
Overview

RESULTS

CONCLUSIONS

INVESTIGATIONQUESTION

19th International Child Neurology Congress
Taipei, Taiwan | 25–29 May 2026

BRIEF®-P
Number of patients experiencing clinically meaningful improvement and worsening 
from RCT baseline to RCT end of study and OLE month 12

Patients, n

RCT OLE
POOLED FFA 

(n=18)
PLACEBO 

(n=3)
FFA

(n=8)
Improved
Inhibitory Self-Control Index 2 0 1
Flexibility Index 1 0 1
Emergent Metacognition Index 3 1 1a

Global Executive Composite 3 0 0a

Worsened
Inhibitory Self-Control Index 6 1 3
Flexibility Index 4 1 4
Emergent Metacognition Index 5 0 5a

Global Executive Composite 6 0 5a

Stable
Inhibitory Self-Control Index 10 2 4
Flexibility Index 13 2 3
Emergent Metacognition Index 10 2 1a

Global Executive Composite 9 3 2a

Patients are considered ‘improved’ if they have a reduction from baseline in T-score with ≥90% RCI certainty, ‘worsened’ if they have an increase from baseline in T-score with 
≥80% RCI certainty, ‘stable’ otherwise. Higher T-scores on the BRIEF®-P are associated with greater caregiver-perceived impairment on EEF. Percentage of patients is not shown 
due to the low number of patients. an=7. BRIEF®-P, Behavior Rating Inventory of Executive Function®—Preschool Version; EEF, everyday executive function; FFA, fenfluramine; 
OLE, open-label extension; RCI, reliable change index; RCT, randomised controlled trial.

Methods
STUDY DESIGN
• In the 14-week RCT (EP0214; NCT03355209), patients with LGS (2-35 

years of age) were randomised to receive fenfluramine 0.7 mg/kg/day 
(maximum 26 mg/day), fenfluramine 0.2 mg/kg/day, or placebo.

• Patients who completed the RCT were eligible to enter the OLE.
- Patients who received placebo in the RCT were transitioned to 

fenfluramine 0.2 mg/kg/day and flexibly titrated up to 0.7 mg/kg/day 
(maximum 26 mg/day) based on effectiveness and tolerability after 
month 1.

ANALYSES
• In this post hoc analysis, preschool-aged children (2 to <6 years of 

age) with caregiver-completed BRIEF®—Preschool Version (BRIEF®-P) 
at RCT baseline and:
- RCT end of study (day 99) were included in the RCT analyses.
- OLE month 12 were included in the OLE analyses.

• BRIEF®-P Indexes/Composite include the Inhibitory Self-Control Index, 
Flexibility Index, Emergent Metacognition Index, and Global Executive 
Composite (GEC).

Individual patient trajectories on GEC T-scores from 
baseline to RCT end of study and OLE month 12

RCT end of study is defined as day 99 of the RCT. Higher T-scores on the BRIEF®-P are associated with greater 
caregiver-perceived impairment on EEF. aThis patient had a completed BRIEF®-P at RCT baseline and OLE month 12, 
without a completed BRIEF®-P at RCT end of study. BRIEF®-P, Behavior Rating Inventory of Executive Functioning®—
Preschool Version; FFA, fenfluramine; GEC, Global Executive Composite; OLE, open-label extension; RCT, randomised 
controlled trial.
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Background
• Lennox-Gastaut syndrome (LGS) is a developmental and epileptic 

encephalopathy characterised by multiple types of treatment-
resistant seizures, electroencephalogram abnormalities, 
neurodevelopmental delay, and profound cognitive and often 
behavioural impairments.1,2

• Everyday executive function (EEF) is an important non-seizure 
domain for LGS patients and their caregivers and families.3
- A post hoc analysis of adults (18-35 years of age) with LGS in a 

randomised controlled trial (RCT) and its open-label extension 
(OLE) demonstrated caregiver-reported improvement in EEF as 
measured by Behavior Rating Inventory of Executive 
Functioning® (BRIEF®) following fenfluramine treatment.4

• There is a lack of published BRIEF® data in children with LGS.

