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Development of FGFR2 targeting therapy for the patients with EGJ adenocarcinoma.
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We hypothesized that FGFR2 amplification is associated with FGFR2 expression,
resulting in tumor growth and poorer outcome in esophagogastric junction (EGJ) adenocarcinoma. FGFR2
amplification and FGFR2 IHC expression were 15% and 61%, respectively.Although these two statuses were
significantly correlated (P < 0.05), only FGFR2 IHC expression was significantly associated with tumor
depth EP < 0.001) and
overall survival of patients (univariate P = 0.007). Supporting these findings, FGFR2 overexpression was
associated with tumor cell proliferation, cell cycle progression,and anti-apoptosis. Selective inhibition
of FGFR2 sufficiently suppressed tumor cell proliferation. FGFR2 amplification was significantly
associated with FGFR2 expression. FGFR2 expression (but not FGFR2 amplification) was associated with
tumor growth and patient outcomes. Our findings support FGFR2 as a novel therapeutic target for EGJ
adenocarcinoma.
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[FGFR2 amplification FGFR2 IHC

Negative Positive  Pvalue  Negative Positive Pvalue
"No. patients (%) 119 (85%) 21 (15%) 68 (39%) 108 (61%)
Age 0971 0.520
Mean £ SD 68+ 12 67412 67+ 11 6912
Sex 1.000 0.308
Male 96 (81%) 17 (81%) 51 (75%) 28 (81%)
Female 23 (19%) 4(19%) 17 (25%) 20 (19%)
Siewert classification 0.945 0.025
1 20 (17%) 4(19%) 5 (7%) 24 (22%)
I 25 (21%) 4(19%) 18 (27%) 23 (21%)
I 74 (62%) 13 (62%) 45 (66%) 61 (57%)
Tumor depth 0.689 <0.001
T1 37 (31%) 6(29%) 42 (62%) 23 (21%)
) 19 (16%) 2 (9%) 13 (19%) 10 (9%)
3 46 (39%) 8 (38%) 9 (13%) 52 (48%)
T4 17 (14%) 5(24%) 4(6%) 23 (22%)
Tumor size (mm) 0.919 0.110
Mean + SD 547 56+ 16 4510 678
Lymph node metastasis 0.286 <0.001
Negative 66 (55%) 9 (43%) 53 (78%) 49 (45%)
Positive 53 (45%) 12 (57%) 15 (22%) 59 (55%)
Distant metastasis 0.990 0.030
Negative 108 (91%) 19 (90%) 66 (97%) 94 (87%)
Positive 11(9%) 2(10%) 2(3%) 14 (13%)
Histopathological fypes 0305 0.235
Well-moderate 80 (67%) 17 (81%) 52 (76%) 73 (68%)
Poorly 39 (33%) 4(19%) 16 (24%) 35 (32%)
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a novel therapeutic target in
Esophagogastric Junction Adenocarcinoma
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