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Meeting Purpose

Discuss the experience of health care professionals with the use of cough suppressantsin
children (<18 years of age), particularly opioid-containing antitussive (OCA) products.
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Summary of Discussion

FDA welcomed the representatives of health professional societies and briefly provided an
overview of the purpose of the meeting: To obtain information on the use of cough
suppressants, particularly opioid cough suppressants in children. FDA clarified that this meeting
would not be used to make regulatory decisions, but to help inform a future advisory
committee meeting.

FDA Question: What is your experience with the use of cough suppressants in children (<18
years of age), particularly opioid-containing antitussive (OCA) products, and do your
organizations have any existing guidelines or recommendations on their use?

Participants distinguished among categories of cough, stating that it is important to distinguish
between cough that is productive or non-productive (irritant-causing) and cough that is acute
or chronic. Participants emphasized the importance of identifying the underlying cause of
cough in determining the appropriate treatment, rather than focusing on cough suppression.



Participants noted that the use of cough suppressants depends on the clinical situation, but
that cough should not be suppressed unless it is causing clinical consequences, including, for
example:

1. Cough leading to consecutive nights of poor sleep and/or vomiting

2. Cough leading to rib fractures

3. Cough severe enough to lead to hypoxia

Acute and Chronic Cough Treatments

Participants first focused on treatment of acute cough. Overall, participants felt that in the
acute setting, if the cough is productive, identification of the cause and treatment of the
underlying condition is important. Cough suppressants should not be used, in general, for
acute productive cough.

FDA Question: What might be a determining factor that would lead to treating an acute
cough and how might they treat it?

Although the discussion at that point was focused on acute cough, the discussion also included
treatments used in the setting of chronic cough. Participants included the following therapies
for treatment of acute “irritant” cough:

1. Nasal saline
Increased humidification
Honey
Treatment of post-nasal drip (e.g., antihistamines and physical maneuvers)
Bronchodilators and both oral and/or inhaled corticosteroids
Dextromethorphan, guaifenesin, or benzonatate
Treatment of GERD when associated with cough

Nous~wN

One expert noted that official guidelines from the American Academy of Chest Physicians
recommend that acute cough not be suppressed and also noted that there are no interventions
that have been evaluated in controlled studies that have demonstrated effectiveness.

Participants noted that treatment with bronchodilators and corticosteroids may be therapeutic
and diagnostic. Participants acknowledged use of bronchodilators for cough, conveying the
perception that the bronchodilators and other options listed were viewed as less likely to be
harmful.

In addition, although not proven to be effective, some of the participants reported having used
benzonatate and dextromethorphan and may treat with albuterol for bronchospasm or with
another agent to minimize, but not suppress, the cough as some co-morbidities may be
present.

One expert from the American Osteopathic Association described the use of osteopathic
manipulative techniques for cough in pediatric patients.
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Some of the participants stated that they might also treat acute cough with honey. Participants
reiterated that the data indicate that there are no really good medications for treating acute
cough with, perhaps, the exception of honey.

Overall, participants stated that for acute cough, the situations when a suppressant might be
warranted would be in a setting of pretty significant consequences to the child (i.e. fractured
ribs, consecutive nights of no sleep). Under no circumstance would participants treat with an
opioid for acute cough.

FDA Request for Clarification: What would be the age cut-off for using codeine or
hydrocodone? Specifically, do concerns about using these products apply mainly to
younger children, or include adolescents?

Participants indicated that the concerns applied to the entire pediatric age range, and some
participants who treat adults suggested that their views on the use of opioid drugs to treat
cough extended to adults.

Some participants stated that with respect to adult patients, long-acting hydrocodone may be
useful for suppression of chronic cough in some cases, but a new approach (still investigational)
would be to use neuromodulators (off label) as they have been observed to work for chronic
cough.

Other participants stated that there are few situations in adolescents when codeine might be
used (e.g., end of life situations for pain mainly with reduction of cough as an added benefit).
Overall, the participants did not see a role for the use hydrocodone or codeine for the use of
cough in pediatric patients.

FDA Request for Clarification: Could you expand on the types of agents that could be
used for suppression of cough in children, particularly for chronic cough?

