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Forward-Looking Statements

• This presentation contains forward-looking statements that are based on management’s beliefs and assumptions and on information currently available to management. In 
some cases, you can identify forward-looking statements by the following words: “may,” “will,” “could,” “would,” “should,” “expect,” “intend,” “plan,” “anticipate,” “believe,” 
“estimate,” “predict,” “project,” “potential,” “continue,” “ongoing” or the negative of these terms or other comparable terminology, although not all forward-looking 
statements contain these words. These statements involve risks, uncertainties and other factors that may cause actual results, levels of activity, performance or 
achievements to be materially different from the information expressed or implied by these forward-looking statements. Although we believe that we have a reasonable 
basis for each forward-looking statement contained in this presentation, we caution you that these statements are based on a combination of facts and factors currently 
known by us and our projections of the future, about which we cannot be certain.

• Forward-looking statements in this presentation include, but are not limited to: statements about the potential attributes and benefits of our product candidates, including 
with respect to receptor subtype selectivity, activity, side effect and tolerability profile and relevant indications; the format and timing of our product development activities 
and clinical trials, including the design of clinical trials and the timing of initiation, completion and data readouts for clinical trials; the timing and outcome of IND 
submissions and other regulatory interactions; the ability to compete with other companies currently marketing or engaged in the development of treatments for relevant 
indications; the size and growth potential of the markets for product candidates and ability to serve those markets; and the rate and degree of market acceptance of product 
candidates, if approved.

• We cannot assure you that the forward-looking statements in this presentation will prove to be accurate. Furthermore, if the forward-looking statements prove to be 
inaccurate, the inaccuracy may be material. Actual performance and results may differ materially from those projected or suggested in the forward-looking statements due 
to various risks and uncertainties, including, among others: that we may not realize the expected benefits of the financing transaction; that clinical trial results may not be 
favorable; uncertainties inherent in the product development process (including with respect to the timing of results and whether such results will be predictive of future 
results); the impact of COVID-19 on the timing, progress and results of ongoing or planned clinical trials; other impacts of COVID-19, including operational disruptions or 
delays or to our ability to raise additional capital; whether and when, if at all, our product candidates will receive approval from the FDA or other regulatory authorities, and 
for which, if any, indications; competition from other biotechnology companies; uncertainties regarding intellectual property protection; and other risks identified in our 
SEC filings, including those under the heading “Risk Factors” in our Annual Report on Form 10-K filed with the SEC on March 1, 2022 and our subsequent SEC filings.

• In light of the significant uncertainties in these forward-looking statements, you should not regard these statements as a representation or warranty by us or any other 
person that we will achieve our objectives and plans in any specified time frame, or at all. The forward-looking statements in this presentation represent our views as of the 
date of this presentation. We anticipate that subsequent events and developments will cause our views to change. However, while we may elect to update these forward-
looking statements at some point in the future, we have no current intention of doing so except to the extent required by applicable law. You should, therefore, not rely on 
these forward-looking statements as representing our views as of any date subsequent to the date of this presentation.
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Subtype selective GABAA receptor PAMs 
have therapeutic potential in epilepsy

PAM = Positive Allosteric Modulator

Mechanistic Understanding of 
Pharmacology

Program Goals:

# Broad spectrum efficacy

# Improved AE profile vs 

classical BZDs, even at high 

receptor occupancy

# Chronic dosing

Design 1-sparing 
GABAA PAM to enable 

clinically relevant high 
receptor occupancyGABAA Receptor Subtype

1 2 3 5

Analgesia ✓✓ ✓ ✓✓

Anxiolysis ✓✓ ✓✓

Muscle Relaxation ✓✓ ✓✓

Anti-convulsant ✓✓ ✓✓

Sedation ✓✓

Cognitive 
Impairment

✓✓ ? ? ✓

Addiction ✓✓ ✓
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Darigabat: compelling translational data package supports clinical 
development program

Gurrell et al., Neurology 2019

Novel mechanism: α2/3/5-selective 
GABAA receptor PAM

Generally well-tolerated clinically, 
including at doses achieving ~80% 
receptor occupancy

Antiepileptic activity in proof-of-principle 
photoepilepsy clinical trial – 6/7 subjects 
with complete suppression of response



Darigabat Profile

Darigabat efficacy and safety profile warrants continued clinical development in epilepsy
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Time post-dose (hours)

Treatment

Placebo

Darigabat 17.5 mg

Darigabat 52.5 mg

Lorazepam 2 mg

Darigabat single dose photoepilepsy trial 
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An animal model of MTLE demonstrates key 
features of drug-resistant focal epilepsy

MTLE = mesial temporal lobe epilepsy

Patients with drug-resistant focal 
epilepsy need innovative novel 
antiseizure medications (ASMs)

Investigate darigabat in a translationally 
relevant nonclinical model of drug-
resistant focal epilepsy

Mesial temporal lobe epilepsy model:

Chronic spontaneous seizures

Morphological features 

Pharmacoresistance



Pharmacoresistance in focal epilepsy

Hippocampal paroxysmal discharges

Hippocampal sclerosis

Intra-
hippocampal 

kainate injection

Implantation of  
bipolar electrode

Chronic spontaneous seizures

Hippocampal paroxysmal discharges

Hippocampal sclerosis
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Pharmacoresistance in the animal model of MTLE

HPD = hippocampal paroxysmal discharges; ASMs = antiseizure medications

Duveau et al, CNS Neurosci Ther 2016
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Valproate Carbamazepine Lamotrigine

Phenobarbital

Pregabalin

Diazepam Vigabatrin

LevetiracetamRetigabine

MTLE mouse model exhibits 
differential sensitivity to ASMs

Identify novel drugs with desired 
profile: no seizures, no side effects
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Darigabat demonstrates robust antiseizure activity in the MTLE 
mouse model, with no observable side effects

HPD = hippocampal paroxysmal discharges

#, ##, ###, #### = p < 0.05, 0.01, 0.001, 0.001, respectively as compared to vehicle using two-way ANOVA for repeated measures

Darigabat dose‐dependently reduced the 
expression of focal seizures (HPDs)

Comparable level of efficacy to diazepam at 
doses of 3 and 10 mg/kg

No observable side effects, even at > 80% 
receptor occupancy

Darigabat Profile in MTLE mouse model



Darigabat warrants continued clinical 
development in drug-resistant focal epilepsy

Darigabat

Cumulative HPD
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REALIZE: Ph2 trial of darigabat in focal epilepsy

CT.gov ID: NCT04244175

Inclusion criteria

• Adults (18-75) with drug-resistant focal 
onset seizures  

• History of 4+ seizures per month for at 
least 3 months

• 1-3 stable background AEDs allowed

Primary endpoint

• Reduction in focal onset 
seizure frequency

R E A L I ZE :  dRug rEsistAnt focaL onset seIZurEs
Focusing on the potential for patients to accomplish (realize) their goals

Darigabat 25 mg BID (~80% RO)

Placebo BID

2-week Titration 8-week Maintenance Phase

n=50

n=50

n=50
n=150

R
1:1:1

3-week Taper

Patients able to join 57-week open-label extension trial after  
completion of 8-week maintenance phase

Darigabat 7.5 mg BID (~60% RO)

Focal epilepsy intended to establish proof of concept and side effect profile to support 
development in broader epilepsy indications
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Thank You!

Contact:

Rachel Gurrell

Senior Program Director, Cerevel Therapeutics

Rachel.Gurrell@Cerevel.com 

Philip Iredale

Alexis Evrard

Venceslas Duveau

Céline Ruggiero

Corinne Roucard


