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Abstract

Prader-Willi syndrome (PWS) is a rare genetic disorder marked by metabolic, endocrine, and behavioral challenges, with
hyperphagia as a central feature contributing to significant health risks. Diazoxide choline extended-release (DCCR; VYKAT™
XR) is a once-daily adenosine triphosphate (ATP)-sensitive potassium channel activator recently approved for the treatment
of hyperphagia in individuals with genetically confirmed PWS aged 4 years and older. As this novel therapy enters clinical
practice, clinicians require practical guidance on appropriate use. This manuscript provides actionable recommendations for
patient selection, baseline assessments, and strategies for optimizing comorbid conditions prior to initiation. Structured,
weight-based dosing and titration protocols are outlined, along with recommendations for monitoring glycemia and edema
and managing common adverse events (AEs), including hyperglycemia, peripheral edema, and rash. Special considerations
are discussed for patients with diabetes, cardiopulmonary risk factors, and those on concomitant medications with potential
drug-drug interactions. The guidance is informed by data from the phase 3 DESTINY-PWS program, long-term extension
studies, and real-world clinical experience. Emphasis is placed on early identification and management of AEs and the
importance of a multidisciplinary approach to care. These recommendations aim to support clinicians in safely and
effectively incorporating DCCR into the management of PWS, improving outcomes for affected individuals. Ongoing research
and real-world evidence will continue to refine best practices and address remaining gaps in knowledge.
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Prader-Willi syndrome (PWS) is a rare genetic disorder character-
ized by a complex combination of metabolic, endocrine, and be-
havioral abnormalities [1-3]. Hyperphagia manifesting as
persistent hunger, food obsession, and aggressive food-seeking
behaviors is a hallmark and encompassing feature of PWS starting
in childhood, creating a lifelong source of life-threatening health
risks [4-9]. Together, these features contribute to a significant clin-
ical and psychosocial burden for patients and their families.

Until recently, there were no approved treatments for hyperpha-
gia in PWS. Diazoxide choline extended-release (DCCR) represents a
targeted therapeutic approach. DCCRis a potent activator of the ad-
enosine triphosphate (ATP)-sensitive potassium (KATP) channel, a
regulator of neuronal excitability that crosses the blood-brain bar-
rier [10]. Its extended-release formulation allows once-daily dosing
with stable intraday plasma concentrations [11]. In hypothalamic

neurons, activation of the KATP channel reduces secretion of orexi-
genic neuropeptides and neurotransmitters, including neuropep-
tide Y, agouti-related peptide, and gamma-aminobutyric acid,
potentially attenuating hyperphagia [12].

The clinical evaluation of DCCR has been extensive. The phase 3
DESTINY-PWS trial was a 13-week, randomized, double-blind,
placebo-controlled study conducted in 127 participants at 29
sites across the United States and the United Kingdom [13].
While the trial showed a numerical trend toward improvement
in hyperphagia questionnaire for clinical trials (HQ-CT) total
scores at week 13, the difference vs placebo did not reach statis-
tical significance [13]. In contrast, objective endpoints that were
not meaningfully impacted by pandemic-related disruptions
(eg, metabolic markers and DXA-based measures) showed statis-
tically significant improvements with DCCR vs placebo, which

Received: January 11, 2026. Accepted: April 17, 2026. Corrected and Typeset: May 6, 2026

© The Author(s) 2026. Published by Oxford University Press on behalf of the Endocrine Society.

This is an Open Access article distributed under the terms of the Creative Commons Attribution-NonCommercial-NoDerivs licence (https://creativecommons.org/licenses/by-nc-nd/4.0/), which
permits non-commercial reproduction and distribution of the work, in any medium, provided the original work is not altered or transformed in any way, and that the work is properly cited. For
commercial re-use, please contact reprints@oup.com for reprints and translation rights for reprints. All other permissions can be obtained through our RightsLink service via the Permissions link
on the article page on our site—for further information please contact journals.permissions@oup.com. See the journal About page for additional terms.

920z ABIN Z1 U0 1s8NB Aq Z/19998/6606EAG/9/0 L /8011E/Sl/W0D dNO"ILBPESE//:SARY WO} POPEOJUMOC


https://orcid.org/0000-0003-4370-3438
mailto:millejl@peds.ufl.edu
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1210/jendso/bvag099

Journal of the Endocrine Society, 2026, Volume 10, Issue 6

supported continuation of the program. Longer-term data have
been more compelling. In the 52-week open-label extension of
DESTINY-PWS, patients treated with DCCR demonstrated signifi-
cant improvements in hyperphagia and several other behavioral
and metabolic endpoints compared with baseline, and compared
with a nonintervention external control group [11]. More recently,
a 16-week randomized withdrawal study confirmed that contin-
ued DCCR maintained reductions in hyperphagia, whereas partic-
ipants switched to placebo experienced worsening, reinforcing
the durability of therapeutic benefit (under publication).

The observed safety profile aligns with diazoxide pharmacol-
ogy. The most frequent adverse reactions (>10% and at least
2% more common than placebo) include hypertrichosis, edema,
hyperglycemia, and rash, with rashes presenting in several forms
such as maculopapular eruptions and urticaria [14]. Among
these, edema (27% vs 12%) and hyperglycemia (17% vs 5%)
were the most clinically relevant events observed in the
DESTINY-PWS (C601) trial. Comprehensive incidence data for
all treatment-emergent adverse events (AEs) are summarized
in Section “AE Management,” to support clinical monitoring
and risk management. Hyperglycemia and fluid overload have
been specifically highlighted as key risks requiring careful mon-
itoring, and they are reflected in the prescribing information as
warnings and precautions [14].

On March 26, 2025, the FDA approved DCCR for the treatment
of hyperphagia in individuals aged 4 years and older with PWS
[10-14]. Given its introduction into clinical practice, expert guid-
ance is needed to support safe, effective, and responsible use.
The objective of this expert guidance review paper is to summar-
ize evidence-based dosing and monitoring, and structured ap-
proaches to adverse-event mitigation and management based
on evidence and clinical experience.

Patient selection

Patient selection for DCCR should target those patients with clin-
ically meaningful hyperphagia and genetically confirmed PWS.
Consideration of the safety profile observed in the clinical pro-
gram is recommended, with particular attention to risks of
hyperglycemia and edema/hypervolemia, which included gen-
eral, localized, peripheral, and pulmonary edema. The goal is
to treat genetically confirmed PWS with hyperphagia while an-
ticipating AEs through baseline assessment and structured early
monitoring.

