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[ BACKGROUND |

* Rett syndrome (RTT) is a rare neurodevelopmental disorder
characterized by loss of verbal communication with limited
nonverbal skills, loss of fine and gross motor function, behavioral
issues, seizures, hand stereotypies, and gastrointestinal problems?2

* Trofinetide, a synthetic analog of glycine-proline-glutamate, was
approved by the US Food and Drug Administration in March 2023
for the treatment of RTT in adults and pediatric patients aged
>2 years?s
o The approval was based on the positive efficacy and safety

findings from the 12-week, randomized, placebo-controlled,
phase 3 LAVENDER study (NCT04181723) in females aged
5-20 years with RTT#

o The safety and efficacy interim findings of the phase 2/3
DAFFODIL study (NCT04988867) in younger girls with RTT,
aged 2—4 years, contributed to the indication being inclusive of
ages 2 years and older®

[ OBJECTIVE }

* To evaluate the final safety/tolerability and exploratory efficacy of
long-term treatment with trofinetide in girls aged 2—4 years with
RTT enrolled in DAFFODIL

[ METHODS }

DAFFODIL Study Design

 DAFFODIL (NCT04988867) was a multicenter, open-label study of
trofinetide in girls aged 2—4 years with RTT

o The study included 2 periods: A (12 weeks) and B (~21 months)

 Trofinetide was administered twice daily (BID) orally or by
gastrostomy tube and dosed according to body weight

o Treatment began with trofinetide 2 g BID, with a dose increase to
4 g BID at the week 2 visit

o At the week 4 visit, the dose was increased to the full dose: 5 g
BID for participants who weighed 29 to <12 kg (baseline body
weight), or 6 g BID for participants who weighed =212 to <20 kg

Study Population

 Eligible participants were girls with RTT aged 2—4 years with body
weight 29 and <20 kg at screening; classic/typical RTT or possible
RTT according to the Rett Syndrome Diagnostic Criteria;
documented disease-causing mutation in the methyl-CpG-binding
protein 2 (MECPZ2) gene; Clinical Global Impression—Severity
(CGI-S)® score 24 at screening and baseline; and a stable pattern
of seizures (or no seizures) within 8 weeks before screening

Endpoints

« Safety (treatment periods A and B): treatment-emergent adverse
events (TEAES)

* PK (treatment period A): steady-state exposures calculated using
population PK modeling and Bayesian estimation to confirm target
exposure range

« Exploratory efficacy (treatment periods A and B):
o CGl-Improvement (CGI-I)®
o CGI-S°
o Caregiver Global Impression—Improvement (CaGl-I)

o Qverall Quality of Life Rating on the Impact of Childhood
Neurologic Disability Scale (ICND-QoL)’

« Optional caregiver exit interviews (study conclusion)

[ RESULTS |

Baseline Demographics and Clinical Characteristics
* In total, 15 participants were enrolled in DAFFODIL (Table 1)

Table 1. Baseline Demographics and Clinical
Characteristics

Participants

Characteristic (N =15)
Age, mean (SD), years 3.1 (0.8)
Age categories, n (%)

<4 years 10 (66.7)

24 years 5 (33.3)
Primary race, n (%)

Non-White 2 (13.3)

White 13 (86.7)
Weight at baseline, mean (SD), kg 13.5 (2.2)
MECP2 gene mutation severity, n (%)

Mild 4 (26.7)

Moderate 0

Severe 11 (73.3)
Baseline ICND-QoL score, mean (SD)? 3.9 (0.9)
Baseline CGI-S score, mean (SD)P 4.7 (0.7)

aThe numeric score of the child’s overall quality of life ranges from 1 (“poor”) to 6 (“excellent”). PBased on a 7-point
scale (1 = “normal/not at all ill” to 7 = “extremely ill”)

CGI-S, Clinical Global Impression—Severity; ICND-QoL, Overall Quality of Life Rating of the Impact of Childhood
Neurologic Disability Scale; MECP2, methyl-CpG-binding protein 2 gene; SD, standard deviation

Safety

 The most common TEAEs in treatment periods A and B were
diarrhea (80.0%), vomiting (53.3%), and COVID-19 (46.7%) (Table 2)

o Serious TEAEs (26.7%) were unrelated to treatment
« There were no deaths reported during the study (Table 2)

Table 2. Summary of TEAEs

Treatment
period A Overall?

