DRUG ™ Aficamten (CK-274) SiasLAH

— Of the week
o Background
HN
R — . Cardiac myosin inhibitor
\N,N\ . Used to treat hypertrophic cardiomyopathy (thickening of the left ventricular walls of the heart)
/N . Second generation of this drug class (following FDA approved mavacamten from BMS-MyoKardia)
/\<o—IN +  Currently in Phase 3 clinical trials

Aficamten (CK-274)

Medicinal Chemistry
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Initial hit from HTS Changing nitrogen position did not improve biological properties
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Aficamten (CK-274) Cleared faster (problematic) Improved potency and better PK profile
- o-
Biology &
©
«  Reduces contractility of cardiac myofibrils e — Pre-dose
«  Mechanism is not calcium channel related (binds myosin directly) £ 7] — 10MCK2172010
. Aficamten displays improved PK, therapeutic window, and reduced CYP =
induction compared to mavacamten @ -
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Morgan, B. P. J. Med. Chem. 2021, 64 (19), 14142-14152. https://doi.org/10.1021/acs.jmedchem.1c01290. Time (sec)
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N (1) (A XPhosPdG,,KOAc p N 1. H;NOHeHCI, TEA, EtOH
HOBt, EDC, DIPEA, DMF N H,O/dioxane HN 2. (EtCO,),0, dioxane
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O~N o]
Br K4Fe(CN)ge3H,0, NC 1. HyNeHCI, TEA, EtOH \/<\ |
XPhosPdG,,KOAc o 2. (EtCO,),0, dioxane N 1. TFA, DCM
dioxane/H,0 o 95% over two steps 2.1, HOBt, EDC, DIPEA, DMF
0,
NHBoGc 88% NHBoc 81% over two steps
NHBoc
Synthesis of the Chiral Amine
Br
Br NH,CO,H then
NaBH,CN
MeOH
o) 40% NH,
Br Br
(R) - CBS cat, BHyoMe,S \©i> 1. DPPA, DBU, PhMe
THF - / 2. SnCl,e2H,0, MeOH
e} 75% ?)H 76% over two steps NH,
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