Hyperphagia assessment

Patient selection should consider the degree of hyperphagia,
since this is the primary therapeutic target of DCCR. In clinical tri-
als, hyperphagia was evaluated using the HQ-CT, a validated
9-question instrument, though it is not routinely used in practice.

In clinical practice, assessment of hyperphagia often relies on
caregiver reports of observable behavioral changes rather than
formal questionnaire scores. Common clinical indicators suggest-
ing progression into hyperphagic phases include a noticeable in-
crease in food-seeking behaviors (eg, searching for or hoarding
food, frequent requests for food outside of meals), heightened
anxiety or irritability related to food access, preoccupation with

meal timing or menu planning, and increased difficulty redirect-
ing attention away from food topics. Additional cues may include
earlier morning awakenings to seek food, loss of control around
accessible food, and family disruption caused by persistent
food-related behaviors. Incorporating caregiver observations
alongside clinical assessment provides a practical means to
standardize evaluation and monitor response to DCCR over
time, recognizing that no formal tool currently exists for clinical
assessment of hyperphagia in routine practice.

Clinical recommendations indicate that treatment should be-
gin once patients have clearly progressed to nutritional phase
2b (increasing appetite and growing food interest), or phase 3
(persistent hyperphagia). Initiating DCCR before these stages,
such as during phase 2a when weight gain may reflect reduced
energy expenditure rather than food drive, risks making treat-
ment response difficult to evaluate.

Hyperglycemia

Individuals with PWS are at increased risk of prediabetes and
type 2 diabetes [15]. The phase 3 cohort began therapy with
near-normal glycemia: mean HbAlc of 5.55% (SD=0.41) and
mean fasting glucose of 90 mg/dL (SD = 11.45). Approximately
60% of participants had evidence of prediabetes/type 2 diabetes,
based on elevated HbAlc or fasting glucose at baseline, docu-
mented history of diabetes or prediabetes, or use of glucose-
lowering medications (~8.8%). Only ~2.4% entered the study
with HbAlc > 6.5%, limiting direct trial experience at higher
baseline HbA1lc [16]. Across the program, hyperglycemia AEs oc-
curred in ~33.6%, largely within the first 6 months, and were typ-
ically managed with DCCR dose modification, slower titration,
and/or standard antidiabetic therapy; discontinuation (1.6%)
was uncommon [16].

Individual-level HbAlc trajectories from the phase 3 program
show that participants starting with higher baseline HbAlc
tended to have greater variability and upward excursions vs
those starting in the normoglycemic range (Fig. 1).

For individuals with HbAlc > 6.5% or fasting plasma glucose
(FPG) > 110 mg/dL, initiation should be approached with added
caution, with preference for starting when glycemia is stable or
improving on the current regimen and with intensified early
home glucose monitoring [16]. Expert opinion is to avoid initi-
ation if HbAlc > 7% unless glycemia is stable or improving on
current therapy and close monitoring is ensured.

DCCR has not been studied in individuals treated with insulin
for type 1 or 2 diabetes or in those with recent diabetic ketoaci-
dosis/hyperosmolar hyperglycemic state (DKA/HHS). In insulin-
treated patients, initiation should be approached with caution;
in patients with recent DKA/HHS, initiation should be deferred
and, if considered later, undertaken with extreme caution given
the absence of trial data [14].

Practical guidance—hyperglycemia

« Baseline: Obtain HbAlc and FPG; optimize glycemia before
starting DCCR.

+ When to initiate: Use added caution at HbAlc > 6.5% or FPG
> 110 mg/dL; defer if HbAlc > 7% until stable or improving.
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Figure 1 Individual HbAlc (%) trajectories in the DESTINY-PWS and DESTINY-PWS-RWP safety population.

For HbAlc > 8%, initiation is generally deferred due to lim-
ited trial data.

+ Not studied: Individuals treated with insulin for type 1 or 2
diabetes. If clinicians elect to proceed in select cases, do
so only when glycemia is stable and under intensified
monitoring.

« Avoid: Recent DKA/HHS. Initiation should be deferred follow-
ing DKA/HHS.

« Monitoring cadence: FPG weekly for the first 2 weeks, then at
least every 4 weeks (more frequently if at-risk or if values
rise); HbAlc every 3 months.

« If elevations occur: Confirm that patient was truly fasting as
nighttime food seeking can cause unexpected hypergly-
cemia. Pause titration, reduce dose or temporarily interrupt,
and add/adjust antidiabetic therapy as needed; resume once
values return toward baseline and are stable.

« Concomitant GH: Not a contraindication. If used with DCCR,
ensure routine metabolic surveillance (HbAlc/FPG per
schedule) and monitor for edema/weight-related changes
during titration.

Peripheral edema

Lower-extremity edema is common in adults with PWS and may
reflect multifactorial influences, with obesity and lymphatic dys-
function being the most prominent contributors, compounded
by reduced mobility and, in some cases, cardiovascular or ven-
ous disease; peripheral edema may also occur during DCCR ther-
apy. The mechanism is presumed to involve DCCR-related
sodium retention or peripheral vasodilation, though these effects
are typically dose-dependent and reversible. Pitting can be min-
imal even when edema is clinically meaningful [17]. In the DCCR
program, baseline peripheral edema was present in 15.2%; at en-
try, most participants had no pitting, and higher pitting grades
were infrequent over as long as 156 weeks. Participants with >
grade 3 edema at baseline were excluded from trial participation.

During treatment, peripheral-edema AEs occurred in 36.8% over
a median ~3.0 years exposure (max 4.5 years), with ~96% grade
1-2 and few grade 3; no grade 4-5 events were reported in the
completed phase 3 trials. In the 13-week randomized study
(DESTINY-PWS), the prescribing-information “edema” grouping
was 27% (DCCR) vs 12% (placebo). Management favored dose re-
duction/temporary interruption and slower titration; new loop-
diuretic initiation was infrequent (1.6%) and brief (mean:~46
days) [14].

Practical guidance—peripheral edema

Assessment and management of peripheral edema

Objective evaluation of peripheral edema should combine phys-
ical examination findings with reproducible measurements over
time. Clinicians are encouraged to document:

+ Pitting edema grade (1+ to 5+) using standardized thumb
pressure over the pretibial area or ankle.

+ Ankle or mid-calf circumference measured at fixed anatom-
ical landmarks (eg, 5 cm above the medial malleolus), ideally
at the same time of day and under similar conditions.

