GETTING
[ HOME J[ STARTED J

Treatment management guide
for healthcare professionals

Rett experts recommend that trofinetide should be part of the standard
of care for individuals with Rett aged 2 years and older, as indicated.22°

Help your patients with Rett syndrome (RTT) get the most out of treatment
with DAYBUE®

388% of Rett experts (22 of 25) reached consensus based on a modified Delphi method.?

PExpert recormmendations around real-world use of trofinetide were developed by RTT experts from International Rett Syndrome Foundation
(IRSF)-designated Centers of Excellence and sponsored by Acadia. See page 10 for additional context.?

Use this guide for:

» Formulation and administration guidance » Vomiting and diarrhea management strategies » Expert recommendations on the use
» Setting treatment expectations » Helping patients get started of trofinetide for RTT

Indication

DAYBUE and DAYBUE® STIX are indicated for the treatment of Rett syndrome in adults and pediatric patients 2 years of age and older.
Important Safety Information

» Warnings and Precautions

- Diarrhea: In a 12-week study and in long-term studies, 85% of patients treated with DAYBUE experienced diarrhea. In those treated with DAYBUE, 49%
either had persistent diarrhea or recurrence after resolution despite dose interruptions, reductions, or concomitant antidiarrheal therapy. Diarrhea severity
was mild or moderate in 96% of cases. In the 12-week study, antidiarrheal medication was used in 51% of patients treated with DAYBUE.

Advise patients to stop laxatives before starting DAYBUE or DAYBUE STIX. If diarrhea occurs, patients should notify their healthcare provider, consider
starting antidiarrheal treatment, and monitor hydration status and increase oral fluids, if needed. Interrupt, reduce dose, or discontinue DAYBUE or
DAYBUE STIX if severe diarrhea occurs or if dehydration is suspected.

See additional Important Safety Information on page 13. DCbeue® DC'Ybue@ShX

Please read the full Prescribing Information, also available at DAYBUEhcp.com. @ (trofinetide)mv. @ (trofinetide) e,
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Discover a formulation choice available for your patients'

Caregivers can choose the option that’s right for their loved one'’

DAYBUE DAYBUE STIX
oral solution for oral solution’

DAYBUE STIX comes in
m a variety of strengths:
5000 mg, 6000 mg,
and 8000 mg.

For all strengths, 60 packets
are included in each box.

(LT W =Tl 1 E e B customizing administration strategies to fit each patient’s unique needs??

Both DAYBUE and DAYBUE STIX are a twice-daily oral treatment for RTT'

C i I
Given in the morning and evening, Strawberry flavored For oral administration or via G-tube
with or without food or G-port of GJ-tube®

aSee page 10 for additional context.
b~41% of DAYBUE-treated patients and ~42% of placebo-treated patients received the oral solution through a G-tube.?

The bioequivalence study of DAYBUE STIX was conducted in healthy adults to determine whether DAYBUE STIX met the criteria for bioequivalence
to DAYBUE (N=38). DAYBUE STIX demonstrated comparable bioavailability to DAYBUE oral solution in healthy adult subjects under fasted state.'*

Important Safety Information (cont’d)
» Warnings and Precautions: Vomiting
—-In a 12-week study, vomiting occurred in 29% of patients treated with DAYBUE and in 12% of patients who received placebo.

Patients with Rett syndrome are at risk for aspiration and aspiration pneumonia. Aspiration and aspiration pneumonia have been reported following
vomiting in patients being treated with DAYBUE. Interrupt, reduce dose, or discontinue DAYBUE or DAYBUE STIX if vomiting is severe or occurs

despite medical management. R o .
Daybue Daybue'Stix

See additional Important Safety Information on page 13. @ (trofinetide)zi.. @ (trofinetide) S,

. . . . Setting . Important Safety
Formulations Administration Expectations Gl Management Delphi Information




GETTING
STARTED

DAYBUE STIX was designed with caregivers and patients in mind

There’s now a choice to address common treatment considerations related to formulation'4-¢

DAYBUE DAYBUE
oral solution STIX

Administered orally or via G-tube

Dosed twice daily (with or without food)

Weight-based dosing

Delivered directly from a specialty pharmacy

Strawberry flavor?

