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of collateral pledged by the uninsured
bank to the extent it exceeds valid and
enforceable security interests of a
claimant;

(2) Collects all debts, dues and claims
belonging to the uninsured bank,
including claims remaining after set-off;

(3) Sells or compromises all bad or
doubtful debts, subject to approval by a
court of competent jurisdiction;

(4) Sells the real and personal
property of the uninsured bank, subject
to approval by a court of competent
jurisdiction, on such terms as the court
shall direct; and

(5) Deposits all receivership funds
collected from the liquidation of the
uninsured bank in an account
designated by the OCC.

(b) Disposition of fiduciary and
custodial accounts. The receiver for an
uninsured bank closes the bank’s
fiduciary and custodial appointments
and accounts or transfers some or all of
such accounts to successor fiduciaries
and custodians, in accordance with 12
CFR 9.16, and other applicable Federal
law.

(c) Other powers. The receiver for an
uninsured bank may exercise other
rights, privileges, and powers
authorized for receivers of national
banks under the NBA and the common
law of receiverships as applied by the
courts to receiverships of national banks
conducted under the NBA.

(d) Reports to OCC. The receiver for
an uninsured bank shall make periodic
reports to the OCC on the status and
proceedings of the receivership.

(e) Receiver subject to removal;
modification of fees. (1) The
Comptroller may remove and replace
the receiver for an uninsured bank if, in
the Comptroller’s discretion, the
receiver is not conducting the
receivership in accordance with
applicable Federal laws or regulations
or fails to comply with decisions of the
Comptroller with respect to the conduct
of the receivership or claims against the
receivership.

(2) The Comptroller may reduce the
fees of the receiver for an uninsured
bank if, in the Comptroller’s discretion,
the Comptroller finds the performance
of the receiver to be deficient, or the fees
of the receiver to be excessive,
unreasonable, or beyond the scope of
the work assigned to the receiver.

§51.8 Payment of claims and dividends to
shareholders.

(a) Claims. (1) After the administrative
expenses of the receivership have been
paid, the OCC shall make ratable
dividends from time to time of available
receivership funds according to the
priority described in §51.5, based on

the claims that have been proved to the
OCC’s satisfaction or adjudicated in a
court of competent jurisdiction.

(2) Dividend payments to creditors
and other claimants of an uninsured
bank will be made solely from
receivership funds, if any, paid to the
OCC by the receiver after payment of the
expenses of the receiver.

(b) Fiduciary and custodial assets.
Assets held by an uninsured bank in a
fiduciary or custodial capacity, as
designated on the bank’s books and
records, will not be considered as part
of the bank’s general assets and
liabilities held in connection with its
other business, and will not be
considered a source for payment of
unrelated claims of creditors and other
claimants.

(c) Timing of dividends. The payment
of dividends, if any, under paragraph (a)
of this section, on proved or adjudicated
claims will be made periodically, at the
discretion of the OCC, as the receiver
liquidates the assets of the uninsured
bank.

(d) Distribution to shareholders. After
all administrative expenses of the
receiver and proved claims of creditors
of the uninsured bank have been paid in
full, to the extent there are receivership
assets to make such payments, any
remaining proceeds shall be paid to the
shareholders, or their legal
representatives, in proportion to their
stock ownership.

§51.9 Termination of receivership.

If there are assets remaining after full
payment of the expenses of the receiver
and all claims of creditors for an
uninsured bank and all fiduciary
accounts of the bank have been closed
or transferred to a successor fiduciary
and fiduciary powers surrendered, the
Comptroller shall call a meeting of the
shareholders of the uninsured bank, as
provided in 12 U.S.C. 197, for the
shareholders to decide the manner in
which the liquidation will continue.
The liquidation may continue by:

(a) Continuing the receivership of the
uninsured bank under the direction of
the Comptroller; or

(b) Ending the receivership and
oversight by the Comptroller and
replacing the receiver with a liquidating
agent to proceed to liquidate the
remaining assets of the uninsured bank
for the benefit of the shareholders, as set
outin 12 U.S.C. 197.