+ Weight trend relative to baseline, with >1-2 kg gain over 1
week warranting review for fluid retention.

+ Photographic documentation (if permitted) or descriptive
notation (eg, “indentation persists 10 seconds”) to enhance
reproducibility between visits.

+ Functional impact, such as difficulty fitting shoes, reduced
walking tolerance, or increased fatigue, as reported by care-
givers or the patient.

When feasible, assessments should be performed at each visit
during the titration phase and periodically thereafter. Combining
objective measures with caregiver observations provides a con-
sistent framework for monitoring edema progression and treat-
ment response.
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Pulmonary edema/hypertension

Immediate-release diazoxide in neonates has been linked to re-
versible pulmonary hypertension and heart failure, likely due to
direct cardiopulmonary toxicity and sodium/fluid retention;
case series suggest a 2.4-4.8% prevalence in that neonatal con-
text, prompting an FDA warning. There is no FDA warning spe-
cific to pulmonary hypertension with DCCR, and pulmonary
hypertension was not reported in the DCCR trials; pulmonary
edema did occur (including during intercurrent pneumonia in
1 participant), and severe fluid-overload reactions appear in
warnings/precautions [14]. The enrolled population ranged
4-44 years, with mean BMI 27.56 + 9.62 kg/m? (z-score 1.53 +
1.07); weight >135 kg was excluded. Controlled obstructive
sleep apnea (OSA) was allowed; uncontrolled moderate-severe
OSA remains a cardiopulmonary risk in PWS [16]. In this setting,
screening for symptoms (dyspnea, cough, and worsening fa-
tigue) and targeted imaging is prudent at baseline and during
dose escalation.

The FDA adverse event reporting system (FAERS) includes 3
hospitalizations reported during postmarketing use through
September 2, 2025 (one each: pulmonary edema, pneumonia,
and pulmonary hypertension). In these postmarketing cases, po-
tential contributing risk factors included class Il obesity, recent
pulmonary infections, and poorly controlled/untreated OSA, re-
inforcing the need for careful cardiopulmonary assessment and
optimization before and during DCCR titration.

Practical guidance—pulmonary edema/
hypertension

« Screen: In severe obesity or suspected/known OSA, assess
control (eg, continuous positive airway pressure or bilevel
positive airway pressure [CPAP/BiPAP] adherence) before
initiation; evaluate symptoms that could signal pulmonary
congestion.

+ Baseline testing in at-risk: Consider obtaining C-reactive pro-
tein (CRP) and B-type natriuretic peptide (BNP). Consider
chest X-ray and transthoracic (surface) echocardiogram; de-
fer initiation if clinical concern for pulmonary hypertension
persists. If unsure, obtain input from cardiopulmonary med-
ical provider.

Patients with congestive heart failure/
compromised cardiac reserve

+ Use DCCR with caution (per labeling). Optimize volume sta-
tus and heart-failure regimen before initiation. Obtain cardi-
ology input for clearance and monitoring. Start at the low
end of the weight-based range, extend titration intervals,
and consider a lower maintenance target. Do not initiate dur-
ing decompensated heart failure.

Patients with chronic lung disease or
recent pulmonary infection

« In chronic obstructive pulmonary disease (COPD), interstitial
lung disease, or poorly controlled OSA, optimize pulmonary
status first and confirm adherence to supportive therapies
(eg, CPAP/BiPAP when indicated).

» Because pulmonary edema in the trial occurred during inter-
current pneumonia, and FAERS includes a pneumonia hospi-
talization, defer initiation during/soon after significant
respiratory infections until fully resolved and baseline func-
tion is re-established. Use slower titration and closer early
follow-up.

« On-treatment red flags: Rapid weight gain, dyspnea, orthop-
nea, persistent cough, reduced exercise tolerance—interrupt
DCCR and evaluate; manage fluid overload per labeling. If
decision made for treatment reinitiation, proceed with cau-
tion and only after complete resolution of symptoms with
consideration of ongoing diuretic therapy.

Medication adherence

DCCR is formulated as an extended-release tablet, and its
pharmacokinetics rely on swallowing the intact tablet whole.
Crushing, cutting, or chewing alters the release profile, potential-
ly leading to higher peak concentrations and increased risk of
dose-dependent adverse effects. For this reason, clinicians
must ensure that patients and caregivers understand the import-
ance of correct administration and reinforce adherence behav-
iors at each follow-up. Young children and individuals without
experience swallowing tablets or capsules present a particular
challenge, and in such cases, caution is advised before initiating
therapy. Patient and caregiver education should emphasize that
improper administration can compromise both safety and
efficacy.

Practical guidance: medication adherence
and patient preparation

Before the first dose (one visit)

« Confirm eligibility (genetically confirmed PWS, age >4 year,
and weight >20 kg). Train on swallowing tablets whole; do
not split, crush, or chew (Fig. 2).

« Baseline labs and review: comprehensive metabolic panel
(CMP), HbA1lc, FPG; reconcile concomitant meds (hypergly-
cemia/edema-promoting or drug-drug interactions [DDIs]).
Consider CRP and/or BNP in patients with risk factors for de-
veloping fluid overload.

« Home skills: teach glucometer use; document who records
values and how results will be reported.
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Proceed with caution.

Have individual on
stable diabetes
regimen with close
glucose monitoring
and follow-up

Does the patient have con-
firmed PWS, age 24 years and
weight 220kg, hyperphagia?

Not a candidate
for DCCR

A1C <B%?

Consult cardiologist
and get echocardio-
gram, possibly base-
line biomarkers (BNP,
CRP, etc.), and
discuss risk of
pulmonary edema
with a cardiologist
prior to starting.
Consider starting a
diuretic concurrently.
Monitor for edema
and consider repeat
echo during titration

A

v v
Work with behavioral
P health team to stabi-
Ohses.gy ggsﬁy;:a History of major lize mood/behavior
untreated moderate- psychiatric medications. Consid-
severs OSA edema? disturbances er DCCR once on

for DCCR.

Your patient is a good candidate
. You may consider starting
for treatment of hyperphagia with the
recommended prescribing guidelines

stable regimen with
stable behavior

Prior to starting medication: Obtain CMP, A1C, discuss potential side effects,
review medications, do physical exam, teach home glucometer

Goal dose based on your current weight is *** my
Starting dose: *** mg once a day
+ In 2 weeks increase dose to *** mg daily

+ Check your fasting glucose once a week with a home blood glucose
meter. If glucose is =100, check fasting glucose daily.

