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I, INTRODUCTION

In general, in responding to a Food and Drug Administration (FDA) Form #483 (ho-
tice of inspectional observations, commonly called simply a #483) or to an FDA warning
letter, the main goal isto give the agency reason to believe that the responding company
henceforth will comply with all of the applicable legal requirements administered or
enforced by FDA..!

FDA employs different procedures for issuing a #483 and a warning letter. A #483 is
issued by one or more FDA investigators at the conclusion of a site inspection, and
usually is not reviewed by a compliance officer, district director, or an official in FDA’s
headquarters before it is issued. An FDA warning letter, on the other hand, is issued by
a district director or headqgnarters official of similar seniority, and only after review by
FDA's Office of Chief Counsel.? Although a warning letter reflects a greater institutional
investment on FDA’s part, is approved at a higher level, and, therefore, is a more serious
and threatening document than a #483, the same general considerations in forming a
company’s response to the agency apply to both kinds of document.?

FDAs issuance of a #483 or warning letier signals that one or more.employeés of the
agency actively disbelieve that the company was, or currenily is, complying with the
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! Porm #483 derives from section 704(b) of the Federal Food, Drug, and Cosmetic Act (FDCA),
21 U.S.C. § 374(b) (2000). For-a general discussion of Form #483, see FDA, INVESTIGATIONS OPERATIONS
MANUAL § 512 (2005), available at hup://www.fda.gov/ora/inspect_ref/iom/ChapterText/
510part2.html#512 (last visited Nov. 28, 2005).

For a general discussion of FDA warming letters, see FDA, REGULATORY PROCEDURES MANUAL ‘§ 4-
1 (2004), available at http://www.fda.gov/ora/compliance. ref/rpm/pdf/chd.pdf (last visited Nov.
28, 200%). .

Although “Notice of Violation™ letters and “untitled” letters, in which an FDA official informs
an addressee that it appears to have violated the law, do not receive as elaborate an FDA review before
issuance as do warning lefters, most of this article's comments about responding to & waming letter
apply also to responding to such letters,

in this article, the term “company” is used to include any responding entity or individual,
inchiding, e.g.; # university laboratory, an institutional review board, a clinical investigator, as well as
a manufacturer, packer, or distributor. Similarly, comments referring to “good manufacturing prac-
tices” may (with some adjustment) extend to good laboratory practices, good practices for the
conduct of clinical investigations, and, in general;, good practices for conducting any aectivity subjéct
to regulation by FDA. Althotgh the: obvious focus of this discussion is a #483 or warning letter
addressing deficiencies in manufacturing practices, the discussion has relevance to #483s, warning
letters, and other regulatory communieations addressing other types of issues relating to compliance,
such as whether a marketed prodiict previously has been approved or cleared by FDA.

2 FDA, REGULATORY PROCEDURES MANUAL, supra note 1, at § 4.1 & Ex. 4-1.

3. A #483 “is intended for use in notifying the inspected establishment’s top menagement in
writing of significant objectionable conditions, relating to” products or violations of the FDCA
observed -during an inspection, FDA, TNvestioaTions OPERATIONS MANUAL; sipra note 1, at § 512, Sections
§12.01 and 512.02 outline what FDA belleves are “reportable” and “non-reportable” observations
for purposes of a #483.
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law. The company’s response should be designed to persuade the agency that the
company now is, or soon will be, in compliance, and that a finding of past noncompli-
ance should not tead FDA to expect future noncompliance by the company.

I1. GeNERAL PoLiciESs FOR DEVELOPING A RESPONSE

Although it often is appropriate for a company to explain why past noricompliance
oceurred and why full compliance cannot be achieved instantly, the theme of excusing
past or continuing noncompliance generally should be, at most, subordinate to the
theme that the responding company has now achieved or will achieve, and then will
maintain, compliance.* Because an important part of FDA’s mission is law enforcement,
the agency generally cannot be expected to tolerate prolonged substantial noncompli-
ance, whatever excuses may be offered for it by the company.’®

Generally, the benefit of satisfying FDA that the company is on the road to compliance
is that, thereafter, the company is likely to be subject only to an ordinary intensity and
frequency of inspections, and is unlikely to be the target of an-enforcement action based
on the earlier violative conduct. The cost of not satisfying FDA is that the company is
likely to be subject to extraordinarily intenise-and more frequent inspections until either
FDA’s active doubt is removed or the agency takes regulatory action against the com-
pany. In addition, failure to remove doubt may delay or prevent approvals of applications
to market new products and supplements for modified or additional products.

Despite temptation, the goal of removing FDA’s doubt normally should not be compro-
mised by venting exasperation with the agency, seeking to undermine FDA’s confidence
in its own investigator(s), or trying to show that the agency is incompetent in the relevant
scientific or technical discipline. Such digressions are likely to be counterproductive.

