
γ-secretase
Gamma secretase

γ-Secretase is a multimeric aspartyl protease that cleaves the membrane-spanning region of the β-carboxyl terminal fragment
(βCTF) generated from β-amyloid precursor protein. γ-Secretase defines the generated molecular species of amyloid β-protein (Aβ),
a critical molecule in the pathogenesis of Alzheimer's disease (AD).

γ-Secretase is composed of four subunits: Aph-1, nicastrin (Nct), Pen-2 and presenilin (PS), which is the catalytic subunit of the
enzyme. Endoproteolysis of PS, which results in the formation of PS1-NTF (N-terminal fragment) and CTF (C-terminal fragment)
heterodimer, is required for γ-secretase activation. γ-Secretase cleaves amyloid precursor protein (APP), Notch and many other
substrates. Aberrant cleavage of APP contributes to the pathogenesis of AD and abnormal Notch signaling promotes tumor
growth. γ-Secretase is a highly valued drug target in Alzheimer's disease and cancer. Multiple classes of small molecules that target
γ-secretase have been developed, including both inhibitors (GSIs) and modulators (GSMs).
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γ-secretase Inhibitors & Modulators

3,5-Bis(4-nitrophenoxy)benzoic acid
Cat. No.: HY-103539

3,5-Bis(4-nitrophenoxy)benzoic acid is an
inhibitor of .γ-secretase
3,5-Bis(4-nitrophenoxy)benzoic acid causes a
decrease in the released levels of Aβ42 and
notch-1 Aβ-like peptide 25 (Nβ25).

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg

Avagacestat 
(BMS-708163) Cat. No.: HY-50845

Avagacestat (BMS-708163) is a potent inhibitor of
, with s of 0.27 nM and 0.30 nMγ-secretase IC50

for Aβ42 and Aβ40 inhibition; Avagacestat
(BMS-708163) also inhibits NICD (Notch
IntraCellular Domain) with  of 0.84 nM andIC50

shows weak inhibition of CYP2C19, with IC  of…50

Purity: 98.28%
Clinical Data: Phase 2
Size: 10 mM × 1 mL, 5 mg, 10 mg, 50 mg

Aβ42-IN-1
Cat. No.: HY-130609

Aβ42-IN-1, compound 1v, is a novel, potent and
orally active  .γ-secretase modulator (GSM)
Aβ42-IN-1 potently reduced  levels with anAβ42

 value of 0.091 µM without CYP3A4IC50

inhibition. Aβ42-IN-1 shows a sustained
pharmacokinetic profile.

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg

Aβ42-IN-1 free base
Cat. No.: HY-130609A

Aβ42-IN-1 free base (compound 1v) is an orally
active, high brain exposure γ-secretase
modulator. Aβ42-IN-1 free base potently reduces
Aβ42 levels with an  value of 0.091 µM, andIC50

significantly reduces brain Aβ42 levels in mice.

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg

Aβ42-IN-2
Cat. No.: HY-136866

Aβ42-IN-2 is a  modulator extractedγ-secretase
from patent WO2016070107, compound example 36.
Aβ42-IN-2 has an  of 6.5 nM for Αβ .IC50 42

Aβ42-IN-2 can be used for the research of
Alzheimer's disease.

Purity: 98.14%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 5 mg, 50 mg, 100 mg

Begacestat 
(GSI-953) Cat. No.: HY-14175

Begacestat (GSI-953) is a selective thiophene
sulfonamide inhibitor of amyloid precursor protein

 (IC Aβ =15 nM) for thegamma-secretase 50 40

treatment of Alzheimer's disease.

Purity: 99.56%
Clinical Data: Phase 1
Size: 10 mM × 1 mL, 1 mg

BI-1408
Cat. No.: HY-112282

BI-1408 is a potent  modulator withγ secretase
an  of 0.04 μM for .IC50 Aβ42

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg

BMS 299897
Cat. No.: HY-50883

BMS 299897 is a sulfonamide  inhibitorγ-secretase
with an  of 7 nM for Aβ production inhibitionIC50

in HEK293 cells stably overexpressing amyloid
precursor protein (APP).

Purity: 99.24%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 5 mg, 10 mg, 25 mg, 50 mg, 100 mg

BMS 433796
Cat. No.: HY-50884

BMS 433796 is a  inhibitor with γ-secretase Aβ
lowering activity in a transgenic mouse model of
Alzheimer's disease.

