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FDA Combo Product GMP Guidance Will Help Clarify Jurisdictional Boundaries

Industry is asking for more clarification from FDA on
how to apply different sets of manufacturing
regulations when joining the constituent parts of a
combination product together.

The request surfaced in comments on a draft guidance
on “Current Good Manufacturing Practice for
Combination Products,” released by FDA in September
as part of a bolus of documents marking the two-year
anniversary of the launch of the agency’s 21 century
drug quality initiative (“The Gold Sheet” October 2004).

Several of the industry comment letters on the new
draft guide call for further clarification and definition
of the phrase “during and after joining together” in
reference to the components of combination products
produced as a single entity or co-packaged. The letters
point out that the phrase can be interpreted in several
ways and could give rise to regulatory uncertainty.

Understanding how the related regulations apply to
combination products throughout the development and
manufacturing process is among the challenges combo
product makers face as they navigate the path to
approval, and manufacturers have been requesting
more guidance from FDA on the issue in general (“The
Gold Sheet” January 2003).

Pointing out in the draft that no GMP regulations have
been promulgated specifically for combination
products, FDA focuses on how and when to apply the

regs to separate constituents and to products as they are
combined. Various regulations may come into play
when combination products are involved, including the
pharmaceutical cGMPs (21 CFR 210 and 211), the
device quality system regulations (21 CFR 820) and
the biologics control provisions of parts 600-680.

The phrase “during and after joining together,” used
several times within the guidance document, first
appears in a provision in which FDA explains that until
specific cGMP regs for.combo products are produced,
each constituent part of a combination “remains subject
only to its governing regulations when marketed
separately.”

On the other hand, the guidance states that for combin-
ation products that are produced as a single entity or are
co-packaged “both sets of regulations are applicable
during and after joining the constituent parts together.”

>  FDA views the dual applicability as manageable
in that there is “considerable overlap” between
the QSR and the cGMPs.

As such, the guidance affirms that it should not be
necessary generally for combination product
manufacturers to “maintain two separate
manufacturing systems to ensure compliance with both
sets of regulations during and after joining the
constituents together.”
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