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A single marketing application is usually sufficient to obtain authorization for a
combination product in the US, including its underlying constituent parts. However, for a
cross-labeled combination product, where the constituent parts are separately provided,
applicants may sometimes find it beneficial to submit separate marketing applications for
the individual constituent parts of the combination product. This article highlights the
strategic and practical considerations in determining whether to submit single or separate
marketing applications for a cross-labeled combination product in the US.
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Introduction

A combination product is a combination of two or more different types of
medical products, for example, a drug and a device, a device and a biological
product, or a drug and a biological product. Under 21 CFR 3.2(e),* there are
three ways by which the individual constituent parts of a marketed combination
product (e.g., its drug and device components) can be combined to meet the US
Food and Drug Administration’s (FDA’s) definition of a combination product:

e Physically or chemically combining the constituent parts as a single entity
(e.g., a drug-coated device or a prefilled drug delivery device);

e Co-packaging the constituent parts (e.g., a kit containing drugs and
devices); or

e Cross-labeling the separately provided constituent parts, where the
constituent parts have mutually conforming labeling.?

Cross-labeled combination products are those for which the constituent parts
will be separately provided and packaged and typically brought together only at
the point of use and through their labeling. Examples of cross-labeled
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combination products include a vial of drug product and a separately provided
empty syringe, auto-injector, nebulizer, or other type of delivery device, and a
photodynamic drug product and a separately provided light source used for its
activation.

A combination product is assigned to a lead center within the FDA — either the
Center for Biologics Evaluation and Research (CBER), the Center for Drug
Evaluation and Research (CDER), or the Center for Devices and Radiological
Health (CDRH), based on a determination of the combination product’s primary
mode of action (PMOA).2 For example, the PMOA of a cross-labeled
combination product comprised of a drug and a separately provided drug
delivery device, such as an unfilled auto-injector or nebulizer, will ordinarily be
attributable to the drug, since the drug provides the combination product’s
most important therapeutic action, while the device plays a subordinate role in
facilitating its delivery.

As explained in an FDA guidance document on premarket pathways for
combination products,* “the marketing application type submitted should
generally coincide with the PMOA of the combination product (a PMA
[premarket approval application], de novo [de novo reclassification request], or
510(k) for a device-led combination product; an NDA [new drug application] or
ANDA [abbreviated new drug application] for a drug-led combination product;
or a BLA [biologics license application] for a biologic-led combination product).”
The guidance goes on to state that “To appropriately ensure the safety and
effectiveness of a combination product in a single application, such application
should enable a substantially similar evaluation to that which would be applied
to each constituent part if they were reviewed under separate applications (e.g.,
an ANDA or NDA for a drug and a PMA, de novo, or 510(k) for a device),
including consideration of data and information that would be reviewed under
the separate applications.”

Sections 503(g)(1)(B) and 503(g)(6) of the Federal Food, Drug, and Cosmetic Act®
(FD&C Act) further stipulate that the FDA should conduct the premarket review
of a combination product under a single application “whenever appropriate.”
However, a sponsor may choose to submit separate applications for the
constituent parts of a combination product unless the agency deems a single
application necessary. The premarket pathways guidance goes on to explain
that a single application is generally appropriate for a combination product as a
means of streamlining interactions with the agency and avoiding the
duplications that can occur with multiple applications.* However, the document
states that separate applications are “generally” permissible for the constituent
parts of a cross-labeled combination product. In such a case, the FDA advises
applicants to coordinate with the appropriate centers (CBER, CDER, and/or
CDRH) and to request input, where applicable, from the Office of Combination
Products (OCP) to help facilitate consideration of relevant issues.
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The agency’s approach in generally limiting the option to submit separate
marketing applications for the constituent parts of cross-labeled combination
products is sensible. For a single-entity combination product, such as a drug-
coated device, it would ordinarily be infeasible to obtain marketing
authorization for the separate drug coating or for the uncoated device because
they are unfinished components not proposed for individual authorization.
Similarly, constituent parts intended for distribution only when co-packaged
with other constituent parts of the combination product could not ordinarily
obtain independent approval if that is not the intended marketing configuration.
However, for cross-labeled combination products, where the constituent parts
are separately provided and packaged and typically brought together only at the
point of use and through their labeling, separate marketing applications for the
constituent parts, although not required, are feasible from a regulatory
perspective.