+ Check in with your clinic or provider in 1 month. At that time, you will be
assessed, and it will be determined if the dose can be increased further.

+ Follow-up in persen in 3 months. Check fasting labs prior to that
appointment (CMP, A1C)

= Please contact your clinic if you have a fasting glucose =126, random
glucose >200, have unexplained swelling in your legs or other parts of
your body, difficulty breathing, or other unexplained and new symptoms

* Please remember that the medication can take up to 6 months to take
full effect. Please do not change food security or dietary recommendations

Medication Guide:
https:/iwww.vykatxr.com/medication-guide.pdf

Soleno One Prescription assistance:
https:/iwww.vykatxrhcp.com/patient-services-brochure

Titration recommendations (consider slower titration schedule if concemns
regarding developing significant edema due to higher risk profile): see Table 3

Figure 2 Clinical decision pathway for patient preparation and initiation of DCCR.

At initiation

Start once daily per weight band; swallow whole with or
without food.

Fasting glucose checks weekly x 2 (more often if baseline
risk).

Provide a 24-hour contact for urgent issues. Schedule 2-week
and 1-month check-ins for tolerability and dose decisions.

Follow-up cadence during titration

« Fasting glucose at least every 4 weeks (more frequently if val-

ues rise); HbAlc every 3 months.

« In-person at 3 months with labs (CMP in patients with obesity

or clinical risk factors, FPG, and HbAlc).
Reinforce tablet-swallowing and adherence behaviors at
every visit.

What to tell families (red-flag symptoms)

Call immediately for: FPG >126 mg/dL or random >200 mg/dL,;
new/worsening swelling; unexplained rapid weight gain; dys-
pnea or shortness of breath; persistent cough; orthopnea or dif-
ficulty breathing while supine; concerning systemic symptoms.
Expected time to clinical benefit may be up to ~6 months; do
not relax food security during titration.
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Drug-drug interactions

When considering DCCR therapy, it is important to conduct a
thorough review of the patient’s medication history,
as several clinically relevant DDIs have been identified in
the prescribing information and trial experience. These
interactions are particularly relevant for agents metabolized
by CYP pathways, highly protein-bound medications,
and diuretics that may exacerbate DCCR-related adverse
effects.

CYP1A2 and CYP3A4 interactions

DCCR is both a substrate and an inhibitor of CYP1A2.
Coadministration with strong CYP1A2 inhibitors increases diaz-
oxide exposure, which may heighten the risk of AEs. In such
cases, clinicians should apply the prescribing information’s
modified titration schema, which includes targeting a lower
maintenance dose and extending titration intervals to every
4 weeks in patients with cardiopulmonary or metabolic risk
[14] (Table 1). Because DCCR inhibits CYP1A2, concurrent use
of CYP1A2 substrates can increase substrate exposure and tox-
icity risk. These combinations should be avoided whenever
possible or monitored carefully if unavoidable. Strong
CYP3A4 inhibitors may further increase diazoxide exposure
and require dose reduction and closer surveillance. In contrast,
strong CYP3A4 or moderate CYP1A2 inducers reduce exposure,
potentially diminishing efficacy, and should generally be
avoided.

Highly protein-bound drugs

Because diazoxide is highly protein bound, displacement inter-
actions are possible when used with other agents particularly
warfarin and phenytoin. In such situations, clinicians should
monitor international normalized ratio values or serum pheny-
toin concentrations and adjust the concomitant drug doses
accordingly.

Diuretics

Both diazoxide and thiazide diuretics are associated with hyper-
glycemia and hyperuricemia. DCCR can promote sodium and flu-
id retention via renal tubular effects; thiazide diuretics inhibit
Na-Cl reabsorption in the distal tubule and may be used to coun-
teract fluid retention when clinically indicated, with close moni-
toring of electrolytes and glucose. Chronic/maintenance diuretic
therapy is generally discouraged; if needed, favor short courses,
and avoid routine long-term loop diuretics. In DESTINY-PWS, the
incidence of edema was 27% among patients receiving DCCR
compared with 12% in the placebo arm. In long-term follow-up,
the preferred management strategy was dose reduction, tempor-
ary interruption, or slower titration, while new loop-diuretic ini-
tiation was rare (1.6%; mean: 46 days). Concomitant use of
DCCR with loop or thiazide diuretics has been observed in post-
marketing clinical practice and is not contraindicated; when diu-
retics are clinically indicated, they may be coadministered with
careful monitoring. When diuretics are necessary, clinicians

should coordinate therapy with regular glucose testing and inter-
val edema assessments and consider slower titration or tempor-
ary DCCR dose reduction if edema or dysglycemia emerges.

When interactions are unavoidable

When interacting drugs cannot be avoided, clinicians should fol-
low the U.S. prescribing information (USPI) recommendations for
monitoring and dose modification [14]. If therapy is interrupted
because of DDIs or AEs, treatment may be resumed at the
prior dose if the interruption is >7 days. For longer interruptions
(>7 days), retitration should follow the USPI dosing tables. These
measures ensure safe continuation of therapy while minimizing
pharmacokinetic interaction risks (Table 2).

Optimization of pretreatment
comorbidities

Before starting DCCR, optimize management of comorbidities
that intersect with the known safety profile, primarily glycemic
control and fluid status, so that titration can proceed safely.
Common PWS comorbidities include endocrinopathies, obesity,
hyperglycemia, edema/fluid retention, sleep apnea/obesity-
hypoventilation, and  psychiatric/behavioral  disorders.
Systematic preinitiation evaluation and targeted management
of these issues improves tolerability and treatment continuity.

Hyperglycemia

People with PWS are predisposed to dysglycemia due to
obesity; early symptoms often include polydipsia, polyuria,
fatigue, headaches, and blurred vision [16]. In PWS, recogni-
tion can be atypical: “polydipsia” may reflect baseline high
intake behaviors; “polyuria” may be absent due to large,
low-tone bladders; and irritability or confusion from hyper-
glycemia can be hard to distinguish from baseline mood/be-
havioral features. Because food-seeking complicates fasting
labs, HbAlc may be a more practical marker to follow. DCCR
can elevate glucose by inhibiting pancreatic insulin release;
hyperglycemia, including rare severe events (DKA), is a la-
beled risk [14]. In DESTINY-PWS, hyperglycemia events clus-
tered early and were usually grade 1-2 and manageable with
dose/titration changes and standard antihyperglycemic;
discontinuation was uncommon (~1.6%). However as noted,
those individuals in the trial with higher baseline HbAlc had
more significant increases in their HbAlc.