Flexible dosing volume®

Compatible with a range of water-based
beverages®

No maltitol & lower in carbohydrates®

No Red Dye 40 & no preservatives

Refrigeration not required

Portable & compact packets

aDAYBUE STIX has a natural strawberry flavor.!
PDAYBUE oral solution volume of 25-60 mL vs a flexible dilution volume range of 15-30 mL to 60-120 mL with DAYBUE STIX!
°Prior to administration, DAYBUE STIX must be dissolved in cold-to-room-temperature water or a water-based beverage
(juice, tea, lemonade, limeade, or liquid hydration).

9The chosen beverage for dissolution may add to the total carbohydrate load.

Daybue Daybue’Stix
@ (trofinetide)Z.. @ (trofinetide) S,
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DAYBUE and DAYBUE STIX weight-based dosing

Recommended twice-daily (BID) dosage for DAYBUE oral solution and DAYBUE STIX'

Expert recommendations around
DAYBUE STIX real-world use of trofinetide
Allow adequate time (at least 6 months)

. . Packet Number R
Patient Weight | DAYBUE D Dilution Volume® TS :
S B fution vVolume to fully assess trofinetide benefits?®

and Strength

One 5000 mg —Developed by RTT experts from IRSF-designated

g A ) R e Ll D) packet, BID Centers of Excellence and sponsored by Acadia

P96% of Rett experts (24 of 25) reached consensus based on a

One 6000 mg modified Delphi method. See page 10 for additional context.?

12 kg to <20 kg 6000 mg BID 30 mL BID packet, BID
One 8000 mg 25mL to Interactive Dosing Tool
20 kg to <35 kg 8000 mg BID 40 mL BID packet, BID 120 mL
Two 5000 mg

30 mL to
packets, BID

120 mL
(each packet requires
Two 6000 mg 15 mL to 60 mL)

packets, BID

35 kg to <50 kg 10,000 mg BID 50 mL BID

50 kg or more 12,000 mg BID 60 mL BID

a\/olume range required to dissolve DAYBUE STIX for a single dose. For any dilution and administration volume questions
you might have, reach out to an Anovo pharmacist.

Dose modification!’

Diarrhea or weight loss: Advise patients to stop laxatives before starting DAYBUE or DAYBUE STIX. Interrupt, reduce dose, or discontinue DAYBUE
or DAYBUE STIX if severe diarrhea occurs, if dehydration is suspected, or if significant weight loss occurs.

Vomiting after administration: Interrupt, reduce dose, or discontinue DAYBUE or DAYBUE STIX if vomiting is severe or occurs despite medical
management.

Renal impairment: Dosage adjustment of DAYBUE or DAYBUE STIX is recommended for patients with moderate renal impairment. See full
Prescribing Information for full recommendation. For patients with moderate renal impairment who require a dose less than 5000 mg, DAYBUE
oral solution is recommended. DAYBUE and DAYBUE STIX are not recommended for patients with severe renal impairment.

Missed dose'

If a dose of DAYBUE or DAYBUE STIX is missed, the next dose should be
taken as scheduled. Doses should not be doubled. If vomiting occurs after
DAYBUE or DAYBUE STIX administration, an additional dose should not be taken. D ® ® H
' aybue Daybue’Stix

Instead, continue with the next scheduled dose. . . . .
@ (trofinetide) . @ (trofinetide) ez,
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How to prepare and administer DAYBUE STIX

DAYBUE STIX can be dissolved in water or a water-based beverage in a range of volumes'

/ & / S Q amn Preparation video
g J w
_ Measwe |  Combine | Dissove | Administer |  Discard |

Measure cold-to-room- Empty the entire Stir until the powder Administer the Dispose of any oral
temperature water or a contents of is completely prescribed dose solution that is not
water-based beverage the DAYBUE STIX dissolved to the patient administered
(juice, tea, lemonade, packet(s) into the immediately

Iimea(:!e, or Iiguid measured volume Cannot be stored

hydration) using the

for later use Scan to Watch avideo on
recommended volume Do not attempt to the preparation of DAYBUE STIX
range by dosage? use partial packets of
DAYBUE STIX to
prepare a dose

alnstruct caregiver to use a calibrated measuring device provided by the pharmacy. A household measuring cup is not an adequate
measuring device.

