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Supplementary materials and methods
This review is based on a systematized approach applied for identification of studies with preclinical pharmacological evaluation of antiseizure medications (ASMs) in in-vivo models of seizures or epilepsy. Concerning non-specific seizure and epilepsy models the search was focused on models currently integrated in the Epilepsy Therapy Screening Program of the National Institutes of Health (https://panache.ninds.nih.gov/Home/CurrentModels). However, further less common models were also considered. 
The search focused on ASMs licensed for developmental and epileptic encephalopathies (DEEs). We excluded reviews, editorial comments, corrections, and human or veterinary clinical trials. The search was limited to the PubMed® data base and all information published before September 2024. Publications and references from the personal library of the authors and not necessarily listed in PubMed® were also included. In addition, reference lists of the included papers were screened to identify further relevant publications.

Search strategy.
We combined the relevant search terms for every compound and the relevant search terms for the different models of epilepsy, seizures, or DEEs. We developed search strings for the compounds of interest in this review: “fenfluramine”, “stiripentol”, “ganaxolone”, “cannabidiol”, “everolimus”, and “rufinamide” (Table S1). To identify models of acute seizures, we combined the following concepts: “acute seizure models”, “maximal electroshock seizure”, “maximal electroshock seizure threshold”, “6-Hz stimulation”, “subcutaneous pentylenetetrazole”, “intravenous pentylenetetrazole”, “status epilepticus”, and “benzodiazepine-resistant status epilepticus” (Table S1).  For the chronic models of seizures or epilepsy, we combined “chronic seizure models”, “corneal kindling”, “intrahippocampal kainate model”, “intraamygdala kainate model”, “lamotrigine-resistant kindling model”, “drug resistant epilepsy models”, and “post-status epilepticus epilepsy models” (Table S1). In addition, we included “zebrafish” in combination with “seizure models” to identify relevant literature in this species (Table S1). To identify DEE-related models we combined “DEEs” and “animal models”, this search was then combined with the listed compounds (Table S1). If the compound is currently on use for one DEE, we looked for the relevant preclinical information on that DEE for that compound. Boolean operators and wild cards were used to increase the reach of the search. 
Each search consisted of joining the compound strings (IDs 1-6) with the concepts related to the seizure models, either the acute seizure models (IDs 7-12), chronic seizure models (IDs 13-19), zebrafish models (ID 20 + ID26), or DEE models (IDs 21-25 + ID26). The two concepts were joined by using the connector “AND”. For the zebrafish and DEE models, the search was supplemented with the auxiliary “animal models” concept (ID 26) joined by the “AND” operator. 

Non-specific seizure and epilepsy models
For information on predictive validity readers are referred to Table 1. In the following we provide a short description about the technical procedure and readout parameters for the most common non-specific models. 
Maximal Electroshock Seizure (MES): This model is based on suprathreshold electrical stimulation (e.g. via corneal or ear electrodes) inducing generalized tonic-clonic seizures. Common data analysis approaches focus on % animals protected from seizure induction. 1 
Maximum electroshock seizure threshold test (MEST): This model is a variant of the MES model, which is based on a staircase up-and-down stimulation procedure during which the stimulation current in individual animals is adjusted depending on seizure development in the previous animal of a group. This approach allows the determination of a seizure threshold for a group of animals. 1 
[bookmark: _Hlk200028740]6-Hz test: This model has been discarded in earlier days because of the lack of efficacy of ASMs such as phenytoin. In the search for screening models that enable better selection of drug candidates with superior efficacy in difficult-to-treat or drug-refractory epilepsies, this model has been reactivated and intensively characterized. Low-frequency electrical corneal stimulation of mice or rats triggers psychomotor seizures typically characterized by a minimal clonic phase followed by stereotyped behavioral patterns. 2, 3 At high stimulation intensities (44 mA) many ASMs do not exert relevant antiseizure effects in this model.       
Pentylenetetrazol (PTZ)-test: This model is based on administration of the chemoconvulsant PTZ, which acts as a GABAA receptor antagonist. Administration of PTZ triggers generalized tonic-clonic seizures in mice and rats. 4 While subcutaneous administrations allows assessment of latency to seizure onset, severity and duration of seizure activity, intravenous administration of PTZ by infusion provides a basis to assess seizure thresholds based on the PTZ dose. Interpretation of findings should consider pharmacokinetic interactions of test compounds with PTZ and a possible bias related to the specific mechanism of seizure induction by the chemoconvulsant. 1 
Kindling model. The model is based on repeated electrical (e.g. corneal or via depth hippocampal or amygdalar depth electrodes) or chemical (e.g. PTZ) induction of seizures evolving in terms of severity and duration with ongoing stimulations. Kindled mice or rats develop a hyperexcitable network with lowered seizure thresholds as a consequence of the kindling procedure. Drug testing in so called fully kindled animals, which reproducibly exhibit generalized clonic seizures in response to stimulation, allows to determine seizure thresholds, seizure severity, and duration. Moreover, administration of test compounds during the kindling procedure allows to assess a possible impact on the generation of a hyperexcitable kindled network. 5 
Post-SE epilepsy models. These mouse or rat models are based on chemical (e.g. pilocarpine, kainic acid) or electrical (e.g. via depth electrodes in the amygdala or hippocampus) induction of prolonged seizure activity. The associated brain insult triggers the development of epilepsy with spontaneous recurrent seizures. 5 The latency period differs depending on the model. Among these models the intrahippocampal kainic acid model of mesial temporal lobe epilepsy is frequently used as it is characterized by highly frequent electrographic seizure events in the chronic phase, which show a poor response to many ASMs. 6 
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Supplementary tables 
	Tables S1. List of strings used for the search. 

	ID number
	Search
	Strings

	1
	Fenfluramine
	("fenfluramin*") OR ("dexfenfluramin*") OR ("levofenfluramin*")

	2
	Stiripentol
	("stiripentol") OR ("diacomit") OR ("D-306") OR ("BCX" AND "2060")

	3
	Ganaxolone
	"ganaxolone" OR "ztalmy" OR "GANAXOLONE" OR "38398-32-2" OR "CCD 1042"

	4
	Cannabidiol
	"cannabidiol"[MeSH Terms] OR CBD OR Epidiolex

	5
	Everolimus
	"everolimus" OR "RAD" OR "SDZ-RAD" OR "159351-69-6" OR "NSC733504"

	6
	Rufinamide
	“xilep” OR “inovelon” OR “rufinamide” [Supplementary Concept])

	7
	Acute seizure models
	"acut*" AND "seizure*" AND ("model*" OR "test*")

	8
	Maximal electroshock seizure / Maximal electroshock seizure threshold
	("mes model") OR ("maximal electroshock" AND "test") OR ("maximal electroshock" AND "seizure*")

	9
	6-Hz stimulation
	("6 Hz") AND ("electric*" AND "stimulation")