Management in PWS should include lifestyle measures
(structured diet/food security; activity as tolerated) and
pharmacotherapy when indicated (eg, metformin, GLP-1 re-
ceptor agonists, and insulin). For appropriate patients, DCCR
can help address hyperphagia alongside standard diabetes
care. Close follow-up with endocrinology and nutrition is
recommended.

Pretreatment

Document HbAlc and FPG; adjust concomitant hyperglycemic
agents where possible (eg, systemic corticosteroids, thiazides,
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Table 1 DCCR dosing for DDI with CYP1A2

Weight

Recommended once-daily dosage

Starting dosage
Weeks 1 and 2

Titration dosage
Weeks 3 and 4

Titration dosage
Weeks 5 and 6

Target maintenance dosage

20 kg to <30 kg
30 kg to <40 kg
40 kg to <65 kg
65 kg to <100 kg
100 kg to <135 kg
>135kg

25mg 25mg 50 mg 75 mg

50 mg 100 mg 100 mg 100 mg
50 mg 100 mg 150 mg 150 mg
100 mg 150 mg 200 mg 250 mg
100 mg 200 mg 250 mg 300 mg
100 mg 200 mg 300 mg 325mg

One caveat is that the maintenance dose be subtherapeutic based on weight for those that are not on a concomitant CYP1A2 inhibitor.

Table 2 Practical guidance for DDIs with DCCR

Category

Prevention/management

Mechanism and notes

Strong CYP1A2 inhibitors

CYP1A2 substrates

Strong CYP3A4 inhibitors

Dual strong CYP3A4/
moderate CYP1A2
inducers

Highly protein-bound
drugs

Thiazide or other
diuretics

Reduce DCCR dose. Use modified titration schema
(lower maintenance dose; slower titration every 4
weeks in at-risk patients).

Use caution with concomitant use. Review necessity
and consider dose reduction of the CYP1A2
substrate; monitor closely for toxicity.

Monitor AEs, consider dose reduction of DCCR.

Avoid concomitant use.

Monitor international normalized ratio (INR) for
coumarins; monitor serum levels of
diphenylhydantoin. Adjust doses if needed.

Monitor for hyperglycemia. Adjust DCCR/diuretic
dose. Coordinate with glucose monitoring.

DCCR is a CYP1A2 substrate. Inhibitors 1 exposure,
1 adverse reactions.

DCCR inhibits CYP1A2 — 1 substrate exposure, 1
adverse effects.

Inhibitors 1 diazoxide exposure, 1 toxicity risk.
Inducers | DCCR exposure — | efficacy.

Diazoxide displaces protein-bound drugs. Clinical
relevance greatest for narrow therapeutic index
drugs.

Both DCCR and diuretics cause hyperglycemia,
hyperuricemia. Trials: edema managed by dose
adjustment, new loop-diuretic use rare.

If interruptions occur due to DDIs or AEs, resume prior dose if <7 days. If >7 days, retitrate per USPI tables. When interacting drugs are unavoidable, follow USPI

Sections 2.3 and 5.2.

and growth hormone) and bring values to a stable trajectory be-
fore the first dose. Use the monitoring cadence in Section
“Initiation, monitoring, and titration” during titration [14].

Peripheral edema

Baseline lower-extremity edema is common in adults with PWS
and can reflect venous/lymphatic insufficiency and obesity-
hypoventilation; in those with severe obesity, edema may
present as turgor/swelling of adipose tissue rather than classic
pitting, and pitting may be minimal even with clinically meaning-
ful edema. In a Dutch study, 31% of adults with PWS were re-
ported to have leg edema [18]. In the DCCR program, 15.2%
had peripheral edema at baseline (mostly grade 0-1), and on-
treatment edema was predominantly grade 1-2 and manageable
[16]. Management in trials favored dose modification or slower
titration; new loop-diuretic initiation was rare (1.6%; mean: 46
days).

Early signs/symptoms to watch include decreased exercise tol-
erance and rapid weight gain; late complications can include
chronic skin changes, ulcers, thrombosis, and cellulitis.

Management options include direct-pressure strategies (com-
pression stockings), rehabilitation/increased physical activity, di-
uretics when clinically indicated (noting glycemia/uric acid
considerations with thiazide diuretics), and oxygen where cardio-
pulmonary disease is present. Comanagement with a cardiopul-
monary specialist should be considered, especially if edema,
poorly controlled OSA and obesity are present at baseline.

Clinical pearls

Imaging (chest X-ray/echocardiogram) changes are typically
late in cardiopulmonary compromise; end-stage obesity-
hypoventilation can progress to heart failure; cellulitis may
present with blunted inflammatory markers and delayed
fevers—oral antibiotics, sometimes with an antifungal (eg, flu-
conazole), are often effective.
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Pretreatment

Examine and grade edema; correct reversible contributors (de-
conditioning, edema-promoting medications). If baseline edema
is present, consider pretreatment with a diuretic before DCCR ini-
tiation (note: only loop diuretics were permitted in the phase 3
program). Do not start if baseline edema is > grade 3 or refrac-
tory to oral diuretics. Align early follow-up within the first 3-6
months when risk is highest. Refer to a cardiopulmonary special-
ist for consultation regarding evaluation, treatment, and
follow-up.

Pulmonary edema/pulmonary
hypertension context

Neonatal experience with immediate-release diazoxide links flu-
id retention and reversible pulmonary hypertension; this has
prompted vigilance for cardiopulmonary signals in vulnerable
populations. In adults with PWS, obesity-hypoventilation and
sleep-disordered breathing can mask early decompensation; de-
clining exercise tolerance, rapid weight gain often precede late
radiograph/echocardiogram changes. Pretreatment optimiza-
tion therefore includes screening for uncontrolled sleep apnea/
obesity-hypoventilation and ensuring that respiratory support
(eg, CPAP/BIiPAP) is established when indicated before DCCR ti-
tration [17].

Practical guidance-pretreatment

1. Measure and stabilize HbAlc and FPG before the first dose;
plan early glucose checks. Where fasting labs are unreliable,
trend HbAlc and reinforce food security to support consist-
ent monitoring.

2. Grade edema at baseline; correct contributors and do not
initiate if edema is > grade 3 or refractory to oral diuretics.
If baseline edema is present, consider pretreatment with a
diuretic prior to initiating DCCR as well as concomitant treat-
ment with a diuretic for high-risk individuals. Consider add-
ition of additional measures for baseline and follow-up
evaluation such as echo, BNP, or CRP.