DAYBUE STIX has not been tested for compatibility with dairy-based beverages and therefore should not be
dissolved with dairy-based beverages®; any solution that is not administered must be discarded immediately."”8

°DAYBUE STIX possesses acidic properties due to the presence of trofinetide. The level of acidity can cause milk and milk products to curdle upon mixing, which may affect a caregiver’s ability to
administer the correct dose. The stability of DAYBUE STIX mixed with food or beverages other than those tested for compatibility is not known.”®

Storage and handling'

DAYBUE oral solution: Inform caregivers that DAYBUE should be stored in an upright position and refrigerated at 36 °F to 46 °F (2 °C to 8 °C).

DAYBUE should not be frozen and must be returned to refrigeration after each dose. Discard any unused DAYBUE after 14 days of first opening the
bottle. Keep child-resistant cap tightly closed.

DAYBUE STIX: Store DAYBUE STIX packets at room temperature (68 °F to 77 °F; 20 °C to 25 °C).
Important Safety Information (cont’d)
» Warnings and Precautions: Weight Loss

- In the 12-week study, 12% of patients treated with DAYBUE experienced weight loss of greater than 7% from baseline, compared to 4% of patients
who received placebo. In long-term studies, 2.2% of patients discontinued treatment with DAYBUE due to weight loss. Monitor weight and
interrupt, reduce dose, or discontinue DAYBUE or DAYBUE STIX if significant weight loss occurs.

Daybue Daybue’Stix

See additional Important Safety Information on page 13. @ (trofinetide)zi.. @ (trofinetide) S,
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Setting expectations for treatment with DAYBUE or DAYBUE STIX

Caregivers have varying levels of awareness, knowledge, and motivation when considering DAYBUE, which may influence their
treatment expectations. It is important to keep in mind the following factors when setting and managing realistic expectations.

Encourage caregivers to try DAYBUE Emphasize the importance of
al Explain that DAYBUE is not a cure ﬁ for at least 6 months to assess ! tracking and noting any change
tolerability and treatment benefits® in signs and symptoms

P T ER CTele ] [y L e B that trofinetide should » Response varies, and not all patients will respond Rett experts recommend Nelelgle[Sladl sEIS=1I1o1S}

be part of the standard of care for individuals with to treatment functional assessments and provide education

o A . 5
Rett aged 2 years and older, as indicated'?2b » Changes may be subtle and take time to manifest on potential improvements and side effects

» |t does not eliminate the need for other treatments ® This includes changes communicated by
» Consider DAYBUE an integral part of RTT therapists and other members of a patient’s
. . . . . care team
comprehensive care, used in conjunction with
other therapies (eg, occupational, physical, and » Even small improvements can be meaningful
speech therapy) to patients and caregivers

02 Side effects vary from ' Diarrhea and vomiting can be »=] = Establish an individualized

- patient to patient manageable with proactive planning — follow-up schedule

PR GG that the side effects of trofinetide LAYk Te[(-1-) counsel patients and/or » Some patients may require more frequent

can be successfully managed in most cases?®*¢ caregivers that potential side effects may occur follow-up visits initially (eg, every few
» An individualized approach to planning and proactive (diarrhea and vomiting) and provide guidance for weeks), especially when titrating to the
management is key managing them?2>< recommended dose

» If side effects persist despite medical management » Diarrhea resulting from treatment may change PV A G [ ) that flexibility in
the dose of DAYBUE or DAYBUE STIX can be over time. Implementing management strategies management approaches is essential to

adjusted down and back up once resolved.'? can help address Gl issues® accommodate individual patient history,
It's important to communicate dose modifications » Discuss with caregivers that a referral to a Gl Fo]graplllty, ar?d cl_lnlcal needs when

for DAYBUE STIX to an Anovo pharmacist, as this specialist may be needed? initiating trofinetide>~¢

may change dilution and administration volumes

» Unlike other medications (eg, antiepileptics),
treatment can be interrupted and then
rechallenged after tolerability and preexisting issues
or comorbidities have been addressed?® Gl=gastrointestinal.

288% of Rett experts (22 of 25) reached consensus based on a modified Delphi method.? °96% of Rett experts (24 of 25) reached consensus based on a modified Delphi method.?
bSee page 10 for additional context. 9N100% of Rett experts (25 of 25) reached consensus based on a modified Delphi method.?

