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FDA'’s Regulation of
Combination Products:
The Road Ahead

he Food and Drug Administration (FDA) applies differ-

ent regulatory requirements to products depending upon
whether they are medicd devices, drugs or biologics. The
agency has established different centers to handle these differ-
ent typesof products: for drugs, the Center for Drug Evauation
and Research (CDER); for devices, the Center for Devicesand
Radiologicd Hedth; for biologics, the Center for Biologics
Evaduation and Research (CBER). Some products, however,
combine products across jurisdictiona lines, and these “com+
bination products’ have aways posed a regulatory chalenge
for FDA.

In the pasgt, FDA's handling of combinaion products has
worked tolerably well, despite well-recognized shortcomings.
The situation has begun to change, however, with the advent of
an ever increasing number of important and innovative combi-
nation products, atrend that is only expected to accderatein the
years ahead. FDA has begun the process of updating its regula-

November 2003  Regulatory Affairs Focus

tory gpproach to handle the burgeoning chdlenge. This article
describes the exigting regulatory approach to combination
products, some of the recognized problems with the existing
gpproach, the recent steps FDA has taken to improve the
process and some of the difficult challenges ahead.

Current Regulatory Approach

The FDA has regulated combination products for decades.
Prior to 1990, the agency regulated such products on a case-
by-case basis. Generdly, the sponsor and FDA negotiated an
ad hoc regulatory gpproach without explicit statutory guid
ance. In those discussions, the primary focus was most often
whether the drug, biologic or device issues predominated.

As combination products multiplied and increased in com:
plexity, the ad hoc approach was no longer satisfactory. In
1990, Congress enacted the Safe Medica DevicesAct of 1990
(SMDA) (Pub. Lanv No. 101-629), which added section
503(g) to the Federad Food, Drug, and Cosmetic Act (FD&C
Act) (21U.S.C. 8353(g)). Thisprovison required FDA to des-
ignate a center—CDER, the Center for Devices and
Radiological Hedth (CDRH) or CBER—with primary juris-
diction based upon the product’ s primary mode of action. The
intent of section 503(g) was generdly to add structure and
consstency to FDA's regulation of combination products.

In FDA’simplementing regulations, a combination product
is defined as any one of the following:

e “A product comprised of two or more regulated
components, i.e., drug/device, biologic/device,
drug/biologic, or drug/device biologic, that are physi-
cdly, chemicdly, or otherwise combined or mixed and
produced as asingle entity;

» Two or more separate products packaged together in a
single package or as a unit and comprised of drug and
device products, device and biologica products, or
biologica and drug products;

e A drug, device, or biologicd product packaged sepa-
rately that according to itsinvestigationd plan or
proposed labding isintended for use only with an
gpproved individualy specified drug, device, or biolog-
ica product where both are required to achieve the
intended use, indication, or effect and where upon
gpprova of the proposed product the labeling of the
gpproved product would need to be changed, eg., to
reflect a change in intended use, dosage form, strength,
route of adminidration, or significant changein dose; or

e Any invedtigationa drug, device or biologicd product
packaged separatdy that according to its proposed
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labeling isfor use only with another individualy
specified invedtigationa drug, device or biologica
product where both are required to achieve the intended
use, indication or effect.”*

As required by the SMDA, FDA'’s implementing regula-
tions assgn jurisdiction over a combination product to
CDRH, CDER, or CBER based upon the primary mode of
action? When one center receivesjurisdiction in the review of
a combination product application, it is conddered the leed
center but it will consult as appropriate with other centers:?®

Even though the “primary mode of action” is the key satu-
tory test for determining what center will take the lead in
reviewing a combination product, neither the SMDA nor
FDA'’ simplementing regulation actudly definetheterm. FDA
did provide some guidance on this issue in the form of
Intercenter Agreements between the three centers (CDER,
CDRH and CBER), which were adopted in 1991.

The Intercenter Agreements ouitline the types of products
and combination products that will be assgned to each
Center and describe the product characteristics or medical
indications that will require a consultative or collaborative
review effort by the respective Centers. For example, the
CDER/CDRH Agreement provides that a prefilled syringe
will beinvestigated pursuant to an Investigational New Drug
application and regulated by CDER using drug and device
authorities as necessary 4

If there is uncertainty about jurisdiction over acombination
product, many companies consult the product jurisdiction offi-
cersin the centers that potentially have responsibility for the
product. These discussions are not binding on FDA, but are
useful for providing aninitia senseof theagency’ slikely posi-
tion based upon higtorical precedent and the nature of the
upcoming product.