As noted in the premarket pathways guidance,* in some situations, the FDA may
determine that separate marketing applications for each constituent part are
necessary. For example, the agency’s guidance on in vitro companion diagnostic
devices® states that it “intends to require separate marketing applications for a
therapeutic product and an IVD [in vitro diagnostic] companion diagnostic
device intended for use with that therapeutic product regardless of whether the
products could constitute a combination product.”

In 21 CFR 4.101, the agency distinguishes between a single combination product
applicant and separate constituent part applicants.” A combination product
applicant is a single applicant that holds the application(s) for a combination
product. This could be a single applicant that holds either a single marketing
application for the entire combination product or a single applicant that holds
separate marketing applications for the individual constituent parts of the
combination product. In contrast, a constituent part applicant is an applicant for
a constituent part of a combination product where the constituent parts are
marketed under applications held by different applicants. For combination
products with two constituent parts submitted under separate marketing
applications, there will be two constituent part applicants, where each applicant
is responsible for its own constituent part. As further discussed in the upcoming
section on single applications, considerations for filing a single marketing
application or separate marketing applications for the constituent parts of a
combination product will often vary based on whether there would be a single
applicant or multiple applicants for the combination product.

General considerations

Historically, the constituent parts of most cross-labeled combination products
were approved under separate marketing applications — for example, a new
drug application (NDA) or biologics license application (BLA) for the drug or
biological product constituent part and a premarket approval application (PMA)
or 510(k) submission for the device constituent part. Examples of cross-labeled
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combination products authorized under separate marketing applications include
photodynamic therapy or photodynamic diagnostic drugs and the light sources
used for their activation; inhaled drugs and separately provided nebulizers used
for their delivery; subcutaneously administered drugs and their separately
provided unfilled auto-injectors; and drugs and their companion diagnostics.

The FDA has more recently approved some cross-labeled combination products
under a single marketing application corresponding to the product’s PMOA. As
already noted in this article and in the premarket pathways guidance,” the single
application approach is often the agency’s current preference. A single
application helps streamline the FDA review process and avoid unnecessary
duplication. In addition, a single application definitively links the two constituent
parts and helps minimize the chance that one constituent part is modified
without a proper assessment of the effect of that change on the other
constituent part. As further discussed below, a single drug-led application also
helps mitigate FDA concerns about the additional flexibility for sponsors
associated with the 510(k) process, where it could be possible for the device
constituent part to undergo certain modifications without premarket clearance.

Another benefit of the single application approach for the FDA is that the single
application and associated postmarket changes are submitted to the lead
center, which guarantees that the lead center is aware of and can evaluate the
potential impact of postapproval changes to the secondary constituent part on
the primary constituent part and the combination product as a whole. Since a
proposed change to the secondary constituent part would often be consulted
out by the lead center to the center otherwise responsible for that type of
secondary constituent part, a single application generally ensures that both
centers are aware of and can appropriately evaluate the change and the
sufficiency of the supporting documentation. Nevertheless, as further discussed
below, the handling of postmarket changes can be a key driver leading sponsors
to sometimes favor the submission of separate applications for the constituent
parts of a cross-labeled combination product.

Single applications

Sponsor perspectives

Just as the FDA typically prefers the submission of a single marketing application
to help streamline the review process and reduce redundancy, submission of a
single marketing application for a cross-labeled combination product can
similarly be more streamlined and efficient for product sponsors, especially
when one applicant (the combination product applicant, as defined above) is
responsible for the entire combination product. A single marketing application
typically requires fewer company resources in terms of submission preparation
and especially for ongoing application maintenance than managing two
separate applications throughout the lifecycles of both constituent parts. A
single application eliminates the potential for inconsistencies between separate
applications that could confound the review process. Submitting one marketing
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application instead of two also typically results in lower overall application fees
and provides a single user fee deadline for the review process.

