
able foreign companies to more ade-
quately and effectively respond to FDA’s
concerns. The following eight lessons are
drawn from a review of foreign warning
letters issued between 2003 and 2007,
which discuss manufacturers’ responses.

Lessons for Responding
to Forms FDA-483
1.Understand the issues cited in the FDA-483,
and respond directly to them.

As a threshold matter, foreign medical
device manufacturers may benefit from so-
liciting regulatory and technical advice to
ensure the company understands precisely
the deficiencies FDA cited in the FDA-483
so any corrective action the company takes
is directly and fully responsive to FDA’s
concerns. Foreign medical device manu-
facturers that have limited experience deal-
ing with FDA frequently find they are
communicating with the agency at cross-
purposes. For example, in a warning letter
issued onApril 24, 2007, to a United King-
dom firm, FDA cited the company for fail-
ing to validate a process involving automated
machinery.7 The firm’s response to FDA-
483, however, provided information re-
garding the qualifications of its automated
machinery and did not address validation
of the process that employed the machin-
ery.8 In the warning letter, FDA stated that
the firm“confused process validation with
equipment qualification.”9

2. Response plans should go beyond sim-
ply correcting the observations by also ad-
dressing the underlying risks and concerns.

Two critical factors in addressing any
FDA observation are to determine if the
appropriate actions have been taken to ad-
dress the deficiency and to mitigate any
resulting risk to that or related products
or processes. In reviewing a company’s
response to FDA-483, FDA will consider
whether the change or changes should
have extended beyond the action taken to
address the specific problem.When further
action is deemed unwarranted, manufac-
turers should include an explanation as to
why the actions taken are sufficient to en-
sure product quality.

For example, in a warning letter issued
to a Taiwanese firm, FDA concluded that
the manufacturer’s response to the FDA-
483 was inadequate “because the firm’s
product modification procedure…does not

require validation of the change or provide
criteria when verification alone is appro-
priate.The firm did not provide justification
for not performing validation.”10 The firm’s
response left FDA unable to determine
whether the corrective actions taken were
adequate to address the underlying con-
cern and whether further actions were
unnecessary. Providing either a detailed ex-
planation of the adequacy of the corrective
action or conducting a more fulsome ac-
tion plan may have avoided the need for
FDA to issue a warning letter on this issue.

Similarly, in a warning letter issued on
July 17, 2007, FDA cited a Canadian firm
for “using [an] unapproved procedure…
for verification of product labeling,”noting
that during the inspection, the firm was in
the process of approving the procedure.11

FDA concluded that simply approving the
procedure was insufficient because“there
was no evaluation made for corrective and
preventive actions. Signing off on the cor-
rected SOP [standard operating procedure]
version does not resolve the issue; it is
merely a correction.”12 This highlights the
importance of considering what other ac-
tions may be appropriate to address obser-
vations in an FDA-483, beyond the
correction to the specific observation, and
explaining, in the response, the rationale for

taking or not taking such further actions.
FDA’s Regulatory Procedures Manual

further highlights the need for compre-
hensive and rigorous corrective action.13

The manual states that, in considering
whether to issue a warning letter, FDA
evaluates “the overall adequacy of the
firm’s corrective action and whether the
corrective action addresses the specific vi-
olations, related violations, related prod-
ucts or facilities, and contains provisions for
monitoring and review to ensure effective-
ness and prevent recurrence.”14 FDA’s
Quality System Inspection Technique
(QSIT) provides specific guidance on how
FDA conducts system audits and describes
the actions to consider when implement-
ing“a product or process change to correct
a reliability problem or to bring the product
into conformance with product specifica-
tions.”15 According to FDA’s QSIT guide,
specific actions to consider when review-
ing the adequacy of a product or process
change include “changes in component
supplier, training, changes to acceptance
activities, field action [i.e., recall] or other
applicable actions.”16 With any type of de-
ficiency, manufacturers should consider
how the deficiency ultimately affects prod-
uct quality and what other actions are ap-
propriate to address the deficiency.

3. Procedures included in a response should
provide a greater level of detail than would
otherwise be necessary.

In developing new procedures in re-
sponse to observations in an FDA-483, it is
important to understand the purpose of
the underlying regulation being cited by
FDA. It is essential to consult the appro-
priate regulations and guidance such as
FDA’s QSIT guide.17 It also is important to
consult with legal and technical experts to
ensure FDA’s regulations and guidance are
interpreted and implemented appropri-
ately.The new procedure should cover each
element of the applicable regulation, with
a level of detail that suggests the procedure
is not merely parroting the language of the
regulation.Themore concrete the details in
the procedure (as opposed to providing
only an abstract overview), the more valid
the procedure will appear to FDA.

