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TAK-935 (OV935)

• Potent, selective and brain-penetrant inhibitor 
of the enzyme, CH24H 

• CH24H converts brain cholesterol to 24HC

• 24HC is a brain-specific cholesterol metabolite
- Allosteric activator of NMDA receptors1

- Pro-inflammatory response2

- Oxidative stress3

- Necroptosis4

- Clinically monitorable pharmacodynamic marker

First-in-class cholesterol 24-hydroxylase (CH24H) inhibitor for epileptic encephalopathies
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What is TAK-935?
TAK-935T

J Neurosci. 2013;33(44):17290-17300 2 Neuroreport. 2005;16(9):909-913 3

Steroids. 2015;99(Pt B):230-237.
1Paul SM, et al. Alexandrov P, et al. Nury T, et al. Steroids. 2015;99(Pt B):194-203

4Vo DK, et al. 

Reducing 24HC has the potential to 
impact CNS disorders, like epileptic 

encephalopathies 

(24HC)
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Scn1a+/- Dravet Mouse Model
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• Dravet syndrome is an infant onset epileptic encephalopathy
- Febrile and afebrile seizures
- High mortality rate (16/1000 PY; 9/1000 PY for SUDEP)
- Poor response to treatment
- 70-90% have SCN1A mutation – haploinsufficiency

• Scn1a+/- mouse model of Dravet syndrome
- Seizures induced by hyperthermia
- Spontaneous generalized tonic-clonic seizures (GTCS)
- Premature lethality

Scn1atm1Kea (MMRRC #037107-JAX)
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Study Design
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Prime

Seizure 
Monitoring

• Scn1a+/- mice undergo single, brief hyperthermia “priming” seizure P17-18  
• Begin TAK935 0.02%, 0.07% or vehicle treatment via chow

• Scn1a+/- mice continuously video-monitored for 14 days to 
assess spontaneous GTCS frequency and severity

Survival

PK/PD

• Scn1a+/- mice maintained on TAK-935 or vehicle chow to 
monitor survival until ~ 6 weeks of age

• Plasma and brain collected from Scn1a+/- mice to 
determine TAK-935 levels and 24HC concentrations
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Spontaneous GTCS Incidence
TAK-935 treatment increased seizure freedom in Scn1a+/- mice
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• Immediately following “priming” GTCS
• Scn1a+/- mice treated with 

• Vehicle
• 0.02% TAK-935
• 0.07% TAK-935 via chow

• Assessed GTCS frequency and severity

Continuous seizure monitoring over 14 days

***p<0.001, ****p<0.0001
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Spontaneous GTCS frequency and severity
TAK-935 treatment reduced seizure frequency and severity in Scn1a+/- mice

***p<0.001, ****p<0.0001

Severity of GTCS: +/- tonic 
hindlimb extension (HLE)

Daily Seizure Frequency
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Spontaneous GTCS Diary Plots
TAK-935 0.07%TAK-935 0.02%Vehicle

GTCS without HLE

GTCS with HLE
Lethal GTCS

Males

Females
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Survival Analysis
TAK-935 treatment prevents lethality in Scn1a+/- mice
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50-70% of vehicle 
control Scn1a+/- mice 

survived until 6 weeks

100% of TAK-935 
treated Scn1a+/- mice 
survived until 6 weeks

***p<0.001, ****p<0.0001

PK/PD
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Hyperthermia-Induced GTCS
TAK-935 treatment elevated average temperature threshold in Scn1a+/- mice
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Hyperthermia-induced GTCS Threshold Analysis

• Separate cohort of Scn1a+/- mice
• Treated with vehicle, 0.02% or 0.07% 

TAK-935 via chow P18-P25
• Temperature slowly raised from 

baseline to 42.5°C 

*p<0.05
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Summary
TAK-935 treatment improved core Dravet phenotypes
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• TAK-935 treatment significantly reduced seizure burden and severity in Scn1a+/- mice

- Delayed seizure onset by ~ 1 week when rare events did occur 

• TAK-935 treatment completely prevented premature lethality in Scn1a+/- mice

• TAK-935 treatment increased the threshold for hyperthermia-induced GTCS

• Inhibiting CH24H activity may be a novel approach to treating epileptic 
encephalopathies, like Dravet syndrome
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Thank You
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