Dated: December 15, 2016.
Thomas J. Curry,
Comptroller of the Currency.
[FR Doc. 2016—-30666 Filed 12—19-16; 8:45 am]
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SUMMARY: The Food and Drug
Administration (FDA or Agency) is
issuing regulations to set forth
postmarketing safety reporting
requirements for combination products.
Specifically, this final rule describes the
postmarketing safety reporting
requirements that apply when two or
more different types of regulated
medical products (drugs, devices, and/
or biological products, which are
referred to as ““constituent parts” of a
combination product) comprise a
combination product and the
combination product or its constituent
parts have received FDA marketing
authorization. The rule is intended to
promote and protect the public health
by setting forth the requirements for
postmarketing safety reporting for these
combination products, and is part of
FDA’s ongoing effort to ensure the
consistency and appropriateness of the
regulatory requirements for combination
products.
DATES: Effective date: This rule is
effective on January 19, 2017.
Compliance dates: Some provisions of
the rule have a compliance date that is
the same as the effective date of this
rule, and other provisions of the rule
have a later compliance date as
discussed in section IILI, Effective Date
and Compliance Dates.
FOR FURTHER INFORMATION CONTACT: John
Barlow Weiner, Associate Director for
Policy, Office of Combination Products,
Food and Drug Administration, 10903
New Hampshire Ave., Bldg. 32, Rm.
5129, Silver Spring, MD 20933, 301—
796—8930, john.weiner@fda.hhs.gov.
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Executive Summary

Purpose of the Final Rule

The Agency has not previously issued
regulations on postmarketing safety
reporting specifically for combination
products, which are products comprised
of: (1) A drug and a device; (2) a device
and a biological product; (3) a biological
product and a drug; or (4) a drug, a
device, and a biological product.
Instead, the Agency has applied
provisions to combination products
from the postmarketing safety reporting
regulations applicable to the constituent
parts (i.e., reporting requirements
specific to drugs, devices, and biological
products). These regulations for drugs,
devices, and biological products share
many similarities; however, each set of
regulations has certain unique reporting
requirements, standards, and
timeframes based in part on the
characteristics of the type of product.
These variations among the regulations
and lack of clarity on how to apply
these requirements to combination

products can result in inconsistent and
incomplete postmarketing safety
reporting for combination products and
their constituent parts.

The purpose of this final rule is to
ensure consistent, complete
postmarketing safety reporting
requirements for combination products
that have received FDA marketing
authorization, while avoiding
duplicative reporting. The term
“postmarketing safety’” is used in this
rule because this rule concerns certain
postmarket events, including
manufacturing events, device
malfunctions, and events causing injury
to users, and the reporting requirements
that relate to product and patient safety
arising from these events. The final rule
supports the underlying purpose of
postmarketing safety reporting for all
medical products, namely to protect the
public health by ensuring continued
safety and effectiveness of the product
once it is placed on the market.

Summary of the Major Provisions of the
Final Rule

This final rule requires that a
“combination product applicant” (an
entity holding the application(s), as the
term “‘application” is defined in 21 CFR
4.101 of this rule, for a combination
product) and a “constituent part
applicant” (an entity holding the
application to market a drug, device, or
biological product as a constituent part
of a combination product the
constituent parts of which are marketed
under applications held by different
applicants) comply with postmarketing
safety reporting requirements applicable
to the product based on the application
type (e.g., new drug application,
premarket approval application,
biologics license application) under
which the combination product or
constituent part received marketing
authorization. In addition to these
application-type based reporting
requirements, the final rule requires
combination product applicants to
submit additional specified reports
based on the constituent parts included
in the combination product (e.g.,
malfunction reports if the combination
product includes a device, field alert
reports if it includes a drug, and
biological product deviation reports if it
includes a biological product). The final
rule requires constituent part applicants
to share certain postmarketing safety
information they receive with one
another. The rule also specifies how
combination product and constituent
part applicants must submit
postmarketing safety reporting
information to the Agency and what
records they must maintain.