	10
	Subcutaneous pentylenetetrazole
	("subcutaneous*") AND ("pentylenetetrazol*")

	11
	Intravenous pentylenetetrazole
	("intravenous*") AND ("pentylenetetrazol*")

	12
	Benzodiazepine-resistant status epilepticus
	("benzodiazepine-resistant" OR ("bzd" AND "resistan*") OR "resistan*") AND "status epilepticus" AND "pilocarpine"

	13
	Chronic seizure models
	"chronic*" AND "seizure*" AND ("model*" OR "test*")

	14
	Corneal kindling
	(corneal kindl*) AND ("seizure*" OR "test")

	15
	Intrahippocampal kainate model
	("hippocampal kain*" OR "intrahippocampal kain*") AND ("model" OR "temporal lobe epilepsy")

	16
	Intraamygdala kainate model
	("amygdal*" AND "kain*") AND ("model" OR "temporal lobe epilepsy")

	17
	Lamotrigine-resistant kindling model
	("lamotrigine" AND "resistant") AND "kind*" AND "model"

	18
	Drug resistant epilepsy models
	(("drug*" AND "resistan*" AND "epilep*") AND ("model*" OR "test*")) NOT ("human*" OR "patient*")

	19
	Post-status epilepticus epilepsy models
	("spontaneous recurrent seizures") AND ("kain*") AND ("chronic" OR "epilepsy")

	20
	Zebrafish
	"zebrafish"[MeSH Terms] OR "zebrafish"[All Fields] OR "zebrafishes"[All Fields] OR "zebrafish s"[All Fields]

	21
	DEEs
	("epileptic encephalopath*") OR ("development* encephalopathy")

	22
	Dravet syndrome
	"dravet syndrome" OR "epilepsies, myoclonic" OR "myoclonic epilepsy" OR "dravet"

	23
	Lennox Gastaut syndrome
	"lennox gastaut syndrome" OR "lennox-gastaut syndrome"

	24
	CDKL5 deficiency disorder
	"cdkl5 deficiency" OR "cyclin dependent kinase like 5 deficiency" OR "cyclin-dependent kinase-like 5 disorder" OR "cdkl5 deficien*" OR "cyclin dependent kinase like 5 deficien*"

	25
	Tuberous sclerosis complex
	"tuberous sclerosis" OR "tuberous sclerosis complex"

	26
	Animal models
	"models, animal"[MeSH Terms] OR "animal models" OR "preclinic* evaluation" OR "preclinic* models"





	Table S2. Literature information: preclinical data for fenfluramine in non-specific/general and specific models of epilepsy and developmental epileptic encephalopathies.

	Type of model
	Reference
	Species (sex, strain)
	Model(s)
	Drug exposure (Dose /concentration; route of administration; PTT or exposure time)
	Main results
	Comments

	General/non-specific models
	7
	Rats (male, CD-COBS)
	s.c. PTZ
	5 mg/kg; i.p.; 0.5 h
	Reduced incidence of tonic seizures.
Reduced mortality.
	D-fenfluramine

	
	8
	Gerbils (male and female)
Mice (male, NMRI)
	Pressure-induced seizures (gerbils)
MES (mice)
MEST (mice)
	max. 10 mg/kg; i.p.; 0.5 (gerbils and mice) and 2 h (only gerbils)
	No effects on pressure induced seizures or MES. Increased MEST.
	No specification for racemic form or enantiomers

	
	9
	Rats (Wistar)*
	Mg2+-induced epileptiform activity in rat’s entorhinal cortex
	0.2 – 1 mM; bath; -
	Reduced epileptiform activity.
	No specification for racemic form or enantiomers

	
	10
	Mice (male, CD-1)
Rats (male, Sprague-Dawley and Wistar)
	MES 
MEST 
s.c. PTZ
Only in mouse:
6 Hz 32/44 mA
i.v. PTZ
	5 – 20 mg/kg; i.p.; 45 min
	No effects in any model, except for an increased MEST in mice and rats.
	No specification for racemic form or enantiomers

	
	11
	Mice (male, CF-1)
	MES
6 Hz 44 mA
cKDL
	0.25 – 60 mg/kg; i.p.; 4 h 
	Antiseizure effects in the MES and 6Hz 44 mA models.
Minimal antiseizure effects in the fully kindled mice.
	The effective dose in the 6 Hz 44 mA model also induced motor impairment

	
	12
	Mice (male, CF-1)
	6 Hz 16/22/44 mA
	1 – 30 mg/kg; i.p.; -
	Antiseizure effects of fenfluramine only in the 22mA intensity. 
	No specification for racemic form or enantiomers.
Fenfluramine’s convulsant effects at 30 mg/kg

	
	13
	Mice (male and female, DBA/1)
	Noise-induced seizures
	5 – 40 mg/kg; i.p.; 0.5 – 24 h
	Antiseizure effects for up to 24 h.
	Racemic fenfluramine hydrochloride

	
	14
	Mice (male and female, DBA/1)
	Noise-induced seizures
	15 mg/kg; i.p.; 16 h
	Antiseizure effects.
	Fenfluramine’s effects modulated by 5-HT serotonin receptor modulators

	
	15
	Zebrafish (male, AB)
	i.p. PTZ
	10 mg/kg; i.p.; 10 min
	Antiseizure effects.
	No specification for racemic form or enantiomers

	
	16
	Rats (male, Sprague CD IGS Dawley)
Mice (male, CF-1)
	MES
Only mice: 
6 Hz 44 mA
	Rats: 
5 – 15 mg/kg; i.p.; 0.25 – 4 h
Mice:
10 – 30 mg/kg; i.p.; 0.5 – 6 h 
	Antiseizure effects in the MES but not in the 6 Hz 44 mA model.
	Racemic fenfluramine hydrochloride

	
	17
	Mice (male, CD-1; male, DBA/2)
	MES
Noise-induced seizures
	-; i.p.; 1 h
	MES: 
ED50 = 8.1 mg/kg (peak of effect 6 h after administration; PI = 5.5).
Audiogenic seizures: 
ED50 = 11.8 mg/kg.
	ED50 information also for D-fenfluramine and L-fenfluramine.

