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Articles: FDA Revamping Review & Oversight of Combination Products 

By: James N. Czaban 

James N. Czaban is a shareholder in Heller Ehrman’s FDA group 
and practices in the firm’s Washington, DC, office, where he 
primarily focuses on FDA regulation of prescription 
pharmaceuticals, biologics, and emerging genomic technology. 
He also counsels clients on federal and state regulation of OTC 
drugs, food, dietary supplements, and cosmetics, and the 
advertising laws applicable to health-related products. Mr. Czaban 
has significant experience regarding the interplay of the patent 
laws and FDA’s generic drug approval process and has 
successfully litigated several cases that led to new interpretations 
of the laws and regulations in this area. He also served for several 
years as the legal representative on the promotional review 
committee of a major research-based pharmaceutical company, 
with responsibility for cardiovascular, arthritis, anti-infective, and 

reproductive health products. He is a frequent writer and lecturer on FDA and FTC regulatory 
issues, having published numerous articles as well as coauthoring the drug regulation chapter 
of a leading Food and Drug Law treatise. Mr. Czaban earned his BA from the University of 
California, Berkeley, and his JD from the University of Virginia School of Law.

A little more a year ago, this column addressed FDA regulatory strategy issues for 
combination products – those products that incorporate elements normally regulated in two or 
more different categories (drug, device, biologic) by the FDA. Since then, the FDA has begun 
an ambitious initiative to reform the outdated and often confusing system for regulating 
combination products, and has established a new Office of Combination Products (OCP) to 
spearhead the initiative. As Commissioner Mark McClellan commented in announcing the 
creation of OCP, “This is a significant step to increase the efficiency and timeliness of the 
procedures that make these important products available to patients. I also believe that the 
activities of this new office will help provide insights into how the Commissioner’s office can 
better support a range of issues that cut across the three product centers, and thus bring 
greater uniformity and coherence to our processes.”

The OCP and its new initiatives will have a significant impact on the regulation of drug delivery 
technology companies, and those who invest early in understanding the strategic nuances of 
the new regulatory scheme and how it affects their technology will come out ahead of their 
competitors in terms of speed to market access, attractiveness to sources of capital, and 
competitive flexibility in the marketplace. The impetus for the creation of the OCP actually 
came from Congress in the Medical Device User Fee and Modernization Act of 2002 
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(MDUFMA), which mandated the creation of the OCP, and requires it to fulfill several crucial 
functions when dealing with combination products. Specifically, the OCP must (1) for each 
combination product, promptly designate a center within the FDA as the center that will 
exercise primary jurisdiction over the product; (2) ensure timely and effective review of 
combination product applications by coordinating and overseeing reviews involving more than 
one center; (3) ensure the consistency of post-marketing regulation of combination products 
(eg, Quality Systems Review (QSR) and current Good Manufacturing Practices); (4) resolve 
disputes regarding the timeliness of combination product application review and approval; and 
(5) update and improve internal agency procedures and policies for designating the 
appropriate review center for combination products.

These directives reflect what was shown in an internal FDA employee survey on combination 
product regulation, specifically that combination products often got stuck in a quagmire of 
intercenter turf battles, and were delayed by the lack of coordination and lack of incentives for 
prompt cooperation between reviewers in different centers when reviewing products not 
primarily assigned to a consulting reviewer’s center. Thus, industry, Congress, and the FDA all 
recognized the need for change, and the OCP is now charged with effectuating such change.

PRIMARY MODE OF ACTION

One of the core concepts in determining how the FDA will review and regulate a combination 
product is that of “primary mode of action.” Simply put, if the primary mode of action of a 
product is that of a drug, primary regulatory jurisdiction will reside in the Center for Drug 
Evaluation and Research (CDER). If the primary mode of action is as a device, then the 
Center for Devices and Radiological Health (CDRH) will have primary jurisdiction. Likewise, 
primary jurisdiction for products that act primarily as biologics will be regulated by the Center 
for Biologics Evaluation and Research (CBER). It should be noted that review functions for 
most therapeutic biologics are being transferred from CBER to CDER under a separate FDA 
initiative, so most combination product decisions will involve CDER and CDRH.

