©
2019 2021

Strategy for prevention of interstitial lung disease induced by molecular
targeted therapy.
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Our clinical study demonstrated that the patients with specific ?enotype of
signal transducer and activator of transcription 3 (STAT3) polymorphism have higher cumulative
incidence of interstitial lung disease (ILD). Moreover, our basic study revealed that A549 cells, an
alveolar epithelial cell line carried with ILD low-risk genotype, shown reduction of CXCL2 and
enhancement of Akt activity by long-term exposure of everolimus in addition to induction of
epithelial mesenchymal transition. These molecular expression and activity changes may be an
important perception for the preventive strategy for ILD.
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Table 1. The association of the risk of interstitial lung disease within 140 days of mammalian



target of rapamycin inhibitor treatment initiation with the signal transducer and activator
of transcription 3-1697C/G genotype®

Incidence within 140 days

Genotype
ILD Non-TLD OR (95%CI) P
CC+GC 9(23.1%) 30 (76.9%) 1
<0.001
GG 14 (77.8%) 4 (22.2%) 11.67 (3.06—44.46)
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Figure 1 Time to event analysis according to the signal transducer and activator of
transcription 3 (STATS) -1697C/G genotype?

Time to event analyses for all enrolled patients were performed using Kaplan—Meier curves.
The solid line represents patients carrying the GG genotype of STAT3 -1697C/G, and the
dotted line represents patients carrying the GC and CC genotypes. (A) The cumulative
incidence of ILD for each genotype group. (B) Progression-free survival for each genotype
group. (C) Time-to-treatment failure for each genotype group. The table in Figure 2C presents
the rate of treatment discontinuation attributable to PD and ILD according to the STATS3 -
1697C/G genotype. Pvalues in the figures and table were calculated using the log-rank test
and Fisher’s exact test, respectively. ILD: interstitial lung disease, PD: progressive disease
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