Objective
• To evaluate fenfluramine-associated EEF changes in preschool-

aged children with LGS.
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Conclusions
• The results of this post hoc analysis show the dynamics of 

individual patient evolutions and may suggest improvement in 
caregiver-perceived everyday executive function in some 
preschool-aged children (2 to <6 years of age) with LGS.

• Additional analyses and larger samples would be needed to better 
understand the impact of fenfluramine on everyday executive 
function.

The results of this post hoc analysis show the dynamics of individual patient evolutions and may suggest a degree of fenfluramine-associated EEF numerical improvement in preschool-aged 
children 2 to <6 years of age with LGS. However, results should be interpreted with caution due to the small sample size.

Does treatment with fenfluramine in preschool-aged 
children with Lennox-Gastaut syndrome (LGS) 
improve everyday executive function (EEF)?

Post hoc analysis of a randomised controlled trial (RCT) and its open-label extension (OLE). 
EEF was examined via Behavior Rating Inventory of Executive Functioning®—Preschool Version (BRIEF®-P) Indexes/Composite. Preschool-aged 
children with LGS in the study were rated on the BRIEF®-P by caregivers; T-scores from baseline, end of RCT, and OLE month 12 were used.
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Individual trajectories of T-scores showed variable responses
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Limitations
• Results should be interpreted with caution due to the small sample size.
• These data are difficult to interpret due to a lack of understanding of 

the natural course of EEF impairment in children with LGS.
- Over time, patients with LGS experience developmental slowing, 

plateauing, or regression.2 BRIEF®-P scores in children 2 to <6 years 
of age are therefore expected to progressively worsen over time.

BRIEF®-P Indexes/Composite

Results
• In the RCT, 21 caregivers completed BRIEF®-P assessments at baseline and end of study.

- Eight caregivers completed BRIEF®-P assessments at RCT baseline and OLE month 12.

• BRIEF®-P raw scores were transformed into T-scores based on a 
normative sample according to the Professional Manual.1
- Higher BRIEF®-P T-scores are associated with greater caregiver-

perceived impairment in EEF.
- BRIEF®-P T-scores ≥65 are defined as potentially clinically significant 

and suggest difficulties in EEF.5
• Reliable change indexes (RCIs) were used to determine clinically 

meaningful improvement (RCI ≥90% certainty) and worsening 
(RCI ≥80% certainty) in T-scores from baseline.

Demographics and baseline characteristics
RCT OLE

POOLED FFA 
(n=18)

PLACEBO 
(n=3)

FFA
(n=8)

Age, mean (SD), years 3.8 (1.0) 3.0 (1.0) 3.6 (0.7)a

Female, n (%) 11 (61.1) 2 (66.7) 4 (50.0)
Weight, mean (SD), kg 17.2 (2.7) 16.2 (2.6) 16.6 (3.1)a

Baseline frequency of seizures 
associated with a fallb per 
28 days, median (range)

206.41 
(12.0-2289.0)

374.18 
(338.0-388.9)

211.50 
(12.0-557.0)

Number of prior ASMsc

Median (range) 4.0 (1-11)d 7.0 (2-10)
NA

Mean (SD) 5.3 (3.3)d 6.3 (4.0)
Number of concomitant ASMs

Median (range) 3.0 (1-4) 3.0 (1-4) 3.0 (2-4)
Mean (SD) 2.6 (0.8) 2.7 (1.5) 3.0 (0.8)

Concomitant ASMs,e n (%)
Clobazam 11 (61.1) 0 4 (50.0)
Lamotrigine 7 (38.9) 0 4 (50.0)
Levetiracetam 3 (16.7) 2 (66.7) 1 (12.5)
Phenobarbital 1 (5.6) 1 (33.3) 2 (25.0)
Rufinamide 2 (11.1) 2 (66.7) 2 (25.0)
Topiramate 5 (27.8) 1 (33.3) 2 (25.0)
Valproatef 6 (33.3) 2 (66.7) 4 (50.0)

aAt entry into the OLE; bIncludes atonic, tonic, tonic/atonic, generalised tonic-clonic, and secondarily generalised tonic-clonic seizures resulting in falls; cASMs with a stop date prior 
to the first randomised dose in the RCT; dn=17; eFor RCT, ASMs reported in ≥25% of any treatment group, and for OLE, reported in ≥25% of patients; fIncludes valproate 
semisodium, valproate sodium, and valproic acid. ASM, antiseizure medication; FFA, fenfluramine; NA, not applicable; OLE, open-label extension; RCT, randomised controlled trial.
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• Individual trajectories of GEC T-scores showed variable responses.

