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Objectives/Goals Abstract \)

Thymidylate synthase (TS) catalyzes the reaction transforming dU [ S. In cancer cells,

TSisexpressed at an increased level. While usual drugs treat canger st he NewBiotics#

drugs are substrates of TS that produce toxic products upon TS cftflyzed e —At NewBioticst

different thiols were added to the reaction of (E)-5-(2-BromovMaN\2#-deoxy™sgyridyl monophosphate
(BVAUMP) catalyzed by TS. The two non-natural on Manol (ME)“and dithiothreithol
(DTT), worked to give desired toxic products. The n ells, glutathione (GSH), did n|

Liquid Chromatography to monitor the reactio
Results

Four of thethiols (ME and DTT, v/ and Cys-OMe) supported the reaction, and|

in the presence of the other two thi QYS) there was no reaction. After identifying the

thiols that worked, | changed the en

Cys-OMe further, because it wag natur

concentrations in the reaction{_fOs

dTMP was formed. | also preinck

formed was decreased.
Conclusiong/Discussion

| concluded that all of the thig

igher concentration of the thiol, the less amount |
OMe, and | found out the amount of dTMP

Summary ent N
TheTS edr on of the NewBiotics drug did not occur in the presence of GSH because certain
thiols, inclos , inactivate the enzyme.

Help Received N

Used lab equipment at NewBiotics, Inc under the supervision of Dr. Maria Sergeeva

Ap2/02



	22130

