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FDA Issues Proposed Rule on Current Good Manufacturing Requirements 
for Combination Products

On September 23, 2009, the Food and Drug Administration issued a proposed 
rule in the Federal Register to codify which quality requirements will apply in 
the manufacture of certain combination products (e.g., a combination of a 
drug and a medical device).  74 Fed. Reg. 48,423; Proposed 21 C.F.R. Part 4, 
subpart A.  Specifically, the proposed rule attempts to streamline and clarify 
the regulatory framework that firms may use to demonstrate compliance with 
quality requirements for “single-entity” (i.e., combination products that are 
physically, chemically, or otherwise combined or mixed and produced as a 
single entity) and “co-packaged” (i.e., combination products that are packaged 
together in a single package or as a unit) combination products.  

The proposed rule follows a Draft Guidance for Industry entitled, “Current 
Good Manufacturing Practice for Combination Products,” issued in October 
2004, although FDA plans to issue further guidance to industry on the imple-
mentation of the regulatory requirements.  FDA proposes that any final rule 
issued would become effective 180 days after its date of publication in the 
Federal Register and has requested comments on the proposed rule by De-
cember 22, 2009. 

1.  Background 

A combination product is any product composed of two or more of any 
regulated components, such as a drug and a device, a device and a biological 
product, a drug and a biological product, or a product with all three com-
ponents. 21 U.S.C. § 353(g)(1). Specifically, 21 C.F.R. § 3.2(e) provides that a 
combination product includes:

1.  A product comprised of two or more regulated components, i.e., drug/
device, biologic/device, drug/biologic, or drug/device/biologic, that are 
physically, chemically, or otherwise combined or mixed and produced as a 
single entity (single-entity combination products);

2.  Two or more separate products packaged together in a single package 
or as a unit and comprised of drug and device products, device and biologi-
cal products, or biological and drug products (co-packaged combination 
products);

3.  A drug, device, or biological product packaged separately that according 
to its investigational plan or proposed labeling is intended for use only with 
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an approved individually specified drug, device, or biological product where both are required to achieve 
the intended use, indication, or effect and where upon approval of the proposed product the labeling of 
the approved product would need to be changed, e.g., to reflect a change in intended use, dosage form, 
strength, route of administration, or significant change in dose; or

4.  Any investigational drug, device, or biological product packaged separately that according to its pro-
posed labeling is for use only with another individually specified investigational drug, device, or biological 
product where both are required to achieve the intended use, indication, or effect. 

According to section 501 of the Federal Food, Drug, and Cosmetic Act, a drug or device is adulterated if 
it has failed to be manufactured in accordance with quality requirements, regardless of compliance with 
any final product specifications.  21 U.S.C. § 351.  To comply with quality requirements, firms must develop 
written procedures to assure that their products are manufactured, processed, and held according to appli-
cable standards under the drug current good manufacturing practice (cGMP) regulations and/or the quality 
system regulations (QSR) for devices.  

However, because the constituent parts of a combination product maintain their regulatory status (e.g., as a 
drug or device) even after they are combined, FDA was concerned that the absence of clear quality require-
ments could lead to inconsistent or differing applications of the various quality requirements, adversely af-
fecting product safety and the public health and hampering quality inspections and enforcement. The pro-
posed rule will not significantly affect the quality operating requirements for combination products where 
the constituent parts, while part of a combination product, are separately manufactured and packaged.  

2.  The Proposed Rule

The proposed rule identifies the quality regulations applicable to all combination products, but expressly 
addresses the practical requirements for designing and implementing quality operating systems for single-
entity and co-packaged combination products to demonstrate compliance with all applicable quality 
requirement while avoiding any unnecessary redundancy.  

A.  General Principles

The proposed rule addresses the quality requirements applicable to all combination products, noting that:

Combination products with a drug constituent part must comply with the drug cGMPs at 21 C.F.R. •	
Parts 210 and 211;
Combination products with a device constituent part must comply with the QSRs at 21 C.F.R. Part •	
820;
Combination products with a biological product constituent part must comply with the quality •	
requirements that would apply if that constituent product were not part of a combination product, 
including the quality requirements at 21 C.F.R. Part 606 for blood and blood components and other 
standards for biological products at 21 C.F.R. Parts 600 through 680; and
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Combination products with a human cell, tissue, and cellular and tissue-based product (HCT/P) con-•	
stituent part must comply with the current good tissue practice and donor eligibility requirements 
at 21 C.F.R. Part 1271 that would apply if that constituent product were not part of a combination 
product.

Proposed 21 C.F.R. § 4.3. 

