Figure 1

A Inactive state 4A0OH Tamoxifen Active state
Y 1
. .
ER™ \
HSP90 ) <
f C HSP90 )
Y L
@
@
B Cc
Protein |Hyperactive form| Dead form
CAG >
Promoter A BRAF V637E K519M
T2 g I—L
Gol I ER IFIa MKP-1 WT C258S

Fig. 1. Manipulation of MAPK signaling by BRAF and MKP-1 ER'™ fusion proteins and tamoxifen
induction.

(a) Reversible activation of a protein kinase or phosphatase (protein of interest, Pol) through 4-hydroxy-
tamoxifen. (b) Expression vector for a kinase or phosphatase (gene of interest, Gol) ER™ fusion gene. (c)
Overview of BRAF and MKP-1 forms used for fusion with ER™,



