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III. NOTIFYING FDA OF A PERMANENT
DISCONTINUANCE OR AN INTERRUPTION IN
MANUFACTURING.

Under section 506C of the FD&C Act and FDA’s
regulations, certain persons must notify FDA of (1) a
permanent discontinuance in the manufacture of
certain finished drug and biological products, (2) an
interruption in the manufacture of certain finished
drug and biological products that is likely to lead to a
meaningful disruption (or, in the case of blood or
blood components intended for transfusion, a
significant disruption10) in supply of those products
in the United States, (3) a permanent discontinuance
in the manufacture of API for certain finished drugs
and biological products, or (4) an interruption in the
manufacture of API for certain finished drugs and
biological products that is likely to lead to a
meaningful disruption in the supply of the API for
those products. Notifications under section 506C must
include disclosure of reasons for the discontinuation
or interruption. The sections below describe the
notification requirements under section 506C in
greater detail and provide recommendations about the

notifications, including the timing and contents.

A. Who Must Notify FDA and What Products are
Subject to the Notification Requirements.

The persons who must submit notifications under
section 506C (collectively referred to in this guidance
as manufacturers) are as follows:

* Applicants with approved new drug applications
(NDAs) or approved abbreviated new

drug applications (ANDAs) for certain finished drug
products

* Applicants with approved biologics license
applications (BLAs) for certain finished biological
products other than blood or blood components

* Applicants with approved BLAs for blood or blood

components for transfusion that manufacture a
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significant percentage of the U.S. blood supply

» Manufacturers of certain finished drug products
marketed without approved NDAs or ANDAs1

The notification requirement regarding
discontinuances and interruptions in manufacturing of
APTI under section 506C of the FD&C Act applies only
to the manufacturers that are listed above; other
entities in the supply chain for a drug, including third-
party API manufacturers and suppliers, are not

required to submit such notifications.

The finished products for which notifications must be
submitted under section 506C of the FD&C Act
(referred to in the guidance as covered finished
products) are prescription drugs and biological
products (including blood or blood components for
transfusion) that are (1) life supporting, life sustaining,
or intended for use in the prevention or treatment of a
debilitating disease or condition, including any such
product used in emergency medical care or during
surgery or any such drug that is critical to the public
health during a public health emergency declared by
the Secretary under section 319 of the Public Health
Service Act; and (2) not radiopharmaceutical drug
products or any other products designated by FDA. In
addition, the manufacturers listed above must submit
notifications under section 506C of the FD&C Act for
API of covered finished products.

In general, the notification requirements for covered
finished products apply to each individual
manufacturer regardless of market share, number of
other manufacturers marketing products that are
therapeutically equivalent, or the amount of product
that may be in distribution. Similarly, with respect to
notifications for an API of a covered finished product,
FDA recommends that a manufacturer consider its
current API manufacturer’s supply of the AP,
regardless of the API manufacturer’s market share, the
number of other API manufacturers marketing the
same or similar APIs, or the amount of the API that
may be in distribution. If a manufacturer is not certain

whether the notification requirements under section
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506C of the FD&C Act apply to the products it
manufactures or the API(s) for the products it
manufactures, we recommend that the manufacturer
contact the Agency as described in section III.E

below.

In the case of a covered finished product that is
marketed under an approved application and API for
such a product, the applicant is solely responsible for
submitting notifications to FDA under section 506C of
the FD&C Act concerning the covered finished
product or API for the covered finished product,
regardless of whether the product or API is
manufactured by the applicant itself or for the
applicant under contract with one or more different
entities. Accordingly, the applicant should establish a
process with any third-party API suppliers, any
relevant contract manufacturers, and other relevant
entities to ensure that the applicant can provide a
complete and accurate notification to FDA within the
required time frame. Likewise, for a covered finished
drug product marketed without an approved NDA or
ANDA, the manufacturer should establish a process
with any third-party API suppliers, any relevant
contract manufacturers, and other relevant entities to
ensure the manufacturer can provide complete and
accurate notification to FDA within the required time

frame.

B. When To Notify FDA.

In general, manufacturers of covered finished products
must submit a notification to FDA at least 6 months in
advance of (1) a permanent discontinuance in
manufacturing of a covered finished product, (2) an
interruption in manufacturing of a covered finished
product that is likely to lead to a meaningful
disruption in supply of the product in the United
States, (3) a permanent discontinuance in
manufacturing of API for a covered finished product,
or (4) an interruption in manufacturing of API for a

covered finished product that is likely to lead to a
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meaningful disruption in supply of the API for the
product.

