EC,, 11-deoxycorticosterone (M)

-1 -10 -9 -8 -7 -6 -5

-4 m
O
-5 I

(]

—— =
—l— | &

-6 o

"#t — —
<

7

250.0
200.0

1500

mims

14y Q8E L42M M79L Q103E A108G Q118R V1461 K148Q N169R R170K A171V N182S Y209H L225M L237M
Alternative state mutants

Fig. S6 A. Sensitivity of AncSR2 alternative state mutants to 11-deoxycorticosterone (11-DOC) and estradiol.

The ML Met79 AncSR2 ancestor is indicated in red. B. Fold activation of the AncSR2 alternative state mutants by 1%

ethanol (EtOH; vehicle control), 10 nM 11-DOC, and 10 nM progesterone (P4). The M79L and A171V AncSR2 mutants
are constitutively active.
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