The concept of “primary mode of action” is not defined with specificity by statute or regulation, 
and product designations have historically been made pursuant to guidance contained in 
various Intercenter Agreements dating to 1991. Although the concept appears simple on its 
face, the determination is not always obvious, and indeed this analysis has proven to be 
increasingly difficult to apply to the ever more complex combination products being developed 
today. The FDA itself has recognized too, that its 1991 Intercenter Agreements are inadequate 
to deal with the complexity of current-day combination products, and these gaps have led to 
inconsistent and arguably conflicting designation decisions as between two or more 
comparable combination products. One example of designation difficulties recently discussed 
by an FDA official involves the question of whether the drug and device components have 
different therapeutic effects, or whether the components work synergistically on the same 
clinical targets or endpoints.

For example, a drug-eluting stent could be said to operate synergistically to the extent the 
drug-eluted served to directly inhibit restenosis, whereas such a product would not work 
synergistically if the eluted drug served a clinical function unrelated to the intended effect of 
the stent (such as antibiotic prophylaxis). Another example would be a steroid-eluting 
pacemaker lead, where the steroid serves to enhance the electrical conductivity of the 
pacemaker lead. Such a product is both synergistic, and primarily serves a device function, 
and is therefore regulated as a device. In contrast, an implantable drug delivery pump is not 
based on synergistic effects, and its components would be subject to separate approvals as a 
drug and a device.

Several alternatives have been proposed to replace or supplement the primary mode of action 
concept as the jurisdictional determinant. One proposal would create a “fundamental function” 
approach, although this concept may ultimately suffer some of the same ambiguities as the 
primary mode of action approach. Another proposal is to make review center designations 
based on the safety risks inherent in the product. If the device-related risks are greater than 
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the drug-related risks, CDRH would take primary jurisdiction. And if the drug risks outweigh 
the device-based risks, CDER would be the lead center.

The FDA has held several public meetings and has established a working group to craft a 
designation approach that will ensure more consistency and predictability. The outcome of this 
initiative will have important ramifications for drug delivery technology companies, because, as 
discussed further on, the initial determination of which center will exercise primary jurisdiction 
can have significant strategic ramifications for the viability of the product development and 
entire life cycle of the product. 

Thus, sponsors should, very early in the product development phase, establish a careful 
analysis and strategy for steering their product into the most advantageous classification. 
Formal and informal discussions with agency officials, as well as outside regulatory counsel, 
can be useful in achieving optimal positioning.

EXCLUSIVITY ISSUES

Products approved as “drugs” or “biologics” are eligible for certain forms of patent and 
regulatory exclusivity protection against competing products, for periods ranging from 6 
months to 7 years. Products approved as “devices” do not enjoy such protections. Therefore, 
where possible, a combination product may obtain significant strategic advantages if classified 
as a drug or biologic rather than a device.

For example, a drug or biologic for treatment of a rare disease or condition may be eligible for 
a 7-year “Orphan” exclusivity period that blocks approval of competing versions of the same 
product, regardless of any patent protection on the product. Products approved as drugs 
under section 505 of the FDCA are potentially eligible for a 5-year “new chemical entity” 
exclusivity, one or more 3-year periods of exclusivity based on improvements to the product, 
and up to two 6-month extensions of a patent or regulatory exclusivity based on the conduct of 
the FDA-requested pediatric studies. In addition, approved “drugs” are listed in the FDA’s 
Orange Book, and this permits sponsors to receive advance notification and the ability to 
delay approval of generic competitors for up to 30 months if the generic seeks to challenge a 
patent covering the drug.