The Agency received 16 sets of
comments on the proposed rule.
Commenters largely sought clarification
of the scope of the proposed rule, how
reporting requirements, timelines, and
reporting standards from the underlying
regulations for drugs, devices, and
biological products apply, and how and
what information must be shared
between constituent part applicants.
Several commenters, while supporting
rulemaking to address postmarketing
safety reporting for combination
products, recommended alternative
approaches. After considering the
comments received on the proposed
rule, the Agency has made clarifications
and other revisions in the final rule to,
among other things: (1) Clarify that the
final rule applies only to combination
product and constituent part applicants;
(2) clarify when a single report may
suffice to comply with more than one
reporting requirement; and (3)
incorporate biological product deviation
reporting and device correction and
removal reporting requirements
applicable to combination product
applicants.

Legal Authority

The legal framework underlying this
final rule is twofold. The first aspect is
that drugs, devices, and biological
products do not lose their discrete
regulatory identities when they become
constituent parts of a combination
product. In general, the postmarketing
safety reporting requirements specific to
each constituent part of a combination
product also apply to the combination
product itself. Although the constituent
parts of combination products retain
their regulatory identities, the Federal
Food, Drug, and Cosmetic Act (FD&C
Act) also recognizes combination
products as a category of products that
are distinct from products that are solely
drugs, devices, or biological products.
FDA has the authority to develop
regulations to ensure sufficient and
appropriate ongoing assessment of the
risks associated with combination
products.

The second aspect of the framework is
founded on the postmarketing safety
reporting regulatory scheme associated
with the application under which the
combination product received
marketing authorization, plus any
applicable requirements associated with
the additional six specified report types
listed in this rule. Although similar in
effect to the first aspect of the
framework, this aspect is based on the
legal authority FDA used to issue each
of its existing regulations for
postmarketing safety reporting for drugs,
devices, and biological products.
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Costs and Benefits

The final rule will generate one-time
administrative costs from reading and
understanding the rule, assessing
current compliance, modifying existing
standards of practice, changing storage
and reporting software, and training
personnel on the requirements under
this rule. Firms that do not currently
comply with the reporting requirements
identified in 21 CFR 4.102(c) of this rule
will also incur annual reporting costs
from the submission of field alert
reports, 5-day reports, 15-day reports,
malfunction reports, correction or
removal reports, and biological product
deviation reports. The annualized total
costs of the rule are between $1.36 and
$2.68 million at a 7 percent discount
rate and between $1.35 and $2.65
million at a 3 percent discount rate.

The final rule will benefit firms
through reduced uncertainty about the
reporting requirements for their specific
combination product and through
decreased duplicative reporting. The
final rule will also benefit public health
by helping to ensure that important
safety information is submitted and
directed to the appropriate Agency
components, so that the Agency may
receive and review this information in
a timely manner.

I. Background

As set forth in 21 CFR part 3, a
combination product is a product
comprised of a drug and a device; a
device and a biological product; a
biological product and a drug; or a drug,
a device, and a biological product. A
combination product includes the
following: (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 biological 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
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 (a type of “cross-labeled”
combination product); or (4) any
investigational drug, device, or
biological product packaged separately
that, according to its proposed 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 (another type of
““cross-labeled”” combination product).?
For purposes of this rulemaking and
consistent with 21 CFR 4.2, the drugs,
devices, and/or biological products
included in a combination product are
referred to as “constituent parts” of the
combination product.