Important Safety Information (cont’d)

» Adverse Reactions: The common adverse reactions (25% for DAYBUE-treated patients and at least 2% greater than in placebo) reported in the
12-week study were diarrhea (82% vs 20%), vomiting (29% vs 12%), fever (9% vs 4%),
seizure (9% vs 6%), anxiety (8% vs 1%), decreased appetite (8% vs 2%),

fatigue (8% vs 2%), and nasopharyngitis (5% vs 1%). DGYbue® Ddybue®s1-|x
See additional Important Safety Information on page 13. @ (trofinetide)si. @ (trofinetide) Sem,
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Establish a proactive plan for the possibility of diarrhea
Preparation is key to help manage diarrhea before starting DAYBUE or DAYBUE STIX

Discuss with caregivers bowel habit Advise patients to stop laxatives' Instruct caregivers to start a stool log
expectations based on patient history and ensure caregivers understand 1 week prior to initiation to establish
why this is important baseline measures and continue

Establish individualized after initiation®
Gl-related goals for the patient

If diarrhea is a concern, you may consider starting at a lower dose and titrating to the full recommended dose of DAYBUE or
DAYBUE STIX based on your clinical judgment and experience®®

» Improvements may not occur until the patient reaches the full recommended dose and continues treatment

a » Experts recommend managing side effects with dose adjustments, pauses, and other interventions prior to discontinuation?

» The impact of titration of DAYBUE dosage during initiation of treatment on tolerability was not assessed in LAVENDER

aThe LAVENDER study findings were based on starting patients at the FDA-recommended, weight-based dose of DAYBUE oral solution and continuing treatment for 12 weeks.
The effectiveness and safety of DAYBUE STIX have been established in an adequate and well-controlled study of DAYBUE oral solution for the treatment of patients with Rett syndrome.’

Management strategies to consider if diarrhea occurs after starting DAYBUE or DAYBUE STIX

Consider starting Fiber supplements such as For any concomitant medications
rp an antidiarrheal psyllium, pectin, wheat dextrin, p with sugar alcohols, switch to pill
or flaxseed may be added? forms, if applicable?®

Monitor hydration .
)
D status and increase @ Explore qther dietary .
interventions, such as feeding

o :
fluids, if needed rice cereal along with DAYBUE?

Important Safety Information (cont’d)
» Drug Interactions: Effect of DAYBUE and DAYBUE STIX on other Drugs

- Trofinetide, a weak inhibitor of CYP3A and an inhibitor of P-gp, can increase the plasma concentrations of CYP3A and/or P-gp substrates
(e.g., loperamide), which may increase the risk of adverse reactions associated with these substrates.

Daybue Daybue’Stix

See additional Important Safety Information on page 13. @ (trofinetide)zi.. @ (trofinetide) S,
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It is important to consider a proactive approach to vomiting management

Vomiting management strategies

O Upright seated position O Meal journal to help find O Reducing the volume of liquids before
while feeding® connections between certain and after DAYBUE administration®

foods and vomiting™

O Feeding in small amounts? 0 Consider PPIs, if appropriate® O Adjust timing of DAYBUE administration
around mealtimes, as needed?

O Slower rates of feeds in patients 0 Antinausea medications and
with G-tubes® antiemetics, if appropriate?®

Strategies to consider when aspiration is a concern following vomiting

Patients with RTT have a high prevalence of GI comorbidities (such as GERD, dysphagia, and choking/gagging with feedings), which increase the
risk of aspiration and aspiration pneumonia. Vomiting can increase this risk in patients with a high incidence of other preexisting Gl comorbidities.®

with banana flakes, while they are in or foods of similar of food in patients’ mouths to aid
oatmeal, fiber, or a an upright consistency? in chewing and swallowing, with
commercial thickener?® seated position® liquids following small bites®

d Thickening liquid foods h H Feeding patients O Serving pureed foods Strategically placing small bites
= -

Interrupt, reduce dose, or discontinue DAYBUE or DAYBUE STIX if':

» Severe diarrhea occurs or dehydration is suspected \) Advise caregivers to call if diarrhea or vomiting is severe,
» Significant weight loss occurs ‘. frequent, or does not stop despite medical management.