However, if 6 months’ advance notice is not possible,
the notification must be submitted as soon as
practicable thereafter; furthermore, a notification
concerning a permanent discontinuance or interruption
in manufacturing of a covered finished product must
be submitted no later than 5 business days after the
discontinuance or interruption in manufacturing
occurs.

For covered finished products and API, FDA
interprets a permanent discontinuance to be a decision
by its manufacturer to cease manufacturing and
distributing its product indefinitely for business or
other reasons. Notification must be provided within
the time frame described above. Upon receiving such
notifications, FDA assesses the potential public health
impact of the reported discontinuance and, if
appropriate, may request further discussion with the
reporting manufacturer. With respect to covered
finished products in particular, to the extent possible,
manufacturers should not delay notifying FDA of a
permanent discontinuance until after production has
ceased; FDA should be notified well before any

decline in supply occurs.

In the case of interruptions in manufacturing of a
covered finished product, when assessing whether a
meaningful disruption in supply is likely to occur, the
relevant analysis is whether a change in production is
likely to lead to a reduction in the supply of a product
by the manufacturer that is more than negligible and
would affect the manufacturer’s ability to fill orders or
meet expected demand for its product.

In other words, the assessment is to be based solely
on the reporting manufacturer’s capacity and supply.
The manufacturer should not consider other
manufacturers’ or competitors’ capacities or assumed
capacities, or what it understands about market
demand for the product.

To the extent it is possible to do so, manufacturers

must notify FDA of an interruption in manufacturing
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that is likely to lead to a meaningful disruption in their
own supply of the covered finished product in the
United States prior to the interruption’s occurrence.

In all cases, manufacturers should notify the Agency
before a meaningful disruption in their own supply of
a covered finished product occurs. For example, FDA
should not first learn of a meaningful supply
disruption resulting from an interruption in
manufacturing when a manufacturer is unable to fill
an order. Note that after providing the initial
notification of an interruption in manufacturing of a
covered finished product under section 506C of the
FD&C Act, FDA recommends that manufacturers
provide updates approximately every 2 weeks on the
situation, including the expected timeline for resuming
normal operations, even if the status remains
unchanged. These updates are important to ensure that
FDA remains informed and can act on the most
current information. We recommend that such updates

be submitted until the situation has been resolved.

If a manufacturer is unsure of whether to notify FDA
of an interruption in manufacturing because the firm
does not know whether it is likely to lead to a
meaningful disruption in its supply, FDA urges the
manufacturer to submit a notification anyway. This
would allow FDA to monitor the overall market and
take timely steps, as necessary, to help prevent or
mitigate any resulting shortage. In addition, if a
manufacturer is considering taking an action that may
lead to a meaningful disruption in the supply of a
product (e.g., holding production to investigate a
quality issue or transfer of ownership), FDA requests
that the manufacturer notify FDA immediately
through the process explained below in section III.LE
In the case of interruptions in manufacturing of API, a
covered finished product manufacturer is required to
notify FDA of interruptions in the manufacture of the
API of such products that are likely to lead to a
meaningful disruption in the supply of API. When
assessing whether a meaningful disruption is likely to

occur in this context, the manufacturer should
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consider whether a change in production of the API is
likely to lead to a reduction in the supply of API by
the API supplier that is more than negligible and
would affect the API supplier’s ability to fill orders or
meet expected demand for the API. As noted in
section III.A, to ensure the manufacturer is able to
satisfy the notification requirement with respect to
API, manufacturers should establish a process to
ensure they receive sufficient, timely information

about changes in production of their supplier’s APL

As described above, the notification requirements
under the FD&C Act and FDA’s regulations are
triggered by a permanent discontinuance or an
interruption in manufacturing that is likely to lead to a
meaningful disruption in supply of certain finished
drugs or biological products or API for those products.
However, FDA requests that manufacturers also notify
the Agency when they are unable to meet demand for
covered finished products, even in the absence of an
interruption in manufacturing, for example, when
there is a sudden, unexpected spike in demand.
Though manufacturers are not required to report this
type of situation to FDA, reporting under these
circumstances provides an important signal to the
Agency about a potential shortage and allows FDA to
take appropriate steps to address the potential
shortage.

