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A polymorphism in the epidermal growth factor receptor (EGFR) gene (181946C>T) was evaluated as a predictor
of outcome in 75 patients with EGFR mutation-positive, nonesmall cell lung cancer treated with an EGFR-targeting
tyrosine kinase inhibitor. Significantly longer progression-free survival and overall survival was found in patients
harboring the 181946CT genotype. The polymorphism could be an important predictor of treatment response.
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Epidermal growth factor receptor (EGFR) signaling deregulation promotes cancer stem cell (CSC) enrichment in
nonesmall-cell lung cancer (NSCLC). In vitro experiments showed that inhibition of EGFR, signal transducer and
activator of transcription 3 (STAT3), and Src decreased the CSC subpopulation. High expression of aldehyde
dehydrogenase (ALDH) 1 isoforms and target hairy and enhancer of split 1 (HES1) was predictive of worse outcome
to EGFR inhibition in EGFR-mutationepositive NSCLC patients. ALDH1, HES1, and B-cellespecific Moloney murine
leukemia virus integration site 1 (Bmi-1) could be useful as biomarkers to monitor clinical progression, and the use of
STAT3 and Src inhibitors could be useful to inhibit the CSC subpopulation induced by EGFR inhibitor treatment.



178 Safety and Efficacy of Nivolumab in Patients With Advanced Nonesmall-cell Lung Cancer Treated Beyond
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Biagio Ricciuti, Carlo Genova, Maria Bassanelli, Andrea De Giglio, Marta Brambilla, Giulio Metro, Sara Baglivo,
Maria Giovanna Dal Bello, Anna Ceribelli, Francesco Grossi, Rita Chiari
The possibility of delayed immune-related responses implies that patients who experience progressive disease may
benefit from treatment with immunotherapy beyond progression (TBP). Here we demonstrated that a substantial
proportion of patients with nonesmall-cell lung cancer treated with nivolumab, who were clinically stable and
judged to be eligible for TBP derive a significant survival benefit from TBP. TBP is feasible and safe, and reduction or
stabilization of target lesions may occur when patients with nonesmall-cell lung cancer continue nivolumab after
initial progression. Discontinuation of nivolumab based only on radiologic progression might be premature.
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Richard Zellars, Feng-Ming Kong, Jun Wan, Tim Lautenschlaeger
Many patients with early stage nonesmall-cell lung cancer develop metastases after stereotactic body
radiation therapy. We retrospectively analyzed multiple variables in 406 lesions to develop a predictor for
metastatic failure. Gross tumor volume and prescription dose were significantly associated with metastases.
A metastasis risk score tool was developed to identify patients at higher risk for metastases after lung stereotactic
body radiation therapy who might benefit from enrollment in future trials evaluating the benefit of adjuvant or
intensified treatment.
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Shraddha M. Dalwadi, Gary D. Lewis, Eric H. Bernicker, E. Brian Butler, Bin S. Teh, Andrew M. Farach
Racial disparities are historically profound and affect outcomes in early stage nonesmall-cell lung cancer. We
aimed to explore if recent advances in radiotherapy and surgery have improved epidemiological differences in
outcomes related to race. African American patients continued to do worse in a contemporary Surveillance,
Epidemiology, and End Results data set, because of increased association with T2 disease, older age, squamous
histology, male sex, and suboptimal treatment.
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Immune checkpoints inhibitors (ICIs) in advanced nonesmall-cell lung cancer are associated with immune-related
adverse events (IRAEs). We retrospectively analyzed the efficacy of ICIs in a cohort of 270 patients with the
objective to assess the association of IRAEs with ICI efficacy. We found a statistically significant efficacy difference
in favor of patients with IRAEs. These results could be used to determine ICI responders.
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Immune checkpoint inhibitor has greatly altered the standard of care for patients with advanced nonesmall-cell lung
cancer (NSCLC). This prospective study reported the benefits of nivolumab in a routine clinical practice. Fur-
thermore, neutrophil-to-lymphocyte ratio was identified as a candidate of predictive markers in nivolumab-treated
NSCLC patients.



215 Efficacy and Safety of Lorlatinib in Korean NoneSmall-Cell Lung Cancer Patients With ALK or ROS1
Rearrangement Whose Disease Failed to Respond to a Previous Tyrosine Kinase Inhibitor
Jiyun Lee, Jong-Mu Sun, Se-Hoon Lee, Jin Seok Ahn, Keunchil Park, Yoon La Choi, Myung-Ju Ahn
The efficacy of lorlatinib, a novel third-generation tyrosine kinase inhibitor (TKI), has not been widely validated
in Asian nonesmall-cell lung cancer (NSCLC) patients. We found an overall response rate of 64% and a
disease control rate of 91% for Asian NSCLC patients harboring ALK/ROS1 mutations. Lorlatinib is an
important novel strategy for Asian NSCLC patients with disease progression after treatment with first- and
second-generation TKIs.

