Deep mass spectrometry profiling of 10,000+ proteins
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Introduction

Formalin-fixed, paraffin-embedded (FFPE)
tumor tissue represents the largest, most
clinically annotated oncology resource
available, yet the proteome - which provides
the most direct readout of target abundance,
pathway activation, immune contexture, and
therapeutic response - has remained largely
Inaccessible in these samples at scale.

Fixation effects on protein structures largely
limit profiling approaches to DNA and RNA
sequencing or low-plex immunohistochemistry
(IHC) which cannot quantify important
functional tumor biology, assay specific protein
Isoforms, or uncover novel protein targets for
therapeutic development.

Herein we describe the development of a
next-generation mass spectrometry-based
FFPE proteomics workflow enabling the
large-scale, quantitative measure of 10,000+
protein groups in a single 5 um FFPE slide.
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deparaffinization and decrosslinking,
followed by column-based cleanup and
digestion for high-yield peptide recovery
from minimal FFPE sample input.
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and emerging drug targets (Fig D).

Proteins measured in FFPE tissue include more than
200 oncogenes and 500 approved drug targets.

Greater than 0.8 correlation is observed between matched
FFPE and fresh-frozen samples, with 97% protein overlap.

Technical median coefficient of variation (CV) is < 5%
for repeat samples and < 8% across serial FFPE sections.
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