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg

BMS-906024
Cat. No.: HY-15670

BMS-906024 is an orally active and selective
 inhibitor.γ-secretase (gamma secretase)

BMS-906024 is a potent pan-  receptorsNotch
inhibitor with s of 1.6 nM, 0.7 nM, 3.4 nM,IC50

and 2.9 nM for Notch1, -2, -3, and -4 receptors,
respectively.

Purity: 98.07%
Clinical Data: Phase 1
Size: 5 mg, 10 mg, 25 mg
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BPN-15606
Cat. No.: HY-117482

BPN-15606 is a highly potent, orally active
 modulator (GSM), attenuates theγ-secretase

production of  and  by SHSY5YAβ42 Aβ40
neuroblastoma cells with  values of 7 nM andIC50

17nM, respectively.

Purity: 99.24%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 5 mg, 10 mg, 50 mg, 100 mg

BPN-15606 besylate
Cat. No.: HY-117482A

BPN-15606 besylate is a highly potent, orally
active  modulator (GSM), attenuatesγ-secretase
the production of  and  by SHSY5YAβ42 Aβ40
neuroblastoma cells with  values of 7 nM andIC50

17nM, respectively.

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg

BT-GSI
Cat. No.: HY-145428

BT-GSI is a  inhibitor (GSI) and aγ-secretase
bone-targeted  inhibitor. BT-GSI has dualNotch
anti-myeloma and anti-resorptive properties, which
can be used for the research of multiple myeloma
and associated bone disease. BT-GSI inhibits tumor
growth and osteolytic disease progression.

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg

Compound E 
(γ-Secretase-IN-1) Cat. No.: HY-14176

Compound E is a  inhibitor. Compound Eγ-secretase
bloks β-amyloid(40), β-amyloid(42), and Notch
γ-secretase cleavage with s of 0.24, 0.37,IC50

0.32 nM, respectively.

Purity: 99.91%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg, 10 mg, 25 mg

Crenigacestat 
(LY3039478) Cat. No.: HY-12449

Crenigacestat (LY3039478) is an orally active
 and  inhibitor, with an  ofNotch γ-secretase IC50

1 nM in most of the tumor cell lines tested.

Purity: 98.33%
Clinical Data: Phase 2
Size: 10 mM × 1 mL, 2 mg, 5 mg, 10 mg, 25 mg, 50 mg, 100 mg

DAPT 
(GSI-IX) Cat. No.: HY-13027

DAPT (GSI-IX) is a potent and orally active
 inhibitor with s of 115 nM andγ-secretase IC50

200 nM for total  and ,amyloid-β (Aβ) Aβ42

respectively. DAPT inhibits the activation of
 signaling and induces cellNotch 1

differentiation.

Purity: 99.93%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 5 mg, 10 mg, 50 mg

E 2012
Cat. No.: HY-10016

E 2012 is a potent gamma (γ) secretase
modulator without affecting Notch processing. E
2012 inhibits 3β-hydroxysterol Δ24-reductase

 at the final step in the cholesterol(DHCR24)
biosynthesis.

Purity: 97.39%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 5 mg, 10 mg, 100 mg

ELN318463
Cat. No.: HY-50882

ELN318463 is an amyloid precursor protein (APP)
selective  inhibitor. ELN318463 showsγ-secretase
differential inhibition of presenilin (PS1)- and
PS2-comprised γ-secretase with s of 12 nMEC50

and 656 nM for PS1 and PS2, respectively.
ELN318463 is 51-fold more selective for PS1.

Purity: 99.33%
Clinical Data: No Development Reported
Size: 5 mg, 10 mg, 50 mg, 100 mg

ELN318463 racemate
Cat. No.: HY-50882A

ELN318463 racemate is the racemate of ELN318463.
ELN318463 is an amyloid precursor protein (APP)
selective  inhibitor. ELN318463 showsγ-secretase
differential inhibition of presenilin (PS1)- and
PS2-comprised γ-secretase with s of 12nM andEC50

656 nM for PS1and PS2, respectively.

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg

Fosciclopirox 
(CPX-POM) Cat. No.: HY-109174

Fosciclopirox suppresses growth of urothelial
cancer by targeting the  complex.γ-secretase
Fosciclopirox selectively delivers the active
metabolite, Ciclopirox (CPX), to the entire
urinary tract. Ciclopirox has anticancer activity
in a number of solid and hematologic malignancies.

Purity: 99.73%
Clinical Data: No Development Reported
Size: 5 mg, 10 mg, 25 mg, 50 mg, 100 mg
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FRM-024
Cat. No.: HY-115726

FRM-024 is a potent CNS-penetrant gamma
 modulator for familial Alzheimer’ssecretase

disease.