Submission of a single drug or biological product application could also make
more sense in situations in which there is no appropriate predicate device that
could be used to provide the basis of a 510(k) clearance for the device
constituent part of a drug- or biological product-led combination product.

That is because a device constituent part cannot be cleared through the 510(k)
process unless another legally marketed predicate device (i.e., 510(k) cleared or
de novo reclassified) can be identified that has the same intended use as the
device constituent part and either has the same technological characteristics as
the device constituent part or where any differences in technological
characteristics do not raise new safety and effectiveness questions. Instead, a
sponsor hoping to submit a separate marketing application for its device
constituent part would have a more challenging regulatory process for the
device under either the de novo reclassification or PMA application pathways,
which typically require more rigorous demonstration of safety and effectiveness
than the substantial equivalence standard of the 510(k) process. These
alternative approaches are possible, but a sponsor might conclude that the
potential benefits of holding a separate application for that device constituent
part are outweighed by the greater amount of work required to get that type of
separate application authorized. Alternatively, submission of the same device
constituent part in an NDA or BLA would largely require the same types of
information and data for the device that would be required in a separate device
application without the need to establish substantial equivalence to a predicate
device as would have been required had a separate 510(k) for that device
constituent part been submitted.

Another potential advantage of a single marketing application is that it may
provide some protection against competitors for the device constituent part of a
combination product. The device regulatory regime does not have the product
exclusivity provisions associated with the NDA and BLA processes for new drug,
reference biological, or orphan products. Sponsors interested in making it more
challenging for a competitor to obtain authorization of a similar drug delivery
device, especially one that may be otherwise 510(k) eligible, might want to
consider submitting a single drug or biological product marketing application
including that device constituent part, rather than submitting the device
constituent part in a separate device application. Notably, approval of a device
constituent part in an NDA or BLA application does not establish a predicate
device that competitors could use to claim substantial equivalence in a future
510(k) submission.

Practical considerations

It is important to obtain alignment with the FDA on the proposed application
approach through presubmission interactions with the agency, regardless of the
sponsor’s preferences for submitting a single marketing application or separate
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marketing applications for the combination product’s constituent parts. These
presubmission interactions would ordinarily follow the processes of the lead
center, such as the Type B, C, and D meetings for drug- and biologic-led
combination products, or device presubmission meetings for device-led
combination products. Sponsors should identify the proposed application
approach, summarize the reasons such an approach is believed to be
appropriate (the principles in the premarket pathways guidance?* should be
helpful in this regard), and ask questions to confirm the FDA’s agreement with
the approach.

Another area to align with the FDA before the submission of a single marketing
application is the proposed contents of the application, especially regarding the
documentation needed to support approval of the “secondary” constituent
part. It is not unusual for issues associated with the device constituent part of a
drug-led combination product to lead to information requests and complete
response letters. Unfortunately, these requests sometimes come late in the
review process, creating significant unnecessary delays, so it is important to
align with the FDA on its expectations prior to submission. A June 2024 draft
guidance on essential drug delivery outputs for devices intended to deliver
drugs and biological products® may be especially helpful for applicants of drug
delivery device constituent parts.

Applicants should also confirm their understanding of the FDA's
recommendations on where “secondary” constituent part documentation
should be placed in the application. The agency’s electronic common technical
document (eCTD) conformance guide® includes a helpful section on combination
products with recommendations for the location of key device constituent part
information in eCTD-based NDA and BLA submissions. For example, for device
constituent parts that serve as the drug container closure system, device
documentation should be provided in Section 3.2.P.7 of the eCTD. Human
factors information should be provided in Section 5.3.5.4. Other types of device
constituent part documentation that do not have a logical location within
Section 3.2.P should be provided in section 3.2.R. Not every situation is
discussed in the guidance, so applicants are advised to obtain additional
recommendations in presubmission interactions.