B.  Single-Entity and Co-Packaged Combination Products 

The proposed rule at 21 C.F.R. § 4.4 then notes a firm manufacturing a single-entity or co-packaged com-
bination product may demonstrate compliance with the applicable quality requirements by adopting a 
quality operating system that either: 1) complies with each set of quality requirements applicable to each 
constituent part included in the combination product, as described above, or 2) complies with either 
the drug cGMPs or the device QSRs, rather than both, and certain, specified provisions of the other set of 
requirements, as outlined in proposed § 4.4(b).1   

The second option, detailed in § 4.4(b), which FDA refers to as the “streamlined” option, may be applied 
in one of two ways if the combination product includes a drug and a medical device constituent part.  
Proposed § 4.4(b)(1) allows a firm to use the drug cGMP regulations for the basis of its quality operating 
system, as long as compliance with the following specific provisions of the QSRs is shown:

21 C.F.R. § 820.20, Management responsibility;•	
21 C.F.R. § 820.30, Design controls;•	
21 C.F.R. § 820.50, Purchasing controls;•	
21 C.F.R. § 820.100, Corrective and preventive action;•	
21 C.F.R. § 820.170, Installation; and•	
21 C.F.R. § 820.200, Servicing. •	

Similarly, proposed 21 C.F.R. § 4.4.(b)(2) would allow use of the QSRs as the baseline quality operating sys-
tem, if compliance with the following specific provisions of the drug cGMP regulation is shown:

§ 211.84, Testing and approval or rejection of components, drug product containers, and closures;•	
§ 211. 103, Calculation of yield;•	
§ 211.132, Tamper-evident packaging for over-the-counter (OTC) human drug products;•	
§ 211.137, Expiration dating;•	

Regardless of which option is used, a firm would still need to show compliance with other quality requirements applicable 1. 
to the constituent parts, such as the requirements for biological product or the requirements for HCT/Ps. If a firm chooses to 
use the streamlined option for combination products containing HCT/Ps, the quality requirements for HCT/Ps will continue 
to apply.  Further, if the HCT/P is regulated as a biological product, the applicable quality requirements regarding biological 
products will also apply.
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§ 211.165, Testing and release for distribution;•	
§ 211.166, Stability testing;•	
§ 211.167, Special testing requirements; and•	
§ 211.170, Reserve samples.•	

Proposed § 4.4(d) further provides that use of the streamlined option may only begin when two or more 
types of constituent parts are manufactured or held at the same facility.  Similarly, under proposed § 
4.4(c), during any period in which the manufacture of a constituent part occurs at a separate facility from 
the other type(s) of constituent part(s), the streamlined approach may not be used. 

C.  Examples 
 

FDA provides some descriptive examples of the application of the proposed rule.  Example 1 states: 

Drug and device constituent parts are manufactured at two different facilities. Then a third facility combines 
the constituent parts into a single-entity or co-packaged combination product.

Before the constituent parts of a single-entity or co-packaged combination product are in the same 
facility for incorporation into the combination product, the manufacturing processes for the constituent 
products at their separate facilities are distinct. Accordingly, under proposed § 4.4(c), each of these sepa-
rate facilities must maintain a separate [quality] operating system and demonstrate compliance with the 
[quality] regulations applicable to that type of constituent part (for example, drug cGMPs if the constitu-
ent part is a drug).  Once the constituent parts are brought to the third facility, the streamlined approach 
could be used.

       
Example 2 notes:
  

The constituent parts are manufactured in the same facility, and are then sent to another facility to be com-
bined into a single-entity or co-packaged combination product.

The streamlined approach could be used for the manufacture in both facilities.  Proposed § 4.4(f ) address-
es this situation.

Example 3 provides:

Facility 1 manufactures a drug constituent part. Facility 2 manufactures a device constituent part.  The drug 
constituent part is shipped to facility 2.  Then both the drug constituent part and the device constituent part are 
shipped from facility 2 to facility 3.  Facility 3 combines the constituent parts into a single-entity or co-packaged 
combination product.

In this situation, manufacture of the drug constituent part at facility 1 must be shown to comply with the 
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drug cGMP regulations. Manufacture of the device at facility 2 must be shown to comply with the device 
[QSRs]. Proposed § 4.4© would make this clear.  For the drug constituent part while it is at facility 2, the 
streamlined approach could be used. That is, the [QSR] operating system at facility 2 could be supplemented 
by the applicable, additional drug cGMP provisions specified in proposed § 4.4(b). Proposed § 4.4(d) ad-
dresses this situation.  Facility 3 could use the streamlined approach by demonstrating compliance with 
either the drug cGMPs or the [QSRs] as the [quality] operating system, supplemented by the particular 
provisions from the other (drug or device) regulations specified in proposed § 4.4.(b). Proposed § 4.4 (d) also 
addresses this situation. 

In summary, manufacturing a single-entity or co-packaged combination product can be a complex pro-
cess. By proposing to establish a regulatory framework for firms to design and implement quality operating 
systems for manufacturing single-entity or co-packaged combination products, FDA intends to ensure that 
quality requirements applicable for these products are clear and consistent, regardless of which agency cen-
ter has primary jurisdiction over the combination product or which type of marketing application is submit-
ted for authorization. 


