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[ INTRODUCTION |

* Trofinetide is approved for the treatment of Rett syndrome
(RTT) in patients aged =22 years in the US and patients aged
>2 years weighing 29 kg in Canada®-2

* Trofinetide improved the core symptoms of RTT in
LAVENDER, a phase 3, 12-week, randomized, double-blind
study of trofinetide versus placebo in female participants with
RTT aged 5-20 years?

o Statistically significant improvements were observed for

[ RESULTS

Baseline Demographic and Clinical Characteristics

* Overall, 33 and 60 participants of LAVENDER did and did not
experience dose reductions (Table 1)

Table 1. Baseline Demographic and Clinical
Characteristics

Trofinetide Dose Trofinetide No

Reduction
(N =33)

(N = 60)

Dose Reduction

Figure 1. RSBQ Change From Baseline in LAVENDER
Participants With and Without Trofinetide Dose
Reductions
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Figure 4. Incidence of TEAEs in LAVENDER
Participants Treated With Trofinetide With and
Without Dose Reductions
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Study Design

 LAVENDER (NCT04181723) was a 12-week, randomized,
double-blind, placebo-controlled study of trofinetide in females
aged 5-20 years with RTT?

o Study participants had classic/typical RTT, a documented
disease-causing mutation in the MECPZ2 gene, a severity
rating of 10-36 (inclusive) on the RTT-Clinical Severity
Scale, and a stable pattern of seizures or no seizures within
8 weeks of screening?

* The coprimary efficacy endpoints were the caregiver-
assessed RSBQ and the clinician-assessed CGlI-I scale?

- RSBQ is a 45-item caregiver-completed scale (items are
grouped into 8 symptom domain subscales) that assesses a
wide range of core RTT symptoms®

o CGl-l is a clinician rating of illness improvement or
worsening relative to baseline using a 7-point scale with
RTT-specific anchors’

* The LAVENDER protocol permitted dose adjustments (as low
as 50% of assigned weight-banded dose) up until week 6 of
the study

o Investigators were able to increase previously reduced
doses, as tolerated, up to week 6 of the study

Post Hoc Efficacy Analysis by Dose Reduction

 Participants of LAVENDER treated with trofinetide were
grouped into those with and without dose reductions

o A dose reduction was defined as a reduction relative to any
previous dose

» Groups were analyzed by baseline demographic and clinical
characteristics, medical history, and use of gastrointestinal
(Gl)-related medications in LAVENDER

* Efficacy assessments included change in RSBQ score
from baseline and CGl-| scores at weeks 2, 6, and 12 of
LAVENDER

* Other assessments included the percentage of target dose
reached at each interval between visits, overall incidence of
treatment-emergent adverse events (TEAEs), and rates of
early termination from LAVENDER

o Percentage of target dose was calculated as

% Target Daily Dose

( Sum of the actual daily dose within a visit interval )

Number of days during a visit interval x Recommended weight-banded dose
x100

CGI-S, Clinical Global Impression—Severity; RSBQ, Rett Syndrome Behaviour Questionnaire; RTT-CSS, Rett Syndrome-Clinical Severity
Scale; SE, standard error

Gl Medical History and Gl-Related Medications

* Both groups had a similar history of Gl disorders at baseline
(84.8% and 88.3% in the dose reduction and no dose
reduction groups, respectively); the most common G
disorders in both groups included constipation,
gastroesophageal reflux disease, and dysphagia (Table 2)

* The most common medications used at baseline and
throughout the trial to manage Gl disorders in both groups
were antipropulsives and drugs for constipation (Table 2)

Table 2. Gl Medical History and Gl-Related
Medications

Trofinetide Dose Trofinetide No

Reduction

(N = 33) (N = 60)

Any Gl disorder, n (%) 28 (84.8) 53 (88.3)

Gl disorders in 25% of participants in any group, n (%)
Constipation 25 (75.8) 45 (75.0)
Gastroesophageal reflux disease 13 (39.4) 29 (48.3)
Dysphagia 2(6.1) 4 (6.7)
Aerophagia 1 (3.0) 3 (5.0)
Diarrhea 0 3 (5.0)
Gastrointestinal hypomoatility 2(6.1) 0

Medications to manage Gl disorders in 25% of participants in any group,
n (%)