3. Address OSA/obesity-hypoventilation and consider baseline
imaging in high-risk adults; defer if pulmonary hypertension
is suspected

4. Consult with a cardiopulmonary specialist if significant
baseline edema is present, especially in those with moder-
ate to severe OSA and suspected obesity-hypoventilation

5. Adjust concomitant medications that raise glucose or pro-
mote fluid retention and apply the USPI-based modified ti-
tration when interacting drugs are unavoidable

6. Set expectations with families: early months carry the high-
est risk for glycemia and edema events; reinforce reporting
of red flags and keep food security unchanged during
titration. Educate caregivers that behavioral changes may
obscure classic hyperglycemia symptoms; encourage low-
threshold communication and objective home data (FPG/
HbA1c).

Initiation, monitoring, and titration

Once a candidate meets selection criteria and pretreatment co-
morbidities are optimized, initiation should follow a standar-
dized, weight-based approach with early, structured
monitoring for glycemia, and fluid status. Glycemic and edema
events clustered early, were predominantly grade 1-2, and
were typically managed by dose adjustment, brief interruption,
slower titration, and/or standard concomitant medications with-
out discontinuation [16].

Preinitiation checklist (complete at
or immediately before first dose)

« Indication: DCCR is indicated for adults and pediatric pa-
tients >4 years with genetically confirmed PWS who experi-
ence clinically significant hyperphagia

« Contraindications: Known hypersensitivity to diazoxide, for-
mulation components, or thiazides.

« Medication review/DDI screen: Reconcile prescribed/OTC/
nutraceuticals/supplements; screen for strong CYP1A2 inhib-
itors, CYP1A2 substrates, strong CYP3A4 inhibitors, and dual
strong CYP3A4/moderate CYP1A2 inducers; see DDI for
management.

« Comorbidities (confirm optimization): Impaired fasting glu-
cose/impaired glucose tolerance/prediabetes/type 2 dia-
betes, insulin  resistance, concomitant GH or
glucocorticoids, peripheral or pulmonary edema, pulmonary
hypertension, moderate-severe sleep apnea, severe obesity,
cardiopulmonary disease, uncontrolled hypertension, and
venous thromboembolism history.

+ Physical exam baseline: Document edema grade and any
signs suggestive of dysglycemia (with or without hyperosmo-
lar symptoms) to serve as reference during titration.
Consider baseline echocardiography and laboratory meas-
ures (eg, BNP to assess cardiac function if clinically indicated
or in high-risk adults).

« Conditions to generally avoid initiation: Untreated or uncon-
trolled moderate-severe OSA, moderate-severe peripheral
edema (>grade 3) or edema refractory to oral diuretics, un-
controlled diabetes (eg, HbAlc > 7% unless trends are sta-
ble/improving with reliable home monitoring and close
follow-up), extreme obesity with high-risk comorbidities, or
inability to assure caregiver/clinic monitoring.

+ Edema management considerations: If diuretics are used
during titration, note that loop and thiazide agents may po-
tentiate diazoxide-related hyperglycemia and hyperurice-
mia; arrange serial glucose (and uric acid if clinically
indicated).

« Cardiovascular/pulmonary risk stratification (selected pa-
tients): Consider echocardiography, chest x-ray, polysom-
nography verification of CPAP/BiPAP adherence, and
optional serial BNP or NT-proBNP in high-risk adults to
help detect early fluid overload; rising natriuretic peptides
or worsening edema should prompt dose hold and
reassessment.
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Table 3 Recommended starting dose and standard titration by body weight

Weight Starting dosage Titration dosage Titration dosage Target maintenance
Weeks 1 and 2 Weeks 3 and 4 Weeks 5 and 6 dosage

20 kg to <30 kg 25 mg 50 mg 75 mg 100 mg

30 kg to <40 kg 75 mg 150 mg 150 mg 150 mg

40 kg to <65 kg 75 mg 150 mg 225 mg 225 mg

65 kg to <100 kg 150 mg 225 mg 300 mg 375 mg

100 kg to <135 kg 150 mg 300 mg 375 mg 450 mg

>135 kg 150 mg 300 mg 450 mg 525 mg

« Glycemic optimization: Ensure HbAlc/FPG are on a stable or
improving trajectory if elevated; plan early home FPG
checks.

» Formulation note: Do not substitute diazoxide oral suspen-
sion; extended-release delivery is required for once-daily
pharmacokinetics.

Starting dose and administration
(per label)

DCCR should not be substituted with diazoxide oral suspension,
as the pharmacokinetic profiles are different and extended-
release delivery is critical to maintaining stable plasma concen-
trations. The maximum recommended dose is 5.8 mg/kg/day or
525 mg/day. Doses above this threshold have not been studied
in patients with PWS. The recommended starting and titration
schedule is weight-based (Table 3).

Laboratory testing prior to DCCR initiation

Obtain HbAlc and FPG prior to initiation and ensure glycemia is
on a stable/improving trajectory if elevated. Reconcile concomi-
tant medications that can worsen hyperglycemia (eg, systemic
corticosteroids and thiazides) or fluid retention and adjust
when feasible. Provide brief education on home fasting glucose
checks and recognition of early dysglycemia symptoms.

Monitoring during titration and dose
escalation

Use a structured titration and monitoring plan. In higher-risk pa-
tients (eg, baseline edema/fluid overload, OSA/COPD, obesity
with elevated FPG/HbAlc, and interacting drugs), apply a conser-
vative schema (lower starting dose/target and longer steps, eg,
every 4 weeks). In pooled safety analyses, most hyperglycemia
occurred within the first 6 months (all grade 1-2 in
DESTINY-PWS), and most edema events first appeared within
~3-6 months, largely grade 1-2; 6-month event-free survival
was ~78% for hyperglycemia and 68% for peripheral edema
[16]. This timing justifies closer early surveillance and slower up-
titration in higher-risk patients. In high-risk patients, titration
may be stopped at any lower step if clinically appropriate
(Table 4).

Monitoring schedule and action
thresholds

The recommended monitoring schedule and dose-modification
triggers are summarized in Table 5.

Monitoring and dosage modifications due
to adverse reactions

Hyperglycemia

If FPG or HbAlc rises meaningfully, pause titration, reduce or
temporarily interrupt, and add/adjust antidiabetic therapy. In
the program, discontinuation for hyperglycemia was uncommon
(~1.6%); cohort mean HbAlc remained ~5.5-5.7% long-term
after an early rise, and fasting glucose stabilized near baseline.