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg

gamma-secretase modulator 1
Cat. No.: HY-10043

γ-secretase inhibitior-1 is a gamma-secretase
modulator, γ-secretase inhibitior-1 is useful for
Alzheimer's disease.

Purity: ≥98.0%
Clinical Data: No Development Reported
Size: 5 mg, 10 mg, 25 mg, 50 mg, 100 mg

gamma-secretase modulator 1 hydrochloride
Cat. No.: HY-10043A

gamma-secretase inhibitior-1 is a
 modulator, γ-secretasegamma-secretase

inhibitior-1 is useful for Alzheimer's disease.

Purity: 98.59%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 5 mg, 10 mg, 25 mg, 50 mg, 100 mg

gamma-secretase modulator 2
Cat. No.: HY-50754

gamma-secretase modulator 2 is a potent and
selective γ-secretase modulator for treatment of
Alzheimer's disease.

Purity: 98.59%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 10 mg, 50 mg

gamma-secretase modulator 3
Cat. No.: HY-50889

gamma-secretase modulator 3 is a gamma-secretase
modulator.

Purity: 99.35%
Clinical Data: No Development Reported
Size: 10 mg, 100 mg

GSM-1
Cat. No.: HY-119165

GSM-1 is a potent  modulator. GSM-1γ-secretase
directly targets the transmembrane domain (TMD) 1
of presenilin 1 (PS1).

Purity: 98.42%
Clinical Data: No Development Reported
Size: 5 mg, 10 mg, 25 mg, 50 mg, 100 mg

Itanapraced 
(CHF5074; CSP-1103) Cat. No.: HY-14399

Itanapraced (CHF5074) is a novel γ-secretase
modulator, reduces Aβ42 and Aβ40 secretion, with
an IC50 of 3.6 and 18.4 μM, respectively.

Purity: ≥98.0%
Clinical Data: Phase 2
Size: 10 mM × 1 mL, 5 mg, 10 mg, 25 mg, 50 mg, 100 mg

L-685458 
(L-685,458) Cat. No.: HY-19369

L-685458 is a potent transition state analog (TSA)
 inhibitor (GSI). L-685458 inhibitsγ-secretase

amyloid β-protein precursor γ-secretase activity
with  of 17 nM, shows greater than 50-100-foldIC50

selectivity over other aspartyl proteases tested.

Purity: 99.33%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 1 mg, 5 mg, 10 mg

LY-411575
Cat. No.: HY-50752

LY-411575 is a potent  inhibitor withγ-secretase
 of 0.078 nM/0.082 nM (membrane/cell-based),IC50

and also inhibits Notch S3 cleavage with  ofIC50

0.39 nM.

Purity: ≥98.0%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 5 mg, 10 mg, 50 mg, 100 mg

LY-411575 (isomer 2)
Cat. No.: HY-50752B

LY-411575 isomer 2 is an isomer of LY411575, which
is a potent γ-secretase inhibitor.

Purity: 99.84%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 1 mg
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LY-411575 (isomer 3)
Cat. No.: HY-50752C

LY-411575 isomer 3 is an isomer of LY411575, which
is a potent γ-secretase inhibitor.

Purity: 99.27%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 1 mg

LY-411575 isomer 1
Cat. No.: HY-50752A

LY-411575 isomer 1 is an isomer of LY411575, which
is a potent γ-secretase inhibitor.

Purity: 99.51%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 1 mg

MK-0752
Cat. No.: HY-10974

MK-0752 is a potent, orally active and specific
 inhibitor, showing dose-dependentγ-secretase

reduction of Aβ40 with an  of 5 nM in humanIC50

SH-SY5Y cells. MK-0752 crosses the blood-brain
barrier. MK-0752 reduces newly generated CNS Aβ in
vivo.

Purity: 98.76%
Clinical Data: Phase 4
Size: 10 mM × 1 mL, 5 mg, 10 mg, 50 mg, 100 mg

MRK-560
Cat. No.: HY-14174

MRK-560 is a potent, orally bioavailable and
brain-penetrant  inhibitor.γ-secretase

Purity: 98.90%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 5 mg, 10 mg, 50 mg, 100 mg

NGP555
Cat. No.: HY-108714

NGP555 is a  modulator.γ-secretase

Purity: 98.09%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 5 mg, 10 mg, 25 mg, 50 mg, 100 mg

Nirogacestat 
(PF-3084014; PF-03084014) Cat. No.: HY-15185

Nirogacestat (PF-3084014) is a reversible, orally
bioavailable, noncompetitive, and selective

 inhibitor with an  of 6.2 nM.γ-secretase IC50

Purity: 98.76%
Clinical Data: Phase 3
Size: 10 mM × 1 mL, 5 mg, 10 mg, 50 mg, 100 mg