The company’s response is an attempt-to-persuade—its task is one of advocacy.
Offending the audience is unlikely to achieve a favorable reaction from that audience.
Company personnel involved in drafling the response to the agency should imagine
themselves in the positions of FDA compliance officials, who receive an endless stream
of such responses—sometimes filled with invalid denials of deficiencies, unpersuasive
excuses for failures, attacks on the performance and competence of FDA investigators,
and unrealistic assertions of lofty commitments and promises of future improvements.
Those involved at the company should ask themselves what it would take to persuade
them that their company henceforth really will comply (not just #y to comply, but
succeed in complying and staying in compliance),

Nevertheless, it is crucial to examine whether a blanket agreement with FDA’s criti-
cisms of the company’ past performance will have serious adverse consequences for
the company in future litigation against FDA or others (e.g., plaintiffs in products Habil-
ity or securities actions). Agreement with FDA’s criticisms generally can be used against
the company as an admission. FDA usually is more interested in explanations-of what a

4 Of course, in unusual situations where a company believes FDA may-seek-punishment for past
conduct (through, e.g., criminal prosecution or a civil penalty) or where the circumstances of past
conduict are material to other kinds-of agency action (e.g., disqualification, withdrawal of approval of
a product), it is lkely to be desirable to make a full presentation of exculpatory and mitigating
circnmstances and any other reasons why an enforcement action is unwarranted.

% The agency's willingness to tolerate continuing noncompliance by a company may be in-
creased wiere the product at issue: fills a critical medical need that cannot otherwise be met, the
noncomiplignce does not, to a material extent, adversely affect the ability of the product to meet that
need, and the company is making all reasonable efforts to achieve compliance at the earliest feasible
time. A company asking FDA to acquiesce in prolonged noncomipliance on the ground that the

company's product fills a critical medical need that otherwise cannot be met bears a heavy burden of
persuasion, and the company should prepare its argument wilh particular thoroughness and care.
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company will be doing in the future to comply with regulatory requirements than in
confessions of past sins.

Commonly, however, a shared understanding by the company and FDA as to why
observed noncompliance occurred in the past is necessary for agreement that a
company’s plan for remedying past noncompliance and ensuring future compliance is
adequate. Consequently, avoiding damaging admissions, while simultaneously satisfy-
ing FDA, often requires considerable thought and careful writing by the company.

Sometimes, the proper way to remove doubt as to a company’s commitment and com-
petence to comply with regulatory requirements is to persuade the agency that the as-
serted basis for its #483 or warning letter is mistaken: that, when FDA examines the
situation properly, the agency will conclude there is no basis for doubt about the company’s
future compliance because there was no earlier violation. The #483 or warning letter may
be wrong about what is required by the relevant statute, regulation, gaidance document,
agency policy, company commitment in a marketing application or other previous intetac-
tion with the agency, or accepted standard applicable to the matter at issue, It also may
reflect a misunderstanding or disregard by the agency of certain facts or an incorrect
factual assumption. It may reflect a scientific error. A district office may be pursuing a legal
interpretation or policy contrary to that of the relevant headquarters office. Generally,
where it appears that one of these citcumstances has led to the #483 or warning letter, the
company response should point it out—in the manner most likely to persuade the agency
to recognize and acknowledge its mistake (i.e., calmly, respectfully, clearly, cogently, and
with supporting citation(s) and documertation).

In most circumstances, the agency has not made a mistake: the deficiencies it claims
to have observed are real. In those circumstanices, the removal of doubt generally
depends mainly on three elements: understanding, commitment, and resources.

A. Understanding the Problem

A showing that a company has the ability to, and probably will, comply with the law
generally begins with a demonstration to FDA that the company understands four
things: 1) what the applicable law requires, 2) what aspect or aspects of the company’s
operations were deficient, 3) what the root cause or causes of the deficiency were, and
4y what is needed to bring the company into compliance and keep it there.

1. Applicable Requirements

Fundamental to the company’s future compliance is its understanding of what the
applicable law requires. Removal of FDA’s doubt about a company’s ability to comply
depends on the company’s exhibiting such an understanding to the agency. If FDA
continues to doubt that a company really has grasped what the law requires, the agency
will continue to doubt the company’s ability to bring itself into, and consistently main-
tain, compliance, no matter what commitments the company makes and what resources
it brings to bear on the situation, )

Thus, there is a serious credibility cost fo an attempt to defend the plainly indefen-
sible—whether an indefensible interpretation of applicable legal requirements or of
scientific principles or of factual matters observed by FDA. The attempt suggests that
the company truly does not understand what the applicable legal requirements or scien-
tific principles are or cannot face the plain facts, and, in effect, does not know the
difference between right and wrong. When a response argues that a deficient manufac-



482 Foob aNp DRUG LAw JOURNAL VoL. 60

turing practice complies with good manufacturing practices or quality system require-
ments, it intensifies doubt by FDA instead of reducing it.

Where the facts and the science are not in dispute, the #483 or warning leiter has taken
the position that a violation has occurred, and serious adverse collateral consequences
are not a tisk, generally it is far preferable to acknowledge (or at least not dispute) the
violation, and to move on to address the root cause(s) and corrective action(s).*

In some fields (e.g., manufacturing, clinical investigations, and laboratory proce-
dures), what the law requires are “current good™ practices. Those practices are not
specified in the Federal Food, Drug, and Cosmetic Act (FDCA) and are described only in
very general terms in FDA's regulations. However, companies can resort to.a variety of
other kinds of materials, principally FDA guidance documents and professional litera-
ture. In those fields, understanding what the law requires involves familiarity with what
those materials require. In-house or outside experts familiar with FDA guidance docu-
ments-and the professional literature may make valuable contributions to a company’s
response, and may even sharpen and strengthen a company’s understanding of the
applicable requirements.