Fluid overload: surveillance and response

Monitor for ankle/foot/leg/facial swelling or generalized swelling,
dyspnea/shortness of breath, and unexpected weight gain (>5 lb
or >5% of body weight, whichever is less). If edema develops,
slow or reverse titration, reduce or interrupt the dose, and re-
assess clinically. Consider short diuretic courses case-by-case;
new loop-diuretic initiation in trials was infrequent (1.6%) and
brief (mean: ~46 days). Stop DCCR for clinically significant fluid
overload; when resolved, retitrate only to the last well-tolerated
dose with consideration of ongoing concomitant loop or thiazide
diuretic.

Modified titration schema after adverse
reactions

For patients who experience glycemic elevations or edema, a
more conservative, extended titration may be used, with incre-
ments every 2-4+ weeks and lower final targets (Table 6).

Dosage modifications for concomitant
strong CYP1A2 inhibitors

If strong CYP1A2 inhibitors are required, apply the USPI’s re-
duced target-dose schema and consider longer step intervals
(eg, every 4 weeks), especially in patients with cardiovascular,
pulmonary, or metabolic risks or other interacting drugs.
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Table 4 Modified titration schema for patients with risk factors

Step Starting Step 2 Step 3 Step 4 Step 5 Step 6 Target
dose

Duration 2 to 4+ 2 to 4+ 2 to 4+ 2 to 4+ 2 to 4+ 2 to 4+ Maintenance
weeks weeks weeks weeks weeks weeks therapy

20 to <30 kg 25 mg 50 mg 75 mg 100 mg 100 mg 100 mg 100 mg

30 to <40 kg 75 mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg

40 to <65 kg 75 mg 150 mg 225 mg 225 mg 225 mg 225 mg 225 mg

65 to <100 kg 75 mg 150 mg 225 mg 300 mg 375 mg 375 mg 375 mg

100 to <135kg 75 mg 150 mg 225 mg 300 mg 375 mg 450 mg 450 mg

>135 kg 75 mg 150 mg 225 mg 300 mg 375 mg 450 mg 525 mg

Smaller dose adjustments may be made using the 25-mg tablet to change doses in 25-mg increments, while remaining within USPI-recommended target and

maximum doses.

Table 5 Monitoring schedule and dose-modification triggers [14]

Parameter Monitoring frequency

Action if abnormal

Fasting glucose Weekly x first 2 weeks; then
every 4 weeks

HbAlc Every 3 months

Weight Each visit; inquire about gain
>5 |bs or >5% BW

Every visit; targeted if

symptomatic

Clinical exam (edema)

Dyspnea/respiratory At each visit
symptoms

Missed/interrupted Continuous
dose

If >110 mg/dL sustained — increase monitoring; if >126 mg/dL or HbAlc >
6.5% — reduce dose, hold, or add antidiabetic therapy

If >6.5% sustained — interrupt or down-titrate, optimize antidiabetic
therapy

If above threshold — assess for fluid overload

Grade >2 pitting edema — hold or reduce dose; Grade >3 — discontinue
If concerning, interrupt dose; evaluate with echo/chest x-ray as indicated

Resume prior dose if <7 days missed; retitrate if >7 days per USPI schema

Table 6 Modified titration schema for patients who experience adverse reactions [14]

Step Starting dose Step 2
Duration

Step 3

Step 4
2 to 4+ weeks 2 to 4+ weeks 2 to 4+ weeks 2 to 4+ weeks 2 to 4+ weeks 2 to 4+ weeks Maintenance therapy

Step 5 Step 6 Target

Body weight:

20to <30kg 25mg 50 mg 75 mg 100 mg 100 mg 100 mg 100 mg
30to<40kg 75mg 150 mg 150 mg 150 mg 150 mg 150 mg 150 mg
40 to <65 kg  75mg 150 mg 225 mg 225 mg 225 mg 225 mg 225 mg
65to <100 kg 75mg 150 mg 225 mg 300 mg 375 mg 375 mg 375 mg
100 to <135 kg 75 mg 150 mg 225 mg 300 mg 375 mg 450 mg 450 mg
>135 kg 75 mg 150 mg 225 mg 300 mg 375 mg 450 mg 525 mg

The same framework may be applied reactively if AEs emerge
during titration (see DDI and Table 5) [14].

Dosage interruption, missed dose, and
discontinuation

If a dose is interrupted or missed for <7 days, resume at the pre-
vious dose. If the interruption is >7 days, retitrate per the appro-
priate schema (standard or CYP1A2-modified). Tapering is not
required when discontinuing DCCR.

AE management

AE monitoring and management are central to the safe and ef-
fective use of DCCR in PWS. Across the clinical development pro-
gram, DCCR has been administered to 125 patients aged 4 years
and older, at dosages up to 5.8 mg/kg/day (maximum: 525 mg/
day) for as long as 4.9 years (median: 3.0 years). The safety profile
has been generally consistent with the parent molecule diazo-
xide. The most common AEs were hypertrichosis, edema, and
hyperglycemia, with rash and behavioral symptoms observed
less frequently.
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Table 7 Common AEs in DCCR clinical development (DESTINY-PWS study)

AE DCCR (%) Placebo (%) Typical onset Severity Course/duration

Hypertrichosis 36 14 Weeks-months Mild-Mod Reversible with stop

Edema 27 12 Early in titration Mostly Grade Improves with adjustment
1-2

Hyperglycemia 17 5 First 4-8 weeks Variable Requires monitoring

Rash 12 2 Variable Mild Transient

Affect lability 53 <2 Variable Mild Self-limited

Hirsutism 53 <2 Months Mild Reversible

Abnormal behavior 5.3 5.1 Mild-Mod Comparable to placebo

Pooled AE terms are defined as in the DESTINY-PWS (C601/C602) clinical database: “Edema” includes peripheral, localized, generalized, and periorbital edema
and swelling-related events; “Hyperglycemia” includes hyperglycemia, blood glucose increased, and diabetes-related events; “Rash” includes maculopapular/

papular rashes, dermatitis, erythema multiforme, and urticaria.

