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To Ask Questions:
Please type your questions
for today's expert in the
“Questions” window of
your control panel at the
right of your screen.

Call the
National Resource Center on AD/HD

(800) 233-4050
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Happy National Public Health Week!
10 Essential Services of Public Health

1)
2)

3)
4)

5)

6)
7)

8)
9)

10)

Monitor health status to identify and solve community health problems.
Diagnose and investigate health problems and health hazards in the
community.
Inform, educate, and empower people about health issues.
Mobilize community partnerships and action to identify and solve health
problems.
Develop policies and plans that support individual and community health
efforts.
Enforce laws and regulations that protect health and ensure safety.
Link people to needed personal health services and assure the provision of
health care when otherwise unavailable.
Assure competent public and personal health care workforce.
Evaluate effectiveness, accessibility, and quality of personal and
population-based health services.
Research for new insights and innovative solutions to health problems.
http://www.cdc.gov/nphpsp/essentialservices.html

*Citations and references - Myriad Pro, 11 pt

Department of
Health and Human
Services

http://www.hhs.gov/secretary/about/appendixa.html

FDA Drug Safety Announcement
November 1, 2011



Health care professionals should take special
note that:
◦ Stimulant products and atomoxetine should
generally not be used in patients with serious heart
problems, or for whom an increase in blood
pressure or heart rate would be problematic.
◦ Patients treated with ADHD medications should be
periodically monitored for changes in heart rate or
blood pressure.



Patients should continue to use their
medicine for the treatment of ADHD as
prescribed by their healthcare professional.

http://go.usa.gov/2GcP

FDA’s MedWatch Adverse Events Reporting System



ADHD Medication Use and:






Arrhythmia
Cardiac Arrest
Stroke (Cerebrovascular Accident)
Myocardial Infarction
Sudden Death

Suspicious Adverse Event

Sample: Actual Event



“A pathologist reported a 13 year old male died
during football practice secondary to a suspected
cardiac arrhythmia. The autopsy revealed a
hypertrophied and enlarged heart with anomalies of
the tricuspid valve. Methylphenidate was present
within a therapeutic range. It is unknown how long
the patient had been taking the medication.”

FDA’s
MedWatch Adverse Events Reporting System
Cardiovascular incident or stroke
◦ 54 total
 Sudden Death
◦ 25 total, 19 pediatric




Cardiac arrest, MI, and sudden unexplained
death were among the top 50 adverse events
reported after use of amphetamines and
methylphenidate

*Citations and references - Myriad Pro, 11 pt

FDA Committees Assembled


FDA: “Consider the feasibility of various
epidemiologic approaches to further investigate
the safety signal and to address specific
methodological considerations”
Drug Safety and Risk Management Committee
 Pediatric Advisory Committee




Research question: Do ADHD medications cause
cardiovascular incident or sudden death?
What would we expect the rate of these adverse events to
be in the overall population of children?
 Is the prevalence of these adverse events higher among
children taking ADHD medications?


Epidemiology of ADHD and Adverse Events


How many American children have ADHD?




How many of these are taking ADHD medication?

How frequently do we see these adverse events among
children?


Among children with ADHD?


Among children taking ADHD medication?


.2-.5 per million pediatric prescriptions for amphetamines and
methylphenidate, separately.

Centers for Disease Control and Prevention. Prevalence of diagnosis and medication treatment for attention-deficit/hyperactivity
disorder – United States, 2003. MMWR 2005;54:[842-847].

Advisory Committee Actions
February-March, 2006



Motion to vote on the
recommendation of a Black
Box for all stimulant
medications approved to
treat ADHD





Drug Safety: 8-7-1
Pediatric: Not Recommended

Motion to vote on the
recommendation of a
patient’s guide for all
medications approved to
treat ADHD



Drug Safety: 15-0-1
Pediatric: Recommended

Wall Street Journal, 2/10/2006

FDA Action


Rationale
◦ BP & HR increases observed in patients treated with
methylphenidate, amphetamine, and atomoxetine
◦ Reports of serious cardiovascular events with use of
ADHD drugs



FDA & AHRQ sponsored studies of serious
cardiovascular events and ADHD drug use
◦ 2 pediatric studies
◦ 2 adults studies

“The consensus of the committee is that it is reasonable and
useful to obtain ECGs as part of the evaluation of children being
considered for stimulant drug therapy. We recognize that there
are no clinical trials to inform us on this topic and that there is
variance in opinion on this topic.”