Firms should describe new and modi-
fied procedures in sufficient detail to per-
mit FDA to confirm the adequacy of both
the procedure and its implementation. For
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Tips for Effectively Responding to a Form FDA-483
for Foreign Medical Device Manufacturers
Provide a detailed response plan, thorough documentation and translations.
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The manufacture of medical devices
abroad for import into the United
States presents regulatory risks and

challenges for foreign device manufactur-
ers and their U.S. importers.The U.S. Food,
Drug, and Cosmetic Act (FDCA) authorizes
the U.S. Food and Drug Administration
(FDA) to refuse admission of medical de-
vices to the United States that“appear”to
be adulterated or misbranded. As a result,
an FDA inspection that finds significant de-
ficiencies in a foreign manufacturer’s qual-
ity system can interrupt the importation of
medical devices into the United States.

Although FDA inspects approximately
5 percent of foreign Class II and Class III
medical device establishments each year,
as compared to 27 percent of domestic fa-
cilities,1 the chances that a foreign inspec-
tion will result in a warning letter are higher
than that for a U.S. manufacturer. Approx-
imately 40 percent of warning letters issued
to foreign manufacturers include notice of
conditions that support detention without
physical examination, otherwise known as
automatic detention. A foreign manufac-
turer that is under an automatic detention
order (or its shipper or importer) must
prove to FDA that its products are not
adulterated before those products can be
released by U.S. Customs.2 This has the ef-
fect of delaying or restricting the importa-
tion of the devices into the United States.

The higher rate and severity of warning
letters issued to foreign manufacturers may
be explained, in part, by the fact that the
FDCA imposes a higher standard for de-
vices that are imported into the United
States than for those manufactured do-
mestically. Section 801(a) of the FDCA3 re-
quires FDA to refuse admission of a device
into the United States if it “appears” that
the device is adulterated or misbranded.4

By comparison, the FDCA prohibits the in-
troduction or delivery in interstate com-
merce of a domestically manufactured

device that is adulterated or misbranded.
As a result of this difference in the statu-
tory standard, FDA investigators are per-
mitted to collect less documentary evidence
to establish violations by foreign device
manufacturers.5 It is therefore important
for foreign device manufacturers to take
steps following an FDA inspection to
promptly and effectively address any defi-
ciencies identified by the FDA investigator.

At the close of an inspection, the FDA
investigator typically will issue a Form
FDA-483, “Inspectional Observations.”The
FDA-483 contains a list of deficiencies in
themanufacturer’s quality system, as well as
deviations from other regulatory require-
ments. Companies have the opportunity to
respond to the observations presented in
the FDA-483 following the close of the in-
spection. Based on the investigator’s ob-
servations and the company’s response to
the FDA-483, FDA will decide whether to
issue a warning letter.6 An effective re-
sponse to the FDA-483 can be an impor-
tant consideration in FDA’s determination
of whether to issue a warning letter and
whether an automatic detention is war-
ranted.

Preparing an effective response to an
FDA-483 can be difficult, particularly for for-
eign manufacturers who may be inspected
infrequently and unfamiliar with FDA’s in-
spection and enforcement processes and
procedures. FDA discussed the responses
the agency had received to the FDA-483 in
150 of the 238 warning letters issued to for-
eignmedical devicemanufacturers posted in
“FDA’s Electronic Freedom of Information
Reading Room—Warning Letters and Re-
sponses.” FDA determined that only nine of
the 150 responses adequately addressed the
issues identified in FDA-483. FDA’s discus-
sion of the companies’ responses in the
warning letters provides insights into com-
mon deficiencies in those responses and
suggests important lessons that may en-
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porting] procedures … [but] these proce-
dures and the training records were not
submitted in [the firm’s] response for
[FDA’s] review.”35 Generally, retraining
should be conducted whenever the failure
to follow a procedure is observed, even
where the procedure is not revised or a
new procedure implemented.Documenta-
tion of any retraining conducted as part of
an action plan to address an observation
should be provided in the firm’s response
to FDA.