An additional practical consideration for filing a single marketing application is
that access to independent discussions with the consulting center may be
challenging because the lead center typically coordinates all regulatory
interactions. This is generally workable, but applicants sometimes find the
requirement to go through the lead center for all questions to be cumbersome
and less efficient than had they been able to contact the consulting center
directly.
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Separate applications

Postmarket changes

While the considerations outlined above address why sponsors may prefer the
submission of a single application, sponsors may nevertheless sometimes find it
beneficial to submit separate marketing applications for the constituent parts of
a cross-labeled combination product, even when one application would
otherwise suffice. Separate marketing applications often require more work and
coordination during submission preparation, additional application fees, and
more ongoing maintenance than a single marketing application, but there are
several scenarios where filing separate marketing applications can be
advantageous.

One of the most significant possible advantages of filing separate marketing
applications is the opportunity for more efficient regulation of postmarketing
changes to the respective constituent parts, especially for the device constituent
part of a combination product. The design and manufacture of devices tend to
change over time. This can occur for various reasons within the device
developer’s control, such as design improvements to reflect additional clinical
experience with the device and/or to correct or help mitigate various failure
modes, usability improvements, and manufacturing process changes to improve
manufacturability. Postmarket changes are sometimes also necessary because
of issues outside the developer’s control, such as component obsolescence and
supplier process or manufacturing facility changes.

Accordingly, the device regulatory paradigm has evolved over the nearly 50
years since the enactment of the medical device amendments to the FD&C Act
to facilitate the submission and review of device changes. Depending on the
nature of the change, the PMA process features several different types of PMA
supplements, each with different review timelines and application fees
reflecting the associated criticality of the change and the anticipated review
effort required on the FDA’s part. In addition, the 510(k) process includes a
submission known as a “special 510(k)” for certain types of device
modifications. In addition, one of the distinguishing features of the 510(k)
process in particular is that many types of changes often do not require
premarket clearance by the FDA before implementation.

For a proposed modification to the device constituent part of a combination
product approved under a single drug-led (NDA or ANDA) or biologic-led (BLA)
marketing application, the regulations under 21 CFR 314.70'° or 21 CFR
601.12,'! respectively, and related guidance such as that on changes to an
approved NDA or ANDA*? should be followed to determine how that device
modification should be filed with the FDA. Options for a modification to a device
constituent part approved under an NDA could include that the change is
annually reportable, or that it requires submission of a changes being effected
(CBE), changes being effected in 30 days (CBE-30), or a prior approval
supplement (PAS) before implementation. The respective regulations and the
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guidance document, which was released in April 2004 when combination
product regulation was in its relative infancy, refer only to various categories of
changes for drugs, not devices, and thus sponsors often find it difficult to
determine what kind of postapproval drug submission would be appropriate for
a given modification to their combination product’s device constituent part. It is
not unusual for sponsors to submit a CBE-0 or CBE-30 for a device change only
to learn that the FDA has converted the submission to a PAS and that more time
will be required for the review process. In general, the NDA and BLA processes
were not designed for the continuous and often rapid evolution that typically
occurs with medical devices.

In January 2013, the FDA issued a draft guidance on submitting postapproval
modifications to a combination product approved under a BLA, NDA, or PMA.3
The guidance, which has not yet been finalized, helps translate the respective
postmarket modification regulatory criteria for devices, drugs, and biological
products, allowing a sponsor to determine what type of postapproval
submission may be appropriate for a change to the secondary constituent part
of a combination product. For example, the guidance explains that if a proposed
change to a device constituent part approved under an NDA would be
appropriate for submission as a real-time PMA supplement had that constituent
part been approved as a standalone device under a PMA, then an NDA PAS
should be submitted for that change. Although it is useful, the guidance is
expressly limited to combination products approved under a BLA, NDA, or PMA.
The FDA’s approach in this regard is understandable considering the overarching
commonalities in BLA, NDA, and PMA requirements, including their relatively
similar regulatory thresholds for when modifications require submission and
approval. Notably, the guidance does not address the types of device
constituent parts that would have otherwise been cleared as standalone devices
through the 510(k) process, which limits its usefulness since most types of
devices are cleared through the 510(k) process.

