[ BACKGROUND ]

» Rett syndrome (RTT) is a debilitating neurodevelopmental disorder associated with a range of symptoms,
including seizures’

 Seizures affect between 50% and 90% of individuals with RTT? and are managed using antiepileptic drugs,
which are known to interact with a wide range of medications?

« Based on the findings of the phase 3 LAVENDER study (ClinicalTrials.gov identifier: NCT04181723),* trofinetide
(DAYBUE ™) became the first drug to be approved for the treatment of RTT,; it is approved in patients 2 years of
age and older

» Almost half of the 187 participants (n = 87; 46.5%) in the LAVENDER study had a history of seizures, which
was reflected by the frequent use of concomitant antiepileptic medications in the trofinetide (64.5%) and
placebo (72.3%) groups during the study

» Seizure was reported as a treatment-emergent adverse event (TEAE) in LAVENDER at a similar incidence in
the trofinetide group (n = 8; 8.6%) and placebo group (n = 5; 5.3%), and of the 13 participants with a seizure
TEAE, all but 1 participant in each treatment group had a history of seizures*

[ OBJECTIVES ]

» To explore the relationship between seizures and trofinetide exposure, pharmacokinetic and exposure-response
(ER) modeling were used to correlate trofinetide exposure parameters and seizure incidence, and to assess
whether there is the potential for a drug interaction between trofinetide and antiepileptic medications
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[ RESULTS ]

Dataset for Modeling

« The pooled safety dataset from the phase 2 studies (RTT-001° and RTT-002%) and the phase 3 LAVENDER study# included 323 participants
(trofinetide n = 185 and placebo n = 138)

> RTT-001: 56 adolescent or adult females with RTT (16—45 years of age) were randomized to placebo (n = 20), trofinetide 35 mg/kg (n = 18), or
trofinetide 70 mg/kg (n = 18) and treated twice daily for 4 weeks

o RTT-002: 82 pediatric and adolescent females with RTT (5—15 years of age) were randomized to placebo (n = 24), trofinetide 50 mg/kg (n = 15),
trofinetide 100 mg/kg (n = 16), or trofinetide 200 mg/kg (n = 27) and treated twice daily for 6 weeks

- LAVENDER: 187 females with RTT (5-20 years of age) were randomized to placebo (n = 94) or trofinetide (n = 93) and treated twice daily for
12 weeks using weight-based dosing (212 to <20 kg [6 g], 220 to <35 kg [8 g)], 235 to <50 kg [10 g], and 250 kg [12 g])

Seizure Incidence

» Based on the pooled dataset, a total of 16 participants (5.0%) had at least 1 seizure TEAE during the treatment period, and the incidence of seizure
TEAEs was comparable between placebo-treated (n = 6; 4.3%) and trofinetide-treated participants (n = 10; 5.4%)

o Seizure TEAEs in participants administered trofinetide ranged from 0% to 12% across the different dose groups (Table 1)
o Approximately 56% of seizure TEAEs were observed during the first 30 days of treatment
> The majority of seizure TEAEs were mild (43.8%) or moderate (43.8%), and 12.5% were severe

Table 1. Summary statistics of the occurrence of seizures, by regimen

Twice-daily trofinetide dosing in phase 2 studies

Twice-daily trofinetide dosing in LAVENDER
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Figure 2. Boxplots of Trofinetide Exposure Measures Versus the Severity of Seizures
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Boxes are 25th, 50th, and 75th percentiles; whiskers are 5th and 95th percentiles. Circles show data points outside this range. The number of participants is above each box
AUC,_,,, area under the concentration-time curve for the dosing interval of 0 to 12 hours; C,,,, average drug concentration; C,,,, maximum drug concentration

Potential DDI With Antiepileptic Drugs

« Comparing exposure parameter (AUC,_,,) in participants receiving trofinetide showed a complete overlap in exposures between participants with and
without antiepileptic drugs, indicating a lack of effect of antiepileptic medication on trofinetide exposure (Figure 3)
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» Exploratory data analyses were performed using SAS Version 9.4 (SAS Institute, Cary, NC, USA) and KIWI
Version 4 202111 (Cognigen division of Simulations Plus, Inc., Buffalo, NY, USA)

 ER modeling was performed using the computer program NONMEM, Version 7, Level 3.0 (ICON Development
Solutions, Hanover, MD, USA) using the Laplacian estimation method
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The circles and bars represent the observed probabilities and 90% Cl, respectively, for placebo and at the median exposure of each quartile
AUC,_,,, area under the concentration-time curve for the dosing interval of 0 to 12 hours; C,,, average drug concentration; Cl, confidence interval, C,.,,, maximum drug concentration

Presented at the American Epilepsy Society 2023 Annual Meeting, December 1-5, 2023, Orlando, FL, USA




	Slide Number 1


<<

  /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 [2400 2400]

  /PageSize [612.000 792.000]

>> setpagedevice