222 Clinical Relevance of EGFR- or KRAS-mutated Subclones in Patients With Advanced Nonesmall-cell Lung
Cancer Receiving Erlotinib in a French Prospective Cohort (IFCT ERMETIC2 Cohort - Part 2)
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Sarab Lizard, Florence De Fraipont, Elisabeth Longchampt, Franck Morin, Gérard Zalcman, Jean-Pierre Pignon,
Jacques Cadranel
Detecting driver mutations belongs now to the best practices in advanced/metastatic nonesmall-cell lung cancer.
New molecular techniques are highly sensitive. In nonesmall-cell lung cancer treated with erlotinib (n ¼ 228), we
report that EGFR- and KRAS-mutated subclones had a prognostic value, but not minor KRAS-mutated subclones.
Molecular techniques must be sensitive but not under 1% of mutated tumor cells.
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e256 Impact of EGFR Mutation and ALK Translocation on Recurrence Pattern After Definitive Chemoradiotherapy
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Masaki Nakamura, Shun-ichiro Kageyama, Seiji Niho, Masayuki Okumura, Hidehiro Hojo, Atsushi Motegi,
Naoki Nakamura, Sadamoto Zenda, Kiyotaka Yoh, Koichi Goto, Tetsuo Akimoto
We evaluated the failure pattern after definitive chemoradiotherapy in patients with stage III nonesmall-cell lung
cancer harboring epidermal growth factor receptor mutations and/or anaplastic lymphoma kinase translocation.
Although the epidermal growth factor receptor-mutant group showed a lower incidence of in-field failure and higher
incidence of out-of-field failure, the group with anaplastic lymphoma kinase translocation showed no characteristic
in-field or out-of-field failure pattern.

e265A Prospective, Randomized Trial for the Comparison of 19-G and 22-G Endobronchial Ultrasound-Guided
Transbronchial Aspiration Needles; Introducing a Novel End Point of Sample Weight Corrected for Blood
Content
Celina Wolters, Kaid Darwiche, Daniel Franzen, Thomas Hager, Beata Bode-Lesnievska, Peter J. Kneuertz, Kai He,
Michael Koenig, Lutz Freitag, Lai Wei, Stephan Eisenmann, Christian Taube, Gerhard Weinreich, Filiz Oezkan
The demand for tissue has increased in lung cancer through personalized medicine. Recently, larger endobronchial
ultrasound needles have become available for transbronchial lymph node biopsy. We compared the new
19-gauge (G) needle with 22-G needles regarding tissue quality, feasibility, safety, and performance in a
prospective manner. Significantly more tissue and tumor cells per slide were obtained with a 19-G needle.

e274 Intracranial Responses to Afatinib at Different Doses in Patients With EGFR-mutated Nonesmall-cell Lung
Carcinoma and Brain Metastases
Yu-Feng Wei, Chor-Kuan Lim, Mao-Song Tsai, Ming-Shyan Huang, Kuan-Yu Chen
Afatinib is commonly used for advanced EGFR-mutated nonesmall-cell lung cancer, and dose reduction is
frequently required. The effect of dose reduction on brain metastasis was seldom investigated. This retrospective
multicenter study analyzed different daily doses of afatinib used in treatment-naive patients with EGFR-mutated
nonesmall-cell lung cancer and brain metastases, which demonstrated that dose reduction may not affect
intracranial responses to afatinib therapy.

e284 Inoperable Pulmonary Carcinoid Tumors: Local Control Rates With Stereotactic Body Radiotherapy/
Hypofractionated RT With Image-Guided Radiotherapy
Deepinder Singh, Yuhchyau Chen, Michael A. Cummings, Michael T. Milano
Pulmonary carcinoid tumors are rare and generally treated surgically. Hypofractionated radiotherapy, delivered in
a precise manner via stereotactic body radiotherapy (SBRT), is a good alternative for patients not amenable to
surgery. We treated 10 patients with 12 lesions using 5- to 10-fraction SBRT/hypofractionated regimens with
excellent local control rates. SBRT appears to offer a promising approach for patients with inoperable pulmonary
carcinoid tumors, which needs further investigation.

e291 Palliative Care Referrals for Advanced Nonesmall-cell Lung Cancer (NSCLC): Patient and Provider Attitudes
and Practices
Emily Feld, Eric K. Singhi, Sharon Phillips, Li-Ching Huang, Yu Shyr, Leora Horn
Early palliative care implementation has been shown to be beneficial for patients with metastatic nonesmall-cell
lung cancer. This study surveyed United States oncologists and patients with metastatic nonesmall-cell lung cancer
on their practices and attitudes regarding the role of early palliative care referral. Our study highlights that few
patients are referred at the time of diagnosis, likely owing to several noteworthy barriers.