7. Provide English translations of all doc-
umentation submitted to FDA.

Firms in non-English speaking coun-
tries should provide full English transla-
tions of all documentation submitted to
FDA. A common reason for determining
an inadequate response following a foreign
inspection is the failure to completely
translate the response into English. FDA
noted this problem in 12.7 percent of the
warning letters for which a manufacturer
had submitted an FDA-483 response. Even
where a foreign language document is ac-
companied by a general description of the
contents in English, FDA will accept the
document for review only if it is accompa-
nied by a full translation. For example, in a
warning letter issued on Oct. 11, 2006, to a

Belgian firm, FDA noted that although the
manufacturer provided the requested doc-
umentation,“an English translation of [the
relevant] protocol and test results [was]
needed to complete [FDA’s] review. Addi-
tionally a copy of an internal memo…was
also provided; however, an English trans-
lation of this memo [was] needed to
complete [FDA’s] review of this [sic] doc-
uments.”36 To avoid potential miscommu-
nication, it is important to have any
translation prepared and reviewed by tech-
nical and regulatory advisors familiar with
the FDA regulations and vernacular.

8. Longer-term action plans should be fol-
lowed up with specific documentation of the
completion of the action.

For issues that may take longer to fully
address, it is important to provide FDA
with notice of the proposed corrective ac-
tion plan, along with a realistic time frame
for its completion.This proposal will not be
enough to fully address the issue for FDA,
however, and should be followed up with
documentation when the action has been
completed. If the action will take longer
than one to two months, periodic updates
on progress also may be necessary. In a
warning letter issued Dec. 23, 2003, to a
Canadian manufacturer, FDA noted that

the manufacturer put in place a“corrective
action plan” to address a particular defi-
ciency.37 However, despite several commu-
nications from the manufacturer, the FDA
noted in the warning letter that these re-
sponses“did not provide documentation to
FDA that this plan is completed.”38

Available data suggest that FDA takes,
on average, 143 days from the close of a
foreign medical device inspection to issue
a warning letter. Approximately three-
quarters of foreign warning letters (73 per-
cent in 2006 and 81 percent in 2007) were
issued four months or more following the
close of the inspection. In light of this data,
manufacturers should not assume that
FDA will not issue a warning letter merely
because several months have passed with-
out any communication from the agency.
Any outstanding corrective action items
should be completed, and the results
transmitted to FDA in an adequately doc-
umented response, as soon as practicable.

It’s All in the Details
Manufacturers should correct as many ob-
servations as possible before the end of a
foreign inspection to ensure that the correc-
tive actions are noted by FDA investigators
in their report.Whenever an observation re-
quires additional time to correct, the man-
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example, FDA noted in a warning letter is-
sued on January 16, 2007, that a Belgian
firm’s“revised procedure [contained in the
firm’s response] makes reference to‘statis-
tic data’… . This response is…inadequate
because the procedures must define what
statistical methods will be used, when they
will be used, and how that information is
to be utilized with respect to the require-
ments in [the firm’s system].”18 Similarly,
in a warning letter issued on April 7, 2003,
FDA stated that the design control proce-
dure submitted by a Canadian firm was
only“an outline of requirements…there is
no instruction as to how to actually imple-
ment the procedure.”19

While smaller companies can usually
employ less-detailed processes, proce-
dures written in response to an FDA-483
following a foreign inspection should in-
clude“the detail necessary to define what
is to be done, who is responsible and how
it is to be completed.”20 This detail will
allow FDA to confirm that the procedure
will appropriately address the issues
noted, without having to review the pro-
cedure in action.

4.When investigating an observation, look
beyond batch records and other immediate
sources of data to identify the problem.

FDA will not consider an investigation
complete unless the firm conducts a review
as thorough as that which an FDA investi-
gator would conduct during an inspection.
For example, in a warning letter issued on
May 26, 2006, to a German firm, FDA de-
termined that the company’s conclusion as
to the cause of a reported complaint was
inadequate based on the company’s inves-
tigation.21 FDA noted that the firm was
“unable to identify any deviations in the
batch documentation as it pertained to in-
process and final controls.”22 FDA noted
that even though the firm “reviewed
records related to the deviation, there is no
documentation to show [that the firm]
evaluated the process, or if an assessment
[was] made to determine if the information
routinely recorded on the batch records is
adequate to identify non-conformity of in-
process and/or finished product, before it
is approved for distribution.”23 Similarly, in
a warning letter issued to a Danish firm on
September 27, 2006, FDA determined that
the manufacturer had failed to identify the
“actions needed to correct and prevent re-

currence of non-conforming product”be-
cause the“firm’s action of testing a limited
number of samples of the material upon re-
ceipt does not address the unidentified
cause of the material nonconformity.”24 The
manufacturer’s response was deemed inad-
equate because the manufacturer failed to
“define how [it] plan[ned] to perform its
analysis of rejected”components or offer a
plan if the nonconformity was caused by“a
reasonother than [the identified] problems.”25