	
	18
	Mice (female, NMRI; male, C57BL/6)
	aKDL
IHK
	0.03 – 10 mg/kg; i.p.; 2 h
	aKDL: 
Minimal antiseizure effects in the fully kindled mice.
IHK:
Antiseizure effects for up to 2 h after administration.
	Racemic fenfluramine hydrochloride

	
	19
	Mice (male, CD-1)
	NMDA-induced seizures
	3 nM; i.c.v.; 0.5 h
	Antiseizure effects.
	D-fenfluramine

	Dravet syndrome
	20
	Zebrafish (AB-Scn1a-/-)
	Spontaneous epileptiform activity
	-; bath; 22 h
	Antiseizure effects.
	No specification for racemic form or enantiomers

	
	21
	Zebrafish (AB-Scn1a-/-)
	Spontaneous epileptiform activity
Hyperthermia-induced seizures
	12.5 – 50 μM; bath; 24 h
	Spontaneous epileptiform activity: Antiseizure effects.
Hyperthermia-induced seizures: No effects.
	No specification for racemic form or enantiomers

	
	22
	Zebrafish (AB-Scn1a-/-)
	Spontaneous epileptiform activity
	-; bath; 24 h
	Antiseizure effects.
	Racemic fenfluramine

	
	23
	Zebrafish (AB-Scn1a-/-)
	Spontaneous epileptiform activity
	50 μM; bath; 24 h
	Antiseizure effects.
	Racemic fenfluramine

	
	24
	Mice (Scn1aA1783V/+)
	Hyperthermia-induced seizures
	10 and 25 mg/kg; i.p.; 0.5 and 4 h
	No antiseizure effects.
	No specification for racemic form or enantiomers

	SCN8A-related epilepsy
	12
	Mice (Scn8aR1620L/+)
	6 Hz 16 mA
	17 mg/kg; i.p.; -
	No antiseizure effects.
	No specification for racemic form or enantiomers

	*, The tissue was obtained from these species/strains.
PTT, pre-treatment time; s.c., subcutaneous; i.p., intraperitoneal; PTZ, Pentylenetetrazole; i.p., intraperitoneal; i.v., intravenous; MES, Maximal electroshock seizure; MEST, MES Threshold; KDL, Kindling; cKDL, corneal KDL; aKDL; amygdala KDL; IHK, Intrahippocampal kainic acid mouse model; NMDA; n-methyl-d-aspartate; i.c.v., intracerebroventricular; ED50, median effective dose; PI, protective index (median toxic dose/ ED50). 




	Table S3. Literature information: preclinical data for stiripentol in non-specific/general and specific models of epilepsy and developmental epileptic encephalopathies.

	Type of model
	Reference
	Species (sex, strain)
	Model(s)
	Drug exposure (Dose/concentration; route of administration; PTT or exposure time)
	Main results
	Comments

	General/non-specific model
	25
	Rats (male, Wistar)
	s.c. PTZ 
SE
	150 – 350 mg/kg; i.p.; 1 h
	Antiseizure effects. 
	Effects only in young animals.

	
	26
	Mice (male and female, Kunming)
	s.c. PTZ
MES 
	100 mg/kg; i.p.; 0.5 – 3 h (MES) and 0.5 h (PTZ)
	Antiseizure effects in both models.

	

	
	27
	Mice (male, Swiss)
	MES
	250 – 325 mg/kg; i.p.; 1 h
	Antiseizure effects.
	

	
	28
	Mice (male, Swiss)
	s.c. PTZ 
	-; i.p.; 1 h
	ED50 = 221.3 mg/kg (PI = 2.89).
	

	
	29
	Mice (male, Swiss)
	MES
	225 – 350 mg/kg; i.p.; 1 h
	ED50 = 277.7 mg/kg. 
	

	
	30
	Rats (male, Sprague-Dawley)
	i.v. PTZ
	150 – 900 mg/kg; i.p.; 1 h
	Antiseizure effects.
	

	
	31
	Mice (ICR)
	IHK
	300 mg/kg; i.p.; -
	No antiseizure effects. 
	

	
	32
	Rats (male, Sprague-Dawley)
	SE
	10 – 1000 mg/kg; -; at onset or 45 min after stage 3 seizures. 
	Antiseizure effects. 
	Better effects in young animals.

	
	33
	Rats (male, Sprague-Dawley)
	SE
	10 – 1000 mg/kg; i.p.; at onset or 45 min after stage 3 seizures. 
	At onset: 
ED50 = 100 (young) and 377.6 mg/kg (adults).
45 min after stage 3 seizures:
ED50 = 216.3 (young) and 397.2 mg/kg (adults).
	

	
	34
	Mice (male, Swiss-Webster)
	Cocaine-induced seizures
	-; i.p.; 1 h
	ED50 = 68.3 mg/kg (PI = 5.3)
	

	
	35
	Rats (male, Sprague-Dawley)*
	In vitro spontaneous epileptiform activity
	100 and 300 μM; bath; 20 min
	Antiseizure effects. 
	Reduction in frequency but increase in duration and amplitude of the epileptiform discharges.

	
	36
	Mice (male, CBA)
	MSO-induced SE
	200-400 mg/kg; i.p.; 0.5 h 
	Antiseizure effects.
	

	
	37
	Rats (male, WAG-Rij; male, Sprague-Dawley)
	Spontaneous SWD
i.p. PTZ (low dose)
	150-300 mg/kg; i.p.; - 
	Antiseizure effects in both models. 
	

	
	38
	Rats (male, EOPS)
Mice (EOPS)
	MES
i.p. PTZ
Bicuculline
Strychnine
	50-300 mg/kg; i.p.; 0.5 h
	MES (rats): ED50 = 240 mg/kg
i.p. PTZ (mice): ED50 = 200 mg/kg
Antiseizure effects in the other models
	

	Dravet syndrome
	39
	Zebrafish (AB-Scn1a-/-)
	Spontaneous seizure activity
	6.7 – 667 μM; bath; 10 min
	Antiseizure effects.
	

	
	24
	Mice (Scn1aA1783V/+)
	Hyperthermia-induced seizures
	100 mg/kg; i.p.; 1 h
	No antiseizure effects.
	

	
	40
	Mice (Scn1aA1783V/+)
	Spontaneous seizure activity
	150 mg/kg; i.p.; -
	No antiseizure effects.
	

	
	23
	Zebrafish (AB-Scn1a-/-)
	Spontaneous epileptiform activity
	50 μM; bath; 24 h
	No antiseizure effects.
	

	
	41
	Mice (Scn1aE1099X/+) 
	Hyperthermia-induced seizures
	300 mg/kg; i.p.; 0.5 h
	No antiseizure effects.
	

	
	42
	Mice (Scn1aR1099X/+)
	Hyperthermia-induced seizures
	300 mg/kg; i.p.; 0.5 h
	Antiseizure effects only for 1 month age mice, not for 5 months age mice. 
	The combination of stiripentol with clobazam was effective in both ages.

	
	43
	Mice (Gabrg2Q390X/+)
	Spontaneous seizure activity
i.p. PTZ 
	150 mg/kg; i.p.; 1 h
	Convulsant effects in both models.
	

	*, The tissue was obtained from these species/strains.
PTT, pre-treatment time; s.c., subcutaneous; SE, Status epilepticus; PTZ, Pentylenetetrazole; i.p., intraperitoneal; MES, Maximal electroshock seizure; i.v., intravenous; IHK, Intrahippocampal kainic acid mouse model; ED50, median effective dose; PI, protective index (median toxic dose/ ED50); MSO, Methionine sulfoximine; SWD, Spike and wave discharges.





