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Study Design

Two Phase 3, multicenter, randomized,
double-blind, placebo-controlled clinical
trials in children and adolescents with
ADHD.

Intervention

Once-daily extended-release Centanafadine
compared with placebo for 6 weeks, 
without initial titration.

Primary Endpoint

Change in core ADHD symptoms using
Conners 3–Parent Short and Conners 
3–Self-Report Short scales.

Secondary Endpoint

Clinically meaningful improvement in
inattention and hyperactivity/impulsivity
over the 6-week treatment period.
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Pharm D Interns

Attention-deficit/hyperactivity disorder (ADHD) is characterized by persistent inattention,
hyperactivity, and impulsivity. Many established ADHD medications primarily modulate dopamine
and norepinephrine pathways. In contrast, Centanafadine is a novel norepinephrine, dopamine, and
serotonin reuptake inhibitor (NDSRI), simultaneously influencing all three monoamine systems. This
distinct pharmacological profile offers a differentiated approach to managing core ADHD
symptoms.
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Clinically Meaningful Within-Patient Change in Core ADHD
Symptoms in Children and Adolescents Treated With
Centanafadine: Two Phase 3 Randomized Clinical Trials

Introduction

AT A GLANCE

Two Phase 3 
Randomized 

Double-Blind, 
Placebo-Controlled

Trials

Novel
Norepinephrine,

Dopamine &
Serotonin

Reuptake Inhibitor

Children &
Adolescents With

ADHD

6-week
comparative

study of
Centanafadine

vs placebo

Acceptable &
Generally Well

Tolerated Safety
Profile

KEY FINDINGS

Rapid Onset Core ADHD Symptoms Clinically Meaningful
Change

Safety & Tolerability

Significant
improvement

observed from Week 1
and maintained
through Week 6.

Symptom improvements
in inattention and

hyperactivity/impulsivity
were observed.

Children had a 55% higher
and adolescents 65% 

higher likelihood 
of improvement.

Centanafadine showed
an acceptable and

generally well-tolerated
safety profile.

Methodology Study Design Flow

Two Phase 3 Clinical Trial

Study Population

Randomization (1:1:1)

Statistical Analysis

Symptom Assessment Secondary Outcome
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CentanafadineCentanafadineCentanafadine

United States Canada+

Children: NCT05428033  Adolescents: NCT05257265

Children with ADHD Adolescents with ADHD

6-12 years 13-17 years

High-dose
Centanafadine

High-dose
Centanafadine Placebo

OD-Extended Release OD-Extended Release OD-Extended Release

• Mixed-effects model for repeated measures
• Cochran–Mantel–Haenszel test for clinically meaningful change

Conners 3 Parent
AND Self report

Change from Baseline in 
T scores

Ward CL, et al. J Atten Disord. 2026:10870547261483444.



Adverse Event Children (6-12 yrs) Adolescents (13-17 yrs)

Decreased Appetite 8% 15%

Rash 6% 6%

Nausea - 10%

Headache - 6%

Population and Scale Centanafidine Placebo p value

Children (6-12 yrs)

      Inattention -11.9 -6.4 0.0002

      Hyperactivity / Impulsivity -11.5 -6.9 0.0022

Adolescents (13-17 yrs)

      Parent Inattention −14.4 −8.1 < 0.0001

      Parent Hyperactivity/Impulsivity −14.0 −8.5 0.0002

      Self-report Inattention −15.3 −10.0 0.0001

      Self-report Hyperactivity/Impulsivity −11.6 −8.9 0.0282

Meaningful change threshold: ≥14-point improvement for Conners 3–Parent
Short Inattention and ≥13-point improvement for Hyperactivity/Impulsivity.
These analyses were based on the Conners 3–Parent Short.

Safety and Tolerability: Generally well tolerated; no new age-
related safety concerns reported. 

All adverse events were mild
or moderate.
AE occurring ≥5% and greater
than placebo

CONCLUSION

North American
population only.

No teacher ratings
No active comparator

6-week duration limits conclusions about longer-
term response and tolerability.

Clinically meaningful thresholds were not
independently validated, and p-values were not
multiplicity-adjusted.
 

Key Limitations

1. Item Scoring: 0–3 scale, Not true → Very much true

2.Raw Score: Sum of domain item scores

3.T-Score: Age/sex-specific conversion (Mean 50, SD 10)

4. Interpretation: Higher T-score = greater severity; ≥10-

point change = clinically meaningful.

Conners Scoring

1.Broad Symptom Control – Improves both
inattention and hyperactivity/impulsivity.

2.Consistent Benefit – Symptom improvements
were maintained and increased through Week 6.