» Vomiting is severe or occurs despite medical management

GERD=gastroesophageal reflux disease; PPI=proton pump inhibitor.

Important Safety Information (cont’d)
» Drug Interactions: Effect of DAYBUE and DAYBUE STIX on other Drugs (cont’d)

Closely monitor patients when DAYBUE or DAYBUE STIX is administered concomitantly with sensitive CYP3A and/or P-gp substrates for which a
minimal increase in substrate plasma concentration (i.e., drugs with a narrow therapeutic index) may lead to serious adverse reactions.

Daybue Daybue’Stix

See additional Important Safety Information on page 13. @ (trofinetide)zi.. @ (trofinetide) S,
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Frequently asked questions (FAQS)

How do | switch my patients frorn DAYBUE oral solution to DAYBUE STIX?

Review the full Prescribing Information for complete dosage recommendations. The recommmended dosage is according to patient weight.
Patients taking DAYBUE can switch to DAYBUE STIX at their same weight-based dose.! A new Prescription and Enrollment Form (PEF) is
required to switch a patient frormn DAYBUE to DAYBUE STIX.

We have developed a tool on DAYBUEhcp.com to help you identify the recommended dosage for both DAYBUE and DAYBUE STIX.

How should the powder formulation be prepared for G-tubes?

Prepare DAYBUE STIX for a G-tube with cold-to-room-temperature water or water-based beverage (juice, tea, lemonade, limeade, or liquid
hydration), as instructed in Preparation and Administration (section 2.3) in the full Prescribing Information. When given through a GJ-tube, the
G-port must be used!!

Will taking DAYBUE prevent patients from participating in gene therapy trials?

Concomitant use of DAYBUE and gene therapy was not contemplated in the development program evaluated by the FDA for DAYBUE approval.
Therefore, the product label does not provide any information on DAYBUE use with gene therapy. If a patient is on DAYBUE, discontinuation may
be required prior to gene therapy trial enrollment. The requirement to stop ongoing treatment is generally to ensure it does not interfere with
the evaluation of the safety and efficacy of an investigational therapy not yet approved by the FDA. It is important to review each clinical trial's
inclusion and exclusion criteria to determine whether a patient taking DAYBUE would be eligible to participate.

Will DAYBUE exacerbate seizures? Can DAYBUE improve seizures?
The impact of DAYBUE STIX on risk of seizures was not evaluated.

There is no evidence available that DAYBUE exacerbates or improves seizures. The LAVENDER study did not exclude patients with a history of
seizures. At baseline in the DAYBUE arm of LAVENDER, the majority of patients had seizures (~70%) and antiepileptic drugs (AEDs; ~65%) were a
common concomitant medication.?

In LAVENDER, seizure as an adverse reaction (AR) was reported in 9% of patients in the DAYBUE arm and 6% of patients in the placebo arm. Of
the patients who had a seizure AR, all but 1 patient in each arm had a prior history of seizures.'"

For patients with a history of seizures, dose modification of DAYBUE may not be required when given concomitantly with AEDs. It is important
to be watchful and work with an epileptologist to adjust AEDs as appropriate.'”

Daybue Daybue’Stix
@ (trofinetide)Z.. @ (trofinetide) S,
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Delphi consensus methods and design

Consensus statements were developed by a steering committee of US-based RTT experts practicing at IRSF-designated US-based Centers of
Excellence (COEs). These consensus statements fell within 6 domains, all of which focused on the use of trofinetide in patients with RTT. All steering
committee members served as consultants to Acadia during this modified Delphi consensus project. Financial compensation was provided for their
steering committee activities.?

Overall generated 72 consensus statements across 6 key domains

Trofinetide as a first-line Pre-trofinetide assessments Initiating
treatment for RTT and counseling trofinetide

Assessing Assessing and managing Discontinuing or
trofinetide benefits trofinetide tolerability pausing trofinetide

Limitations of the modified Delphi process?'?

