimertinib treatment.

Figure 3. Histological findings of the transbron-

chial biopsy specimen (hematoxylin-eosin stain,
high-power field) of Case 2. Tumor nests compris-
ing malignant cells with keratinization are seen.
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Before osimertinib treatment

1 month later

3 months later

Figure 4. Chest computed tomography (CT) findings of Case 2. Chest CT shows a primary lesion in the right lower

lobe before osimertinib treatment. The primary lesion had decreased in size at one month after osimertinib treat-

ment; however, the tumor had grown at three months after osimertinib treatment.

Table 1. Clinical Case of EGFR-mutated Squamous Cell Lung Carcinoma Treated with First-line Osimertinib

Author Age Sex

Treatment

EGFR mutation . Outcome
(vears) line
Yamaguchi et al? 73 M exon 19 del, exon 20 T790M Second line PR after 12 months
Izumi et alt 68 M exon 21 L858R, exon 20 T790M Third line PR after 3 months, but discontinued
for pneumonia
Kong et al® 64 F exon 21 L858R, exon 20 T790M Third line PR after 2 months
Okabe et al$ 69 M exon 19 del, exon 20 T790M Second line PR after 3 months
Kono et al. 72 M exon 19 del, exon 20 T790M Fourth line PD after 2 months

PR: Partial Response according to RECIST 1.1 criteria, PD: Progressive Disease according to RECIST 1.1 criteria.
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Table 2. Clinical Case of Adenocarcinoma with Squamous Cell Transformation Harboring a T790M Mu-

tation Treated with Osimertinib

Author ( Age Sex EGFR mutation Treatment Outcome
years) line
Shoji et al3 67 F exon 19 del First line PR after 2 months, but
discontinued for pneumonia

63 M exon 21 L858R First line PR after 3 weeks
Fujita et al? 72 F exon 19 del First line CR after 20 months
Peng et all* 50 M exon 19 del, exon 20 T790M First line PR after 8 months
Rekowska et al.l! 63 F exon 21 L858R First line PD after 3 months
Kono et al. 70 F exon 21 L858R First line PD after 1 month

PR: Partial Response according to RECIST 1.1 criteria, PD: Progressive Disease according to RECIST 1.1 criteria.
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