The 510(k) process differs in many respects from the PMA, NDA, and BLA
processes. Instead of determining the safety and effectiveness of a device in its
own right, through the 510(k) process, a device is determined to be
“substantially equivalent” (at least as safe and effective) to a predicate device —
typically a similar legally marketed device that has itself been cleared through
the 510(k) process. More relevant to the present discussion, the 510(k) process
is distinctive in that, in general, fewer types of postmarket changes require
clearance from the FDA before implementation. Under 21 CFR 807.81(a)(3),** in
determining whether a new 510(k) submission is necessary, manufacturers must
consider whether a change “could significantly affect the safety or
effectiveness” or is a “major change or modification in the intended use” of the
device. Unlike devices approved under a PMA, manufacturing changes, such as
new or different manufacturing facilities or manufacturing procedure or process
changes, generally do not require 510(k) clearance. In addition, preclearance
manufacturing facility inspections for devices undergoing the 510(k) process are
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rarely necessary. Manufacturers also have significant latitude in determining
whether design, material, or other changes warrant a new 510(k) submission.
Many changes can be documented using an internal “note to file” and
summarized to the FDA later when a subsequent change is determined to
require a 510(k) submission.

Therefore, if a device constituent part of a combination product could be
cleared through the 510(k) process or even authorized through the more
rigorous de novo reclassification process, which results in post de novo
regulation through the 510(k) process, there may be advantages for sponsors
regarding regulatory requirements and timelines for postmarket changes for
that device constituent part. As already noted, some — and potentially, many —
postmarket changes to a 510(k)-cleared device constituent part alone may not
require any submission to the FDA. Those that do, would typically require a new
510(k) submission, which is ordinarily reviewed more quickly than if an NDA or
BLA PAS were necessary had the constituent part been approved only under
NDA or BLA.

This potential benefit may be more important for device constituent parts
expected to undergo frequent change after initial authorization, whereas the
advantage may not be as meaningful for devices less likely to undergo frequent
or significant changes. Therefore, in considering the desirability of a separate
device application, applicants should consider how frequently they believe
modifications will be made after the initial device constituent part authorization.
Likewise, sponsors should consider how frequently such device constituent part
changes would also impact the drug or biological product (or combination
product as a whole) in a manner that would necessitate a companion
postapproval submission to the NDA or BLA (e.g., an NDA or BLA supplement). If
a fair number of anticipated future device constituent part changes also are
likely to trigger the need for a drug or biological product submission anyway,
there may be comparatively less benefit in holding a separate device
application. Although device applications typically have shorter review
timeframes than those for NDAs or BLAs, the longer NDA or BLA timeframes and
the typically more rigorous requirements under the NDA or BLA processes often
drive the regulatory process when two postmarket applications are necessary,
thus reducing the potential benefit of holding a separate device application to
facilitate modifications to the device constituent part. However, if the device
constituent part is expected to undergo relatively frequent changes in a manner
that would usually not require a companion submission to the NDA or BLA, a
separate application for the device constituent part could be quite beneficial,
particularly if that separate application could be a 510(k) submission.

This potential flexibility for sponsors with respect to postmarket changes for the
device constituent part of a cross-labeled combination product is likely a
significant reason the FDA tends to prefer the submission of a single marketing
application. The potential for some changes to be implemented to the device
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constituent part of a combination product without submission to the FDA
hampers the agency’s awareness and evaluation of the impact of such changes
on the drug constituent part and the combination product as a whole.

Multiple sponsors

Separate applications may also be desirable when more than one sponsor is
developing the combination product (e.g., a drug developer and a drug delivery
device developer). In this case, separate marketing applications allow each
sponsor to focus on the constituent part and the regulatory paradigm it knows
best. Drug developers tend to understand the drug approval processes but may
be less familiar with device regulatory processes, and vice versa.

