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]  All measures were completed by caregivers online

* Due to ongoing enroliment, data were presented up to
9 months since the initiation of trofinetide

[ BACKGROUND

* Rett syndrome (RTT) is a rare neurodevelopmental disorder
characterized by a regression in early childhood,
predominantly observed in speech, fine motor hand skills, [
and ambulation’

Figure 2. Behavioral Improvements Reported by Caregivers With BIQ
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[ METHODS ]

LOTUS Study Design and Population

* LOTUS is an ongoing, phase 4, observational, real-world,
prospective, online study involving caregivers of patients
prescribed trofinetide under routine clinical care

* LOTUS participation lasts for 212 months from trofinetide
initiation, with the option to extend participation for an
additional 12 months

 Caregivers of any patients who were prescribed trofinetide
under routine care are eligible for this study; there are no
exclusion criteria

Relevant Study Assessments

* The Behavioral Improvement Questionnaire (BIQ) is a novel
measure that has been adapted from the Rett Syndrome
Behaviour Questionnaire (RSBQ), the top caregiver concerns
from the US Natural History Study, and the RTT community
list of symptoms in the Voice of the Patient Report3-19; it
consists of questions soliciting a “yes” or “no” response
from caregivers as to whether they observed new and/or
maintained improvements following treatment with trofinetide
compared with the period before starting trofinetide

o A “yes” answer resulted in the opportunity to identify all areas
of improvement from a checklist that included alertness,
behavioral problems, breathing irregularities, communication
tools, eating/swallowing, grinding teeth, mobility or balance,
mood, muscle tone abnormalities, nonverbal communication,
purposeful use of hands, repetitive movements, sleep, social
interaction/connectedness, verbal communication, and other
domains

> The BIQ was assessed monthly for 6 months and every
3 months thereafter

* The Quality-of-Life Inventory-Disability (Ql-Disability)
Questionnaire is a caregiver assessment designed to measure
quality of life (QoL) for school-age children and adolescents
with intellectual disability over the past month1-13

o Higher scores represent better QoL

c The QI-Disability Questionnaire was assessed monthly for
6 months and every 3 months thereafter

* The Gastrointestinal (Gl) Health Questionnaire was designed
to assess Gl health including dosing timing and amount,
incidence of diarrhea and vomiting, the type of stool formation
over the past 3 days, specifics about diarrhea frequency,
and Gl management strategies for preventing or managing
diarrhea employed by caregivers

- Weekly assessments were conducted for the first

per day (1.2—6.9%), or 4 times per day (0-1.3%)

* The median dose reported at week 1 was 45.0% of the target
weight-banded label dose; by week 9 onwards, the median
dose was at least 80.0% of target (Figure 1)

> There was wide variability in dosing at week 1 (interquartile
range [IQR], 20.0—-76.0% of labeled daily dose), suggesting a
variety of dosing approaches used when initiating trofinetide
In real-world clinical practice
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Behavioral Improvements

* Overall, 69-81% of caregivers reported behavioral
improvements on the BIQ during months 1-9 that were new
or maintained compared with before trofinetide treatment in
patients who had taken at least 1 dose of trofinetide (Figure 2)

o The greatest and most consistently reported improvements
were nonverbal communication (49-62%), alertness
(43—62%), and social interaction/connectedness (32—52%)

Quality-of-Life Improvements

* The QI-Disability questionnaire median total score increased
from baseline (55.0 [IQR, 47.9-66.4]) to month 9 (58.9
[IQR, 53.5-69.9) in patients who had taken at least 1 dose
of trofinetide, indicating overall improvement in QoL with
trofinetide treatment (Figure 3A)

* The median change from baseline in QI-Disability total score
ranged from 4.6 (IQR, —-0.5t0 10.7) to 4.0 (IQR, —-2.1 to 8.5)
from months 1-9, indicating that the improvements in QoL
were reported in all months of trofinetide treatment (Figure 3B)

e Similar trends were observed for the social interaction,
physical health, independence, positive emotions, leisure and

alncrease in negative emotion score corresponds to lower levels of negative emotion
BL, baseline; IQR, interquartile range; M, month; Ql, Quality-of-Life Inventory
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Gl Health After Initiation of Trofinetide

 Caregivers reported that patients were most likely to void
normal stools over the last 3 days before completing the
Gl assessment (ie, no diarrhea or constipation) from weeks
1-12 (39-55%) and months 4-9 (50-56%) (Figure 4)

* The incidence of diarrhea varied from weeks 1-12 (25-55%)
and months 4-9 (36—46%), with the highest incidence of
diarrhea reported at week 6 by 55% of caregivers (Figure 4)

> Most reports of diarrhea were contained inside the patient’'s
diaper (ie, loose and in diaper/watery stools) throughout
this follow-up, with a lower incidence of diarrhea outside
the patient’s diaper (ie, on clothes/watery and outside
clothes/watery stools)

o The most common diarrhea management strategies
employed in the week prior to completing the Gl assessment
reported in this follow-up were using no constipation
medications (42—61%), increasing fluids to maintain
hydration (18—-39%), and consuming supplementary
fiber (18—-31%)

« Vomiting was uncommon throughout this follow-up (<7% at
any timepoint)

- Among patients who experienced vomiting, the frequency in
the previous 24 hours before reporting by caregivers ranged
from 1 occurrence to 1 report of more than 8 occurrences;
most patients experienced 1-3 occurrences
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[ CONCLUSIONS |

 Caregivers of more than 87% of patients reported behavioral
improvements of RTT symptoms at all timepoints, starting at
the first timepoint

- Nonverbal communication, alertness, and social
interaction/connectedness were the most frequently reported
Improvements

 Consistent with behavioral improvements, caregivers reported
improvements in QoL of patients starting at the first time point

* Diarrhea and formed/normal stool were both common, with
diarrhea most commonly categorized as “loose” or “watery,
contained inside the diaper”

* The results of this 12-month follow-up are limited by caregiver
reports, the number of patients who have reached later time
points, missing data, and the online nature of this study;
further analysis will occur as more patients are enrolled in
the study
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the outdoors, and negative emotions individual domains
scores of the QI-Disability questionnaire (Figure 3C)

12 weeks of the study, followed by once a month for the
next 3 months, and quarterly at month 9

Presented at the 2025 IRSF Rett Syndrome Scientific Meeting, June 9-11, 2025, Boston, MA, USA

O ACADIA




	Real-World Benefits and Tolerability of Trofinetide for the Treatment of Rett Syndrome: Interim Analysis of the LOTUS Study 


<<

  /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