C. What Information To Include in Notifications
About Discontinuances or Interruptions in
Manufacturing of Covered Finished Products.
Under section 506C of the FD&C Act and FDA’s
regulations, notifications concerning a permanent
discontinuance or interruption in the manufacture of a
covered finished product that is likely to lead to a
meaningful disruption in supply must include, at a
minimum:

» Name of the product, including the National Drug
Code (NDC) number, or, for biological products, an
alternative standard for identification and labeling if

one has been recognized as acceptable by the Center
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Director.

* Name of the applicant (for approved products) or
manufacturer (for unapproved drugs).

» Whether the notification relates to a permanent
discontinuance of the product or an interruption in
manufacturing of the product.

* Description of the reason(s) for the discontinuation
or interruption in manufacturing.

* The estimated date of onset of the interruption in
manufacturing or supply disruption for this product. If
a supply disruption has already occurred, provide the
estimated duration.

* The anticipated time frame for all existing product
(on hand and in distribution channels) to be exhausted
if the notification is for a permanent discontinuance.

* The estimated market share for the product and
whether the entire market share is affected by this
issue.

* The estimated volume of historic monthly sales,
usage, or demand, as applicable, for this product.

* Whether the product is manufactured on multiple
lines or in multiple facilities.

* Amount of current inventory of product at the
manufacturing facility or warehouse.

» If the notification is for an interruption in
manufacturing, the date when the last remaining batch
of finished product was or will be released into
distribution and how long the supply is expected to
last in the market without additional releases based on
current demand.

* Whether there is an emergency or reserve supply of
this product and whether allocation of supply on hand
or reserve supply is an option.

* Whether a redundancy risk management plan that
identifies and evaluates risks to the supply of the drug
is in place.

» Whether public information has been provided or
will be provided for stakeholders and patients
regarding this actual or potential shortage (e.g., Dear
Healthcare Provider (DHCP) Letters, supply or
shortage information posted on the manufacturer’s

website).
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* Whether a proposal is available for FDA to review
that may help to expedite availability of the product or
suggestions for FDA actions that may help prevent or
mitigate a supply disruption or shortage.
Manufacturers need not have all of these additional
details available before submitting a notification;
notifications can be updated at any time to include
such additional information.

Manufacturers must provide initial notification within
the timeframe described in section 506C(b) of the
FD&C Act and applicable regulations (see section
II1.B for further discussion), and FDA recommends
that manufacturers update their notifications with
additional information as it becomes available. As
described further in section IV below, information that
is submitted to FDA will not be disclosed except in
accordance with applicable disclosure law, which
includes restrictions on the release of confidential
commercial information and trade secrets. If FDA
determines that a product is in shortage, the Agency
intends to work with manufacturers to confirm the
accuracy and appropriateness of information regarding
the shortage before posting publicly on FDA’s

website.

D. What Information to Include in Notifications About
Discontinuances or Interruptions in Manufacturing of
API

Under section 506C of the FD&C Act, notifications
concerning API must include, at a minimum:

* Disclosure of reasons for the discontinuation or
interruption in manufacturing of the AP

* Source of the API and any alternative sources for the
API known by the finished product manufacturer.

» Expected duration of an interruption in
manufacturing of the APL.

To ensure these notifications provide information that
is helpful to FDA in assessing potential for a supply
disruption or shortage, we recommend that
manufacturers also include the additional information
outlined below:

* Name(s) of the finished product(s) for which the API
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is used, including the NDC number(s), or, for
biological products, an alternative standard for
identification and labeling if one has been recognized
as acceptable by the Center Director.

* Name of the application holder (for approved
products) or manufacturer (for unapproved drugs) of
the covered finished product(s) for which the API is
used.

* Number of any drug master file associated with the
APL

» Whether the notification relates to a permanent
discontinuance of the API or an interruption in
manufacturing of the API.

Estimated date of onset of the interruption in
manufacturing or supply disruption for the APL. If a
supply disruption has occurred, provide the estimated
duration.

* Whether the discontinuance or interruption in
manufacturing of the API has impacted or is expected
to impact the supply of the covered finished product
or ability to fill orders for the covered finished

product.

E. How To Notify FDA.

Manufacturers of covered finished products regulated
by CDER should submit initial notifications about
such products and API for such products either via
email to drugshortages@fda.hhs.gov or through the
CDER Direct NextGen Portal at https://edm.fda.gov.
Manufacturers of covered finished products regulated
by CBER should submit initial notifications about
such products and API for such products via email to
cbershortage@fda.hhs.gov. All additional updates
should be submitted by email to the applicable Center
(CDER or CBER), not through the NextGen Portal.