Another advantage of submitting separate marketing applications in the case of
multiple applicants is that each constituent part applicant would ultimately
obtain its own approval or clearance for its constituent part and thus “owns”
that application and the approval. In contrast, if a drug delivery device is
approved only under an NDA or BLA, it is not approved in its own right, nor does
the developer of the drug delivery device have as much of a voice in the
approval process beyond providing access to information necessary to support
the application process. Under the single application approach, the drug partner
would have ultimate control over the contents of its application and all
communications with the FDA. If the drug delivery device developer submitted
its own application for the device constituent part, it would have control over
the contents of its application and communications with the FDA about that
application. It would also directly “own” the approval or clearance of the device
rather than through the partner’s application.

Another potential advantage of separate marketing applications when more
than one sponsor is involved concerns the protection of trade secrets and
confidential commercial information. Submitting separate marketing
applications allows each applicant to submit their information directly to the
FDA without supplying it to the other constituent part applicant for inclusion in
the partner’s application. However, it should be noted that the submission of a
drug master file or device master file can be used to achieve the same purpose
when a single marketing application is filed; therefore, this advantage is
ordinarily a relatively minor consideration.

Finally, device developers sometimes find that drug partners believe it is better
or more advantageous to use a device constituent part that has been previously
authorized by the FDA in its own right rather than only in the context of a
previous NDA or BLA approval for use with another specific drug product. To the
extent that this is an advantage with respect to reducing the regulatory risk for
the new use of the device, it likely has at most modest significance. The fact that
the device (or a very similar device from the same developer) has been
previously reviewed and approved or cleared by the FDA, in any type of
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marketing application, should help reduce the overall regulatory risk associated
with a future use of that device.

Other benefits

Filing a separate marketing application for the device constituent part of a
combination product could also be advantageous from a platform technology
perspective, that is, if the developer anticipates the future use of its same or
similar drug delivery device for multiple drugs. The device could initially be
authorized for the delivery of one drug and then subsequent device applications
could be approved or cleared if additional drugs are approved for use with the
same device platform. Holding a separate device application might be more
efficient for these anticipated changes to the device constituent part than had
the device been approved in a single NDA or BLA application.

Another potential advantage of filing separate marketing applications is the
opportunity to derive one or more potential regulatory benefits available only
with a particular type of marketing application. For example, regulatory features
available with specific types of marketing applications include orphan drug or
biological product designation, new drug product exclusivity, humanitarian
device exemption, regenerative medicine therapy designation, and accelerated
approval, among others. To be eligible to benefit from one or more of these
regulatory features, an applicant must generally submit the type of application
under which such a feature is available. Therefore, developers of constituent
parts meeting the applicable eligibility criteria may be able to derive additional
regulatory benefits by filing separate marketing applications for the constituent
parts of a combination product than had they filed the entire combination
product under a single application where such benefits were not available. In
addition, some sponsors report that separate constituent part marketing
applications may also be helpful for reimbursement purposes.

In some cases, separate applications for the constituent parts may also allow
the applicant(s) to engage the centers separately through the drug and/or
device processes, as relevant for each respective constituent part. Ordinarily,
the FDA recommends that all requests for presubmission consultation for a
combination product be submitted to the lead center. The lead center will
coordinate the review process and engage the secondary center as needed for
issues involving the secondary device constituent part. A December 2020
guidance on requesting FDA feedback on combination products?® notes there
are distinct considerations for cross-labeled combination products when
separate marketing applications are submitted for the constituent parts. The
guidance emphasizes that all interactions with the FDA should be coordinated
through the lead center for these combination products “regardless of the
feedback being requested.” However, despite the above guidance, the FDA has
permitted the submission of separate presubmissions to CDRH in some
situations for issues specific to the cross-labeled device constituent part. This
may be more efficient in some cases. To the extent this option is made available
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to sponsors, it is typically applicable only when separate marketing applications
will be filed for cross-labeled constituent parts.