2. The Deficiency

Ordinarily, a #483 or warning letter specifies a deficiency by quoting or paraphrasing
a general requirement and stating certain factual particulars that, in the FDA employee’s
view, constitute a violation of that requirement. Where the applicable facts are not in
dispute, the response should confirm the company’s understanding of the nature of the
problem observed by the agency, or at least not suggest a lack of such understanding.
If FDA doubts that a company understands a problem, it is likely that the agency will
doubt that a company’s proposed solution is adequate.

If a company truly is confused about the meaning of a poorly worded observation in
a#483 or warning letter, it may be wise to call FDA to obtain clarification from the official
who signed the document, Oral clarification by FDA may quickly remove the company’s
confusion, and make possible a timely and effective written response by the company.
An assertion in the written response that the company does not understand FDA’s
observation in a #483 or warning letter may be poorly received by FDA, particularly if
the agency believes that the company’s claim of confusion is unreasonable.

In most circumstances, although a #483 or warning letter signals that a company
nieeds to rectify deficient conditions, it does not signal that FDA has concluded that
particular company personnel are unwilling or unable to comply in the future. If asked
about specific company personnel, FDA employees usually will state, in'substance, that
the-agency is not in the business of making personnel decisions for regulated compa-
nies. Nevertheless, where FDA personnel, in fact, have no confidence in a company’s
employess responsible for compliance, they may well question the company’s ability or
willingness to comply and may indirectly convey doubts about particular company
employees. Company management should listen carefully for any signals from FDA
persorine] that question the competence, motivation, or integrity of company petson-
nel. Where senior company management suspects, but is not certain, that FDA distrusts
company personnel responsible for compliance, senior managemerit may seek to obtain

® A company undergeing an FDA inspection should be vigilaiit about hearing and quickly acting
on oral comments by the FDA investigator(s). When possible; a company should cotrect an observed
deficienty during the inspection. Doing so may persuade the investigator(s) not to include the
corrected deficiency on-a #483. Even if the deficiency appears on a #483, the company should ask
the investigator to acknowledge on the #483 that the: deficiency was corrected during the inspection.



2005 RESPONDING TO A FOrRM 483 0R WARNING LETTER 433

more information by requesting a meeting with FDA officials for an overall discussion of
the company’s compliance,

There may be circumstances. where a company should relieve employees whose
performance has been seriously deficient of those responsibilities that relate to the
violation(s) observed by the FDA investigator(s). Although generally it is unfair and
unwise to treat one or two employees as scapegoats, in some circumstances FDA will
not conclude that a company is on the path to compliance until it has replaced the
individual(s) who caused the past violations.

These considerations also bear on the question of who should sign a company’s
formal response fo a#483 or warning letter. Commonly, the fesponse should be from the
management of the operating unit whose performance is criticized in the #483 or warning
letter or, sometimes, if different, the addressee on the wamning letter. The company’s
response should demonstrate the operating unit’s awareness of its deficiencies and its
willingness and ability to comply henceforth.

‘Where, however, noncompliance has been observed repeatedly in FDA inspections
of that operating unit’s operations or where a particular instance of noncompliance is
egregious, FDA may strongly doubt the willingness or ability of the management of that
unit to achieve and maintain compliance, and a response from that management may
feave FDA dissatisfied. In this situation, it may be best that the signatory be a more
senior official above the level of the operating unit in which the violation(s) occurred.”

It may even be warranted for senior management to demonstrate direct personal
involvement in addressing FDA's concerns. Involvement of senior management may be
especially beneficial for medical device manufacturers. FDA has been following whether
senior managers of device manufacturers are involved in compliance issues.

One way a company can demonstrate to FDA its understanding of a problem is to
recount to the agency a search by the company for similar or related problems at the
same or other facilities operated by the company, If the agency has observed that
certain machinety was cleaned inadequately between batches made during the day shift
ata particular facility, the company should investigate and report to FDA whether there
has been a similar deficiency in the cleaning of other machinery on that shift, or in the
cleaning of machinery on other shifts in the same facility, or at other facilities. This point
will bé considered further in the discussion of coming into compliance.

Demonstrating an understanding of a deficiency reflects a kind of competence. Earnest
good will is not sufficient under the FDCA,; those who market regulated products also
must show competence, including competence in correcting deficiencies noted by FDA.

