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ABSTRACT:

THERE IS AN URGENT NEED TO FIND NOVEL NATURAL PRODUCTS WITH ANTICANCER PROPERTIES AS
STRUCTURAL LEADS FOR THE DEVELOPMENT OF NEW CANCER DRUGS. AS HALF OF ALL ANTICANCER DRUGS
APPROVED OVER THE LAST 30 YEARS ARE NATURAL PRODUCTS OR NATURAL PRODUCT DERIVATIVES, THE
DECISION TO DIRECT OUR EFFORTS IN CANCER DRUG DISCOVERY TOWARD NATURAL SOURCES IS
REASONABLE. THERE ARE ENORMOUS OPPORTUNITIES TO DISCOVER NEW BACTERIAL NATURAL PRODUCTS,
IN PARTICULAR, AS DNA SEQUENCING EFFORTS OVER THE PAST 10 YEARS HAVE REVEALED NUMEROUS
BIOSYNTHETIC GENE CLUSTERS, CALLED “ORPHAN” GENE CLUSTERS, FOR WHICH NO COMPOUND HAS BEEN
FOUND. HOWEVER, THE FIELD OF NATURAL PRODUCTS RESEARCH IS PLAGUED BY THE NARROW-MINDED
APPLICATION OF DECADES-OLD METHODS THAT ARE OF LIMITED VALUE IN REALIZING THE FULL POTENTIAL
OF BACTERIAL GENOMES. THE CURRENT PROPOSAL DESCRIBES THE DEVELOPMENT OF AN ENTIRELY NEW
METHOD FOR NATURAL PRODUCTS RESEARCH THAT FACILITATES THE DISCOVERY OF ENZYME INHIBITORS
THAT HAVE EVOLVED TO COVALENTLY BIND TO THEIR CELLULAR TARGETS. THESE IRREVERSIBLE INHIBITORS
OFTEN TARGET ENZYMES INVOLVED IN THE INITIATION AND PROGRESSION OF CANCER. FOR INSTANCE,
SEVERAL NATURAL PRODUCTS OR NATURAL PRODUCT DERIVATIVES THAT ARE FDA-APPROVED (E.G.
CARFILZOMIB) OR IN CLINICAL TRIALS (E.G. MARIZOMIB OR SALINOSPORAMIDE A, ONX-0912) ARE
IRREVERSIBLE PROTEASOME INHIBITORS DEVELOPED FOR THE TREATMENT OF MULTIPLE MYELOMA.
IRREVERSIBLE KINASE INHIBITORS SUCH AS AFATINIB, IBRUTINIB, AND OSIMERTINIB, WHICH WERE
DESIGNED TO MIMIC THE STRUCTURE OF ATP, ARE COVALENT DRUGS APPROVED FOR THE TREATMENT OF
MANTLE CELL LYMPHOMA, CHRONIC LYMPHOCYTIC LEUKEMIA, AND NON-SMALL-CELL LUNG CARCINOMA. THE
METHOD USES HIGHLY-VISIBLE THIOL PROBES THAT MIMIC THE NUCLEOPHILIC AMINO ACID RESIDUES OF
KEY CELLULAR ENZYMES AND ARE CAPABLE OF LABELING IRREVERSIBLE INHIBITORS IN A CRUDE EXTRACT.
THOUGH THE METHOD IS STILL IN ITS INFANCY, THE PROBES HAVE BEEN SHOWN TO CLEANLY LABEL WELL-
ESTABLISHED INHIBITORS THAT HAVE BEEN DEVELOPED OR ARE CURRENTLY BEING DEVELOPED INTO
ANTICANCER AGENTS. IN ADDITION, THE METHOD HAS BEEN DEMONSTRATED TO WORK IN CRUDE BACTERIAL
EXTRACTS, EFFICIENTLY AND SELECTIVELY LABELING THE PROTEASOME INHIBITORS SALINOSPORAMIDE A
AND EPONEMYCIN AND THE KINASE INHIBITOR NEOLYMPHOSTIN A. OUR OVERARCHING AIM IS NOW TO APPLY
THIS METHOD TOWARD THE DISCOVERY OF NEW IRREVERSIBLE INHIBITORS THAT TARGET KNOWN AND
UNKNOWN CELLULAR ENZYMES RELEVANT TO CANCER CHEMOTHERAPY.