In preparing a response to an FDA-483,
companies should conduct a thorough in-
vestigation of the problem identified and
provide a complete overview of the areas
examined (particularly where no system-
wide problem is identified). For example,
FDA concluded that a Canadian firm’s re-
sponse was inadequate because the firm
had“not implemented any corrective and
preventive actions to investigate the cause
of [the] problem and prevent its recur-
rence. The investigation report that was
supplied during the inspection is inade-
quate because it did not scientifically de-
termine the cause of the premature battery
failure but simply proposed a fix.”26 Of
course, identification of the root cause of a
problem is not always possible.27 However,
where feasible, identifying the root cause
allows for more direct verification or vali-
dation of the corrective action. Where the
root cause for an observed problem is not
identified, the response should provide
sufficient detail regarding the efforts taken
to identify the root cause to assure FDA
that the manufacturer is not merely re-
fraining from identifying the root cause in
order to avoid having to undertake a diffi-
cult field action. 28

5.The response should provide specific ev-
idence of the corrective actions taken.

In determining whether to issue a
warning letter, FDA considers “whether
[sufficient] documentation of the correc-
tive action was provided to enable the
agency to undertake an informed evalua-
tion.”29 An effective response, therefore,
should provide enough evidence of the
corrective actions taken to convince FDA
that a warning letter is unnecessary. In a
warning letter issued onMay 16, 2006, to a
German firm, FDA noted that the correc-
tive action stated by the manufacturer to
correct a failure to adequately establish and
maintain procedures for finished device ac-

ceptance could not be confirmed.30 Specifi-
cally, FDA stated that“[n]o evidence…was
provided, such as a process validation pro-
tocol, a process validation report, or chem-
ical residual acceptance levels.”31 Simply
describing the actions taken is not sufficient;
additional evidence is always necessary.

Similarly, in a warning letter issued on
October 17, 2007, to a Swiss firm, FDA
stated that the manufacturer’s response to
the FDA-483 was inadequate because, al-
though it described in detail the design and
development plans it had implemented
with regard to its product fixation system,
the firm did not provide “appropriate
documentation showing that a design
and development plan has been estab-
lished.”32 Firms should therefore include
copies of all corrective action plans, pro-
cedures and protocols in their response
to FDA, rather than simply describing
such measures. 33

Whenever corrective action is taken, the
foreign manufacturer should provide as
much documentation as possible to con-
clusively establish that corrective action
has been effected. This documentation
should include document control records,
training records or even photographic evi-
dence supporting the corrective actions
taken. The more documentation that can
be provided in a response, the more likely
FDA will accept that the corrective action
has been implemented and determine that
re-inspection is unnecessary.

6. When implementing a new procedure,
the response to an FDA-483 should include
specific documentation of the training of per-
sonnel conducted for the new procedure.

Any time a new procedure is put in
place to address an observation in an FDA-
483 or warning letter, the firm should pro-
vide FDA with documentation of training
of personnel on the new procedure. In a
warning letter issued to a Canadian firm
on Oct. 31, 2007, FDA specifically re-
quested“documentation showing that per-
sonnel had been adequately trained,” in
addition to documentation of the imple-
mentation of the new procedure address-
ing the FDA-483 observation.34 Similarly in
a warning letter to a German firm issued
on Nov. 17, 2004, FDA notes the firm’s re-
sponse“stated that employee re-training
would be conducted in process control,
document control, and [medical device re-

66 MPO • November/December 2009

Firms in non-English speaking
countries should provide full
English translations of all

documentation
submitted to FDA.



FEATURE: Foreign Manufacturers and FDA Rules

68 MPO • November/December 2009

ufacturer should prepare a well-docu-
mented, detailed response to the FDA-483
describing the proposed corrective actions
and providing a timeline for the comple-
tion of those actions.This response should
demonstrate a clear understanding of the
cited deficiencies and describe compre-
hensive and proactive corrective actions
aimed at resolving extant problems and
preventing their recurrence.

Retaining outside regulatory experts,
FDA attorneys or consultants, prior to an
inspection may be in a company’s best in-
terest since the experts can assess the sig-
nificance of observations or issues FDA
raises on an FDA-483 before the investiga-
tion is closed.These experts, attorneys and
consultants can then help the company
promptly prepare the written response.
Manufacturers will be better positioned to
avoid a warning letter, and thus the poten-
tial disruption of their U.S. marketing by
keeping the preceding lessons in mind
when preparing their FDA-483 responses.!
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