Antipropulsives 21 (63.6) 26 (43.3)
Drugs for constipation 21 (63.6) 35 (58.3)
Drugs for functional Gl disorders 6 (18.2) 10 (16.7)
Intestinal adsorbents 11 (33.3) 14 (23.3)
Other alimentary tract and 5 (15.2) 13 (21.7)
metabolism products

Antidiarrheal microorganisms 3(9.1) 7 (11.7)

Dose Reduction

to <week 6 and week 6 to sweek 12, respectively; participants
without dose reductions reached 97.9% and 97.1% of their
target daily dose by week 2 to <week 6 and week 6 to

<week 12, respectively (Figure 3)

> There were 9 patients in the dose reduction group with their

last recorded dose equal to their initial dose (ie, weight-
banded dose)

Figure 3. Percentage of Target Daily Dose in
LAVENDER Participants With and Without Trofinetide

Dose Reductions
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Efficacy in LAVENDER Participants With and Without
Trofinetide Dose Reductions

* Mean (standard error [SE]) change in RSBQ total score
from baseline to week 12 of LAVENDER was -3.3 (1.8) and
-6.0 (1.2) for participants treated with trofinetide with dose
reductions and no dose reductions, respectively (Figure 1)

* Mean (SE) CGlI-I| score compared with the LAVENDER
baseline at week 12 was 3.6 (0.15) and 3.5 (0.10) for
participants treated with trofinetide with dose reductions and
no dose reductions, respectively (Figure 2)
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Safety

* Overall, 97.0% and 90.0% TEAEs were reported for
participants treated with trofinetide with and without dose
reductions, respectively (Figure 4)

* The incidence of diarrhea was 90.9% and 75.0% in
participants treated with trofinetide with and without dose
reductions, respectively (Figure 4)

* In total, 90.9% and 70.0% of participants with and without
trofinetide dose reductions experienced recurrent diarrhea
(Figure 4)

* The rate of recovered/resolved diarrhea was 69.7% and
43.3% in participants treated with trofinetide with and without
dose reductions, respectively (Figure 4)
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[ CONCLUSIONS |

* There were no differences in LAVENDER participants with
and without trofinetide dose reductions in terms of baseline
demographic and clinical characteristics, medical history, and
use of Gl-related medications in LAVENDER

 LAVENDER participants without trofinetide dose reductions
showed better improvement in RSBQ and CGI-| scores than
participants with dose reductions, yet the latter group still
experienced treatment benefit beyond that observed in the
placebo group in LAVENDER

> Both groups experienced RSBQ improvements within the
approximated minimal clinically important difference of 3- to
6-point change in RSBQ total score,® while the placebo
group did not

 LAVENDER participants with trofinetide dose reductions took
approximately 70% of their target daily dose from week 6 to 12

o This percentage of target dose is consistent with real-world
reports from RTT experts at US centers of excellence in
those who cannot tolerate full weight-banded dose®

* The incidence of TEAEsS, including diarrhea, and early
trofinetide termination were higher in LAVENDER participants
with trofinetide dose reductions

> The participants with dose reductions had a higher rate of
diarrhea that recovered/resolved

 This post hoc analysis is limited by

> Presentation of non-prespecified outcomes; LAVENDER was
not powered to detect differences between these groups

c No minimum amount of time that a LAVENDER participant
had to take a reduced dose of trofinetide to be included in
the dose reduction group

o Prescribers in real-world clinical practice may not
rechallenge patients at higher doses
after a dose reduction, as was
seen among the investigators
in LAVENDER

ACKNOWLEDGMENTS

The study was supported by Acadia Pharmaceuticals Inc. (San Diego, CA, USA).
Medical writing support was provided by Juan Sanchez-Cortes, PhD, of Evidence
Scientific Solutions, Inc., and funded by Acadia Pharmaceuticals Inc.

DISCLOSURES

EO’CP has received consulting fees from Acadia Pharmaceuticals Inc.

Scan code to
view poster

RR, LC, and AP are employees and stakeholders in Acadia Pharmaceuticals Inc.

O ACADIA




	Trofinetide for the Treatment of Rett Syndrome: Efficacy in Participants of the LAVENDER Study Who Had Dose Reductions  


<<

  /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 1.4

  /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