Manufacturers should submit a separate notification
for each permanent discontinuance or interruption in
manufacturing. A single initial notification may
include a list of all affected covered finished products
or API. Manufacturers should not provide notification

about a newly affected product (e.g., a new strength)
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in an update, even if the issue is related to a
previously reported interruption in manufacturing.
Rather, a separate initial notification should be
submitted to ensure the newly affected product is
tracked appropriately. In addition, as explained in
section II, notifications submitted to FDA to satisfy
other reporting requirements (e.g., under section 5061
of the FD&C Act) are not a substitute for the

notifications required under section 506C.

F. Failure To Notify FDA

If a manufacturer fails to provide notification with
respect to covered finished products or API, as
required by section 506C(a) of the FD&C Act and in
accordance with the timelines set forth in section
506C(b) and the implementing regulations, FDA will
issue a letter to that manufacturer stating that the
applicable notification requirement was not met (a
“noncompliance letter”).

Note that if FDA determines that an applicant
experienced a reportable interruption in manufacturing
that it could not reasonably anticipate 6 months in
advance, but the applicant failed to notify FDA “as
soon as practicable,” FDA will issue a noncompliance
letter. The manufacturer must respond to FDA’s letter
not later than 30 calendar days after its issuance,
providing the reason for noncompliance and the
information on the discontinuance or interruption
required under section 506C(a) of the FD&C Act.
Not later than 45 calendar days after the issuance of
the noncompliance letter to the manufacturer, FDA
will post that letter and any response received on
FDA’s website, with appropriate redactions to protect
trade secrets or confidential commercial information.
However, FDA will not post the noncompliance letter
and any response it receives if the Agency determines
that the noncompliance letter was issued in error or,
after review of the manufacturer’s response, that the
manufacturer had a reasonable basis for not notifying

FDA as required.

IV. HOW FDA COMMUNICATES INFORMATION
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ABOUT DRUGS AND BIOLOGICAL PRODUCTS
IN SHORTAGE.

Consistent with section S506E of the FD&C Act (21
U.S.C. 356e) and FDA’s regulations, FDA maintains
public, up-to-date lists of finished drugs and
biological products that FDA has determined to be in
shortage in the United States.57 391 These lists
include:

* Established name of the product in shortage; brand
name of the product in shortage, if applicable; the
NDC number, presentation, strength(s), and package
size, as available

» Name of each application holder (for approved
products) or manufacturer (for unapproved drugs)

* Name of the distributor, if different from the
application holder (for approved products) or
manufacturer (for unapproved drugs)

* Reason for the shortage from the following
categories:5

Requirements related to complying with good
manufacturing practices

Regulatory delay

Shortage of an active ingredient

Shortage of an inactive ingredient component

Discontinuation of the manufacture of the product

Delay in shipping

Demand increase

Other reason
* Estimated duration of the supply disruption or
shortage, anticipated date of availability, and
resolution dates (based on information provided by the
manufacturer)
* Any additional information related to the shortage
that the manufacturer chooses to share (e.g., DHCP

letters, informed consent forms, or patient letters)

FDA updates its lists regularly and strives to
communicate in real-time so that patients and
healthcare providers have the most current
information on product shortages in the United States.
A product is added to the CDER- or CBER-

maintained list only after the Agency determines that
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it is in shortage; products are not added to the list(s)
immediately upon receipt of a notification regarding a
discontinuance or interruption in manufacturing. In
cases where a shortage does not occur or is prevented
through FDA or stakeholder intervention, the product
will not be posted on the list. FDA generally considers
a shortage to be resolved and removes the product
from the “current shortage” section of the list based on
an evaluation of the entire market, assessing whether
all backorders have been filled and supply is meeting
or exceeding demand. In making this evaluation, FDA
may consider, among other factors, affected market
share, ability of alternate manufacturers to cover the
demand, and confirmed market stabilization.

The Agency does not include confidential commercial
information or trade secrets in these lists.

In general, FDA works with manufacturers to confirm
the accuracy and appropriateness of information
before posting publicly on its website(s). FDA will
continue to post information on its website(s)
consistent with section S06E of the FD&C Act and
FDA’s regulations, regardless of any additional
information manufacturers provide to the Agency

based on the recommendations in this guidance.
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