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undergo surgical resection was 57% and 17%, respectively. Of 85 surgical resected patients, the 3-year survival for those who were
downstaged and were not downstaged was 67% and 42%, respectively.

Conclusions: A combination of preoperative full dose GEM-CRT and postoperative LPC for locally advanced pancreatic adeno-
carcinoma is feasible, and the long-term outcomes are also promising.
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Purpose/Objective(s): Pancreatic cancer is associated with mutations in the tumor suppressor gene cyclin-dependent kinase
inhibitor 2A (p16INK4A), which plays an important role in cell cycle regulation and apoptosis. This study investigates whether
expression of p16INK4A correlates with survival in patients with resected pancreatic adenocarcinoma using tissue microarray
analysis.

Materials/Methods: A total of 76 patients with resected pancreatic adenocarcinoma who underwent curative resection at Stanford
University were included in this study. From the surgical specimens, a tissue microarray was constructed using triplicate tissue
cores from the resected primary tumor and adjacent normal pancreas and used for immunohistochemical staining with a monoclonal
antibody against the p16INK4A protein (clone E6H4, Dako). Nuclear staining was scored by a single pathologist as either ‘‘positive’’
or ‘‘negative’’ in addition to the percent positive staining (1+ - 1–25%; 2+ - 25–75%; 3+ - .75%). Clinical data was obtained for all
patients. Staining score was correlated with overall survival (OS) and progression-free survival (PFS) using the log–rank statistic.
Multivariate analysis using p16INK4A staining (positive vs. negative), T-Stage (T1/2 vs. T3/4), chemotherapy, radiotherapy, and
age (# vs. .65 years) was performed.

Results: On univariate analysis, p16INK4A expression in the tumor was associated with improved OS (p = 0.034) but not PFS (p =
0.26). The median survival for patients with positive vs. negative p16INK4A staining was 28.8 months vs. 18 months. On multivar-
iate analysis, p16 expression again was associated with improved OS (p = 0.039) but not PFS (p = 0.11), while age was marginally
significant for OS (p = 0.052). T-Stage, adjuvant chemotherapy, and adjuvant radiotherapy did not correlate with OS or PFS. Stain-
ing of p16INK4A in the normal adjacent pancreas did not correlate OS or PFS on univariate or multivariate analysis. .25% positive
staining for p16INK4A also correlated with an improved OS vs. #25% (p = 0.039).

Conclusions: Expression of p16INK4A is associated with improved OS in patients with resected pancreatic adenocarcinoma.
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Purpose/Objective(s): Esophagogastric carcinoma (EC) is commonly managed with concurrent chemoradiotherapy, with or with-
out surgical resection. The optimal combination of agents and doses is the subject of continued investigation. This Phase I study
examines the combination of chemotherapeutic agents with known efficacy in EC in combination with the EGFR inhibitor pan-
itumumab.

Materials/Methods: Eligible patients received EBRT (1.8 Gy qd to 50.4 Gy) combined with concurrent chemotherapy. Dose-
level 1 was capecitabine (625 mg/m2/b.i.d. RT days), oxaliplatin (40 mg/m2 weekly � 6 weeks), and panitumumab (3.6 mg/kg,
Weeks 1, 3, and 5). Chemotherapy doses were escalated depending on encountered toxicity. The primary endpoint was deter-
mination of the maximally tolerated dose of this combination. Secondary endpoints included toxicity and pathologic response
rates.

Results: Nine patients have been enrolled in this study, all with adenocarcinoma. The EUS/PET-Stage was T3N0 (n = 2),
T3Nx (n = 1), T2N1 (n = 1), T3N1 (n = 3), or T3N1M1a (n = 2). Dose-limiting toxicity (DLT) was not encountered in patients
in dose-level 1. Primary non-dose limiting toxicity was a characteristic EGFR-related rash. All had resolution of disease by
PET and repeat endoscopy post-therapy. Of the 3 patients in dose level 1, 2 underwent esophagectomy- both had a pCR.
One patient experienced anastomotic leak postoperatively which later healed. Six patients were then enrolled at dose level
2 (capecitabine 825 mg/m2/b.i.d. RT days, oxaliplatin 50 mg/m2 weekly, panitumumab 4.8 mg/kg, Weeks 1, 3, and 5).
Five had near or complete disease resolution by PET and 4 by endoscopy post-therapy (1 patient is pending restaging).
Two patients developed DLT (one treatment-related hospitalization due to dehydration/failure to complete $80% chemother-
apy dose; 1 with possible drug reaction requiring hospitalization). Primary non-dose limiting toxicities were characteristic
EGFR-related rash, electrolyte imbalances and lower extremity edema. Of the 6 patients in dose level 2, 3 have underwent
esophagectomy- 1 had a pCR, 1 had \1 mm of residual disease (pT1), and 1 had pT3N1 disease. One patient deferred surgery
following negative post-therapy biopsy and 2 have pending surgery. One patient experienced anastomotic leak postoperatively
which later healed.

Conclusions: Concurrent chemoradiotherapy utilizing capecitabine, oxaliplatin, panitumumab is reasonably well-tolerated and as-
sociated with high rates of radiographic response and pathologic response in patients undergoing resection. The recommended
Phase II dose is capecitabine 625 mg/m2/b.i.d., oxaliplatin 40 mg/m2 weekly, and panitumumab 3.6 mg/kg Weeks 1, 3, and 5
with radiation therapy. Phase II accrual is underway. Updated trial results will be presented at the meeting.
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