A. Rationale for Rulemaking

In the proposed rule (74 FR 50744 at
50745 to 50751, October 1, 2009), FDA
described its rationale and goals for the
proposed rulemaking. To date, the
Agency has not issued regulations on
postmarketing safety reporting (PMSR)
specifically for combination products.
Instead, the Agency has applied
provisions to combination products
from the PMSR regulations applicable to
the constituent parts of the combination
product (i.e., the reporting requirements
specific to drugs, devices, and biological
products). These requirements for drugs,
devices, and biological products share
many similarities and have a common
underlying purpose, namely to protect
the public health by ensuring a
product’s continued safety and
effectiveness once placed on the market.
However, each set of regulations has
certain reporting standards and
timeframes with unique requirements
based in part on the characteristics of
the type of product.

FDA held a public hearing on
November 25, 2002, entitled “FDA
Regulation of Combination Products”
(Ref. 1) and a public workshop on July
8, 2003, entitled “Innovative Systems
for Delivery of Drugs and Biologics:
Scientific, Clinical and Regulatory
Challenges” (Ref. 2) to discuss
postmarketing safety reporting, among
other issues pertaining to combination
products. In developing the proposed
rule, we carefully considered the
comments offered by stakeholders,
including written comments submitted
to the docket that we opened to
facilitate further input on combination
product issues. Two common themes

1 As discussed in response to Comment 1, this
rule addresses only PMSR requirements for
combination products that have received marketing
authorization. It does not describe reporting
requirements for investigational combination
products.

from the comments were the need for
consistency in postmarketing safety
reporting requirements for combination
products and the importance of
avoiding unnecessarily duplicative
reporting. Some stakeholders suggested
that FDA consider developing an
entirely new postmarketing safety
reporting scheme for combination
products, but we concluded that
because of the broad similarities in the
postmarketing safety reporting
regulations for drugs, devices, and
biological products and industry’s
familiarity and experience with current
postmarketing safety reporting
requirements, the most appropriate
approach would be to rely on existing
rules and to explain how to comply
with them.

FDA is issuing this final rule to
ensure appropriate and consistent
PMSR requirements for combination
products that have received FDA
marketing authorization by describing
how combination product applicants
and constituent part applicants must
comply with the PMSR regulations for
drugs, devices, and biological products,
and also to eliminate unnecessary PMSR
requirements for such combination
products.

B. The Proposed Rule

Entities subject to the proposed rule
included those subject to PMSR duties
under 21 CFR parts 314, 600, 606, and
803, except for user facilities and
distributors as defined under part 803.

Those four sets of regulations
expressly address PMSR for: (1) Drugs
(part 314); (2) biological products (parts
600 and 606); and (3) devices (part 803).
These sets of regulations have certain
similarities. For example, the PMSR
regulations for biological products,
devices, and drugs each requires reports
of death and other serious adverse
events; each provides for expedited
reporting for certain types of safety
events; and each provides for followup
and non-expedited reports. However,
there are also certain significant
differences in these sets of regulations
designed, in part, to address the distinct
characteristics and potential safety
issues related to a particular type of
product (i.e., drug, device, and
biological product).

Accordingly, we proposed to require
that entities comply with the PMSR
requirements associated with the
combination product’s application type
(e.g., requirements under part 314 for a
combination product approved under a
new drug application (NDA), or under
part 803 for a combination product
approved under a premarket approval
application (PMA)) and also comply
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with certain specified additional
reporting provisions that are not
associated with that application type
but are associated with a constituent
part(s) of the combination product. The
additional reporting requirements
specified in the proposed rule were: (1)
5-Day reports under § 803.53; (2) device
malfunction reports under § 803.50; (3)
15-day “alert reports” for drugs and
biological products under §§ 314.80 and
600.80; (4) field alert reports for drugs
under § 314.81; and (5) expedited blood
fatality reports under § 606.170. The
Agency identified these five types of
reports as addressing particular safety
issues related to the type of article
(drug, biological product, and device)
and, therefore, appropriate to apply to
combination products that include that
type of article regardless of the
application type for the combination
product, to ensure consistent and
appropriate PMSR for the combination
product.