Depending on the patient status (in-patient/out-patient) and the underlying cause, different
treatments could be given. Some of those treatments include:

¢ Inhaled and oral corticosteroids

e Lansoprazole if the cough is due to a gastrointestinal issue like GERD

e Anti-histamines

e Warm saline

e Honey

e Camphor

e Vapor rub (except in asthmatics as it may exacerbate their condition)

e Nasal suctioning and clearing

For cases of behavioral or habit cough, participants suggested speech or behavioral therapy.



Participants stated that distinguishing between a wet or dry cough with respect to a chronic
cough should be considered. Several participants stated that there are no standard definitions
of chronic cough, but some have used cough duration of less than or greater than 4 weeks. This
is partly based on expected resolution of a viral condition by week 2, or a bacterial condition,
like bacterial bronchitis or sinusitis, that may take 3 to 4 weeks to clear.

FDA Request: Could you describe the types of neuromodulators or other products you
might use to treat adults with chronic irritant cough?

Examples given included (off-label) use of gabapentin, amitriptyline, pregabalin, and slow-
release morphine (available in Europe). One participant stated that the paradigm is switching
from chronic coughers to cough hypersensitivities. Thus, the focus has changed to products
used for treatment of post-nasal drip, allergic rhinitis, etc.

Overall, participants emphasized that in chronic cough situations, it is extremely important to
differentiate between a cough that is productive and an irritant cough. The participants agreed
that when the cough is productive, it is important to identify the underlying condition.

Participants discussed how treatment for chronic and acute cough changes based on the age of
the patient. Children between 4 and 5 years of age can usually do a lung function test that will
allow the physician to determine if asthma is contributing to cough. However, for the younger
patient, a trial of albuterol may be given. For older kids (older than 2 years), participants said
the treatment for acute or chronic cough includes steroids and albuterol, unless the underlying
cause is bacterial, then the treatment would be antibiotics and rest.

The Role of Opioid Cough Suppressants in Children

Participants stated that in general pediatrician office visits, if an opioid is needed for treatment,
it should be prescribed by a specialist. However, participants repeated that there is no role for
the use of an opioid in treating or suppressing acute cough. Many participants stated that they
had never prescribed an opioid for children under 18, except for the extreme conditions
mentioned earlier.

FDA Request for Clarification: Are the reasons for not prescribing opioid treatment based
on safety or efficacy?

Participants stated that they are concerned about both: the benefits for cough suppression are
guestionable, and there are concerns about harm from opioid use. Overall, participants agreed
that treatment of cough with opioid-containing products was not appropriate and that
alternative treatments for cough would differ depending on the age of the child.

Participants also expressed the concern that, although they do not prescribe opioids to
pediatric patients, there are some practitioners who do prescribe them. Some participants



described pressures from caregivers to treat cough as well as indirect pressure from consumer
reviews and ratings published on line.

General Comments and

e Participants agreed about the need for outreach to inform and educate practitioners
that prescribing opioids for cough in children is not recommended.

e Some commented that removing the cough treatment indication for opioid products in
labeling might help reduce pressure to treat, as described above. Participants noted
that removal of the indication might shift the treatment to other cough suppressants
like dextromethorphan. There was concern, however, about resistance from some
practitioners to removing the cough treatment indication for opioids, even though there
are other treatment options.

e Some participants suggested investigating the characteristics of those physicians who
prescribe these drugs more often than others.

e Participants supported educating the public and families about the concerns related to
using opioids to treat pediatric patients.

e Participants agreed that the availability of non-opioid, cough controlling products
approved for children would be of benefit.

e The suggestion was made to review the adverse event profile of alternative agents for
chronic cough for comparison to codeine-containing cough products.

e Participants encouraged FDA to include patient and family representatives, urgent care
physicians, rural health prescribers, osteopathic practitioners, and representation from
other practices in any future public meetings. One AAP representative suggested that
the AAP could contact others about future public meetings.

Society/Organizational Recommendations/Guidelines on Treatment of Cough in Children

Participants provided a number of references and policy statements that specifically discuss
(and typically discourage) opioid use for treating cough in pediatric patients. Although not
exhaustive, the following list contains some of the references discussed during the meeting.
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