Common AEs

In the randomized controlled study (DESTINY-PWS), AEs occur-
ring in >10% of patients and >2% above placebo included hyper-
trichosis (36% vs 14%), edema (27% vs 12%), hyperglycemia
(17% vs 5%), and rash (12% vs 2%) [16]. Hypertrichosis was dose-
dependent, typically presented within the first few months, and
reversible upon discontinuation. Edema usually emerged early in
titration, was predominantly grade 1-2, and improved with dose
adjustment or short courses of diuretic therapy. Hyperglycemia
was more frequent in patients with baseline risk factors (predia-
betes, obesity, or concomitant growth hormone therapy). Rash
was generally mild and transient.

In the DESTINY-PWS-RWP (C602-RWP), overall AE rates were
similar between DCCR and placebo (73.7% vs 74.4%; Table 7).
Most events reflected common complications of PWS rather
than treatment-related toxicities. Notably, affect lability (5.3%)
and hirsutism (5.3%) were slightly more frequent in
DCCR-treated patients, while abnormal behavior occurred at
comparable rates (5.1% placebo vs 5.3% DCCR). Serious AEs
were uncommon; the only SAE reported was in the placebo
arm and unrelated to study drug.

Serious or dose-limiting AEs

Dose-limiting events were primarily metabolic (hyperglycemia/
DKA) or fluid-related (peripheral/pulmonary edema). Severe pul-
monary edema was reported in one case in DESTINY-PWS, pre-
cipitated by a concurrent respiratory infection. No
dose-limiting cardiovascular, hepatic, or renal toxicities were
identified, though caution is warranted in patients with under-
lying risk factors. Expert opinion supports immediate dose inter-
ruption or discontinuation for grade >3 fluid overload or
uncontrolled hyperglycemia despite appropriate therapy.

Management principles and dose
modification

AE management requires anticipatory monitoring, early inter-
vention, and dose flexibility. Label-based guidance recommends
interrupting or reducing DCCR for significant glycemic excursions
or edema, then resuming at the last tolerated dose. In high-risk

patients, slower titration (intervals every 4 weeks) is appropriate
(Table 8).

Hyperglycemia: special considerations

Hyperglycemia occurred in 17% of DCCR-treated patients in
DESTINY-PWS, and 34% across long-term exposure. Risk was
greatest in those with baseline diabetes/prediabetes, obesity,
or concomitant growth hormone or corticosteroids [16]. Rare
cases of DKA were observed.

Recommendations

+ Screen for baseline diabetes, impaired fasting glucose, and
family history.

+ Optimize glycemic control before initiation.

+ Weekly fasting glucose for the first 2 weeks, then every 4
weeks; HbAlc every 3 months.

+ Educate families on hyperglycemia and DKA symptom:s.

« If elevations occur: interrupt or reduce dose, adjust titration,
and initiate antidiabetic therapy.

Edema and fluid retention

Peripheral edema occurred in 27% of DCCR vs 12% placebo in
DESTINY-PWS. Most were grade 1-2, but rare severe fluid over-
load and pulmonary edema occurred. Pretreatment evaluation
should include cardiac/pulmonary history, baseline weight, and
review of fluid-retaining medications.

Clinical recommendations

« Interrupt or reduce dose for moderate/severe edema.

« Discontinue in pulmonary edema.

+ Diuretics may be used selectively, but underlying causes (eg,
infection) should also be addressed.

Other notable AEs

Rash, generally mild and self-limiting, occurred in 12% of DCCR
vs 2% placebo. Behavioral events (affect lability, irritability)
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Table 8 AE management strategies and dose-modification triggers

AE Monitoring/triggers

Recommended actions

Hyperglycemia

Diabetic Symptoms: abdominal pain, tachypnea, confusion.
ketoacidosis risk
Edema Assess weight gain >5 |bs or >5% BW; ankle/leg
swelling, dyspnea.
Rash/ Dermatologic exam if rash develops.
hypersensitivity

Behavioral AEs
irritability.

FPG weekly X2, then g4w; HbAlc q3mo. Triggers:
sustained FPG >150-180 mg/dL, HbAlc rise >1%.

Monitor for new or worsening affect lability,

Pause titration; reduce/interrupt dose; initiate or adjust
antidiabetic therapy; resume after control.

Stop DCCR immediately; manage as medical
emergency.

Dose reduction or temporary interruption; add diuretic
if indicated; discontinue if pulmonary edema.

Usually self-limited; discontinue if severe or systemic.

Supportive management; assess for DDIs.

were infrequent and comparable to background rates in PWS,
suggesting they may reflect disease-related variability rather
than drug toxicity. Gastrointestinal and neurologic symptoms
were rare. Hypersensitivity events were mild; no anaphylaxis
was reported.

Conclusion

Hyperphagia in PWS is a lifelong driver of morbidity, mortality,
and caregiver burden, and until recently clinicians had no ap-
proved pharmacologic option specifically targeting this symp-
tom. DCCR provides a mechanistically rational therapy that can
meaningfully reduce hyperphagia and improve related metabolic
and behavioral outcomes when used thoughtfully in a structured
clinical framework. The experience from the DESTINY program
and subsequent open-label and real-world data shows that
benefit is achievable across a broad age and weight range, if
treatment is anchored in careful patient selection and systematic
monitoring.

The guidance presented in this article is intended to translate
trial evidence into practical decision pathways that fit the com-
plexity of everyday PWS care. By emphasizing when to initiate
therapy, how to optimize glycemic control, edema, and cardio-
pulmonary status beforehand, and how to apply weight-based ti-
tration with predefined monitoring thresholds, these
recommendations aim to help clinicians use DCCR in a way
that maximizes therapeutic gain while limiting preventable
AEs. Treating hyperglycemia and fluid overload as predictable
and manageable risks, instead of unforeseen complications,
helps healthcare providers identify issues sooner, adjust doses
promptly, and maintain therapy for many patients who benefit
clinically. Implementation of this guidance also underscores
the importance of multidisciplinary care.

Finally, these recommendations should be viewed as a foun-
dation rather than a fixed endpoint. Ongoing postmarketing ex-
perience, registry data, and future studies will clarify the role of
DCCR in younger patients, in those with more advanced metabol-
ic disease, and in combination with other emerging therapies.
Regular reassessment will be needed as new evidence accumu-
lates. In addition, DCCR is now under review in a number of regu-
latory agencies in countries outside of the United States and so
updates may be needed in the future to account for differences

among the countries. For now, this expert opinion provides a
structured, clinically grounded approach to integrating DCCR
into comprehensive PWS care, with the goal of improving both
health outcomes and day-to-day quality of life for individuals liv-
ing with this complex disorder.
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