3. Root Cause(s) of the Problem

Simply correcting an observed violation and telling FDA that it has been corrected is
not, by itself, an adequate response to a #483 or warning letter. FDA has told regulated
firms repeatedly that FDA investigators are not a company’s quality contro! department,

7 It is theoretically possible, but almost always counterproductive, for a company to have an
outsider sign the company’s response. Such an approach might be considered where FDA's obseiva-
tions suggest a very real risk of criminal prosecution, the company has very few employees who
might sign the response, and any of them who did sign it would risk self-incrimination, A response
signied by an outsider surely would be a signal to FDA that ¢onditions at the company dre dire, and thé
agency would have no basis for-confidence that current management would achieve compliance. Even
in the scenario described, it might be beiter for a current manager to sign a response that does not
discuss past events and only makes statements about the future (e.g., that the company will not
operate until an inspection by 8 reputable consultant shows that it is ready for an inspection by FDA
and the agency has an opportunity to conduct an: inspection).
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FDA expects that, when it réports to.a company an observation ofian apparent violation,
the company will correct that violation and seck out (and correct) any similar violations
that were not noted by the agency. FDA expects a company to focus on the root
cause(s) of the observed violation, so that similar violations that were not observed by
FDA will be corrected before the agency discovers theém in futute inspsctions.

Critical to persuading FDA. that a proposed corrective action plan will address the
problem observed by the agency in dn adequate manner, and will bring the comipany
info sustained compliance, is a persuasive showing that the plan addresses the root
catise or all root causes ‘of the observed problem. The company needs to show the
agency, therefore, that it has identified, or at least has made an-adequate effort to
identify, the root cause(s).

The elements of such a showing to FDA may inchude: 1) a thorough description of the
compatiy’s investigation to deterniine the root cause(s), including any testing that was
done; 2) a discussion of alternative theoretically possible root causes that were re-
jected; and 3) a-discussion of any additional circumstances that suppott the coriclusion
that the identified root cause is the correct one. The very discipline-of describing these
elements to FDA may suggest further lines of inquiry or analysis that the company
should pursue. A.compaty’s exhibition to FDA in the response to a #483 or warning
letter of its logical, analytically sound, systematic, and comiprehensive approach to
identifying the root cause(s).and developing a plan of corrective action(s) is an impor-
tant element in the effort to remove the agency’s doubt that the company can, and will,
prevent most deficiencies on its own, will find those that do occut, and will correct them
appropriately.

An axiomi of adequate systems for the assessmetit of human conduct is that deficien-
cies do not just happen; always, there is a cause or set of causes. The logic of the
inquiry into the root cause(s) of an observed deficiency in manufacturing practices is a
series (commonly, a long series) of questions that begin with “why,” such as:

*  Why was the machinery not properly cleaned? Because the standard operating
procedure (SOP) was inadequate. (The inquiry does not stop with the inadequacy
of the SOP.)

*  Why was there an inadequate SOP? Because-the machinery had been modified,
but the old SOP had not been updated.

* Why had the old SOF not been updated? Because nobody thought to update it,

«  Why did no one think to update the.old SOP? Simple human error. This is not.an
adequate response to FDA, Precisely because humans commonly err, good prac-
tice requires that there be systems to prevent and correct human erfor, and other
systems to prevent the errors that nevertheless do oceur from affeeting products
shipped for use or other outputs of the regulated activity (e.g., data from a clinical
investigation or laboratory procedure). A company’s acceptance of “human error”
as an adequate explanation for a deficiency reflects its failure to internalize the
axiom that there always is a correctable cause. Although sustained perfection is
unattainable, a failure to seek it is likely to lead to results that are less than what, in
fact, is attainable. The demand of “current.good practices” is to-use all reasonable
means to seek to achieve sustained perfection,

*  Who was responsible for ensuring that the SOP was updated? If no one was
responsible, then thére was a deficiency in the assignment of managerial responsi-
bilities, Why was there such a deﬁclcncy?
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*  Why did that employee not discharge that responsibility? Was there a lack of
knowledge that SOPs must be updated when the subject matter to which they relate
changes? In that case, the cause may be that the employee is unqualified for the
responsibility—and should be replaced by someone more likely to ensure compli-
ance—or at least needs further training, Why did an inadequately qualified or
inadequately trained employee have that responsibility?

*  Was the employee unaware of the modification of the machinery? In that case, the
cause may relate to an inadequate system of internal communications, Why was
the system of internal communications deficient?

»  Was the employee simply slow in getting around to having the SOP updated? In that
case; the cause may be a lack of motivation, a failure of communication, or a lack of
resources, Why was there inadequate motivation, communication, or resources?

This series of questions can go on until the asking of a further question would be
pointless. Identification of when a company reaches that juncture is a matter of common
sense and judgment.

Sometimes, despite diligent efforts by the company, the root cause(s) of a problem
cannot be determined. Before reaching that conclusion, however, a company should
consider using outside resources (e.g., experts in the relevant technologies, systems, or
scientific disciplines) to confirm. the reasonableness of the company’s inability to dis-
cover the root cause(s) of the problem. Where the root cause(s) cannot be determined,
the response to the #483 or warning letter should describe the company’s investigative
efforts, The investigation should have been as systematic, cormprehensive, and thor-
ough as reasonably could be expected; and the company’s response should describe
the investigation in a manner that supports an inference that it was adequate even
though unsuccessful.

An SOP for conducting investigations of deficiencies might usefully include a check-
list of general questions to guide the company’s inquiries. Reviewing the checklist may
help ensure that an investigation is adequate in scope, depth, and intensity.