The proposed rule also addressed
circumstances in which the constituent
parts of a combination product are
marketed under separate applications,
or are legally marketed by different
reporters without separate applications.
For constituent parts marketed under
separate applications, we proposed that
the reporter must comply with the
reporting requirements associated with
that application type. In addition, we
proposed for constituent parts marketed
under separate applications held by
different entities or legally marketed by
separate entities without an approved or
cleared marketing application, that each
of these entities would have a duty to
share within 5 calendar days
information it receives about the event,
either with the other entity or entities
for the combination product or with
FDA. We further proposed that entities
that receive postmarketing safety
information from another such entity,
would have to investigate the event and
comply with applicable reporting
obligations under the rule.

We proposed that reporters submit
their reports and maintain records for
them in accordance with the
requirements of the underlying
regulations from which the reporting
duty arises (parts 314, 600, 606, or 803).

Following publication of the proposed
rule, FDA participated in a workshop on
January 21, 2010, entitled
“Understanding Implications of the
Postmarket Safety for Combination
Products Proposed Rule,” sponsored by
the Advanced Medical Technology
Association, the Combination Products
Coalition, and the Regulatory Affairs
Professional Society. At this workshop,
the Agency provided a summary of the

proposed rule, and stakeholders then
worked in groups to identify issues on
which to comment.

II. Overview of the Final Rule

The final rule follows the approach
presented in the proposed rule, with
certain simplifications, clarifications,
additions, and other changes, generally
made in light of comments received, as
described in sections II.A through II.F.
The goal of the final rule remains the
same as for the proposed rule, to ensure
consistent and appropriate
postmarketing safety reporting for
combination products, while enabling
this reporting to be as efficient as
possible. Accordingly, this rulemaking
seeks to apply those postmarketing
safety reporting requirements to
combination products necessary to
ensure their safety and effectiveness,
clarify how to comply with reporting
requirements applicable to combination
products, and enable efficiencies
including submission of a single report
if multiple reporting duties apply to an
event. Following is a section-by-section
overview of the final rule, and then a
summary chart of the requirements
presented in the rule.

A. Section 4.100—What is the scope of
this subpart?

The scope of the rule remains largely
the same as proposed. As in the
proposed rule, §4.100(a) reflects that
the rule describes PMSR requirements
for combination products. We have
revised §4.100(a) to clarify that the rule
only applies to “combination product
applicants” and ‘“‘constituent part
applicants” (as defined in §4.101); this

rule does not apply to any other entities.

We have also revised §4.100(b) to
clarify that the rule does not apply to
investigational combination products or
to combination products that have not
received marketing authorization. We
have eliminated proposed §4.102 as
that section was largely duplicative of
proposed §4.100.

B. Section 4.101—How does FDA define
key terms and phrases in this subpart?

We eliminated unnecessary
definitions, including terms not used in
this final rule. We also simplified
certain definitions, using cross-
references to definitions provided in
other provisions of Title 21 of the CFR
without restating those definitions. We
made these changes for clarity and to
minimize the need for amendments to
this rule if a change is made in the

future to the terminology or definitions
in the cross-referenced provisions.2

The final rule newly includes
definitions for “biological product
deviation report” (BPDR) (by reference
to §§600.14 and 606.171), and
“correction or removal report” (by
reference to 21 CFR 806.10), because the
final rule incorporates these reporting
requirements as discussed in relation to
§4.102(c) in section II.C. Similarly, we
added a definition for ‘“Product
Development Protocol” (PDP) (by
reference to section 515(f) of the FD&C
Act (21 U.S.C. 360e(f))) and de novo
classification request (by reference to
section 513(f)(2) of the FD&C Act (21
U.S.C. 360c(f)(2))) because the final rule
addresses these types of applications.