» The virtual Delphi process was not a consensus conference such as one held by a task force convened for the purpose of developing
treatment guidelines. Some of the expert opinions have not been validated with rigorous prospective studies or approved by the FDA.
Further, the expert opinions do not address all possible clinical situations and cannot replace individualized clinical decision-making by
a qualified healthcare provider

» There is a lack of universal guidelines for Delphi panels, and definitions of “expert opinion” are variable. Further, there are no clear standards
for the most acceptable level of consensus, and therefore the size of the expert panel should be considered

» The panel was recruited solely from the IRSF-designated RTT COEs; as such, bias toward practice in these centers will exist. However, as the
steering group and Delphi panel represent a significant proportion of the current clinical experience and opinions concerning trofinetide, for
the purposes of providing consensus insights into best practice, this was considered appropriate. As trofinetide experience grows outside of
specialist centers, this process should be repeated with a larger and more diverse panel to further redefine best practice

IRSF=International Rett Syndrome Foundation.

Important Safety Information (cont’d)
» Use in Specific Population: Renal Impairment
— DAYBUE and DAYBUE STIX are not recommended for patients with severe renal impairment.

Daybue Daybue’Stix

See additional Important Safety Information on page 13. @ (trofinetide)sie. @ (trofinetide) s, 10
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Discover what Reftt experts have to say about the real-world use of
trofinetide for Rett syndrome

Understanding the expert consensus on real-world use of trofinetide for Rett syndrome using a modified Delphi method?

An electronic survey containing the 72 statements was distributed in 2 rounds to RTT experts practicing at COEs with experience prescribing
trofinetide. The survey had a 58% response rate with ~43 participating panel members, 25 of whom responded to both rounds of the survey.
Survey statements were refined and retested until at least 75% agreement was reached.

Select recommendations based on statements from the Delphi consensus for the treatment of Rett syndrome with
trofinetide can be seen below?:

Enlist trofinetide as part of standard of care for eligible
patients with RTT. Delphi Consensus Publication ))

Conduct baseline functional assessments and provide
education on potential improvements and side effects.
Scan the QR code to see the full

Initiate trofinetide early, monitor broadly for improvements, Acadia-sponsored Delphi Consensus
and personalize care. Wiy o publication, as published in the Annals

of the Child Neurology Society

Customize administration strategies to fit each patient’s
unique need.

Allow adequate time, at least 6 months, to fully assess
trofinetide benefits.

Manage side effects with dose adjustments, pauses, and
other interventions prior to discontinuation.

This material highlights select findings that are consistent with the DAYBUE Prescribing Information.

Daybue Daybue’Stix

See additional Important Safety Information on page 13. @ (trofinetide)zi.. @ (trofinetide) S,
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Indication and Important Safety Information

Indication
DAYBUE and DAYBUE STIX are indicated for the treatment of Rett syndrome in adults and pediatric patients 2 years of age and older.

Important Safety Information

» Warnings and Precautions

- Diarrhea: In a 12-week study and in long-term studies, 85% of patients treated with DAYBUE experienced diarrhea. In those treated with
DAYBUE, 49% either had persistent diarrhea or recurrence after resolution despite dose interruptions, reductions, or concomitant antidiarrheal
therapy. Diarrhea severity was mild or moderate in 96% of cases. In the 12-week study, antidiarrheal medication was used in 51% of patients treated

with DAYBUE.

Advise patients to stop laxatives before starting DAYBUE or DAYBUE STIX. If diarrhea occurs, patients should notify their healthcare provider,
consider starting antidiarrheal treatment, and monitor hydration status and increase oral fluids, if needed. Interrupt, reduce dose, or discontinue
DAYBUE or DAYBUE STIX if severe diarrhea occurs or if dehydration is suspected.

- Vomiting: In a 12-week study, vomiting occurred in 29% of patients treated with DAYBUE and in 12% of patients who received placebo.

Patients with Rett syndrome are at risk for aspiration and aspiration pneumonia. Aspiration and aspiration pneumonia have been reported following
vomiting in patients being treated with DAYBUE. Interrupt, reduce dose, or discontinue DAYBUE or DAYBUE STIX if vomiting is severe or occurs

despite medical management.

- Weight Loss: In the 12-week study, 12% of patients treated with DAYBUE experienced weight loss of greater than 7% from baseline, compared to
4% of patients who received placebo. In long-term studies, 2.2% of patients discontinued treatment with DAYBUE due to weight loss. Monitor
weight and interrupt, reduce dose, or discontinue DAYBUE or DAYBUE STIX if significant weight loss occurs.

