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Figure 2. Achievement of Trofinetide Label Dose With Titration:
(A) Estimated Percentage of Patients Achieving Label Dose; (B) 
Estimated Percentage of Dose Achieved by Patients on Sub-label Doses
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Survey question:
Based on your experience, approximately what percentage of patients are able to
achieve their full weight-banded dose after titrating? If you answered less than 
100%, for those unable to achieve full dose, approximately what percentage of the 
full weight-banded dose are the majority able to achieve? 
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Figure 1. Survey Respondents’ Initial 
Trofinetide Dosing Strategy

Titration, 95%
(n = 21)

Label dose, 5%
(n = 1)

Table 1. Trofinetide Weight-Based Dosing Recommendations 

Patient weight, kg Trofinetide dose (BID), mg Trofinetide volume (BID), mL

9 – <12 5000 25

12 – <20 6000 30

20 – <35 8000 40

35 – <50 10,000 50

≥50 12,000 60

BID, twice daily

• 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 problems1,2

• Trofinetide was approved by the US Food and Drug Administration in March 2023 for the treatment of 
RTT in adults and pediatric patients aged ≥2 years3

• Trofinetide is recommended to be administered orally twice daily (BID), in the morning and evening, with 
or without food, according to patient weight (Table 1)3

• In LAVENDER, the randomized, placebo-controlled, phase 3 study of trofinetide in girls and women with 
RTT, approximately one-third of patients in the trofinetide arm had their dose adjusted for tolerability 
reasons4 and evidence suggests that clinicians are using alternative dosing strategies in the real world5

• To explore real-world alternative dosing strategies of trofinetide in patients with RTT

Survey Design
• An electronic prescriber experience survey was designed to collect real-world trofinetide dosing 

strategies, dosing considerations, and achievable dose 
• The survey was sent in May 2024 to 33 prescribers at 18 US RTT centers of excellence (COEs) 

designated by the International Rett Syndrome Foundation
Data Analysis 
• All results were summarized with descriptive statistics

Trofinetide Dosing at Treatment Initiation
• Most survey respondents (95%, n = 21) indicated that 

they titrate trofinetide in treatment-naïve patients with 
RTT rather than initiate at label dose (Figure 1)

Survey Participation
• Overall, 22 prescribers from 16 COEs completed the electronic survey
• The prescribers targeted for survey completion accounted for 38.1% of trofinetide prescriptions in the 

United States since approval (Table 2)

• Titration protocols included initiating trofinetide at a 
lower percentage of label dose (50%, n = 11) or lower 
milliliters than label dose (27%, n = 6), or were 
determined based on baseline conditions, such as 
diarrhea, constipation, and dose goal (14%, n = 3), or 
are unknown (9%, n = 2) (Table 3)
◦ Most titration protocols start at 25–50% of the dose 

goal BID and increase by 5–10 mL BID every 1 to 2 
weeks as tolerated 

◦ Slower titration protocols and titration protocols with 
lower dose increases were reported for patients with 
lower weight, younger patients, patients with a 
history of diarrhea, patients with history of poor 
trofinetide tolerability, and patients who experienced 
medication side effects

◦ Faster titration protocols and titration protocols with 
higher dose increases were reported for patients with 
higher weight, older patients, patients with a history 
of constipation, and patients with history of 
acceptable trofinetide tolerability

Achievement of Trofinetide Label Dose With Titration 
• Overall, respondents estimated 70–75% of patients achieve their label dose following a titration 

protocol (Figure 2A)
• Of the 25–30% of patients who do not achieve their label dose with a titration protocol, the 

majority can tolerate approximately 75% of their label dose (Figure 2B)
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Table 2. Electronic Survey Participation and Representation 
US trofinetide prescribers 

(N = 697)a
US trofinetide prescriptions

(N = 1553)a

Non-COE providers, n (%) 665 (95.4) 962 (61.9)
COE providers, n (%) 32 (4.6)b 591 (38.1)

aAs of May 2024. bOne eligible prescriber was associated with zero prescriptions
COE, center of excellence

Table 3. Trofinetide Titration Protocols Reported by Survey 
Respondents 

Titration protocols by percentage of label dose (n = 11) 