• In the RCT:
- Clinically meaningful improvement on BRIEF®-P GEC was reported in 3 patients receiving fenfluramine 

(n=18) and in 0 patients receiving placebo (n=3).
- Clinically meaningful worsening was reported in 6 and 0 patients, respectively.
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Dotted lines represent T-scores of 65; values ≥65 indicate potentially clinically significant difficulties. OLE, open-label extension; RCT, randomised controlled trial.
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BRIEF®-P, Behavior Rating Inventory of Executive Functioning®—Preschool Version.

https://doi.org/10.1037/t86244-000
https://doi.org/10.1037/t86244-000
https://doi.org/10.1037/t86244-000

	Association of Fenfluramine Treatment and Everyday Executive Function in Preschool-Aged Children With Lennox-Gastaut Syndrome


<<

  /ASCII85EncodePages false

  /AllowTransparency false

  /AutoPositionEPSFiles true

  /AutoRotatePages /None

  /Binding /Left

  /CalGrayProfile (Dot Gain 20%)

  /CalRGBProfile (sRGB IEC61966-2.1)

  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)

  /sRGBProfile (sRGB IEC61966-2.1)

  /CannotEmbedFontPolicy /Warning

  /CompatibilityLevel 1.3

  /CompressObjects /Off

  /CompressPages false

  /ConvertImagesToIndexed true

  /PassThroughJPEGImages true

  /CreateJobTicket false

  /DefaultRenderingIntent /Default

  /DetectBlends true

  /DetectCurves 0.0000

  /ColorConversionStrategy /sRGB

  /DoThumbnails false

  /EmbedAllFonts true

  /EmbedOpenType false

  /ParseICCProfilesInComments true

  /EmbedJobOptions true

  /DSCReportingLevel 0

  /EmitDSCWarnings false

  /EndPage -1

  /ImageMemory 1048576

  /LockDistillerParams false

  /MaxSubsetPct 100

  /Optimize true

  /OPM 1

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness false

  /PreserveHalftoneInfo false

  /PreserveOPIComments false

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Remove

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages false

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /DownsampleColorImages true

  /ColorImageDownsampleType /Bicubic

  /ColorImageResolution 600

  /ColorImageDepth -1

  /ColorImageMinDownsampleDepth 1

  /ColorImageDownsampleThreshold 1.00000

  /EncodeColorImages true

  /ColorImageFilter /DCTEncode

  /AutoFilterColorImages true

  /ColorImageAutoFilterStrategy /JPEG

  /ColorACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /ColorImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000ColorACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000ColorImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasGrayImages false

  /CropGrayImages false

  /GrayImageMinResolution 300

  /GrayImageMinResolutionPolicy /OK

  /DownsampleGrayImages true

  /GrayImageDownsampleType /Bicubic

  /GrayImageResolution 600

  /GrayImageDepth -1

  /GrayImageMinDownsampleDepth 2

  /GrayImageDownsampleThreshold 1.00000

  /EncodeGrayImages true

  /GrayImageFilter /DCTEncode

  /AutoFilterGrayImages true

  /GrayImageAutoFilterStrategy /JPEG

  /GrayACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /GrayImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000GrayACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000GrayImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasMonoImages false

  /CropMonoImages false

  /MonoImageMinResolution 1200

  /MonoImageMinResolutionPolicy /OK

  /DownsampleMonoImages true

  /MonoImageDownsampleType /Bicubic

  /MonoImageResolution 600

  /MonoImageDepth -1

  /MonoImageDownsampleThreshold 1.00000

  /EncodeMonoImages true

  /MonoImageFilter /CCITTFaxEncode

  /MonoImageDict <<

    /K -1

  >>

  /AllowPSXObjects false

  /CheckCompliance [

    /None

  ]