3.Meaningful Improvement – Changes exceeded
the ≥10-point clinical significance threshold in key
Conners measures.

4.Low Treatment Discontinuation – Few patients
discontinued treatment because of adverse
events.
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Results

Discussion

Journal              
Publisher          
Impact Factor  
Quartile             
DOI                      

ARTICLE INFORMATIONARTICLE INFORMATIONARTICLE INFORMATION
: Journal of Attention Disorders
: SAGE Publications
: 3.2 (2025 JCR)
: Q1
: 10.1177/10870547261483444
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Week 6 Change from Baseline in Conners T-scores
(Least Squares Mean)

Symptom  Improvement  Over Time

Separation from placebo was observed as early as Week 1 (the first
postbaseline time point), and significant improvements continued through
Week 6 in children and adolescents.

Clinical Significance

Discontinuation due to AEs was
low: 1% with Centanafadine
and 0% with placebo.

Key Limitations

INATTENTION HYPERACTIVITY



Case Report

Age 16
 Hypertrophic

cardiomyopathy
confirmed

Age 18
Social anxiety
diagnosed - 

Paroxetine 50
mg/day initiated

Age 16–26
Clinically stable

No cardiovascular
symptoms; remained

physically active

Age 26
Cardiac risk assessment

QT dispersion: 74 ms
5-year SCD risk: 2.75%

Age 27
Treatment decision declined; 
chose psychotherapy-based

ADHD management

Age 26
ADHD diagnosed
Methylphenidate

treatment proposed

Presnting illness
 Newly diagnosed attention-

deficit/hyperactivity
disorder (ADHD)

Clinical Status
 No cardiovascular symptoms;

regularly participated in
recreational sports. 

Age / Gender
 26 years / Male

History
 Hypertrophic

cardiomyopathy (HCM)
Diagnosed at age 16

Key Findings
 ECG: Left ventricular
hypertrophy with T-wave
inversion 
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This case describes a 26-year-old man with hypertrophic cardiomyopathy (HCM) and newly diagnosed ADHD
who was evaluated before starting Methylphenidate. Cardiac imaging showed stable disease, preserved
systolic function, and no major high-risk features. QT dispersion was 74 ms, below the proposed high-risk
threshold. After multidisciplinary counseling regarding potential arrhythmic risks and ECG monitoring, the
patient declined Methylphenidate and chose psychotherapy-based ADHD management. The case
emphasizes individualized risk assessment and shared decision-making in HCM.

Executive Summary

Patient Summary

ARTICLE INFORMATIONARTICLE INFORMATIONARTICLE INFORMATION

Journal              
Publisher          
Impact Factor  
Quartile  
DOI                               

 : JACC: Case Reports
: Elsevier
: 0.3 
: Q3
:10.1016/j.ja
ccas.2026.1
08797

Future Implications

Key Takeaways

Individualized cardiac risk
assessment is essential
for patients with HCM

and ADHD

Methylphenidate may be
considered in selected low-
risk HCM patients with ECG

monitoring.

QT dispersion of 74 ms was
below the high-risk threshold,

which shows relatively low
arrhythmic-risk profile.

Shared decision-making
balances ADHD treatment

and cardiac safety.

Psychotherapy provided
a suitable non-

pharmacological
alternative.

More data are needed to determine
the long-term arrhythmic safety of
Methylphenidate in patients with

hypertrophic cardiomyopathy.

Develop ECG-based protocols
for stimulant initiation and

dose titration.

Define safe exercise and sports
participation levels for young
patients with HCM and ADHD.

Strengthen collaboration
between sports cardiology,

psychiatry, and clinical
pharmacy for safer ADHD

management.

cpopp1@jssuni.edu.in

Rechcińska A, Rechciński T. JACC Case Rep. 2026;31(28):108797. doi:10.1016/j.jaccas.2026.108797.

QT dispersion: 74 ms 

Echocardiography/CMR: Stable

asymmetric septal hypertrophy 

5-year SCD risk: 2.75%

ADHD + Cardiac
Sympathetic Drive

Stimulant Increase
CV Demand

Potential Risk in
HCM

Guides Mangement

ADHD is associated
with increased

sympathetic activity
(higher heart rate and

blood pressure).

Medications for ADHD
(e.g., Methyphenidate,
Atomoxetine) can raise

heart rate and blood
pressure, increasing

myocardial workload.

These cardiovascular
effects may
precipitate

arrhythmias or
worsening symptoms
in patients with HCM.

Baseline and periodic
cardiovascular risk
assessment helps

inform safe medication
choice, dosing and

monitoring.

