h 25K B BUREINE J Med Chem HATI %%
BAEHIIR L

i H, FEEBHIRE AR . FRIR A R AL 25 44 AR
(Journal of Medicinal Chemistry) |32 {Design, Synthesis,

and Biological Evaluations of Pyridyl
4,5,6,7-Tetrahydro-4,7-Methanobenzo[d]isoxazoles as Potent and
Selective  Inhibitors of 11B-Hydroxylase (  doi

10.1021/acs.jmedchem.2c01037) AR5 PE 14 .
(Journal of Medicinal Chemistry) (W T 8.0) 254

W2 e R B A U ARIAT 2 —, LERIE 25 % I Ak
FAE] 2R o 1R TR E ANE R BB SR — 135 Py B B
Ve AR Z A B R RO AR, X % S A
F RIS iR

M0 1 BEARACA [R5 RS CYP11B1 & CYP11B2 ([A]
JR— BT 93%) X T4 54 Fadrazole AN [F] G 544 4 B
AERMEFM A, FE5F 1 Enantiomer Discrimination #1774
AN B % o o Ja . W i 1 Pyridyl
4,5.6,7-Tetrahydro-4,7-Methanobenzo[d]isoxazoles 21k &4, AMH
SEPL TR TR A CYPLIBL Yy ) 3% 12, 10 HOX T (5] 5
CYP11B2 RILHIRLF kB, IR AR 248) 1R
FARPENE o AT FEAME I 7 A 8077 AT AR FH 5C ™ B 50 Y
(G3E 254, T H oA/ N F 23 n R SE U B X — G 25 &
H PR LM SRR I 1 1 B



Fadrozole Compd. 7aa

—y
Selective CYP11B1 Inhibitor
by CYP11B1 and CYP11B2 ICs0cvpi1mt = 9 NM; 1C5q cypr1pz= 1121 nM

Selective over other CYP enzymes
Good PK properties;  in vivoactive
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