In addition, we included definitions
for “applicant”, “combination product
applicant”, “constituent part
applicant”, and “device application” to
help clarify which entities are subject to
which duties under this rule.
Specifically, we clarified that an
applicant is the person holding an
application under which a combination
product or constituent part has received
marketing authorization, and that there
is a combination product applicant if
there is one applicant that either holds
the application for a combination
product or, holds the applications for
each constituent part if the constituent
parts of the combination product are
marketed under separate applications
(as could be the case for the constituent
parts of a cross-labeled combination
product). We also clarified that a
constituent part applicant is the
applicant for a constituent part of a
combination product the constituent
parts of which marketed under
applications held by different
applicants. We defined the term “device
application” to mean a PMA, PDP,
humanitarian device exemption (HDE),
de novo classification request (request
for classification under section 513(f)(2)
of the FD&C Act), or premarket
notification (510(k)) submission, so that
we could simplify and clarify the rule
by using this term to refer to all such
submission types, rather than listing
them each, where appropriate in the
rule.

2We understand that provisions cross-referenced
in this rule may be revised in the future, and we
want to ensure that it is clear that those provisions
as revised continue apply to combination products
under this rule, without having to amend this rule
each time to provide such clarity. However, if the
Agency determines that a future revision to a cross-
referenced provision is not appropriate to apply to
combination products under this rule, or its
application to combination products is unclear
under this rule, we intend to amend this rule or
otherwise clarify.
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C. Section 4.102—What reports must
you submit to FDA for your combination
product or constituent part?

The requirements listed in §4.102
include those that were in §4.103 of the
proposed rule with certain adjustments
and additional requirements to address,
in part, comments received on the
proposed rule.

Specifically, we have eliminated the
requirement to comply with blood
fatality reporting requirements as
described in § 606.170 for combination
products that received marketing
authorization under an application
other than a biologics license
application (BLA). We have also revised
the requirement for all combination
product applicants to submit 15-day
reports as described in §§ 314.80 and
600.80, to permit these reports to be
submitted within 30 days rather than 15
days for combination products that
received marketing authorization under
a device application.

In addition, we have incorporated
BPDR and correction and removal
reporting requirements for combination
product applicants to ensure that the
issues addressed by these reporting
requirements, for biological products
and devices, respectively, are also
addressed for combination products that
include these types of constituent parts.
We have also made other adjustments in
§4.102 for clarity.

Following is a description of § 4.102
as finalized, including explanations of
changes from §4.103 of the proposed
rule.

1. Section 4.102(a)

A new §4.102(a) clarifies that all
applicants must comply with the
applicable PMSR requirements with
respect to their product. A constituent
part applicant must comply with
applicable requirements for the
constituent part it is marketing, and a
combination product applicant must
comply with applicable requirements
for the combination product it is
marketing.

2. Section 4.102(b)

As in §4.103(a) of the proposed rule,
§4.102(b) lists the PMSR requirements
that apply based on the application type
for the product. Section 4.102(b)
clarifies that combination product
applicants and constituent part
applicants must comply with the
requirements identified under
§4.102(b)(1) through (3) that are
applicable based on their product’s
application type. In addition, § 4.102
clarifies that this rule does not require
a combination product applicant to

submit multiple reports relating to the
same event when one report could be
used to satisfy both §4.102(b) and (c).
Specifically, if the applicant has
submitted one type of report and that
report: Includes all of the information
that would also be required in another
type of report; is required to be
submitted in the same manner under
this rule as that other report; and is
submitted within applicable deadlines,
the submission of the single report will
be considered to satisfy both reporting
obligations.

The requirements of § 4.102(b) are as
follows:

a. Section 4.102(b)(1). Combination
product applicants and constituent part
applicants must comply with the PMSR
requirements under parts 803 and 806 if
their product received marketing
authorization under a device
application.

b. Section 4.102(b)(2). Combination
product applicants and constituent part
applicants must comply with the PMSR
requirements under part 314 if their
product received marketing
authorization under an NDA or
abbreviated new drug application
(ANDA).

c. Section 4.102(b)(3). Combination
product applicants and constituent part
applicants must comply with the PMSR
requirements under parts 600 and 606 if
their product received marketing
authorization under a BLA.