Preferred term, n (%) (N =15) (N =15)
Any TEAE 13 (86.7) 14 (93.3)
TEAESs reported in 25 participants overall

Diarrhea 11 (73.3) 12 (80.0)

Vomiting 7 (46.7) 8 (53.3)

COVID-19 4 (26.7) 7 (46.7)

Gastroenteritis 2 (13.3) 5 (33.3)

Pyrexia 4 (26.7) 5 (33.3)

Seizure 3 (20.0) 5 (33.3)
Any serious TEAEP 1(6.7) 4 (26.7)
Any TEAE Ie.:fxdin.g to drug discontinuation 1(6.7) 2 (13.3)
or study termination
Any severe TEAE 1(6.7) 2 (13.3)
Any fatal TEAE 0 0

aTreatment periods A and B. PNot related to study treatment
TEAE, treatment-emergent adverse event

PK Analysis

« Population PK analysis confirmed that, following the administration
of trofinetide, the steady-state exposure for 2- to 4-year-old
participants who weighed 29 to <12 kg or 212 to <20 kg achieved
the target exposure range (800-1200 pgeh/mL) (Figure 1)

Figure 1. Steady-State Exposure (AUC_,, i) Values by
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Figure 3. Post Hoc CGI-l Responder Analysis
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Dashed lines represent the target exposure range (AUC,_;, <= 800—1200 pg-h/mL). The dotted line represents
the median target exposure (AUC,_;, ;<= 1000 pgh/mL)

AUC,_,, ., area under the concentration-time curve over the dosing interval (12 hours) at steady state; BID, twice
daily; %CV, coefficient of variation expressed as a percent

Exploratory Efficacy

« Symptoms of RTT were improved throughout the study as
measured by the CGl-I, CaGl-I, and change from baseline in the
ICND-QoL (Figure 2)

* In the post hoc CGl-I responder analysis, the percentage of
participants with a “much improved” CGl-| score of 2 increased
throughout the study (Figure 3)

* There were no changes in CGI-S scores at each study visit

Figure 2. (A) CGI-l, (B) CaGl-l, and (C) ICND-QoL
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CGl-l, Clinical Global Impression—Improvement

Caregiver Exit Interviews

* In total, 7 caregivers of participants in DAFFODIL completed
caregiver exit interviews

o The inability to communicate was the most impactful symptom of
RTT reposted by caregivers (n = 3; 42.9%)

o Improved communication was the most desired treatment effect
by caregivers (n = 5; 71.4%)

> Verbal communication was the most frequently observed
improvement with trofinetide by caregivers (n = 5; 71.4%)

o All 7 caregivers were “satisfied” (n = 4) or “very satisfied” (n = 3)
with the benefits of trofinetide

[ CONCLUSIONS }

 Trofinetide had acceptable tolerability for up to 78 weeks in girls
2—4 years of age with RTT; safety results were consistent with the

12-week LAVENDER study and the 40-week LILAC open-label
extension study*8

* The prescribed dosing in DAFFODIL achieved the target exposure
and was similar to the range of exposure reported in pediatric and
adult participants with RTT from the LAVENDER study

« Improvements in caregiver- and clinician-rated efficacy endpoints
related to the global impression of RTT symptoms and quality of life
were sustained up to 78 weeks

« All caregivers reported they were “satisfied” or “very satisfied” with
the benefits provided by trofinetide

* These findings together with the LAVENDER results support the
approval of trofinetide in adults and pediatric patients 2 years of
age or older

REFERENCES

1. Neul JL, et al. Ann Neurol. 2010;68(6):944-950. 2. Motil KJ, et al. J Pediatr Gastroenterol Nutr. 2012;55(3):292-298. 3. DAYBUE
(trofinetide) [package insert]. San Diego, CA: Acadia Pharmaceuticals; 2023. 4. Neul JL, et al. Nat Med. 2023;29(6):1468—-1475.

5. Percy AK, et al. Presented at the 51st Child Neurology Society (CNS) Annual Meeting; October 12—-15, 2022; Cincinnati, OH, USA.
6. Neul JL, et al. J Child Neurol. 2015;30(13):1743-1748. 7. Camfield C, et al. Dev Med Child Neurol. 2003;45(3):152—-159.