	Table S4. Literature information: preclinical data for everolimus in non-specific/general and specific models of epilepsy and developmental epileptic encephalopathies.

	Type of model
	Reference
	Species (sex, strain)
	Model(s)
	Drug exposure (Dose/concentration; route of administration; PTT or exposure time)
	Main results
	Comments

	General/non-specific model
	44
	Mice (male, C57BL/6)
	IHK
	5 mg/kg; i.p.; qd for 8 weeks
	No antiseizure effects
	

	
	45
	Mice (male, CD-1)
	IHK
	5 mg/kg; p.o.; qd for 3 days 
	No antiseizure effects
	

	
	46
	Mice (female, NMRI)
	MEST
	5 and 10 mg/kg; p.o.; 3 h
	Antiseizure effects in both naïve and animals with epilepsy.
	

	
	47
	Rats (male, CD IGS Sprague Dawley)
	Post-SE epilepsy
	Starting 1 day after SE:
2 mg/kg; p.o.; qd for 7 days
Starting 1-2 h after SE: 
3 mg/kg; p.o.; qd for 5 days 
	Everolimus did not prevented or modified the development of spontaneous recurrent seizures.
	

	
	ETSP (ID: 520008)
	Mouse (male, C57BL/6)
	MES
6 Hz 44 mA
cKDL
IHK
	MES, 6Hz 44mA:
3-30 mg/kg; p.o.; 0.5 and 2 h 
cKDL:
3-30 mg/kg; p.o.; 1, 2 and 4 h
IHK: 
10 and 30 mg/kg; p.o.; -
	No antiseizure effects.
	There was a reduction of 50% in seizure frequency in the IHK model (n = 3).

	
	48
	Rats (male, Tsc2+/- and WT Long-Evans)
	SE in P11-12 rats.
	1 mg/kg; i.p.; once every 48 h for 12 days
	No effects were detected in wet dog shake frequency.
	Everolimus reverted behavioral alterations related to the genetic mutation.

	
	49
	Rats (male, Sprague-Dawley)
	Post-SE induced epilepsy
	6 mg/kg; p.o.; 5 days 
	No antiseizure effects.
	

	Tuberous sclerosis complex
	48
	Rats (male, Tsc2+/- and WT Long-Evans)
	SE in P11-12 rats.
	1 mg/kg; i.p.; once every 48 h for 12 days
	No effects were detected in wet dog shake frequency.
	Everolimus reverted behavioral alterations related to the genetic mutation.

	Pik3ca associated epilepsy
	50
	Mice (Nestin-Cre
Pik3caE545K/+)*
	In vitro epileptiform activity
	0.52 μM; bath; 1 h
	No antiseizure effects. 
	

	*, The tissue was obtained from these species/strains.
PTT, pre-treatment time; IHK, Intrahippocampal kainic acid mouse model; i.p., intraperitoneal; qd, once per day; p.o., per os; MES, Maximal electroshock seizure; MEST, MES Threshold; SE, Status Epilepticus; KDL, Kindling; cKDL, corneal KDL.





	Table S5. Literature information: preclinical data for ganaxolone in non-specific/general and specific models of epilepsy and developmental epileptic encephalopathies.

	Type of model
	Reference
	Species (sex, strain)
	Model(s)
	Drug exposure (Dose/concentration; route of administration; PTT or exposure time)
	Main results
	Comments

	General/non-specific model
	51
	Mouse (male, C57BL/6)
	hKDL 
6Hz 38 mA 
	0.5-10 mg/kg; s.c.; 15 min
	6Hz 38 mA: ED50 = 1.46 mg/kg
hKDL: Antiseizure effects in kindled mice.
	

	
	52
	Mouse (male, Swiss)
	SE
	3 mg/kg; i.m.; 40 min after the first myoclonic jerk
	Antiseizure effects and reduction in mortality.
	

	
	53
	Rat (Sprague-Dawley)
	Betamethasone-primed rats + NMDA-induced seizures. 
	Single: 10-50 mg/kg; i.p.; 0.5 h 
Repeated: 20 mg/kg; i.p.; bid (P13-P15)
	Single and repeating dosing: Antiseizure effects. 
	

	
	54
	Mouse (female, C57BL/6)
	aKDL
	1.25-20 mg/kg; s.c.; 15 min
	ED50 (severity) = 6.6 mg/kg
ED50 (ADD): 11 mg/kg 
	

	
	55
	Rat (male, Wistar)
	Electricity-induced cortical epileptiform discharges
	5-40 mg/kg; i.p.; after the first AD
	Antiseizure effects in rats P25 and P12 but not in P18 rats.
	No effects on the motor manifestation of the seizures.

	
	56
	Rat (male, WAG/Rij)
	Spontaneous absence seizures
	0.1-1 nmol/side; i.c.
	Antiseizure effects only when injected 
in the perioral region of the somatosensory cortex.
	Convulsant effects when injected in some areas of the thalamus.

	
	57
	Mouse (male, Swiss)
	6Hz-32mA
	3-100 mg/kg; i.p.; 15 min
	ED50 = 6.3mg/kg.
	

	
	58
	Rat (female, Sprague-Dawley)
	s.c. PTZ
	0.625-15 mg/kg; s.c.; 15 min
	ED50 (naïve) = 3.5 mg/kg (PI = 1.62).
	ED50 (pseudopregnancy) = 2.38 mg/kg (PI = 3.12)
ED50 (catamenial) = 1.2 mg/kg (PI 6.36)

	
	59
	Rats (male, Sprague-Dawley)
	Flurothyl-induced seizures
	0.5-10 mg/kg; i.p.; 10-120 min
	Antiseizure effects (dose-dependent). 
	

	
	60
	Lambs (Border Leicester-Merino)
	Asphyxia-induced seizures
	Bolus: 5 mg/kg; i.v.; 6h after birth.
Repeated: 5 mg/kg/day; i.v.; continuous for 2 days
	Antiseizure effects.
	

	
	61
	Mouse (male and female, C57BL/6; GABAA-/-)
	SE
hKDL
6 Hz 32 mA
	hKDL: 1 – 10 mg/kg; s.c.; 15 min
6 Hz 32 mA: 0.6 – 20 mg/kg; s.c.; 15 min
	hKDL: Antiseizure effects in kindled animals. 
6 Hz 32 mA: ED50 = 1.5 mg/kg (females); 2.9 mg/kg (males).
	hKDL: more potent effects in animals with neurosteroid withdrawal syndrome.

