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(54) Title: METHODS FOR DETERMINING RESISTANCE AGAINST MOLECULES TARGETING PROTEINS

(57) Abstract: The present disclosure provides a method of determining resistance of a biolo-

Flgu re 1 gical molecule to inhibition of its interaction with a target molecule by an inhibitor of the bio -
A logical molecule, the method comprising the steps of: a) co-compartmentalizing a gene encod-
. ing the biological molecule with the target molecule, or a gene encoding the biological mo-
lecule with a gene encoding the target molecule into an aqueous droplet disposed within a wa-

BNA ter-in-oil emulsion, and b) assaying for a complex comprising the biological molecule and the

target molecule upon expression of the gene encoding the biological molecule and the gene
encoding the target molecule, wherein detection of the complex in the presence of the inhibitor
indicates that the biological molecule is resistant to inhibition of its interaction with the target
molecule by the inhibitor. Also provided are mutated HDM?2 ubiquitin ligase polypeptides ex-
hibiting resistance to Nutlin inhibition of p53 binding.
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