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RESULTS

« Of the 45 items from the RSBQ, 31 mapped to the top 5 observable behavioral and emotional
symptom domains identified by caregivers during the PFDD as areas in need of treatments
(Figure 2)

o Qther top concerns of caregivers, such as seizures and gastrointestinal issues, are not
assessed by the RSBQ

BACKGROUND

» Rett syndrome (RTT) is a severe genetic neurodevelopmental * The top 5 observable behavioral and emotional symptoms identified by caregivers as top
disorder characterized by multiple neurological and behavioral RTT-related health concerns and areas in need of treatment were: communication/speech
impairments’ impairment; impaired hand use/repetitive hand movements; mobility/balance difficulties;

o The prevalence of RTT is about 1 in 10,000—-15,000 live breathing irregularities; and emotional/behavioral problems (Figure 1)
female births?

o An analysis of the RTT Natural History Study, a long-term, longitudinal, observational
study of >1000 individuals with RTT,”-8 also found symptoms that align well with those
identified as top concerns of caregivers, including lack of effective communication, lack
of hand use, abnormal walking/balance issues, and repetitive hand movements®

o Regression in RTT begins around 6—18 months of age?®
and is characterized by loss of purposeful hand use and
verbal communication as well as limited nonverbal sKkills,
Impaired motor skills, seizures, and behavioral and
gastrointestinal issues’

Figure 2. The top 5 observable behavioral and emotional symptoms identified by caregivers

of individuals with RTT (bold) mapped to items of the RSBQ

Figure 1. Caregiver responses to the PFDD online questions?
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meaningfulness of data from clinical trials

METHODS

The virtual Rett Syndrome Externally Led Patient-Focused
Drug Development Meeting (PFDD) was held on March 11,
20226

o This PFDD provided an opportunity for key stakeholders,
including the U.S. Food & Drug Administration, to gain
feedback on RTT symptoms, daily impact, and perspectives
on treatment directly from individuals with RTT and their
families and caregivers and patient advocates

During the PFDD, caregivers responded to questions via a
real-time online survey, including “Select the top 3 most
troublesome RTT-related health concerns that you have or
have had” and "Which aspects of RTT would you rank today
as most important for a possible new therapeutic to improve?”

Although the questions during the PFDD included a range of
answer choices, for the purpose of this analysis, only
observable behavioral and emotional symptoms have been
included, as aligned with the RSBQ

Following the PFDD, a group of clinicians (a clinical
psychologist, a pediatric neurologist, and a psychiatrist), all
conducting research in intellectual/developmental disabilities,
mapped the items on the RSBQ to the key observable
symptoms/areas of need identified by the caregivers
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RSBQ, Rett Syndrome Behaviour Questionnaire; RTT, Rett Syndrome

CONCLUSIONS

aAnswers are shown as percentages of the total responses. Bold text labeling within the graphs indicates responses for observable behavioral and emotional symptoms that were mapped to RSBQ questions

PFDD, Rett Syndrome Externally Led Patient-Focused Drug Development Meeting; RSBQ, Rett Syndrome Behaviour Questionnaire; RTT, Rett syndrome

 The RSBQ assesses core, global aspects of RTT identified by caregivers as being the most
troublesome and most in need of novel therapeutics

* As such, the RSBQ can be used to assess important, relevant observable symptoms of RTT

and can be used in clinical trials as a clinically meaningful outcome measure
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