	
	62
	Mouse (male, C57BL/6.129Sv)
	s.c. PTZ-KDL
	5.5 mg/kg; i.p.; 15 min
	PTZ-KDL: delayed KDL development.
	

	
	34
	Mouse (male, Swiss)
	i.p. PTZ-KDL
	1.38 - 5.43 mg/kg; s.c.; 15 min
	Reduction of the frequency of fully kindled mice. 
ED50 (naïve) = 3.45 mg/kg.
ED50 (kindled) = 3.22 mg/kg 
	No locomotor side effects at these doses. 

	
	63
	Mouse (male, Swiss)
	i.p. PTZ-KDL
	0.69-3.45 mg/kg; s.c.; 15 min
	Antiseizure effects and delayed the KDL development. 

	Prevention of other PTZ-induced behaviors.

	
	64
	Mouse (male, NSA)
Rat (male, Sprague-Dawley)
	s.c. PTZ
MES
cKDL
i.v. PTZ threshold
Chemical-induced seizures
	-; i.p. and p.o.; -
	s.c. PTZ: 
ED50 (mice, i.p.) = 4.3 mg/kg (PI = 7.8)
ED50 (rats, i.p.) = 7.8 mg/kg (PI = 1.8)
ED50 (rats, p.o.) = 21 mg/kg (PI = 2.3)
MES
ED50 (rats, p.o.) = 58.4 mg/kg (PI = 0.8)
ED50 (mice, i.p.) = 29.7 mg/kg (1.1)
cKDL
ED50 (rats, i.p.) = 4.5 mg/kg (PI = 3.2)
Antiseizure effects in all the other models. 
	

	
	65
	Rat (Wistar)
	s.c. PTZ
	10-60 mg/kg; i.p.; 20 min
	Antiseizure effects.
	More potency in younger rats

	
	66
	Rat (female, Sprague-Dawley)
	s.c. PTZ
	7 mg/kg; s.c.; bid for 3 or 7 days, 15 min before seizure
	ED50 = 3.5 mg/kg (PI = 1.6)
	No tolerance development.

	
	67
	Rat (male, Sprague-Dawley)
	SE
	6, 9, 12 mg/kg; i.v.; 0, 15, 30, and 60 after the start of SE.
	Antiseizure effects and reduced mortality.
	Induction of sedative effects.

	Fragile X syndrome
	68
	Mouse (Frm1-/-)
	Noise-induced seizures
	10 mg/kg; i.p.; 10 min 
	Antiseizure effects.
	

	Angelman syndrome
	69
	Mouse (Ube3atm1Alb)
	Noise-induced seizures
i.p. PTZ
	150 nM; s.c.; continuously for 3 days or 4 weeks (minipump)
	Noise-induced seizures: Antiseizure effects (Short- and long-term treatment).
i.p. PTZ: Antiseizure effects (Long-term treatment).
	

	PTT, pre-treatment time; KDL, Kindling; hKDL, hippocampal KDL; ED50, median effective dose; SE, Status Epilepticus; i.m., intramuscular; NMDA, n-methyl-d-aspartate; i.p., intraperitoneal; aKDL, amygdala KDL; AD; After-discharge; ADD, AD duration;  i.c., intracerebral; ; ED50, median effective dose; PI, protective index (median toxic dose/ED50);  i.v., intravenous; PTZ, Pentylenetetrazole; MES, Maximal electroshock seizure; cKDL; corneal KDL; p.o., per os; bid; twice per day; s.c., subcutaneous.





	Table S6. Literature information: preclinical data for rufinamide in non-specific/general and specific models of epilepsy and developmental epileptic encephalopathies.

	Type of model
	Reference
	Species (sex, strain)
	Model(s)
	Drug exposure (Dose/concentration; route of administration; PTT or exposure time)
	Main results
	Comments

	General/non-specific model
	70
	Mouse (male, BALB/c)
	i.p. PTZ-KDL
	50 mg/kg; i.p.; 45-60 min
	Prevention of KDL development. 
	Alone or in combination with Ivermectine and vitamin E.
Protective effects in non-seizure related outcomes (behavior and memory).

	
	71
	Rat (male, Sprague-Dawley)
	SE
	50 mg/kg; i.p.; 40 min after seizure onset.
	No significant effects in SE.
Reduced incidence of SRS in treated animals. 
	Antiseizure effects in the EEG spectral power.
The effects on SE were described in combination with ketamine and midazolam.

	
	72
	Mouse (male, ICR)
	i.p. PTZ
MES
	50 mg/kg; p.o.; 1 h
	Antiseizure effects in both models. 
	

	
	73
	Mouse (male, C57BL/6)
	AY-9944-induced seizures
i.p. PTZ
	Acute AY-9944:
50 mg/kg; s.c.; p3-p6, p8, p14, and p20.
Chronic AY-9944:
50 mg/kg; i.p.; 0.5 h
i.p. PTZ:
50 mg/kg; i.p.; 15 min
	AY-9944:
Reduction in SWD in the chronic model.
i.p. PTZ: 
Reduction in the frequency of SWD but not from isolated spike bursts. 

	

	
	74
	Rat (male, Sprague-Dawley)
	LTG-resistant aKDL
	40 mg/kg; i.p.; 15 min

	No antiseizure effects.
	All animals presented neurological impairments.

	
	3
	Rat (male, Sprague-Dawley)
Mouse (male, CF1)
	6Hz 32 and 44 mA 
6Hz 60 and 80 V
MES
	-; i.p.; 0.5 h
	6Hz 60V (rat):
ED50 = 42.7 mg/kg (PI = 8.2)
6Hz 80V (rat):
Antiseizure effects. 
MES (rat):
ED50 = 7 mg/kg (PI > 50).
6Hz 32 mA (mouse):
ED50 = 23.1 mg/kg (PI > 2)
6Hz 44 mA:
ED50 = 32.9 mg/kg (PI > 1.4)
	

	
	75
	Rat (male, Wistar)
	4-AP-induced and low Mg2+-induced epileptiform activity (in vitro)
	-; bath; -
	Low-Mg2+: Antiseizure effects.
4-AP: antiseizure effects.
	

	
	76
	Rat (male, Sprague-Dawley)
Mouse (Male, CF1)
	MES
s.c. PTZ
acute chemical-induced seizures
	MES:
-; i.p.; 15 min (mouse) or 60 min (rat)
-; p.o.; 0.5 h (rat)
Chronic treatment + MES (rat):
6; p.o.; 5-7 days
	Mice, i.p.: 
ED50 (MES) = 15.5 mg/kg (PI > 32.2)
ED50 (s.c. PTZ) = 54 mg/kg (PI > 9.3)
Mice, p.o.:
ED50 (MES) = 23.9 mg/kg (PI > 41.9)
ED50 (s.c. PTZ): 45.8 mg/kg (PI > 21.9)
Rats, p.o.: 
ED50 (MES) = 6.1 mg/kg (PI ≈ 163)
No effects in the s.c. PTZ model
	No effects on the Strychnine model. 
Same effects with chronic and acute dosing.