If uncertainty remains, FDA regulations set forth a
“Request for Designation” (RFD) procedure by which a
sponsor submits a request and obtain a written and binding
jurisdictiona determination from the agency within 60 days.
An RFD request is limited to 15 pages and, it identifies the
sponsor, describes the product and sets forth the sponsor’'s
legd and scientific argument as to which center should have
jurisdictions

Problems With the Current Approach

The current gpproach has functioned tolerably well to date,
but there are recognized problems. Firgt, neither the statute nor
the regulation defines “ primary mode of action,” whichisthe
statutory test for determining the lead center for review of a
combination product. The result has been a lack of clarity,
consstency and predictability in jurisdictiona decisions.

Second, the Intercenter Agreements were adopted in 1991
and they are increasingly out-of-date. This tendency toward
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obsolescence means that in some instances they do not reflect
theactud regulatory practicethat has devel oped over time, and
in other cases they do not provide helpful guidance on newer
technologies.

Third, the RFD process has not been entirely transparent. In
particular, FDA has not publicized the 300 or so RFD deci-
sons to date. Although it would be inappropriate in many
cases for FDA to reved particular products or sponsors, the
failure to publicize even generic descriptions of the types of
products and jurisdictiond decisions has |eft companies very
much in the dark.

Fourth, FDA’s management of the combination products
with regard to coordination and consultation between the cen-
ters has not dways been consstently smooth. There has not
been a congstent process for coordinaing premarket review
activities between the centers. For instance, the consullting cen-
ters sometimes trest consultations as a lower priority as com-
pared to their primary product reviews. There aso has been a
lack of clarity as to the applicability of postmarket require-
ments. For instance, drugs are subject to the Good
Manufacturing Practice regulation while devices are subject to
the Qudity System Regulation. Likewise, FDA regulates
labeling and advertisng somewhat differently for drugs and
devices. FDA has not aways darified which requirements
apply in the case of combination products.

Fifth, in someinstances, product innovation has been stymied
because of lack of cooperation among manufacturers. For exam-
ple, an innovative drug ddlivery system may require achangein
thedrug labeling. If thedrug manufacturer declinesto cooperate,
as has hgppened, the innovative drug delivery syslem may not
be able to move forward in the FDA process. FDA, of course,
hes little control over the drug manufacturer’s cooperation.
Nonetheless, FDA has some discretion in determining whether
addivery system truly requires alabding change and the data
that will be required to support the change. Thisareaisaso one
in which there has been confusion.

New Developments

In the Medica Device User Fee and Modernization Act of
2002, Pub. Law No. 107250, Congress established a new
Office of Combination Products (OCP) within FDA Office of
Commissioner to ensure prompt assignment of combination
products to agency centers. This office is expected to add
greater consistency and oversight to the regulation of combi-
nation products. OCP respongihilitiesinclude:

e Asdgning an FDA Center to have primary jurisdiction
for review of acombination product.

* Ensuring timely and effective premarket review of
combination products by overseeing reviews involving
more than one agency center.

» Ensuring consistency and appropriateness of postmarket
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regulation of combination products.

* Resolving disputes regarding the timeliness of premar-

ket review of combination products.

 Updating agreements, guidance documents or practices

specific to the assignment of combination products.

Pursuant to these responshilities, the OCP has taken some
important sepsto improve the FDA’ shandling of combination
products, including:

In July 2002, the OCP has adopted Standard Operating
Procedures and Policies (SOPP) for Intercenter Review to
help better manage and coordinate the process of intercenter
review. This document was the outcome of an interna con-
aultation and collaboration in which the OCP surveyed per-
sonnd in the centersto find out how they believed the process
needs to be improved. For example, some reviewers in the
consulting centers indicated that they were sometimes not
brought into the process until a late sage. As another exam-
ple, many FDA personne felt that the center originating the
consulting request should take more responsibility for provid-
ing focused issues and questions to be answered. The SOPP
for Intercenter Review is intended to address these types of
management i ssues.

The OCP has posted jurisdictional updates for denta pro-
phylaxis pastes with drug components and drug eluting stents,
in which recent RFDs are discussed and the agency’ sjurisdic-
tional pogition on these types of productsis described. It isnot
clear whether OCP intends to retroactively post information
about older RFD decisions over the last ten years or how sys-
tematic OCP will be in posting new decisions. Nonetheless,
the publication of this information appears to herdd a new
trangparency in the RFD process that could greetly assist com:
panies atempting to determine FDA's likely regulatory
approach to anew combination product.

The OCP has held two public events devoted to improving
the regulation of combination products. In November 2002,
the OCP held apublic meeting to solicit commentsfor improv-
ing the process of premarket review assignment and postmar-
ket regulation of combination products. In July 2003, the OCP
held aworkshop that addressed regulatory and scientific chal-
lenges arising from innovative device delivery systems for
drugs and biologics.

