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(Ref. 12) and terbutaline (Ref. 13)
produced additive effects when given
with theophylline. However, these data
concerning additive effects of
prescription drugs are irrelevant to OTC
use of ephedrine. Reference 14 involved
a comparison of a three ingredient
combination drug product containing
130 mg theophylline, 24 mg ephedrine,
and 8 mg phenobarbital to a single
ingredient product containing 300 mg
theophylline, given four times a day.
The investigators recorded similar
pulmonary function responses for the
two products. However, it is difficult to
assess these results because the two
products contained different amounts of
theophylline. The appropriate study to
establish effectiveness would have been
to compare the combination product to
a single ingredient product containing
the same amount of theophylline.

None of the other reports (Refs. 15
through 48) contains information to
demonstrate safety and effectiveness.
References 15 through 26 provided
general information only. References 27
through 31 do not contain any clinical
trials, and references 32 through 48
involved the comment’s sustained
action formulation. Some of these
studies employed either a placebo
control (Ref. 33) or a beta-agonist
control other than ephedrine (Refs. 35
through 38). Two other studies (Refs. 32
and 34) compare the safety and
effectiveness of a theophylline-
containing sustained action dosage form
and a theophylline-containing
immediate release dosage form.
References 39 through 48 lack study
controls and are some of the early 1976
trials in Europe that dealt with a variety
of disease entities.

The affidavits contained statements
from several health care providers that
the combination therapy of 130 mg
theophylline and 24 mg ephedrine in
fixed doses provides safe and effective
therapy for the treatment of mild
asthma. However, none of the affidavits
included any new scientific data to
support the safety and effectiveness of
any OTC combination drug product
containing theophylline and ephedrine.

The agency concludes that the
submitted data do not support any
combination bronchodilator drug
products containing theophylline as safe
and effective for OTC use, particularly
with regard to effectiveness at steady
state. Substantial evidence has not been
provided to demonstrate that each
ingredient in the combination of
theophylline and ephedrine makes a
contribution to the claimed effects as
noted in § 330.10(a)(4)(iv) (21 CFR
300.10(a)(4)(iv)). Accordingly, in this
final rule, combination bronchodilator

drug products containing theophylline
are not generally recognized as safe and
effective and are considered misbranded
for OTC use.
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