4. A Corrective Action Plan

Corrective action may encompass many types of action: 1) stop the immediate defi-
cient performance (e.g,, by shutting down an operation until it has been brought into
compliance); 2) stop any undesirable effects of the deficient performance (e.g., cease
shipments and conduct a recall); 3) search for, identify, and stop any similar or related
deficiencies in other company opérations, and stop any undesirable effects of those
deficiencies; 4) design and implement a remedy or remedies for the root cause(s) of the
deficiency or deficiencies and intermediate causes; 5) monitor and audit the remedy or
remedies to determine whether compliance is achieved and sustained; 6) integrate what
has been learned from this experience into other company systems (e.g., the design of
products and manufacturing processes, quality control, quality assurance, and compli-
ance auditing procedures, job descriptions, training, and budgeting processes); and 7)
document all of the foregoing.

The response’s deseription of the-corrective action plan should reflect the company’s
thorough understanding not only of what is needed to correct the immediate problem, but
also of the general principles (part of “current good practices™) that should govern any
long-term program to correct any observed deficiency. Perhaps the aspect of a response
that is most likely to remove agency doubt about a company’s future compliance is a
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demonstration that the company really has internalized and made operational these gen-
eral principles. Such a demonstration may supportan FDA conclusion that a company has
a reasonable expectation of substantial future compliance across the board.

Where the company cannot identify a root cause, the corrective action plan should
include elements sufficient to support a reasonable belief that the unidentified cause
nevertheless probably has been corrected or, at least, prevented from materially ad-
versely affecting the company’s outputs.

Where an observed problem alteady has been corrected by the time a company
responds to FDA, documentation of the correction should be attached to the response.
Ideally, a company should discover all its deficiencies before FDA finds them, Where
FDA discovers an operational deficiency the company was unaware of, there may be, in
addition to that deficiency, a further deficiency in the company’s self-corrective system
(e.g., quality assurance or auditing). If prior FDA inspections also found deficiencies,
the company response might well address how the company will improve its self-correc-
tive system.

If'in the course of reviewing its operations a company discovers a deficiency FDA
did not include in the #483 or warning letter and presumably is unaware of, the company
faces the question whether to report that deficiency to FDA in its response? In each
such situation, a judgment has to be made after consideration of all the relevant circum-
stances, including the recent history of the company’s dealings with FDA. Disclosing
the problem (and corrective action) to FDA may help persuade the agency that the
company truly is committed to compliance with regulatory requirements, but also may
lead the agency to inspect for any additional deficiencies and/or to demand more rigor-
ous corrective action, Failing to tell FDA, however, may lead fo serious difficulties with
the agency if it later discovers the deficiency and believes the company should have
disclosed it previously.?

Documentation of a company’s actions serves multiple purposes in FDA’s regula-
tory universe. Because FDA is not continuously present on a company’s premises,
documentation is a critical tool for FDA’s performance of its regulatory function. Docu-
mentation generally is contemporaneous evidence that the documented activity actu-
ally occurred, and it provides useful factual details about the activity. FDA compliance
personnel commonly act on the premise that a required activity that has not been
documented probably did not occur.

Documentation, itself, reflects an investment of time and effort, and thus provides
some evidence of the company’s seriousness of purpose in attaining compliance, [t also
may communicate a company’s awareness of the importance of documentation as a part
of “current good practices,” and the company’s awareness of its importance to FDA. In
addition, the discipline of creating formal documentation may enhance a company’s
performance of the documented activity by drawing attention to aspects of it that
otherwise might have been overlooked or inadequately considered. Finally, because
documentation normally includes the signature ot initials of the person responsible for
the documented activity, it provides personal accountability and the benefits thereof,

* In some circumstances, a company has a legal obligation to report a problem to FDA, ¢.g.,
certain adverse events-associated with a drug, see 21 C.FR. § 314,80 (2005); and certain malfunctions
of medical devices, see 21 C.RR. pt. 803; and, where a deficiency is sufficiently serious to warrant a
recall, FDA expetts the recalling-company to notify it so that it can monitor the recall and assess its
adequacy, see gererally 21 C.FR. §§ 7.40-7.59, This article: assumes that, in the situstion discussed in
the text; no such obligation applies, and no recall is involved,

% See John R. Fleder, 4 Voluntary Disclosure Program for FDA~The Time Has Come, 54 Foob
& Druo L.J. 389 (1999).
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B. Commitment

To be persuasive, ademonstration of the company’s commitment to achieve and then
maintain compliance with applicable regulatory requirements must go well beyond a
miere bald assertion to FDA ofthe company’s comumitment. In géneral, and depending on
the circumstances, the company should include in its response 1) a well thought out,
comprehensive, and reasonably detailed plan for addressing the observed deficiencies
ina manner that will-achieve and maintain comphance 2)a reasonably detailed timetable
with specific milestorie dates; 3) an indication that, if the time for achieving compliance
will stretch out ovér several months or more, periodic interim progress reports will be
made to the agency; 4) an expression of willingness to expend the necessary financial
and personnel resources to correct thie identified problems; and 5) where watranted in e
serious case, independent external verification of the adequacy of the corrective action
plan and of its current and future implementation.
~ Talk is cheap—a detailed corrective action plan is not. The quality of the thought (as
well as the overall time and effort) reflected in the plan is an indicator of the company’s
seriousness of purpose. An appropriate investment in the coirective action plan sup-
ports an inference that there will be an appropriate investment by the company ia its
impletnentation. '