The Future

Seldom does adding another layer of bureaucracy improve
the regulatory process. The OCP, however, appears to be a
welcome exception. It hasinfused new energy, focus and coor-
dingtion into FDA's regulaion of combination products. The
OCP has ds0 made strides toward providing information to
make the jurisdictional decision making process more trans-
parent. It seemsfair to predict that the OCP in the next year or
two will go a long way toward resolving the lack of trans-

November 2003 Regulatory Affairs Focus

parency and the management problems FDA hasfaced in past
regulation of combination products. It seems much lesslikely
that combination products in the future will fal between the
cracksin the regulatory process.

Nonethe ess, many thorny challengesremain. Most notably,
OCP representetives have indicated that they are considering
a definition of “primary mode of action.” It is not clear
whether the definition would be issued by regulation or in
guidance. What is clear is that it will be very difficult to for-
mulate a satisfactory definition of this term. To be successful,
the OCP will have to devise a definition that guides FDA
toward consistent, predictable and sound jurisdictiona deci-
sons. If such a definition were easy to formulate, it would
have been donelong ago. It may bethat new legidationisnec-
essary to establish some practicd criteria for deciding which
center should have primary jurisdiction instead of the nebu-
lous primary mode of action test.

Ancther challenge arises when the manufacturer of aninno-
vaive drug delivery system is unable to obtain cooperation
from the drug (or biologic) manufacturer. Asan example, if an
innovative drug delivery system requires a new route of
adminigtration or a dight reformulation of the drug (or both),
FDA islikdly to insst upon essentialy the full complement of
data normally required in a New Drug Application (NDA) in
order to support the drug’ ssafety and effectiveness. If thedrug
manufacturer cooperates by providing accessto existing Drug
Master File, IND, and NDA data submitted to support the
origind gpprova, the delivery system manufacturer may be
able to obtain a sgnificant reduction in new testing require-
ments. On the other hand, if the drug manufacturer is not
cooperative, FDA legdly cannot condder the exiding data
and is likely to reguire the ddlivery system manufacturer to
perform agreat ded of safety and efficacy testing that may be
largely redundant with the testing done to support the origind
drug approvd.

In the past, FDA has suggested that one solution would be
for the drug delivery system manufacturer to file an NDA
based upon public literature under Section 505(b)(2) of the FD
& C Act. Unfortunately, FDA has seddom been able to imple-
ment the Section 505(b)(2) approach in apractica manner that
actualy reduces the testing burden on the device ddivery sys-
tem manufacturer. It remains to be seen whether FDA can
make this gpproach work.

As afind example, there is dtill significant confusion for
drug and ddivery device combination products about how
best to coordinate separate gpprovas or whether separate
gpprovals are needed. In some cases, FDA has dlowed thefil-
ing of an NDA with CDER accompanied by a “pullout”
device premarket approva (PMA) application or 510(k) sub-
mission that is reviewed concurrently by CDRH. The hopeis
that al of these applicationswill be approved on the same day,

3



It's the Law

but FDA does not offer any such guarantee, and it has not
aways happened. In other cases, FDA has essentidly incor-
porated the delivery device into the drug NDA approvd asa
unitary gpplication. CDER reviews the entire application but
consults with CDRH as necessary.

FDA has provided little guidance on the decision about
which gpproach to pursue (i.e., pullout application versus uni-
tary application). To some extent, the difficulties arise because
FDA must apply statutory requirements intended for separate
drug and device productsto aunitary product that combinesa
drug and device. No amount of guidance from FDA will
resolve dl of the difficulties inherent in this Stuation. Rather,
it may be necessary for Congress to cregte a unitary statutory
gpproval mechanism that is explicitly intended and designed
for combination products.

In summary, we are moving into anew erawhere the com
binations of drugs, devices and biologics will present
extremely difficult regulatory challenges for FDA. The new
FDA commissioner, Mark McCldlan, MD, has made the
rationa regulation of combinations a high priority. However,
if FDA isto avoid the gifling of important new combination
products, there will have to be not only ahigh level of coop-
eration among FDA and industry, but adso a high levd of
cooperation between FDA centers. Hopes abound that the

new OCPwill beableto assist in streamlining and expediting a
processthat has not worked optimally for many yearswith new
and important combination products stuck in aregulatory maze
that has been very difficult to navigate.

NOTES:

1. 21 CFR Part 3.2(e). It is worth noting that, under this definition,
a product can be labeled for concomitant use with another product
without being a combination product. For example, a contrast agent
labeled for use with a general class of imaging devices that does
not require any change in the labeling for the imaging devices would
not be a combination product.

2. 21 CFR Part 3.4(a).

3. Federal Register 56 (21 November 1991).

4. Ibid, Chapter VII.A.1(b).

5.21 CFR Part 3.7.
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