3. Section 4.102(c)

This provision applies only to
combination product applicants, not to
constituent part applicants. It states
which requirements combination
product applicants must meet in
addition to those associated with the
product’s application type, to ensure
consistent and appropriate PMSR for
combination products. Like § 4.102(b), it
also states how applicants can submit a
single report to comply with multiple
reporting requirements.

As indicated previously, §4.102(c)
does not require blood fatality reporting
for combination products that received
marketing authorization under a device
application, NDA, or ANDA, and
permits combination product applicants
for combination products that received
marketing authorization under a device
application to submit 15-day reports
within 30 days rather than 15 days.

We removed the requirement under
this rule to make blood fatality reports
for combination products that received
marketing authorization under a device
application, NDA, or ANDA, because
facilities at which such events occur are
currently required to make blood fatality
reports irrespective of the type of

application under which the product
received marketing authorization.
Because these facilities must make such
reports, we concluded that it would be
unnecessary for a combination product
applicant (who is not also the operator
of the facility) to report the same
information as well.

In light of comments received (as
discussed more fully in response to
Comments 7, 8, 10), we modified the 15-
day report requirement to permit these
reports to be made within 30 days for
combination products that received
marketing authorization under a device
application. We made this change based
on several factors, including the
following. We determined that the
Agency would continue to be able to
respond in a timely manner to these
reports if submitted within 30 days
rather than 15 days for such
combination products. Further, we
determined that permitting such reports
to be made within 30 days would enable
better alignment of reporting for device-
led combination products because this
timing would be consistent with the
timing for submission of medical device
reports. This alignment could be
expected to improve the efficiency,
clarity and completeness of reports for
this class of combination products and
to eliminate unnecessary complexity
and potential for confusion.3

Section 4.102(c) includes additional
reporting requirements not in the
proposed rule to address specific safety
concerns related to medical devices and
biological products. Combination
product applicants must submit
correction and removal reports as
described in § 806.10 and comply with
related recordkeeping requirements as
described in § 806.20 for combination
products that include a device
constituent part; and combination
product applicants must submit BPDRs

3 We considered whether to make a
corresponding change for combination products
that received marketing authorization under an
NDA or ANDA (drug-led combination products) or
under a BLA (biologic-led combination products),
to require that malfunction reports be submitted
within 15 days to align with the deadline for 15-
day reports, in the interest of simplifying and
clarifying requirements for such combination
product applicants as well. However, we
determined that the nature of events triggering, and
the information required for, malfunction reports
might make it difficult to provide a meaningful
report within 15 days in some cases. As indicated
in the final rule, if an event triggers both a 15-day
report and a malfunction report for such a
combination product, the combination product
applicant can opt to comply with both reporting
requirements in a single report submitted within 15
days. If the applicant determines that additional
time is needed to investigate the device
malfunction, the applicant can submit a followup
report to the initial 15-day report with the
additional information.
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as described in §§600.14 and 606.171
for combination products that include a
biological product constituent part.
Having considered the unique safety
issues that these additional
requirements address in light of
comments received, we concluded that
this rule should ensure that these
additional requirements are addressed
by all combination product applicants
for combination products that include
constituent parts to which these
requirements relate.

In many cases, correction and removal
reporting requirements arise in relation
to manufacturers’ recalls in response to
adverse events that may also trigger
medical device reporting requirements
under part 803. In such cases,
submission of a medical device report
(MDR) that contains all the information
required by part 806 will suffice to
comply with both sets of reporting
requirements. Under § 806.10(f), no
separate correction or removal report is
required to be submitted if a report of
the correction or removal has been
submitted under part 803. However, in
some instances, a correction or removal
will not be associated with a reportable
adverse event, or the action that a
manufacturer takes in response will not
trigger a 5-day reporting requirement,
but the action must still be reported as
described in part 806 to ensure, in part,
appropriate coordination between the
manufacturer and the Agency. In such
cases, the correction or removal report
currently should be submitted to the
appropriate Agency field office.

