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Figure 2. Biomarker Profiles of TOPO1 positive and negative CRC (A) and Pancreatic (B) cancers
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Abstract

Abstract # 643 Background

Topoisomerase | (TOPO1) is a nuclear enzyme which cleaves and re-ligates
single strands of DNA.

* TOPOOL1 is essential for replication and transcription during cell reproduction 0%  20%  40%  60%  80%  100% 0% 20% 40% 60%  80%  100%
and DNA repair. %=_ | |

e Camptothecin derivatives, including irinotecan and topotecan, bind to TOPO1, TOPO1 Negative

preventing its function, thus leading to activation of apoptotic pathways. e

Irinotecan is a widely-used chemotherapy used in combination with other 5701 g

agents to treat many cancer types, including colorectal, pancreatic and others.
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Background: Irinotecan failed in Stage Ill colon cancer, but succeeds in
Stage |V, to prolong survival. We propose that TOPO1 over-expression
is a phenomenon of metastatic disease, and perhaps part of the
epithelial-mesenchymal-transition (EMT) associated with metastatic
phenotypes. .
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Method: 5029 colorectal (CRC), 3016 pancreatic, 848 gastric and 309
small bowel adenocarcinoma (SBA) patients were included in the study
and tested centrally at a CLIA laboratory (Caris Life Sciences, Phoenix,
AZ). A threshold of 22+ and >30% (intensity and percent staining) and
TOPO1 (1D6) clone was utilized. TOPO1 was examined in primary and
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Figure 4A-H. Representative Images of H&E and IHC staining for TOPO1. (A-B) colorectal cancer
metastatic to the lung, 3+ 90%; (C-D) pancreatic cancer metastatic to the liver (3+ 90%); (E-F) gastric
cancer metastatic to the liver (2+ 100%) and (G-H) duodenal cancer metastatic to the lung (2+
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Profiling results for 3931 colorectal, 1643 pancreatic, 472 gastric and 241 small
bowel (all adenocarcinomas) cancer patients were included in this retrospective
analysis. Full analysis focused on patients with profiling results which included
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invasive metastatic disease appears to include upregulation of TOPO1,
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in some Gl cancers, including CRC, pancreatic and gastric cancer. The

Table 1- Distribution of gender, age and proportion of primary verses metastatic specimens
utilized for profiling and included in this analysis.
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patients are less likely to benefit from this approach.

paradoxical failure of adjuvant irinotecan in Stage lll, the epithelial Figure 1a. Metastatic Specimen Sites Figure 1b. Distribution of TOPOL Positive Significant (<0.05) Highly Significant (<0.001) A "precision chemotherapy" approach to patients with advanced disease could be
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is bi i i - o - , : Figure 3. Distribution of Intensity and % Staining of TOPO1 as a predictive marker using tissue obtained from metastatic sites.
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