e299 Ex Vivo Interferon Gamma Production by Peripheral Immune Cells Predicts Survival in Lung Adenocarcinoma
Sung Soo Ahn, Minkyung Kwon, Mindong Sung, Seung Min Jung, Sang-Won Lee, Yong-Beom Park,
Sang Taek Kim, Jason Jungsik Song
Immunotherapies targeting the immune checkpoint receptor have shown promising results in nonesmall-cell lung
cancer. Nevertheless, there are limitations in current biomarkers for evaluating the function of immune cells.
Interferon gamma (IFN-g) is a proinflammatory cytokine that contributes to cancer recognition and elimination.
This study demonstrated ex vivo IFN-g production might be a biomarker for predicting patient prognosis in lung
adenocarcinoma.
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Acquisition of Nondiagnostic Specimens in 199 Patients
Bo Da Nam, Tae Jung Kim, Keunchil Park, Myung-Ju Ahn, Yoon-La Choi, Myung Jin Chung, Tae Sung Kim,
Kyung Soo Lee
We investigated the clinical and procedure-related risk factors for the acquisition of nondiagnostic transthoracic
rebiopsy specimens. The adequacy rate for tissue samples for mutation analysis was 90%. An internal low-
attenuation area in the target lesion on computed tomography was an independent predictor for the acquisition of
nondiagnostic specimens for mutation analysis during rebiopsy.
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Atsushi Horiike, Fumiyoshi Ohyanagi, Noriko Yanagitani, Linh Nguyen, Yifah Yaron, Anne Borgman,
Tomohide Tamura
Cabozantinib was evaluated in 43 Japanese patients with advanced solid tumors. The maximum tolerated dose of
cabozantinib capsules was determined to be 60 mg daily, and the recommended phase 2 dose of cabozantinib
tablets was determined to be 60 mg daily. Cabozantinib had a manageable safety profile and antitumor activity in
nonesmall-cell lung cancer.
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Yinyin Qin, Guoying Gao, Xiaohong Xie, Zheng Zhu, Weijie Guan, Xinqing Lin, Zhanhong Xie, Ouyang Ming,
Rongchang Chen, Nanshan Zhong, Shiyue Li, Chengzhi Zhou
Pulmonary lymphoepithelioma-like carcinoma (PLELC) is a rare subtype of lung cancer. This retrospective analysis of
85 patients with PLELC was conducted to find the prognostic factors and to explore better treatment. PLELC had a
better prognosis. Surgery was recommended mainly for the early stage and multimodality treatment for the
advanced stage.
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Frances A. Shepherd
The LACE-Bio group found adjuvant chemotherapy to be deleterious in nonesmall-cell lung cancer with coexisting
KRAS/TP53 mutations. We analyzed 218 patients with nonesmall-cell lung cancer (28 with coexisting KRAS/
TP53 mutations, 77 with TP53 mutations, 37 with KRAS mutations, and 76 with no KRAS/TP53 mutations) who
received chemotherapy. There was no difference in disease-free or progression-free survival between the 4 groups.
Overall survival was longer in the no KRAS/TP53 group.
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Lin Wang, Cheng Zhan, Jie Gu, Junjie Xi, Zongwu Lin, Liang Xue, Di Ge, Qun Wang
StageN2nonesmall-cell lung cancer showsprognostic heterogeneity.We investigated the prognostic relevanceof skip
N2 in patients with N2 nonesmall-cell lung cancer using propensity score matching. Skip N2 was significantly asso-
ciated with the better survival outcomes in patients with a tumor size � 3 cm or with single N2 station involvement.
Subgroups of patients with stage N2 disease may improve the accuracy of prognostic prediction.
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Quynh-Thu Le
Thymic malignancies are rare tumors where lack of preclinical models adversely affect development of new
therapies. Galectin-1 is an important protein in cancer involved in maintaining an immunosuppressive
environment. This study examined galectin-1 expression in a large thymic epithelial tumor issue microarray and
found elevated expression compared to benign thymus controls. Galectin-1 is a potential therapeutic target in
thymic malignancies.
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Carboplatin Plus Paclitaxel Alone in Adult Patients With Previously Untreated Advanced NoneSmall-Cell
Lung Cancer
Paul Wheatley-Price, Shirish Gadgeel, Toshiaki Takahashi, Xia Li, Mohammed Dar, George R. Blumenschein, Jr
Platelet-derived growth factor receptor blockade was explored as a potential mechanism to improve the efficacy of
first-line therapy in patients with advanced nonesmall-cell lung cancer (NSCLC). In this phase 1b/2 study, therapy
with MEDI-575, carboplatin, and paclitaxel (n ¼ 53) did not improve progression-free survival versus carboplatin
and paclitaxel alone (n ¼ 46), and resulted in a higher rate of adverse events in patients with treatment-naive
advanced NSCLC.
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Communication about the palliative setting remains difficult for many physicians. This seems a valid concern. Our
study has shown that prognostic understanding will be associated with poorer emotional well-being and more pain
but not with a worse mood. A poor mood has a detrimental effect on all aspects of quality of life. Our data suggest
the need for psychological support, in addition to communication about the palliative setting.
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