Further, some corrections and
removals may not trigger reporting
requirements under part 803 or part 806,
but may trigger recordkeeping
requirements under part 806, and these
recordkeeping requirements must be
satisfied for combination products that
include a device constituent part.
Accordingly, we have incorporated the
correction and removal reporting and
recordkeeping requirements under
§4.102(c) to ensure that combination
product applicants comply with these
requirements.

With respect to BPDRs, as discussed
more fully in response to Comment 13
in section III, we concluded that these
reports are akin to field alert reports for
drugs, and that it was important for
BPDRs to be submitted for combination
products that include biological product
constituent parts to enable the applicant
and the Agency to address the deviation
in a timely, appropriate manner.
Further, we note that in most instances,
a biological product deviation that is
reportable under §§ 600.14 and 606.171
is not associated with an adverse
experience. Accordingly, we have

included in §4.102(c) BDPR
requirements for all combination
product applicants whose combination
products contain a biological product
constituent part.

The requirements applicable to
combination products applicants under
§4.102(c) are now specified as follows:

a. Section 4.102(c)(1). Combination
product applicants whose combination
products received marketing
authorization under a BLA, NDA, or
ANDA and include a device constituent
part must also submit: (i) 5-Day reports
as described in §§803.3 and 803.53 and
supplemental or followup reports as
described in § 803.56; (ii) Malfunction
reports as described in § 803.50 and
supplemental or followup reports as
described in § 803.56; and (iii)
Correction or removal reports as
described in § 806.10 and comply with
recordkeeping requirements as
described in § 806.20.

b. Section 4.102(c)(2). Combination
product applicants whose combination
products received marketing
authorization under a BLA or a device
application and include a drug
constituent part must also submit: (i)
Field alert reports as described in
§314.81 and (ii) 15-day reports and
followup reports as described in
§ 314.80, within 30 calendar days
instead of 15 calendar days if the
combination product received
marketing authorization under a device
application.

c. Section 4.102(c)(3). Combination
product applicants whose combination
products received marketing
authorization under an NDA, ANDA, or
device application, and include a
biological product constituent part must
also submit: (i) BPDRs as described in
§§600.14 and 606.171 and (ii) 15-day
reports and followup reports as
described in § 600.80, within 30
calendar days instead of 15 calendar
days if the combination product
received marketing authorization under
a device application.

4. Section 4.102(d)

This provision replaces and has been
revised as compared to proposed
§4.103(c) to: (a) Clarify that it applies
only to combination product applicants;
(b) identify the content expected in
periodic safety reports for combination
products that received marketing
authorization under an NDA, ANDA, or
BLA; and (c) provide that additional
reporting is required for combination
products that received marketing
authorization under a device
application only upon notification by
the Agency if the Agency determines
additional or clarifying safety

information is required to protect the
public health. Section 4.102(d) has two
paragraphs stating the following
requirements:

a. Section 4.102(d)(1). Combination
product applicants for combination
products that received marketing
authorization under an NDA, ANDA, or
BLA must include in their periodic
safety reports, in addition to
information required under § 314.80 or
600.80, respectively, a summary and
analysis of reports that the applicant
submitted in accordance with
§4.102(c)(1)(i) and/or (ii) (5-day and
malfunction reporting requirements).

b. Section 4.102(d)(2). Combination
product applicants for combination
products that received marketing
authorization under a device
application do not have to make
periodic reports under this rule but
must submit additional reports
regarding postmarketing safety events in
accordance with written requests by the
Agency that will be made only if the
Agency determines that protection of
the publi