  /PDFX1aCheck false

  /PDFX3Check false

  /PDFXCompliantPDFOnly true

  /PDFXNoTrimBoxError false

  /PDFXTrimBoxToMediaBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXSetBleedBoxToMediaBox false

  /PDFXBleedBoxToTrimBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXOutputIntentProfile (U.S. Web Coated \050SWOP\051 v2)

  /PDFXOutputConditionIdentifier (CGATS TR 001)

  /PDFXOutputCondition ()

  /PDFXRegistryName (http://www.color.org)

  /PDFXTrapped /False



  /CreateJDFFile false

  /Description <<

    /ENU ([Based on 'EPG UPLOAD'] [Based on 'EPG UPLOAD'] [Based on 'HighResolution_NoCrops'] [Based on 'HighResolution_NoCrops'] [Based on 'HighResolution_NoCrops\\0501\\051'] [Based on 'HighResolution_WithCrops'] [Based on '[PDF/X-1a:2001]'] Use these settings to create Adobe PDF documents that are to be checked or must conform to PDF/X-1a:2001, an ISO standard for graphic content exchange.  For more information on creating PDF/X-1a compliant PDF documents, please refer to the Acrobat User Guide.  Created PDF documents can be opened with Acrobat and Adobe Reader 4.0 and later.)

  >>

  /Namespace [

    (Adobe)

    (Common)

    (1.0)

  ]

  /OtherNamespaces [

    <<

      /AsReaderSpreads false

      /CropImagesToFrames true

      /ErrorControl /WarnAndContinue

      /FlattenerIgnoreSpreadOverrides false

      /IncludeGuidesGrids false

      /IncludeNonPrinting false

      /IncludeSlug false

      /Namespace [

        (Adobe)

        (InDesign)

        (4.0)

      ]

      /OmitPlacedBitmaps false

      /OmitPlacedEPS false

      /OmitPlacedPDF false

      /SimulateOverprint /Legacy

    >>

    <<

      /AddBleedMarks false

      /AddColorBars false

      /AddCropMarks false

      /AddPageInfo false

      /AddRegMarks false

      /BleedOffset [

        0

        0

        0

        0

      ]

      /ConvertColors /ConvertToRGB

      /DestinationProfileName (sRGB IEC61966-2.1)

      /DestinationProfileSelector /UseName

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /HighResolution

      >>

      /FormElements false

      /GenerateStructure true

      /IncludeBookmarks false

      /IncludeHyperlinks false

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MarksOffset 0

      /MarksWeight 0.250000

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /DocumentCMYK

      /PageMarksFile /RomanDefault

      /PreserveEditing true

      /UntaggedCMYKHandling /UseDocumentProfile

      /UntaggedRGBHandling /LeaveUntagged

      /UseDocumentBleed false

    >>

    <<

      /AllowImageBreaks true

      /AllowTableBreaks true

      /ExpandPage false

      /HonorBaseURL true

      /HonorRolloverEffect false

      /IgnoreHTMLPageBreaks false

      /IncludeHeaderFooter false

      /MarginOffset [

        0

        0

        0

        0

      ]

      /MetadataAuthor ()

      /MetadataKeywords ()

      /MetadataSubject ()

      /MetadataTitle ()

      /MetricPageSize [

        0

        0

      ]

      /MetricUnit /inch

      /MobileCompatible 0

      /Namespace [

        (Adobe)

        (GoLive)

        (8.0)

      ]

      /OpenZoomToHTMLFontSize false

      /PageOrientation /Portrait

      /RemoveBackground false

      /ShrinkContent true

      /TreatColorsAs /MainMonitorColors

      /UseEmbeddedProfiles false

      /UseHTMLTitleAsMetadata true

    >>

  ]

>> setdistillerparams

<<

  /HWResolution [300 300]

  /PageSize [612.000 792.000]

>> setpagedevice