	Dravet syndrome
	24
	Mouse (Scn1aA1783/+)
	Hyperthermia-induced seizures
	32 mg/kg; i.p.; 0.5 h
	No antiseizure effects.

	

	PTT, pre-treatment time; PTZ, Pentylenetetrazole; KDL, Kindling; i.p., intraperitoneal; SE, Status Epilepticus; SRS, Spontaneous Recurrent Seizures; EEG, Electroencephalogram; MES, Maximal electroshock seizure; p.o., per os; s.c., subcutaneous; SWD, Spike-and-Wave Discharges; LTG, Lamotrigine; aKDL, amygdala KDL; ED50, median effective dose; PI, protective index (median toxic dose/ ED50); 4-AP, 4-Aminopyridine.





	Table S7. Literature information: preclinical data for cannabidiol in non-specific/general and specific models of epilepsy and developmental epileptic encephalopathies.

	Type of model
	Reference
	Species (sex, strain)
	Model(s)
	Drug exposure (Dose/concentration; route of administration; PTT or exposure time)
	Main results
	Comments

	General/non-specific model
	77
	Rats (male, Wistar)
	SE
	1-25 mg/kg; i.p.; 30 min
	Antiseizure effects
	

	
	78
	Mice (male, ICR)
Rats (Sprague-Dawley)
	MES
MEST
6 and 60 Hz
s.c. PTZ
Cobalt-induced epilepsy in rats
	-; i.p.; -
	MES: 
ED50 (Mice) = 120 mg/kg (PI = 1.5)
ED50 (Rats) = 50 mg/kg
MES, MEST, and PTZ (mice) = antiseizure effects
	No definition of the current used for the 6 and 60 Hz tests

	
	79
	Mice (male, CF-1)
	MES
	-; i.p.; 2 h
	ED50 = 80 mg/kg
	

	
	80
	Rats (male and female, Wistar Kyoto)
	Mg2+-Free and 4-AP in vitro induced epileptiform activity.
i.p. PTZ
	In vitro: 
0.01-100 μM; bath; 30 min
In vivo: 
1, 10, 100 mg/kg; i.p.; 1 h
	In vitro: antiseizure effects
In vivo: antiseizure effects (only male rats)
	

	
	81
	Rats (male, Wistar)
	Pilocarpine-induced seizures
Penicillin-induced seizures
	1, 10, 100 mg/kg; i.p.; 1 h
	Antiseizure effects
	Penicillin was administered via i.c.v.

	
	82
	Rats (male, Wistar)
	SE
	10 mg/kg; i.p.; 1 h 
	Antiseizure effects
	

	
	83
	Zebrafish (AB)
	PTZ
	1-4 uM; medium; 0.5 h
	Antiseizure effects
	

	
	84
	Mice (male, C57BL/6J; GPR55-/-)
Rats (male, Wistar Kyoto)
	i.p. PTZ
s.c. KA
Post-SE epilepsy
	50, 100, 200 mg/kg; i.p.; 1 h
Post-SE epilepsy:
200 mg/kg; p.o.; continuous (drinking solution)
	i.p. PTZ: 
Antiseizure effects in wildtype mice 
s.c. KA:
Prevention of the increased susceptibility in KA-primed animals
	i.p. PTZ: 
Antiseizure effects in the EEG

	
	85
	Mice (male, C57BL/6J)
	Theiler’s encephalomyelitis virus
6Hz 32mA
	TEMV
150, 180 mg/kg; i.p.; bid from 2 days before to 10 after infection or from 3 to 7 days after infection.
6Hz model
50 mg/kg, i.p.; -
	Antiseizure effects in both models (Time of peak effect = 2 h)
	

	
	86
	Mice (male, Swiss)
	i.p. PTZ
s.c. PTZ
i.v. PTZ
i.p. PTZ KDL
	30, 60, 90 mg/kg; i.p.; 0.5 h
	Antiseizure effects in the acute models
No effects in KDL progression
	

	
	87
	Mice (male, CF-1)
	MES

	0 – 640 mg/kg; i.p.; 2 h
	ED50 = 190 mg/kg (PI = 2.4)
	The combination with THC showed better effects


	
	88
	Mice (male, CF-1)
Rats (male, Sprague-Dawley and male, Wistar)
	MES
s.c. PTZ
6Hz 32mA
6Hz 44mA
cKDL
SE
Post-SE epilepsy
	-; i.p.; 1 h for MES, s.c. PTZ, 6Hz models, and cKDL. 
10 mg/kg; i.v.; 1 h for SE
200 mg/kg; p.o.; drinking solution for 8 weeks

	Mice ED50:
MES = 80 mg/kg (PI = 3.4)
s.c. PTZ = 120 mg/kg (PI = 2.3)
6Hz 32 mA = 144 mg/kg (PI = 1.9)
6Hz 44 mA = 173 mg/kg (PI = 1.6)
cKDL = 115 mg/kg (PI = 2.4)
Rat: 
ED50 (MES) = 53.2 mg/kg (PI = 9.4)
SE = antiseizure effects
Post-SE epilepsy = antiseizure effects
	Cannabidiol also impacted the comorbities in the animals with epilepsy

	
	89
	Mice (male, Swiss)
	MEST
6Hz 32mA
	25, 50, 100 mg/kg; i.p.; 1 h
	Antiseizure effects
	Increased spontaneous locomotor activity

	
	90
	Mice (C57BL/6)
	6Hz 38mA
	25-400 mg/kg; i.p.; 1 h

	ED50 = 53.6 mg/kg
	No neurotoxic effects identified
Synergistic effects in combination with ganaxolone

	
	91
	Rats (male, Sprague Dawley)
	Post-SE epilepsy
	20 and 100 mg/kg; p.o.; 0.5 h before SE and for 7 days
	SE: Antiseizure effects
	

	
	92
	Mice (C57BL/6; Swiss/CD1)
	MES
6Hz 44 mA
	10-150 mg/kg; i.p.; 1 h
	MES:
ED50 = 41.9 mg/kg
6Hz 44 mA: 
ED50 = 49.6 mg/kg
	

	
	93
	Rats (female, Sprague-Dawley)
	s.c. PTZ
MES
	1-200 mg/kg; i.p.; 2 h 
	s.c. PTZ:
Antiseizure effects, with better response in adolescent animals
MES: 
Antiseizure effects
	

	
	94
	Mice (male, C57Bl/6)
	hKDL 
	KDL progression: 
25 and 100 mg/kg; i.p.; qd 1 h after KDL for 14 days
Fully KDL:
25-400 mg/kg; i.p. or p.o.; 1-4 h
KDL retention: 
100 mg/kg; i.p.; bid for 14 days
	KDL progression: Delayed KDL development
KDL retention: 
Reduced seizure burden but no evidence for revert of KDL
KDL fully: 
ED50 = 52 (i.p.) and 50 (p.o.) mg/kg
	U-shaped dose-dependent antiseizure effect
No motor or functional impairments (25-400 mg/kg) in fully kindled animals