» Adverse Reactions: The commmon adverse reactions (25% for DAYBUE-treated patients and at least 2% greater than in placebo) reported in the
12-week study were diarrhea (82% vs 20%), vomiting (29% vs 12%), fever (9% vs 4%), seizure (9% vs 6%), anxiety (8% vs 1%), decreased appetite
(8% vs 2%), fatigue (8% vs 2%), and nasopharyngitis (5% vs 1%).

» Drug Interactions: Effect of DAYBUE and DAYBUE STIX on other Drugs

— Trofinetide, a weak inhibitor of CYP3A and an inhibitor of P-gp, can increase the plasma concentrations of CYP3A and/or P-gp substrates
(e.g., loperamide), which may increase the risk of adverse reactions associated with these substrates.

Closely monitor patients when DAYBUE or DAYBUE STIX is administered concomitantly with sensitive CYP3A and/or P-gp substrates for which
a minimal increase in substrate plasma concentration (i.e., drugs with a narrow therapeutic index) may lead to serious adverse reactions.

» Use in Specific Population: Renal Impairment

— DAYBUE and DAYBUE STIX are not recommended for patients with severe renal impairment.
DAYBUE is available as an oral solution (200 mg/mL).
DAYBUE STIX for oral solution powder is available in 5,000 mg, 6,000 mg, and 8,000 mg packets.

Daybue Daybue’Stix

Please read the full Prescribing Information, also available at DAYBUEhcp.com. - (trofinetide) Siion - (trofinetide) &ien 13
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GETTING
STARTED

Getting your patients started with DAYBUE or DAYBUE STIX

Consider the following when onboarding your patients

Set your patients up » Advise patients to stop use of laxatives'
for success before » Establish a baseline for bowel activity by tracking stool activity for 1 week prior to initiating treatment
starting treatment » Review dosing and possible side effects of DAYBUE and DAYBUE STIX with caregivers and patients!

» Enroll patients in the Acadia Connect® patient and family support program. Call 1-844-737-2223 for more information

Establish a plan for » Work with caregivers and patients to establish a personalized management plan should diarrhea or vomiting
managing diarrhea occur (see pages 7 and 8 for detailed information)

and vomiting

Monitor progress » Discuss symptoms with patients and/or caregivers regularly to track progress, improvements, and any possible adverse events

with DAYBUE » Consider partnering with patients’ allied healthcare teams (speech therapists, physical therapists, etc) to track progress
and symptoms

Experts recommend allowing adequate time (at least 6 months) to fully assess
trofinetide benefits2?

For children with Consider providing written communication to patients’ schools that mentions the following:
I! RTT, set expectations » Patient is taking DAYBUE or DAYBUE STIX and may experience diarrhea or vomiting
with their schools » Occurrence of diarrhea is likely not related to anything infectious

296% of Rett experts (24 of 25) reached consensus based on a modified Delphi method. See page 10 for additional context.?

Important Safety Information (cont’d)
» Warnings and Precautions

- Diarrhea: In a 12-week study and in long-term studies, 85% of patients treated with DAYBUE experienced diarrhea. In those treated with DAYBUE,
49% either had persistent diarrhea or recurrence after resolution despite dose interruptions, reductions, or concomitant antidiarrheal therapy. Diarrhea
severity was mild or moderate in 96% of cases. In the 12-week study, antidiarrheal medication was used in 51% of patients treated with DAYBUE.

See additional Important Safety Information on page 13. Please read the full Prescribing Information, also available at DAYBUEhcp.com.

©2026 Acadia Pharmaceuticals Inc. Acadia, Acadia Connect,

and DAYBUE are registered trademarks of Acadia Pharmaceuticals ° ° I
ACA D IA@ Inc. All other trademarks are the property of their respective owners. D(]yt)LJeOral DGYbuemSJ|X
All rights reserved. DAY-US-0596-v2 06/26 - (trofinetide) sion - (trofinetide) e 14

. . . . Setting . Important Safety
Formulations Administration Expectations Gl Management Delphi Information



https://daybuehcp.com/daybue-pi.pdf
http://DAYBUEhcp.com