Milestone dates establish a basis for accountability. Achieving compliance may de-
pend on aseries of steps, some of which may be outside the company’s control (e.g., &
new machine must be ordered and received; a report must be received from a consult-
ant). A company does not want to, and generally should not, cominit to milestone dates
it does not have a high degree of confidence it will meet. Yet, a company must be mindful
that, for FDA, a company’s noncompliance while the regulated activities eontinue and
outputs-are produced and distributed becomes progressively less tolerable as time
passes. With both perspectives in view, the company should exhibit an appropriate
sense of urgency, should propose a reasonable timetable, should fully justify whatever
delay will occur, and should be prepared to respond to probing questions. and com-
ments by FDA,

In general, in estimating the time needed to achieve compliance, a company should
estitnate the timeneeded if all goes well, and then add amargin to providc'for unforeseen
contingencies, To make an informed estimate of the time needed to-achieve compliance,
the company needs to understand all of the actions, especially the critical path actions
that are part of achieving compliance. The margin should be the smallest period that is
sufficient to provide a high degree of confidence that compliance will be achieved
within the specified time,

To sélect an appropriaté margin, the company néeds to understand the potential
bottlenecks and other obstaclesto timely achievement of compliance. Consideration of
potenitial obstacles may exténd to such matters as financial constraints (where a rela-
tively large expenditure for equipment or the desig of new systems may | be involved),
internal bureaucracy (e.g., processing of new personriel by the huiman resources depart-
ment), the time needed to recruit new employees or to frain cutrent or new employees on
new systems, delays by suppliers, or the time needed to qualify new equipment.

It is far better to set a target date that is realistic and very likely to be met than an
gatlier one that initially would be more pleasing to FDA but that ismot very likely to be
met, FDA will note any dates by which the company has promised compliance. Failure to
meet the commitment dates probably will erode whatever confidence FDA has in the
‘company’s prospects for compliance. Indeed, the agency. is likely to view a missed
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commitment date as yet another (and more recent) sign that the company cannot be
trusted to fulfill its responsibilities. ‘

If FDA believes that a company has allowed itself too much time to achieve compli-
ance, FDA generally will so inform the company, which then will have an opportunity to
defend its overall estimate. To some extent, the company’s credibility with FDA is likely
to depend on the persuasiveness of that defense. Anticipating the defense it may have
to make may help a company select an appropriate target date for a commitment,

Consequently, those responsible for preparing the response to FDA may need to
consult widely within the company to confirm that all company units whose work is
necessary to meet the commitment understand (and agree with) what will be required of
them. Where timeliness also depends on the performance of outsiders, they, too, should
be consulted and pressed for commitmerts to specific achievable deadlines.

Written reports generated by or for a company that assess some regulatory aspect(s)
of its operations provide transparency and facilitate accountability. In serious cases
where, for some reason, transparency is extraordinarily important, it can be increased by
providing FDA with copies of specified types of documents generated internally or by
consultants,

In some circutnstances, sharing with FDA a company’s consultant’s independent
final assessment of the adequacy of the company’s corrective action plan or implemen-
tation can belp reduce the agency’s doubts about future compliance. Promises to share
with FDA an as yet unwritten assessment, however, may carry a heavy price. For ex-
ample, if a company promises FDA that the company will share written assessments by
an outside consultant, the company bears the risk that one or more of the assessments
will not be as favorable as the company had hoped and expected. Moreover, disclosure
of such assessments to FDA may make it impossible to protect them from disclosure to
other parties in litigation." Therefore, although such sharing with FDA may be war-
ranted, a company should weigh the benefits and risks of such disclosure in the light of
its own particular circumstances.

C. Resources

Compliance depends not only on understanding what is required in the particular
circumstances and intending to comply, but also on having the resources needed for
compliance. Those resources are human and material.

FDA believes that, if a company within its jurisdiction does not have and cannot
obtain the resources needed to comply with regulatory requirements, the company
should shut down. Willingness on FDA's part to tolerate a temporary out-of-compliance
situation depends on the agency believing, infer alia, that the company is mobilizing
adequate resources to achieve and maintain compliance. Where FDA believes that such
mobilization depends on senior management, the agency will have little to no sympathy
for the company if it believes that the relevant seriior managers are devoting insufficient
attention and resources to compliance because they are focused on selling products ot
other matters."

' Where an outside expert assessment is needed solely or predominantly to cnable a lawyer
(whether in-house counsel or outside counsel) to provide legal advice or some other legal service, rather
than to enable the company to conduct its operations properly, the assessment may be addressed to
counsel and may be protected by the attorney-client privilege. Al attempt to extend the privilege to
documents whose sole or predominant purpose is operational, howover, is likely to fail if a challenge is
raised in an adversarial setting. ’

" Sometimes, a small company appears to be simply incapable of reaching compliance, even if it
changes personnel and obtains additional compliance-related resources, In such a circumstance, manage-
ment needs to consider whether to cease making FDA-regulated products. Continuance ‘of noncompliant
operations within FDA's jurisdiction runs the risk of serious enforcement action by the agency,



2005 RESPONDING TO A FORM 483 or WARNING LETTER 489

The human resources needed are, principally, relevant expertise and adequate staff-
ing, To remove doubt by FDA, the company tieeds to demonstrate that it has the
compefence and the person-power to solve the identified problems and keep them
solved. Whers 4 probler has significant. scientific or technical aspects, the company
needs to show that it has mobilized or will mobilize people with the relevant qualifica-
tions and experience from internal sources or by retaining outside consultants, to ad-
dress the problem,

Developing and implementing a corrective action plan usually draws employees away
from theit wormal tasks. If those normal tasks must continue at full force, additional
temporary-staffing, perhiaps from other units of the company or from outside firms, may
bie needed.

