FOX CHASE Profiling of 1,350 neuroendocrine tumors identifies multiple potential drug targets /=

CANCER CENTER lgor A. Astsaturov?, Steven J. Cohen?, Paul F. Engstrom?, Sherri Z. Millis? CARI S
lIFox Chase Cancer Center, Philadelphia, PA; *Caris Life Sciences, Phoenix, AZ LIFE SCIENCES

Abstract #4113 Demographics, Histology |% Female 54 Results: Study Highlights: Potential therapy options

o | Table 1. Demoeranhic 9% Male 46 L L. Figure 4. Drug associations using Caris Molecular Intelligence. Cases that were
Background: Identification of new drug targets may extend treatment options for i f " grap : Tab.le 3 Protein b|9markers _Of chemotherapy Ser‘S't'v'ty' . profiled using all 3 technologies were evaluated to identify frequency of molecular
neuroendocrine tumors (NET) regardless of histologic classification or primary Information. Median Age 60 Variability of protein expression suggest personalized treatment options aberration found by technology used. More than 96% of cases had a molecular

organ site. *Metastatic status was not always Age Range 1-99 for NET. aberration that could be correlated to a potential therapy option, based on protein

Methods: 1,350 cases of neuroendocrine tumors (all grades and sites) were available Metastatic* 762 (56%) expression, while only 1% were identified by gene mutation analysis alone.
identified among >60,000 cases profiled in a CLIA-certified laboratory. Biomarker
profiling was performed on formalin-fixed, paraffin-embedded tumor samples 3% (1% ® Infradiaphragmatic 2.0% 1.0% - 79,

(fresh samples were not needed) and utilized multiple platforms: gene sequencing _ ) No drug association
: . . . 149/243 488/1015 Alkylating agents
(next generation sequencing [NGS], Sanger or pyrosequencing), gene copy number 0% W Thoracic MGMT low (IHC) (61%) (48%) 0.0002 tremeralionids]
(in-situ hybridization), and protein expression (immunohistochemistry (IHC)). The = Unknown Primary (CUP) B Drug association, ISH
results are shown relative to the total number of tests performed. Figure 2. Primary 166/191 666/910 L
RRM1 low (IHC) o o 0.0001 Gemcitabine m Drue association. gene MT
i ® Gynecologic (87%) (73%) g ) 8
site, shown as only
Figure 1. Number of cases _ _ 180/191 796/905 5FU,
tested by each technology. percent of total = Endocrine/peripheral nerves TS low (IHC) (94%) (88%) 00104 capecitabine ® Drug assn, gene MT + [HC
1350 cases. . ot
o M Drug association, IHC
skin/Merkel Case #1 lllustrative cases of CMlI-tailored therapy
_ _ A 48 y.o. male presented in 01/2010 with massive hepatomegaly due to diffuse and 76.2%
Upper aerodigestive nodular metastatic NET of unknown primary. Patient had history of testicular cancer in '

1988 treated with surgery & RT. He has a maternal relative with leukemia.
Conventional chemotherapies failed: 1) Cisplatin+Etoposide; 2) 5FU+Streptozocin; 3)

Results. POtentiaI drug_amena ble genetic a|terati0ns Phase | Eg5 kinesin inhibitor produced PR, progression in 2012. Repeat biopsy sent for e S '

98% of all cases tested had molecular aberrations resulting in therapy
recommendations. On average, 8 drugs associated with potential benefit were
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