Risk Assessment

Syncope, family history
ECG and echocardiography
HCM risk stratification-
(e.g., 5-year SCD risk, QT
dispersion)

Cardiology, sports
cardiology, psychiatry and
clinical pharmacology
Individualized risk–benefit
discussion

Detailed clinical history

Multidisciplinary collaboration

• Assess arrhythmic risk
• Evaluate exercise tolerance and
symptom status
• Provide sport-specific advice
(type, intensity and restrictions)

Exercise counselling and risk
stratification

• Periodic clinical review
• Repeat ECG/echocardiography
as indicated
• Reassess if stimulant therapy is
considered

Ongoing monitoring

Sports Cardiology

Shared Decision Making on Methylphenidate in Hypertrophic Cardiomyopathy and 
ADHD in a Young Athlete

Normal ECG

Arrhythmias

https://doi.org/10.1016/j.jaccas.2026.108797
https://doi.org/10.1016/j.jaccas.2026.108797
https://doi.org/10.1016/j.jaccas.2026.108797


Pk Characteristics

Absorption
Tmax: 5 hours; high-fat meal increases Cmax by 29% with no
change in AUC, Half life ~5.2 hours; clearance ~410 mL/min

Distribution Protein bound: >99%; Vd: ~167 L

Metabolism
Primarily metabolized by monoamine oxidase A (MAO-A);

major lactam metabolite is inactive

Excretion
88% of administered radioactivity excreted in urine as

metabolites; 7% in feces

Drug Profile

Tablet: 140 mg, 210 mg, and 280 mg extended-release capsules.

Mechanism of action

www.jssuni.edu.in 4CLINICAL PHARMACY NEWSLETTER

Centanafadine

(Simtriyo)

FDA Approval

July 24, 2026

Therapeutic class
CNS Stimulant

Norepinephrine–dopamine–serotonin
reuptake inhibitor (NDSRI)

Indication
Attention-deficit/hyperactivity
disorder (ADHD) in adults and
pediatric patients ≥6 years
weighing ≥20 kg

Oral, once-daily extended-
release therapy administered
in the morning, with or
without food.

Regimen Type

Clinical Advantage

Centanafadine offers a multimodal

mechanism by enhancing dopamine,

norepinephrine and serotonin signaling,

unlike drugs primarily targeting dopamine or

norepinephrine. Its once-daily extended-

release formulation may support adherence,

while providing an additional treatment

option for patients who have inadequate

response or tolerability concerns with

existing ADHD medications.

Dosage & Administration

Scan to see
Full Drug
Proffile

DRUG INFORMATIONDRUG INFORMATIONDRUG INFORMATION

Safety Profile

Hypersensitivity to Centanafadine or any component of SIMTRIYO.

Concurrent MAOI use or use within 14 days of stopping an MAOI, due
to the risk of serious interactions, including hypertensive crisis and
serotonin syndrome. 

Gastrointestinal: Decreased appetite, nausea, dry mouth.

Nervous System: Headache, dizziness, somnolence.

Psychiatric: Irritability, anxiety, insomnia.

Cardiovascular: Increased heart rate, increased blood pressure.

Suicidal thoughts will occur, Monitor paediatric patients for new or
worsening suicidal ideation or behaviour.

Avoid use in patients with hypertrophic cardiomyopathy (HCM),
structural cardiac abnormalities, serious cardiac arrhythmias, or other
serious cardiac disease.

Contraindications

Warnings & Precautions

Adverse Drug Reactions

Patient Counselling

How to TakeHow to TakeHow to Take Missed DoseMissed DoseMissed Dose Do Not StopDo Not StopDo Not Stop Drug InteractionsDrug InteractionsDrug Interactions Watch for
Symptoms
Watch for

Symptoms
Watch for

Symptoms
MonitoringMonitoringMonitoring

Take once daily in
the morning, with
or without food.

Take when
remembered unless
it is nearly time for
the next dose; do

not double the
dose.

Do not discontinue
abruptly without
medical advice.

Inform your
doctor about all
medicines; avoid

MAOIs.

Watch for loss of
appetite, nausea,

headache, rash, or
mood changes.

Monitor BP, heart
rate, weight, ADHD

response, and
psychiatric
symptoms.

FDA (Drugs@FDA): SIMTRIYO (centanafadine) NDA 218145.

Centanafadine blocks DAT, NET and SERT, limiting reuptake of three key monoamines.

This increases dopamine, norepinephrine and serotonin signaling within relevant brain circuits.

Enhanced monoaminergic activity supports attention, impulse control and behavioral regulation.