Where an element of the corrective action plan is the hiring of additional perinanent
staff, it is desirable to specify, and to report to FDA in the written response, the job
descriptions and required qualifications and experience for the new positions. It also
may be helpful to describe to FDA how the new emplayees will betrained and infegrated
into the company’s operations.

If'‘the success of a corrective action plan depends, to some extent, on the. perfor-
mance of outside suppliers (including consultants), then the plan should contain provi-
sions that support confidence that the outside performance will be adequate. These
provisions may address, for example; the qualification and monitoring of suppliers and
any special provisions for ensuring the quality of their products or services,

Material resources may include additional spending for particular types of machin-
ery, equipment, or systems, Where relevant, the compariy response should describe the
process for adding these material resources.

The response to a #483 or waming letter reflects a mobilization of the company’s
resources for self-correction—the resources of knowledge, analysis, and testing neces-
sary to understand what the company must do to achieve and maintain compliance; the
managerial resources necessary to formulate commitments; and the operational resouirces
necessary to implement all corrective actions so as to achieve and maintain actual
compliance. The company response shiould reflect, and inspire confidence in, the
company’s systems for self-correction. To that end, it.should reflect a well-organized,
systemdtic approdch to solving the problems raised in the #483 or waming letter.

1. Tee MrcrANICS OF SUBMITTING A RESPONSE T0 FDA

Onzeceiving a #483 or warning letter, a company should promptly bring together the
relevant knowledgeable employees.? Collectively, these company employees should
analyze FDA’s criticisms, determine whether they are valid, and develop a plan for
addressing them operationally and for prepating atimely formal written responseto the
agency. The plan should include assignment of respongibilities for determining immedi-
ate cotrective actions, root cause(s), and permanent corrective action(s) (including the
tine needed for implementation), for'implementing all corrective actions at the eatliest
practical times, and for drafting and reviewing the written response, If additional human
tesources will be needed (e 2., employees from elsewhere in the company, or outside

n In some cnrcumstancc,s. a company may need to consider whether any of the people who may
constitute the team for dcvclupmg the company’s responise to FDA (and who thereby may become
fully sware of other deficienciss in the company’s operations) is likely to becomie a vihistle-blower
agajnst the-company, perhaps-due to & grievance against the company orfo an. Impendmg adverse
personnel action or becauss the employee is offended by the ompany’s approach to dealmg with its
deficlencies or with: FDA.
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consultants), the soonet the need for them is recognized and they are engaged, the
sooner the company will begin to benefit from their work, _

Part of a company’s demonstration of competence is the actual wriiten response to
the #483 or warning letter. Gare is warranted tomake sure the response is complete (i.e.,
résponsive to all concerns feflected in the #483- of warning letter); well-organized (e.g.,
coherently structured, with supporting documents behind tabs or otherwise readily
accessible), appropriately detailed, easy to understand, and grammatically correct.and
‘proof-read,

Each statement in the response must be factually accurate. The company should
check and recheck every factual assertion to make certain there are no mistakes, FDA
will look for factual errors. A factual misstatement may indicate sloppiness; in some
circumstances, it may raise a question of possible fraud.

FDA generally expects a company to-respond to a #483 or warning letter within
fifteen busiticss days.”® Whete possible, a company should respond within that period.
Doing sa helps persuade FDA that the company has taken seriously: the. observed
violations the agency has brought to the company’s attention, and that the company
has the will and the capacity to submit a timely response.

Generally, it is better, however, for the company-to take more time if it is needed for
preparation of an adequate response than to submit a timely but inadequate response.
If, before the deadline has run, a company requests an extension for good reason, FDA
normally will grant the request. In some circumstances, it is preferable for a company to
submit a partial response by the déadline, and to inglude in the resporise a commitment
to complete. the response by 4 specified date as soon thereafter as possible.

In sum, it is far better to be right than to be quick. Companies should resist the.
temptation to rush a response to FDA simply to meet an FDA “deadline.” Instead, the
company should niake sure that its response addresses all of the issues raised by the
#483 or warning letter, addresses each one adequately (with supporting documentation
as warranted), and does not make any promises that cannot be kept,

To whom should the response be addressed? In determining the proper addressee(s),
the company should seek to bring its response to the attention of each FDA official
likely to be influenced by the #483 or wartiing lettet to which the company is respond-
ing, and to avoid offending any FDA employee who may expect to receive either the
Tesponse or 4 copy.