Practical issues

As discussed above, several practical issues warrant consideration with respect
to filing separate marketing applications for a cross-labeled combination
product. Of primary importance is aligning with the FDA on a sponsor’s
preference to submit separate marketing applications, including the proposed
applicant(s), that is, a single combination product applicant submitting both
applications or two constituent part applicants, each submitting their own
application. Presubmission meetings for combination products for which
separate applications will be submitted should also address the proposed
contents of the two applications (e.g., the information contained only in the
drug application, the information contained only in the device application, and
the information that might be submitted or referenced in both applications). For
example, the device application might primarily include device-specific
information, such as descriptive information, bench testing, biocompatibility
testing, and testing showing conformance with standards, whereas all clinical
and human factors data might be submitted in the NDA or BLA and referenced
in the device application.

In general, separate marketing applications for a cross-labeled combination
product are submitted and approved concurrently. Since the review timelines
for drug and device applications are different, it is not unusual for the device
review to be completed sooner and be placed on hold while the drug
application review is ongoing. Sometimes, one application has more deficiencies
than the other. This could arise for various reasons, including concerns with the
supporting data or issues emerging from the preapproval inspection(s) for a
given constituent part. Problems with one application ordinarily will prevent the
otherwise approvable application from being approved until the issues with the
deficient application are resolved. As noted in the guidance on requesting FDA
feedback on combination products, “the sponsor(s) may wish to discuss with the
centers (and OCP as needed) how best to ensure efficient, coordinated
engagement during review of marketing authorization submissions...”*®

Finally, sponsors should recognize that there are unique postmarketing
reporting requirements when separate applications are authorized for the
constituent parts of a combination product. Under 21 CFR 4.102%¢ and 21 CFR
4.103," both applicants for the respective constituent parts of the combination
product have postmarketing reporting responsibilities to the FDA and to the
applicant for the other constituent part. For example, the holder of a device
constituent part marketing application would be required to file the standard
death or serious injury, device malfunction, and corrections and removals
reports to the FDA applicable under 21 CFR 803 and 21 CFR 806. In addition,
they would be required to report deaths, serious injuries, and/or adverse
experiences associated with the use of the combination product to the other
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constituent part applicant no later than five calendar days of the applicant’s
receipt of the information. This requirement ensures that each constituent part
applicant is aware of and can appropriately evaluate the potential impact of all
postmarket events on their constituent part. In contrast, a device developer
whose device constituent part was approved only under an NDA or BLA would
not have defined responsibilities for postmarketing reporting to the FDA, since
the single combination product applicant would bear those responsibilities.

Summary

Submitting a single marketing application covering the entire combination
product and its constituent parts is the default approach for most combination
products in the US. It is generally the only approach available for single-entity
and co-packaged combination products. For a cross-labeled combination
product, applicants can also consider the submission of separate marketing
applications for the individual constituent parts. Either approach is usually
feasible for cross-labeled products, and neither is better in all situations. This
article addresses the reasons sponsors may prefer one approach over the other
based on their particular circumstances and the specific benefits and drawbacks
associated with either approach. Both approaches warrant presubmission
discussions with the FDA to help ensure alignment and efficient review
processes for cross-labeled combination products.

Abbreviations

510(k), premarket notification submitted under Section 510(k) of the FD&C Act; ANDA,
abbreviated new drug application; BLA, biologics license application; CBE, changes being effected;
CBE-30, changes being effected in 30 days; CBER, Center for Biologics Evaluation and Research;
CDER, Center for Drug Evaluation and Research; CDRH, Center for Devices and Radiological
Health; de novo, de novo reclassification request; eCTD, electronic common technical document;
FDA, US Food and Drug Administration; FD&C Act, Federal Food, Drug, and Cosmetic Act; NDA,
new drug application; OCP, Office of Combination Products; PAS, prior approval supplement;
PMA, premarket approval application; PMOA, primary mode of action.
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