	
	95
	Rats (GEPR-3)
	Noise-induced seizures
Noise-induced KDL
	1-100 mg/kg; i.p.; 2 - 6 h
	Antiseizure effects

	

	
	96
	Rats (male, GAERS)
	Spontaneous SWD
	10, 30, 100 mg/kg; i.p.; -
	Antiseizure effects
	

	
	97
	Mice (male, C57BL/6; PI3K-/-)
	i.p. PTZ
	30 mg/kg; i.p.; 0.5 h
	Antiseizure effects
	The antiseizure were not present in the mutant strain

	
	98
	Rats (male, Wistar)
	i.p. PTZ KDL (progression, fully kindled)
	60 mg/kg; p.o.; 1 h after each PTZ or 24 h before the next injection
	PTZ KDL progression: 
No evidence for prevention of KDL development
PTZ KDL:
Increased latency to generalized seizures
	

	
	99
	Rats (male, Sprague-Dawley)
	Post-SE epilepsy
	12 or 120 mg/kg; s.c.; bid for 3 days
	Antiseizure effects
	

	
	100
	Rats (female, Sprague-Dawley)
	i.p. PTZ
	50 mg/kg; i.p.; 1 h
	Antiseizure effects
	

	
	101
	Rats (male, Wistar)
	s.c. PTZ
NMDA-induced seizures
	10 and 60 mg/kg; i.p.; 1 h
	s.c. PTZ: Antiseizure effects. 
NMDA-induced seizures: no antiseizure effects. 

	No motor side effects identified


	
	102
	Rats (male, WAR; Wistar)
	Noise-induced KDL (progression, fully kindled)
	25 mg/kg; i.p.; 1 h before seizure bid
	Fully kindled:
Antiseizure effects
KDL development: prevention of KDL development

	No motor effects identified

	
	103
	Rats (male, Wistar)
	3MPA-induced seizures
	Acute: 200 mg/kg; p.o.; 2 h
Sub-chronic: 50 mg/kg; p.o.; 2 h bid
	Acute and sub-chronic administration antiseizure effects 
	Increased effects in combination with phenobarbital

	
	104
	Hamster (male, GASH/Sal)
	Noise-induced seizures
	Acute: 100 mg/kg; i.p.; 45 min
Chronic: 100 mg/kg; i.p.; bid for 2 weeks 
	No antiseizure effects

	Locomotor activity was reduced

	
	105
	Rats (male, Sprague Dawley)
	MES

	-; i.p.; 2 h

	ED50 = 68.8 mg/kg

	

	
	106
	Mice (C57BL/6)
	Hyperthermia- induced seizures in LPS-primed mice.
	3, 10, and 30 mg/kg; i.p.; 1 h
	Antiseizure effects
	

	
	107
	Rats (male; Wistar Han)
	i.p. PTZ
	200 mg/kg; i.p.; 1 h
	Antiseizure effects
	

	
	108
	Mice (male, CD1;
Sigma1-/-)

	NMDA-induced seizures

	3 nmol; i.c.v.; 0.5 h

	Antiseizure effects
	Antiseizure effects absent in the mutant mice


	
	109
	Rats (male; Sprague Dawley)
	i.h. and i.p. KA-induced seizures
	2.18 uM; i.h.; at the same time or 20 min of the KA
10 mg/kg; i.p.; at the same time or after the start of behavioral symptoms
	Antiseizure effects
	Prevention of KA- induced changes in the open field

	
	110
	Rats (male, Wistar Kyoto)
	i.p. PTZ

	100 mg/kg; i.p.; 1 h

	Antiseizure effects

	Reduction on mortality



	
	111
	Rats (Wistar)

	Post-SE induced epilepsy

	Early post-SE: 100 ng; i.c.v.; for 5 days starting at day 1 post SE
Late post-SE: 100 ng; i.c.v.; single dose at 4 weeks after SE
	Early: 
Delay of the occurrence of the first SRS
Antiseizure effects in both treatment schedules.
	

	
	112
	Rats (male, Sprague-Dawley)
	i.p. PTZ KDL

	10, 20, and 50 mg/kg; i.p.; 1 h

	Prevention of KDL development
	

	
	113
	Mice (male, Swiss)
	Cocaine-induced seizures
	15 – 90 mg/kg; i.p.; 0.5 h

	Antiseizure effects
	

	
	114
	Mice (male, NMRI)

	i.v. PTZ 
MES

	i.v. PTZ: 
0.2 - 200 ng/mouse; i.c.v.; 10 min 
MES: 
20, 100, and 200 ng/mouse; i.c.v.; -
	i.v. PTZ: 
Antiseizure effects
MES: 
ED50 = 26 ng/mouse
	

	
	115
	Rats (male, AGS) 

	Noise-induced seizures

	-; i.p. and i.v.; -

	ED50 (i.p., PTT: 2h) = 82.4 mg/kg (PI = 5.5)
ED50 (i.v., PTT: 0.25h) = 14.9 mg/kg (PI = 2.1)
	

	
	116
	Mice (male, CD1)

	MES
MEST
6 Hz Threshold
60 Hz Threshold

	-; i.p., qd for 22 days (1 h on test days)

	MES:
ED50 = 120 mg/kg
MEST, 6Hz, and 60Hz: Antiseizure effects

	Repetitive administration did not modify sensitivity to the 6Hz and 60 Hz models, but it reduce it in the MEST

	
	117
	Mice (ICR)

	MEST
6 Hz Threshold
60 Hz Threshold

	120 mg/kg; qd for 3-4 days (1 h on test days)

	Antiseizure effects
	Repetitive administration increased the efficacy in the 6Hz model, but not in the MEST and 60 Hz models

	
	118
	Rats (male, AGS)
	MES
Noise-induced seizures

	-; p.o.; 1 h
	MES: ED50 = 12 mg/kg (PI = 8.3)
Noise-induced seizure: ED50 = 17 mg/kg (PI = 5.9) 

	

	
	119
	Mice (C57BL/6)

	In vitro 4-AP-induced epileptiform activity

	10, 30, and 100 μM; bath; 45 min
	Antiseizure effects
	

	
	120
	Rat (-, -)
	In vitro oxotremorine-M-induced epileptiform activity
	1 μM; bath; -
	No antiseizure effects
	

	
	121	
	Mice (male, CD1)

	6Hz 44 mA

	25 mg/kg; p.o.; qd for 5 days (1 h)

	No antiseizure effects

	

	
	122
	Mice (male, MFI)
	i.v. PTZ

	300 mg/kg; -; -
	No antiseizure effects

	