Nirogacestat dihydrobromide 
(PF-3084014 dihydrobromide; PF-03084014 dihydrobromide) Cat. No.: HY-15185B

Nirogacestat dihydrobromide (PF-3084014
dihydrobromide) is a reversible, orally
bioavailable, noncompetitive, and selective

 inhibitor with an  of 6.2 nM.γ-secretase IC50

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg

PF-06648671
Cat. No.: HY-120789

PF-06648671 is a novel, brainpenetrable, and
orally active .γsecretase modulator (GSM)
PF-06648671 reduces Aβ42 and Aβ40, with
concomitant increases in Aβ37 and Aβ38 in vitro.
PF-06648671 is used for the study of Alzheimer’s
disease.</br>.

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg, 10 mg

RO4929097 
(RG-4733) Cat. No.: HY-11102

RO4929097 (RG-4733) is a  inhibitorγ secretase
with  of 4 nM, inhibiting cellular processingIC50

of Aβ40 and Notch with EC  of 14 nM and 5 nM,50

respectively.

Purity: 98.11%
Clinical Data: Phase 2
Size: 10 mM × 1 mL, 5 mg, 10 mg, 50 mg, 100 mg

RO7185876
Cat. No.: HY-145343

RO7185876 is a potent and selective gamma
 modulator as a potential treatment forsecretase

Alzheimer's disease.

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg
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Semagacestat 
(LY450139) Cat. No.: HY-10009

Semagacestat is a  inhibitor, inhibitsγ-secretase
 ( ),  and  with sβ-amyloid Aβ42 Aβ38 Aβ40 IC50

of 10.9, 12 and 12.1 nM, respectively; also
inhibits  signaling with  of 14.1 nM.Notch IC50

Semagacestat can be used for the research of
alzheimer's disease.

Purity: 99.56%
Clinical Data: Phase 3
Size: 10 mM × 1 mL, 5 mg, 10 mg, 50 mg, 100 mg

SPL-707
Cat. No.: HY-111360

SPL-707 is an orally active, selective signal
 inhibitor withpeptide peptidase-like 2a (SPPL2a)

an  of 77 nM for hSPPL2a. SPL-707 inhibitsIC50

 ( =6.1 μM) and  ( =3.7 μM).γ-secretase IC50 SPP IC50

SPL-707 has the potential for autoimmune diseases
research by targeting B cells and dendritic cells.

Purity: 99.28%
Clinical Data: No Development Reported
Size: 5 mg, 10 mg

Sulindac sulfide 
(cis-Sulindac sulfide) Cat. No.: HY-B1786

Sulindac sulfide is a noncompetitive γ-secretase
inhibitor, with an  of 20.2 μM forIC50

γ -secretase activity.42

Purity: 99.07%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 50 mg, 100 mg, 250 mg

Sulindac sulfide-d3 
(cis-Sulindac sulfide-d3) Cat. No.: HY-B1786S

Sulindac sulfide-d3 is deuterium labeled Sulindac
sulfide. Sulindac sulfide is a noncompetitive
γ-secretase inhibitor, with an IC50 of 20.2 μM for
γ42-secretase activity.

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg

YO-01027 
(Dibenzazepine; DBZ) Cat. No.: HY-13526

YO-01027 (Dibenzazepine;DBZ) is a potent
 inhibitor with  values of 2.92γ-secretase IC50

and 2.64 nM for  and  cleavage,Notch APPL
respectively.

Purity: 98.67%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 2 mg, 5 mg, 10 mg, 25 mg

Z-Ile-Leu-aldehyde 
(Z-IL-CHO; GSI-XII; γ-Secretase inhibitor XII) Cat. No.: HY-12465

Z-Ile-Leu-aldehyde (Z-IL-CHO) is a potent and
competitive peptide aldehyde inhibitor of

 and .γ-secretase notch

Purity: ≥98.0%
Clinical Data: No Development Reported
Size: 10 mM × 1 mL, 5 mg, 10 mg

γ-Secretase modulator 10
Cat. No.: HY-145372

γ-Secretase modulator 10 is a novel γ-secretase
modulator.

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg

γ-Secretase modulator 4
Cat. No.: HY-128581

γ-Secretase modulator 4 is a potent γ-secretase
modulator, reduces the Aβ42 level with s ofIC50

0.014 μM and 0.017 μM in human and mouse,
respectively.

Purity: >98%
Clinical Data: No Development Reported
Size: 1 mg, 5 mg
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