8. Percy AK, et al. Med. 2024;5(9):1178-1189.e3.

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

AKP has received funding from the National Institutes of Health, funding for consulting from Acadia Pharmaceuticals Inc., Anavex Life
Sciences Corp., AveXis, and GW Pharmaceuticals, is an adviser to the International Rett Syndrome Foundation, and has served as a
member of a data safety monitoring board for clinical trials conducted by Taysha Gene Therapies. RR has received funding for clinical
trials from Acadia Pharmaceuticals Inc., Anavex Life Sciences Corp., and GW Pharmaceuticals; and funding from the International Rett
Syndrome Foundation to support travel expenses. EM has received funding from the International Rett Syndrome Foundation, the
National Institutes of Health, and Rett Syndrome Research Trust; has received funding for clinical trials from Acadia Pharmaceuticals Inc.,
Curaleaf Inc., Marinus Pharmaceuticals, SK Life Science, Stoke Therapeutics, Takeda, and Zogenix; has received consultancy fees from
Acadia Pharmaceuticals Inc. and Stoke Therapeutics; and has received speaker fees from The France Foundation, Medscape, and
Novartis. TF has received speaker fees from Acadia Pharmaceuticals Inc. and PTC Therapeutics. DNL has received funding for clinical
trials from Acadia Pharmaceuticals Inc., Anavex Life Sciences Corp., GW Pharmaceuticals, Neurogene, and Rett Syndrome Research
Trust, and consultancy fees from Acadia Pharmaceuticals Inc., Neurogene, and Taysha Gene Therapies. JLN has received research
funding from the Department of Defense, the International Rett Syndrome Foundation, National Institutes of Health, and Rett

Syndrome Research Trust; and personal consultancy fees from Acadia Pharmaceuticals Inc., Analysis Group, EcoR1 Capital,

GW Pharmaceuticals, Hoffmann-La Roche, Myrtelle, Neurogene, Signant Health, Taysha Gene Therapies, and Ultragenyx; he serves
on the scientific advisory board of Alcyone Lifesciences; is a scientific cofounder of LizarBio Therapeutics; and member of a data safety
monitoring board for clinical trials conducted by Ovid Therapeutics and Ultragenyx. TAB has received funding for consulting from Acadia
Pharmaceuticals Inc., Alcyone Therapeutics Inc., GRIN Therapeutics, GW Pharmaceuticals, the International Rett Syndrome
Foundation, Marinus Pharmaceuticals, Neuren Pharmaceuticals, Neurogene, Ovid Therapeutics, Takeda, Ultragenyx, and Zogenix; and
has received funding for clinical trials from Acadia Pharmaceuticals Inc., GW Pharmaceuticals, Marinus Pharmaceuticals, Ovid
Therapeutics, and Rett Syndrome Research Trust; all remuneration has been made to his department. DGG has received personal
compensation and research support from Acadia Pharmaceuticals Inc., Neuren Pharmaceuticals, and Newron Pharmaceuticals. EMB-K
has received funding from Acadia Pharmaceuticals Inc., Biogen, BioMarin, Cydan Development, Inc., Erydel, ESCAPE Bio, Fulcrum
Therapeutics, GeneTx Biotherapeutics, GW Pharmaceuticals, Healx, lonis Pharmaceuticals, Jaguar Gene Therapy, Lumos Pharma,
Mallinckrodt Pharmaceuticals, Neuren Pharmaceuticals, Neurogene, Novartis, Orphazyme, Ovid Therapeutics, REGENXBIO, Roche,

To receive a copy of this poster, scan

Taysha Gene Therapies, Tetra Therapeutics, Ultragenyx, Yamo Pharmaceuticals, Zevra Therapeutics, and Zynerba Pharmaceuticals to
QR code via barcode reader application.
By requesting this content, you agree to

consult on trial design or development strategies in

neurodevelopmental or neurodegenerative disorders;

all renumeration is to Rush University Medical Center. E '.1! E
ALA has received funding for clinical trials from Anavex .

CB has no relevant financial disclosures. DA, MD, DD, receive a one-time communication using -

and JMY are employees of and stakeholders in Acadia automated technology. Message and -
Pharmaceuticals Inc. KMB was an employee of Acadia data rates may apply. Links are valid for E
Pharmaceuticals Inc. when this work was conducted, and is 30 days after the congress presentation.
currently a consultant for Acadia Pharmaceuticals Inc.

Life Sciences Corp. and Acadia Pharmaceuticals Inc.

O ACADIA




	Trofinetide for the Treatment of Girls Aged Two to Four Years With �Rett Syndrome: Final Results From the Open-Label DAFFODIL 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 0.1000

  /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 [600 600]

  /PageSize [612.000 792.000]

>> setpagedevice



