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

o There was wide variability in dosing at week 1 (interquartile

LOTUS Study Design and Population

«LOTUS is an ongoing, phase 4, observational, real-world,
prospective, online study involving caregivers of patients
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» Caregivers of more than 87% of patients reported behavioral
Improvements of RTT symptoms at all timepoints, starting at

compared with the period before starting trofinetide Gl assessment (ie, no diarrhea or constipation) from weeks

Time since index date

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 month'1-13

oHigher scores represent better QoL

- 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

aPercentage of target daily dose was calculated as [actual daily dose] / [target daily dose based on patient’s weight at shipment transaction] x 100
M, month; W, week

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 Ql-Disability total score
ranged from 4.6 (IQR, -0.5to0 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)

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

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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 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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