Starting dose (BID) Titration

25% Increase by 25% every 2 weeks

25% Increase by 5 mL BID every 1 to 2 weeks

33% Increase by 33% weekly

25–33% Increase by 5 mL weekly

25–50% Increase by 5 mL BID weekly

50% Increase by 25% weekly

50% Increase by 25% weekly

50% Increase by 5 mL BID weekly

50% Increase by 5 mL BID every 1 to 2 weeks

50% Increase by 5 mL BID every 2 weeks

50% Increase by 5–10 mL weekly

Titration protocols by mL of label dose (n = 6)

Starting dose (BID) Titration

5 mL Increase by 2.5 mL BID weekly

5 mL Increase by 5 mL weekly

5 mL Increase by 5 mL weekly

5 mL Increase by 5 mL BID weekly

5 mL Increase by 5 mL BID weekly

10–15 mL Increase by 5 mL BID weekly

Titration protocols by baseline conditions (n = 3) 

Baseline condition Starting dose Titration

(+) Diarrhea history 60% TID Increase by 5 mL TID weekly

(−) Diarrhea history 60% BID Increase by 5 mL BID weekly

(+) Constipation history 50% BID Increase by 10 mL BID weekly

(−) Constipation history 10 mL BID Increase by 10 mL BID weekly

Goal dose ≤30 mL BID 5 mL BID Increase by 5 mL BID weekly

Goal dose ≥40 mL BID 10 mL BID Increase by 10 mL BID weekly

Unknown titration protocols (n = 2) 

Starting dose Titration

– Increase by 5–10 mL over 4 steps

– Patient-specific and based on 
tolerability

Survey question: Please enter your titration protocol(s) for those newly starting trofinetide. Please include dose, frequency of 
administration, and titration interval
BID, twice daily; TID, three times daily

Survey question:
How do you initiate trofinetide in a patient 
that has never received trofinetide before?

Trofinetide Trial Period
• Survey respondents encourage families to allow 4–5 months to determine trofinetide efficacy 

(Figure 3A)
◦ For most, this period of evaluation begins after the patient arrives at their highest tolerable 

dose after titration (Figure 3B)

• Trofinetide dose titration is a common practice among providers at RTT COEs, with several 
titration strategies available

• Experts reported that dose titration allows for most patients to reach their label dose while 
experiencing treatment benefit

• Experts evaluate trofinetide efficacy for 4–5 months after the patient achieves their highest 
tolerable dose after titration

• The clinical approaches reported here correspond with dose adjustments observed in LOTUS, 
an ongoing real-world evidence study of trofinetide in patients with RTT5

C O N C L U S I O N S

Presented at the American Epilepsy Society (AES) 2024 Annual Meeting, December 6–10, Los Angeles, CA, USA 

Figure 3. Trofinetide Trial Period: (A) Number of Weeks to Try 
Trofinetide; (B) When Trofinetide Trial Period Begins
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Survey question:
What is the minimum amount of time that you recommend patients trial trofinetide
prior to determining lack of efficacy? Does the minimum amount of time begin 
when patient starts the medication, achieves full weight-banded dose, or achieves 
their highest tolerable dose (which may be lower than full weight-banded dose)? 

2

6
4

1
4

1 1 1 2

0
2
4
6
8

10

8 12 16 17 24 25 26 40 52

N
um

be
r o

f 
re

sp
on

de
nt

s

Trofinetide trial period (weeks)

Mean = 21 weeks
Median = 16 weeks

DISCLOSURES
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. GC is a consultant to Acadia Pharmaceuticals Inc. 
AB is a consultant to Acadia Pharmaceuticals Inc. 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. CWB is a consultant to Acadia Pharmaceuticals Inc. EDLR has 
received funding for research and consultation from Amicus Therapeutics and Biomarin. BS has received funding for 
clinical trials with Acadia Pharmaceuticals Inc., Grace Science Foundation, Ionis Pharmaceuticals, Marinus 
Pharmaceuticals, Neuren, Neurogene, and Rett Syndrome Research Trust, as well as funding for consultancy from 
Neurogene and Taysha Gene Therapies. 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. ALA has received funding for clinical trials from Acadia 
Pharmaceuticals Inc. and Anavex Life Sciences Corp. CB is a consultant to Acadia Pharmaceuticals Inc., 
Harmony Biosciences, and Shionogi Inc. LC and AP are employees and stakeholders in 
Acadia Pharmaceuticals Inc.

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.


	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