The multimodal mechanism targets multiple neurotransmitter pathways involved in ADHD.

cpopp1@jssuni.edu.in

Targeting Dopamine, Norepinephrine & Serotonin in ADHD

Centanafadine Inhibits reuptake 
dopamine, norepinephrine

and serotonin

Increases synaptic levels 
dopamine, norepinephrine

and serotonin

Improves attention,
reduces hyperactivity &

impulsivity in ADHD

Renal Dose Adjustment: Renal impairment: No dosage
adjustment is recommended based on renal function.

Recommended Dose: Adults: 210 mg once daily; may increase
to 280 mg once daily. Adolescents (13–17 years): 280 mg once
daily. Children (6–12 years): Weight-based 140–280 mg OD.

MAOI use: Allow at least 14 days after stopping an MAOI before
starting Centanafadine.
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MONTHLY DRUG SAFETY ALERT
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EVENT CORNER

A report of “AI-Enabled Therapeutic Drug Monitoring (TDM): Translating Precision- Dosing 
into Safer And Outcome-Driven Clinical Practice”

Date: 27.08.2026 - 29.08.2026Coordinator: Dr. Deepalakshmi M

                           Associate Professor

The Department of Pharmacy Practice hosted Dr. Debra Rowett, Professor, Adelaide University, South Australia,   
marking a milestone on academic engagement, professional exchange, and the advancement of pharmacy practice
education and practice. Dr. Rowett delivered the Keynote Address at the three-day workshop on “AI-Enabled
Therapeutic Drug Monitoring (TDM): Translating Precision Dosing into Safer and Outcome-Driven Clinical Practice.”
She also interacted with faculty and students, and reviewed and appreciated the work of PhD research scholars.
Discussions were held on expanding collaboration between JSS AHER and Adelaide University in research, faculty
development, and student and staff exchange. The visit reaffirmed that lasting international partnerships are built
on sustained relationships, mentorship and a shared commitment to advancing the pharmacy profession.

Visit of Dr. Debra Rowett to JSS College of Pharmacy, Ooty  - A Report

Date: 25.08.2026 - 28.08.2026Coordinator: Dr. Ponnusankar S

                          Professor & Head

cpopp1@jssuni.edu.in

The three-day hands-on workshop on AI-Enabled Therapeutic Drug Monitoring (TDM) was organized by the
Department of Pharmacy Practice at JSS College of Pharmacy, Ooty in collaboration with Anusandhan National
Research Foundation (ANRF), New Delhi. Through expert-led sessions on Bayesian pharmacokinetics, antibiotic
stewardship, and end-to-end case simulations, attendees were equipped with actionable, practical skills to optimise
drug therapy. Ultimately, the workshop achieved its primary objective: empowering healthcare professionals to
translate precision dosing into safer, outcome-driven, and highly personalized patient care. The event was attended
by 08 keynote speakers and resource persons, along with 32 registered participants. 
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EVENT CORNER

Report on visit of Mr Hemant Patel, Celebrating Three Decades of International Partnership in
Pharmacy Practice

Date: 05.09.2026 - 07.09.2026

6th National Pharmacovigilance Week 2026 - A Report

Coordinator: Dr. Jeyaram Bharathi J, Clinical Resident
                           Dr. Jeevanantham I, Assistant Professor

cpopp1@jssuni.edu.in

The Department of Pharmacy Practice welcomed Mr. Hemant Patel, Past President, Royal Pharmaceutical Society
of Great Britain (RPS), and Past Member, English Pharmacy Board, RPS, London, marking nearly three decades of
professional association. Mr. Patel delivered a lecture on “Lessons in Leadership, Practice and Service” for Pharm D
and M Pharm (Pharmacy Practice) students, sharing insights on professional leadership, accountability and the
pharmacist’s role in geriatric care and pain management. He also interacted with academic leadership, faculty,
students and research scholars. Discussions were held on future collaboration in academic and professional
exchange, pharmacy practice education, and faculty and student engagement. The visit reaffirmed that
international partnerships are bridges connecting expertise, cultures and generations of pharmacy professionals.

Date: 21.09..2026 - 23.09.2026

Coordinator: Dr. Ponnusankar S

                          Professor & Head

JSS Drug Safety Intelligence Centre (JSS-DSIC), Department of Pharmacy Practice, in association with the Indian
Pharmaceutical Association (IPA), The Nilgiris Local Branch, observed the 6th National Pharmacovigilance Week
from 21–23 September 2026. The programme featured a Pharmacovigilance Essay Competition and two expert
webinars on career opportunities in pharmacovigilance and promoting rational use of medicines. Over 125
students took part in the sessions, and three outstanding essays were selected. The initiative aimed to strengthen
student awareness of adverse drug reaction reporting, medication safety, rational use of medicines and emerging
careers in drug safety.
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