	
	123
	Mice (male, ICR) 
Rats (male, Sprague-Dawley)

	MES
	-; i.p., 1 h

	ED50 = 118 mg/kg (PI = 1.5)
	

	
	124
	Rats (male, Sprague-Dawley)
	Hippocampal KDL
	0.3-3 mg/kg; i.p.; -
	Antiseizure effects
	

	
	125
	Mice (male, CF-1)
Rats (male, Sprague-Dawley)
	MES
6Hz 44 mA 
s.c. PTZ 
cKDL 
LTG-resistant KDL
	-; i.p.; -
LTG-resistant KDL: 100-300 mg/kg; i.p.; 2 h
	MES: 
ED50 (mouse, PTT: 2h) = 83.5 mg/kg (PI = 5.1)
ED50 (rat, PTT: 2h) = 88.9 mg/kg (PI = 5.6)
6Hz 44mA: 
ED50 (mouse, PTT: 2h) = 164 mg/kg (PI = 2.6)
s.c. PTZ: 
ED50 (mouse, PTT: 2h) = 159 mg/kg (PI = 2.7)
cKDL: 
ED50 (mouse, PTT: 2h) = 119 mg/kg (PI = 3.6)
LTG-resistant KDL: No effects
	

	
	126
	Mice (male, albino)
	MES
	50-200 mg/kg; i.p.; 1-24 h
	Antiseizure effects (100 and 200 mg/kg) peak at 1-2 h
	

	
	127
	Zebrafish (AB) 

	PTZ
	1 - 2.5 μM; bath; 1 h
	Dose-dependent antiseizure effects
	Synergic effect in combination with THC

	
	128
	Zebrafish (AB)
	PTZ

	0.3-1 μM; bath; 24 h
	Antiseizure effects
	

	
	120
	Rat
	oxotremorine-M-induced epileptiform activity
	1 μM; bath; -
	No antiseizure effects
	

	Dravet syndrome
	129
	Mice (SCN1A+/-, del of exon 25)
	Hyperthermia-induced seizures
	100 mg/kg; i.p.; 1 h
	Antiseizure effects
	The test was performed only in combination with Clobazam

	
	130
	Mice (SCN1A+/-, del of exon 8)
	Spontaneous seizures 
	100 mg/kg; i.p.; qd for two days
	
	Prevented the progression of the cortical theta-gamma coupling

	
	128
	Zebrafish (scn1aLab-/-)
	Spontaneous hyperactivity

	0.3-1 μM; bath; 24 h
	Antiseizure effects

	

	
	131
	Mice (SCN1A+/-)
	Hyperthermia-induced seizures
Spontaneous seizures
	Hyperthermia-induced seizures: 
12 and 100 mg/kg; i.p.; 0.5 h
Spontaneous seizures: 
3500 mg/kg; p.o.; continuous (chow) from P19 to P30.

	No antiseizure effects
	The combination with Clobazam displayed antiseizure effects

	
	24
	Mice (Scn1aA1783V/+)

	Hyperthermia-induced seizures

	100 and 200 mg/kg; i.p.; 1 h

	No antiseizure effects

	

	
	132
	Mice (Scn1atm1Kea)
	Hyperthermia-induced seizures
Spontaneous seizures
	Hyperthermia-induced: 12-100 mg/kg; i.p.; 1 h
Spontaneous: 500 and 1000 mg/kg; p.o.; continuous (chow) from P19 to P30
	Hyperthermia-induced seizures: antiseizure effects
Spontaneous seizures: no antiseizure effects
	The spontaneous seizures were evaluated in animals primed with a hyperthermia-induced seizure

	
	133
	Mice (Scn1a+/-, del of exon 26)
	Spontaneous seizures
Hyperthermia-induced seizures
	Hyperthermia induced seizures: 10, 20, 50, 100, 200 mg/kg; i.p.; 1 h
Spontaneous seizures: 100 mg/kg; i.p.; bid from P21 to P27
	Hyperthermia induced seizures: antiseizure effects (100 and 200 mg/kg)
Spontaneous seizures: antiseizure effects
	Cannabidiol also positively affected behavioral comorbidities in the Dravet mice

	
	23
	Zebrafish (ABScn1a-/-)
	Spontaneous epileptiform activity
	6.25 μM; well; 24 h
	No antiseizure effects 
	

	CDKL5-deficiency disorder
	134
	Mice (male, CDKL5R59X/+)
	i.p. PTZ 

	100 mg/kg; i.p.; 1 h
	Antiseizure effects
	Beneficial non-seizure-related effects (memory and learning).

	GABRA-associated seizures
	127
	Zebrafish (gabra1-/-) 

	Light-induced seizures
	1 - 2.5 μM; bath; 1 h
	No antiseizure effects
	Synergic effect in combination with THC

	Angelman syndrome
	135
	Mice (Ube3am+/p-)
	Noise-induced seizures
Flurothyl-KDL
Hyperthermia-induced seizures in KDL mice
	Noise-induced: 10, 20, 50, 100 mg/kg; i.p.; 1 h
KDL (acute and hyperthermia): 100 mg/kg; i.p.; 1 h
KDL (chronic): 100 mg/kg; i.p.; qd for 2 weeks.
	Noise-induced: dose-dependent antiseizure effects
Acute and chronic KDL: no antiseizure effects
Hyperthermia-induced in KDL mice: antiseizure effects
	Cannabidiol displayed a dose-dependent sedative effect more evident in the mutant mice

	CLN1 disease
	136
	Mice (Cln-/-)
	Spontaneous seizures
	100 mg/kg; p.o.; continuous (gelatin) for 6 months
	No antiseizure effects
	

	SCN8A DEE
	
	Mice (Scn8aR1620L/+)
	6Hz 16 mA 
6Hz 32 mA
s.c. PTZ
	200, 280, 320, 360 mg/kg; i.p.; 2 h
	Antiseizure effects
	

	SE, Status epilepticus; i.p., intraperitoneal; PTZ, Pentylenetetrazole; s.c., subcutaneous; KA, Kainic acid; p.o., per os; EEG, Electroencephalogram; MES, Maximal electroshock seizure; ED50, median effective dose; THC, Tetrahydrocannabinol; KDL, Kindling; hKDL, hippocampal KDL; qd, once per day; bid, twice per day; NMDA, n-methyl-d-aspartate; 3MPA, 3-mercaptopropionic acid; LPS, Lipopolysaccharide; i.c.v., intracerebroventricular; i.h., intrahippocampal; SRS, Spontaneous Recurrent Seizures; i.v., intravenous; PTT, pre-treatment time; MEST, MES Threshold; 4-AP, 4-Aminopyridine; PI, protective index (median toxic dose/ED50); cKDL, corneal KDL; LTG, Lamotrigine; TEMV, Theiler’s encephalitis murine virus; SWD, Spike-and-wave discharges.




