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Verubecestat (MK-8931) (BACE1/24i#l7])
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SF1183-10mM Verubecestat (MK-8931) (BACE1/241il3) 10mM X 0.2ml
SF1183-5mg Verubecestat (MK-8931) (BACE1/2##l51) 5mg
SF1183-25mg Verubecestat (MK-8931) (BACE1/241il3) 25mg
SF1183-100mg Verubecestat (MK-8931) (BACE1/2##l51) 100mg
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(R)-N-(3-(3-amino-2,5-dimethyl-1,1-dioxido-5,6-dihydr
b4 0-2H-1,2,4-thiadiazin-5-yl)-4-fluorophenyl)-5-fluoropic
olinamide
(g MZK-8931, BACE1/2 Inhibitor
. Verubecestat, Beta-site APP cleaving enzyme 1/2
A o
Inhibitor
4 X Flfth
b C17H17F2N503S
PAN 409.41
CASE 1286770-55-5
g >98%
A TR H:0 insoluble; 1lmg/ml in EtOH; =>40.9 mg/ml in
DMSO
s 5SmghnAl.221ml DMSO, 8% &4.094mghi A 1ml DMSO,
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e A Verubecestat (MK-8931) is an orally active, high-affinity BACE1 and BACE2 inhibitor, which
effectively reduces AP40 and has the potential inhibitory effect for Alzheimer's Disease.
Eheplil< Neural signaling pathway; Neurodegenerative disease; Alzheimer's disease
B Human BACE1 Mouse BACE1 BACE2 AB40 -
Ki 2.2nM 3.4nM 0.38nM 7.8nM -
Verubecestat is a potent inhibitor of both human and mouse BACE1, as well as purified human
BACE2. It is also found to be an inhibitor of Ab40, Ab42, and sAPPDb in human cells with similar
potency. Moreover, verubecestat was essentially inactive with over 45,000-fold selectivity in the
RAMIFFE | purified human aspartyl proteases cathepsin D, cathepsin E, and pepsin and had a very weak
inhibitory effect on purified human renin with 15,000-fold selectivity. In addition, verubecestat
was also found to have minimal or no activity against various tested receptors, ion channels,
transporters, as well as enzymes [1-3].
In both rats and monkeys, verubecestat could reduce plasma, cerebrospinal fluid, and brain
concentrations of AB40, AR42 and sAPPP after acute and chronic administration. Moreover, the
TRNRRZE chronic treatment with verubecestat at exposures >40-fold higher than those tested in clinical
trials did not cause many of the adverse effects previously reported in BACE inhibition. In rabbits
and mice (but not in monkeys), fur hypopigmentation was found [1-3].
A Single and multiple doses of verubecestat were generally well tolerated and produced reductions
(IR SE g . .
in A340, AB42, and sAPPp in the CSF [1].
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PRl | Sprague-Dawley (SD) rats
pailkss 3 mg/kg (Pharmacokinetic Analysis)
4257538 | IV or oral
gim Had a Ti2 of 1.9 hours, a CL of 46ml/min/kg, a Vss of 5.4L/kg, a Cmax of 0.27uM and a AUC of
1.1puM-h.
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SF1183-10mM Verubecestat (MK-8931) (BACE1/2#1ill51) 10mM X 0.2ml
SF1183-5mg Verubecestat (MK-8931) (BACEL/2#1ill51) 5mg
SF1183-25mg Verubecestat (MK-8931) (BACE1/24Ml1) 25mg
SF1183-100mg Verubecestat (MK-8931) (BACE1/2#Mi1) 100mg
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AF6273 BACE1 Rabbit Polyclonal Antibody 50pl

124610 BACE2 5 bRk 5ug

124612 BACE2 & AR FRHEK293 T4 ity 15Z/%0

L24611 BACE2 & AR R 18K 5 10~8 TU

L24613 BACE2FE KR FRHEK293 T4 AIRIPA R 100ug

L24614 BACE2F KR FRHEK293 T4l At Trizol 4K 500ul
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P2520-10pg Recombinant Active Human BACE1 (His-Tag) 10ug
P2520-100ug Recombinant Active Human BACE1 (His-Tag) 100pg
P2520-1mg Recombinant Active Human BACE]1 (His-Tag) 1lmg
SF1183-10mM Verubecestat (MK-8931) (BACE1/24Ml) 10mM X 0.2ml
SF1183-5mg Verubecestat (MK-8931) (BACE1/2#Ml1) 5mg
SF1183-25mg Verubecestat (MK-8931) (BACE1/2#Ml) 25mg
SF1183-100mg Verubecestat (MK-8931) (BACEL/2#1ill51) 100mg
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