*Citations and references - Myriad Pro, 11 pt

Gould et al., 2009








Matched case-control study based on retrospective interviews and
medical record review
Stimulant use in healthy US children who died suddenly vs. stimulant
use in children who died as passengers in a motor vehicle accident
Key Findings
◦ 564 healthy children who died suddenly: 10 were taking
stimulants
◦ 564 healthy children who died in a motor vehicle accident: 2 were
taking stimulants
◦ Conclusion: There may be an association between the use of
stimulants and sudden death in healthy children
FDA: “This study should not serve as a basis for parents to stop a

child’s stimulant medication. Parents should discuss concerns about
the use of these medicines with the prescribing healthcare
professional.”
Gould MS, Walsh BT, Munfakh JL, Kleinman M, Duan N, Olfson M, Greenhill
L, Cooper T: Sudden death and use of stimulant medications in youth. Am
J Psychiatry (published online June 15, 2009;
doi:10.1176/appi.ajp.2009.09040538)

Cooper et al., 2011





Review of administrative record/claims data
Conducted with 1,200,438 children and young adults (aged 2-24
years)
◦ 2,579,104 person-years of follow-up
Key Findings
◦ 7 serious cardiovascular events in current ADHD medication users
 4 strokes; 3 sudden cardiac deaths
 All 7 occurred in Medicaid patients

◦ No association of serious cardiovascular events with ADHD med
use
 Adjusted hazard ratio 0.75 (95% confidence limits: 0.31-1.85)



◦ Rate of 1.87 events per 100,000 person-years (very small
absolute risk)
FDA: “The results were not consistent with the 7-fold increase in

sudden death reported in a case-control study published by Gould
et al., but a small to modest increase in risk cannot be excluded.”
Cooper WO, Habel LA, Sox CM, et al. ADHD drugs and serious
cardiovascular events in children and young adults. N Engl J Med 2011.

Habel et al., 2011


Reviewed administrative records of over
440,000 adults (25-64 y)
◦ Study 1: evaluated heart attacks and sudden cardiac
deaths
◦ Study 2: assessed strokes



Key findings
◦ 806,182 person-years of follow-up
 1357 cases of MI, 296 cases of SCD, and 575 cases of stroke

◦ The adjusted rate ratio of serious cardiovascular events for
current use vs. nonuse of ADHD medications was 0.83 (95% CI,
0.72-0.96)
◦ Conclusion: Among young and middle-aged adults stimulant use
was not associated with an increased risk of serious
cardiovascular events.
Habel LA, Cooper WO, Sox CM, et al. ADHD medications and risk of serious
cardiovascular events in young and middle-aged adults. JAMA18 19 2011 (published
online December 12, 2011; doi: 10.1001/jama.2011.1830).

FDA Recommendations



FDA recommendations for the use of
medications to treat ADHD have not changed.
Health care professionals should continue to
take special note that:
◦ Stimulant products and atomoxetine should

generally not be used in patients with serious heart
problems, or for whom an increase in blood
pressure or heart rate would be problematic.
◦ Patients treated with ADHD medications should be
periodically monitored for changes in heart rate or
blood pressure.



Patients should continue to use their
medicine for the treatment of ADHD as
prescribed by their healthcare professional.
http://www.fda.gov/drugs/drugsafety/ucm277770.htm

Conclusions




Working to protect the public’s health is a cross-Public Health
system endeavor!
In this case:
◦ Voluntary Adverse Event Reporting
 Clinicians

◦ Committee and Hearing Participation
 Clinicians and the public

◦ Data Collection and Epidemiology
 HRSA & CDC

◦ Research
 FDA, AHRQ, NIH




Many other systems may have passively or directly influenced
this process
Parents and families are key stakeholders and participants of
our work!

Thank you!
svisser@cdc.gov
Follow me on Twitter - @VisserCDC
For more information please contact
Centers for Disease Control and Prevention
1600 Clifton Road NE, Atlanta, GA 30333
Telephone, 1-800-CDC-INFO (232-4636)/TTY: 1-888-232-6348
E-mail:cdcinfo@cdc.gov
Web:www.cdc.gov

The findings and conclusions in this report are those of the authors and
do not necessarily represent the official position of the Centers for
Disease Control and Prevention.
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