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Background Information on Combination Products
Development of medical products that combine a drug and a device, which fall under very different
statutory regulations, can lead to significant challenges for manufacturers. Bringing these drug
and device combinations to two major global markets, the US and the EU, requires manufacturers
to spend significant time and resources on design, quality, and regulatory aspects for both the drug
and the device portions of the finished product. While many manufacturers of these combination
products are already familiar with the requirements of either the drug or the device, they may be
unfamiliar with the requirements for the other constituent of the finished combination product. An
overview is provided here of the quality, design, and regulatory considerations to assist
manufacturers in bringing their drug and device combination product to the US and EU markets.
This includes references to key regulations, guidance documents, and standards, as well as
experience-based advice for these critical processes. The primary focus of this paper is drug and
device combinations, although some principles described here may also apply to other
combinations that fall under different regulations, such as a biologic/device or a drug/biologic or
a drug/device/biologic. Although investigational products are briefly discussed, they are not the
main focus and additional considerations may apply.

US Combination Products
Since combination products came under purview of the US Food and Drug Administration (FDA)
over 40 years ago, the agency has taken actions to organize and outline how it regulates these
products. The Office of Combination Products (OCP) within FDA was established in December
2002 and acts as a facilitator between Industry and FDA and among FDA Centers while also
defining the processes and procedures for regulation and review of combination products. In July
2013 a Final Rule was issued in 21 CFR part 4 regarding the current Good Manufacturing Practice
(GMP) requirements for combination products, and the FDA issued a final guidance with the same
title to accompany the regulation in January 2017. Several other guidance documents have been
issued or finalized over the last several years, and manufacturers of combination products are
expected to comply with the requirements and align with the agency’s current thinking regarding
combination products.
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The terms “drug” and “device” are defined in the Federal Food, Drug and Cosmetic Act (FD&C).
These may be combined in different ways, therefore 21 CFR part 3 provides definition of
combination products, which broadly fall into four types of combination products: 1) single entity,
2) co-packaged 3) cross-labeled, and 4) investigational. While combination products have both a
drug and device mode of action, the primary mode of action (PMOA) is defined in 21 CFR part 3
as “…the single mode of action of a combination product that provides the most important
therapeutic
action
of
the
combination product. The most
important therapeutic action is the
mode of action expected to make the
greatest contribution to the overall
intended therapeutic effects of the
combination product.” The PMOA
is key in determining the regulatory
path for combination products.
However, although the PMOA is
most important for regulatory
aspects, it does not necessarily have
the same impact to the design and
the quality considerations described
in the respective sections of this
paper. Therefore, manufacturers
can concurrently proceed with
product design in accordance with
an appropriate quality system
concurrent while determining the
appropriate regulatory designation
for their combination product in the
US.

EU Combination Products
The approach and terminology for regulation of drug and device combinations in Europe is
different than that in the US, in part because of the complexities and differences between the way
medicinal products (MP, also referred to as drugs through this paper) and medical devices are
regulated by the Member States and the European Commission (EC) for countries within the
European Union (EU). The regulations and authorities that review drugs and devices are distinctly
different and therefore no combination product designation exists. Any drug and device
combination is considered either a medicinal product (MP, also referred to as a drug in this paper)
with an integral medical device and regulated by medicines legislation (Directive 2001/83/EC;
Regulation (EC) No 726/2004) or it is considered a medical device with an ancillary medicinal
substance regulated by the medical device directives (MDD 93/42/EEC and 90/385/EEC) and soon
by the medical device regulation (MDR 2017/745). Three main points regarding drug and device
combinations should be considered for the determination of the product being a drug or a device:
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