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resolution, high-sensitivity analysis of e
the serum fragmentome. High
throughput screening of carrier-
protein bound protein fragments by
MALDI O-TOF MS (PrOTOF 2000,
PerkinElmer SCIEX) rapidly identified
differentially-expressed proteins and
peptides (Figure 1).
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carcinoma is particularly urgent. Ovarian cancer is the fourth leading
cause of cancer related deaths among women in the United States.
Regrettably, 70-75% of new diagnoses will be Stage Ill or IV with a
predicted 5-year survival of ca.15%. This survival rate has remained
essentially unchanged over the past 40 years despite the advent of
intensive radical surgical approaches and new therapeutic
interventions. In contrast, if cancer is detected when confined to the
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ovary (Stage I), the 5-year survival approaches 90%, requires less - Scale-up of the BioXPRESSION N S oo
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i) s Kallik tive Glycoprotein) [P Protein = 2.71E-

? 13]. Multiple fragments were identified for most
proteins in this study.
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The ovarian cancer serum biomarker study was performed using the PerkinElmer BioXPRESSION Platform (below).
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unaffected women (no serial samples), ovarian cancer samples
were procured in a gynecologic oncology clinic from symptomatic
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women who were later surgically staged and found to have ST
epithelial ovarian carcinoma. Each sample was accompanied by a STy S A et PO LA a3 )
verified pathology diagnosis. Specimens were collected in red-top Late stages of ovarian cancer (gh CA125) ) " CO N C L U S I O N S
Vacutainer Tubes and allowed to clot for 1 h on ice, followed by
Totad samples. 560 1680

centrifugation at 4 °C for 10 min at 3000 rpm. The serum
supernatant was divided in aliquots and stored at -80 °C until
needed. Classification model construction was constructed by
Martin O’Gorman (Nonlinear Dynamics, UK). Models, created from a
training set of 114 disease and control spectra (out of a total of 1154
spectra) were then applied to the testing set (remainder of samples).

The BioXPRESSION Platform is a powerful biomarker screening platform. Many differentially-expressed protein fragments were
identified from human serum. A panel of four protein fragment biomarkers classified early stage disease from non-disease with very
high sensitivity and specificity. While many of the more differentially-expressed biomarker candidates represent fragments of
coagulation proteins, many interesting fragments (PPARs, Notch4, angiogenesis inhibitors, etc.) were also identified. Biomarker
subsets have been submitted for publication.

Ovarian cancer serum samples were obtained courtesy of E. Petricoin, FDA, G.
Whiteley, NCI and D. Fishman, NYU.