MANUFACTURING & DESIGN ISSUES

The designation of a combination product can also have significant consequences for how the 
design and manufacturing of the product is regulated by the FDA. Devices are subject to the 
FDA’s Quality Systems Regulations (QSR), whereas drugs and biologics are subject to the 
FDA’s cGMP regulations. Generally speaking, the cGMP requirements are more 
comprehensive than the QSRs, but unlike cGMP, QSR covers both the manufacturing and 
design of devices. However, under the FDA’s current approach, products whose components 
are approved separately (ie, one component is approved as a device, the other approved as a 
drug or biologic) will be subject to both QSR and cGMP regulations. The FDA and industry 
have been considering possible mechanisms to provide a more unified approach to 
manufacturing oversight for combination products to decrease redundancies, ambiguities, and 
regulatory burdens.

ADVERSE EVENT REPORTING

Drugs and devices are also subject to separate and distinct regulatory systems for the 
reporting of adverse events. For combination products, if the adverse event is clearly related 
to the drug component (eg, a systemic effect known to be associated with the drug), reporting 
through the drug Adverse Event Reporting (AER) mechanism may be appropriate, whereas if 
the adverse effect is related to the device component (eg, localized infection at site of 
implantation of a drug delivery depot), reporting through the Medical Device Reporting (MDR) 
system may be appropriate. Many adverse events may not be so easily classified, however, 
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and if there is any doubt as to the cause of the adverse event, reporting through both the AER 
and MDR systems is prudent.

MARKETING OVERSIGHT

As with other areas of the FDA regulatory oversight described previously, the FDA regulates 
the marketing and promotion of drugs, devices, and biologics through separate offices, each 
of which has its own structure, culture, and resources. Drug promotion and advertising is the 
most closely scrutinized, through the Division of Drug Marketing, Advertising, and 
Communication (DDMAC). DDMAC has the largest and most aggressive review and 
investigative team, and even in the current era of increasing recognition of commercial-free 
speech rights, DDMAC continues to send numerous Warning Letters and untitled letters 
(formerly Notice of Violation letters) objecting to drug promotion activities. CDRH, in contrast, 
has a much weaker enforcement history than DDMAC, and for 510(k) (“substantially 
equivalent”) devices, the FTC, as opposed to the FDA, takes the primary role in advertising 
and promotional oversight.

SINGLE OR MULTIPLE APPLICATIONS?

For some products, a single classification may not be necessary, or even possible, but rather, 
each component of a combination product may be subject to, or eligible for, approval under 
separate applications. In many instances in which a sponsor has a choice, separate 
applications are probably not advisable. This is because separating the components into two 
applications sent to two centers reduces the ability of FDA as a whole to see the product as a 
single entity and resolve difficult issues with a holistic view of the product as it will be used. 
Moreover, the FDA’s centers already work in relative isolation, and splitting a product into two 
applications will risk further isolation with respect to the overall review of the product. In 
addition, with two applications, the FDA review proceeds under two different statutory review 
deadlines, complicating the administrative management of the overall approval process.

On the other hand, where a product would be designated for review as a device, but the 
components are potentially separable from a review perspective, the exclusivity incentives 
available to drugs may make it advantageous in the long run to seek FDA agreement for 
separate review of the drug component. This approach may also make sense where a 
company is more familiar with one type of application and would prefer at least part of the 
product reviewed under the more familiar regulatory framework. The FDA, in its ongoing 
reform efforts for combination products, is also considering hybrid types of applications and 
regulatory oversight models to deal with these difficult and increasingly common concerns.

SUMMARY

The FDA’s initiative to reform and improve the regulation of combination products is a 
welcome development, but one that in the short term may leave more questions asked than 
answered. What is certain is that drug delivery companies cannot afford to sit on the sidelines 
and wait for answers from on high, but rather should be proactive in developing their own 
regulatory strategy for seeking product designation and review pathway determinations that 
will maximize their flexibility and profit potential in this increasingly competitive field.
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