Determining the addressee of a response to a warning letters usvally is simple. FDA
typically states in the warning letter where (and to whom) the response should be sent.
Although a company may choose to respond only fo the designated addressee, it
should consider sending copies to other relevant FDA officials, such as the author of
the warning letter.

Typically, a company will address its response to a #483 to the Director of the FDA
district office that conducted the inspection. As a courtesy, the. company generally
should send copies of the response to the FDA investigator(s) who conducted the
inspection, If the company knows that other district personnel (such as compliance
officers) were involved in the decision to conduct the inspection or will be involved in
assessing its results, the company should consider sending each such person a copy of
the response. Finally, if the company knows that personnel at FDA headquarters have
an interest in the results of the inspection, the company might send those persons
courtesy copies of the response. For example, in the case of a preapproval inspection,
the company generally should provide the original (or at least a copy) of its responise to
the reviewer or reviewers of the application that spawned the inspection.

“ Some FDA. warning lotters request a response within ton DUSIeSS days,
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Biologics inspections often are driven by FDA’s “Team Biologics” in the Center for
Biologics Evaluation and Research (CBER). Where CBER was responsible for an in-
spection assignment, the #483 response could be addressed to the Director of CBER s
Office of Compliance:

Occasionally, multiple FDA district offices are involved in an inspection. In those
situations, a company probably should direct its response to the Directors of all the
districts involved, as well as all relevant headquarters compliance officials.

In submitting a response, the company should consider whether it is providing FDA
with trade secrets or confidential commercial information. FDA routinely discloses fo
the public responses to #483s and warning letters. Companies cannot assume that FDA
will shield the company’s sensitive information from the public, regardless of whether
the company requests confidential treatment.

A company should: 1) consider whether there is any overriding need to include ¢onfi-
dential information in the response; 2) where appropriate, delete confidential information
from documents submitted with the response, and disclose in the response and on the
altered documents that information was deleted for that reason; 3) stamp every document
that contains confidential information with an appropriate notation (e.g., “Trade Secrets/
Confidential Commercial Information™); and 4) as appropriate, state in the response that it
contains confidential information that should not be disclosed to the public.

FDA district offices generally have an open-door policy that welcomes meetings
between company personnel and appropriate FDA officials. Receipt of a #483 or warn-
ing letter may raise a question as to whether a meeting should be requested. In general,
it is desirable for both FDA and company decision-makers to know one another. A
serious #483 or warning letter, however, normally does not provide the optimal occasion
for a first meeting, but even in that context a meeting may help alleviate FDA’s doubt or
mistrust. Ifa very senior company official requests and attends the meeting, it is likely to
demonstrate that the agency’s concems have the company’s attention,

Apart from emergencies, however, FDA officials generally prefer to see a written
response before they meet with company personnel. In many situations, a written: re-
sponse will eliminate any need for a meeting, FDA will review the response and may
indicate through a follow-up letter whether the response adequately addressed its con-
cerns. If such a letter from FDA is not received within a reasonable period, a follow-up
call to the agency is appropriate.

Even where a meeting is needed, a prior written response may narrow, or at least
clarify, the issues betwsen thie agency and the company so that the meeting can focus
productively on addressing those narrowed or clarified issues. A properly worded re-
sponse also can help set a cooperative rather than adversarial tone for the meeting,
Consequently, usually it is a mistake for a company to seek a meeting before the submis-
sion of at least a partial written response.

In some circumstances, it is appropriate for a company to meet with FDA before
submitting a written response. For example, a company might request such a meeting if
it has received a #483 and wants to reduce toa minimum any risk that FDA might issue
a warning letter or take other enforcement action before the company submits its written
response. A company also might request a meeting before sending a written response if
it needs further explanation from FDA before it.can prepare an adequate response, and
other efforts to obtain an adequate explanation have failed, or if the company believes
that its written response is likely to be acceptable to FDA only if accompanied by a face-
to-face presentation, , E

A request for a meeting with FDA (whether before or after submission of the written
response) generally should be made by telephone, but should be followed by a letter
stating why the requested meeting is warranted, and proposing lists of company and
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FDA participants, an agenda, and a duration for the meeting. Of course, the cornpany
also needs to consider who its prinicipal speaker(s) will be at the meeting, and what type
of presentation will be made (e.g. ; PowerPoint); and thi¢ company participants should be
prepared to respond to FDA’s questions and requests for commitments, and to enter
into a productive discussion with FDA,

Once a company has submitted its written response to a #483 or warning letter, FDA
may inform the company by letter that the response has, or has not, addressed FDA’s
concerns. If FDA is satisfied with the company’s response, the company must make
sure that it follows through on all of the commitments.it set forth in the response. Being
told by FDA that the company’s response is adequate should not result in the company
relaxing its commitment to comply with its obligations. FDA undoubtedly will return for
another inspection at some point. Investigators will examine their file on the company
before conducting the next mspectmn and will check corrections of past deficiencies.

Where FDA’s letter informs a company that its response to a #483 or warning letter
was deficient, the letter will explain why. In response.to such a letter, the company
should immediately assess FDA’s position and inform the agency by letter, telephone;
and/or meeting whether the company agrees with FDA’s conclusions.

IV. TAKING AN “APPEAL”

In some circumstances, a.company will disagree with the conclusions stated by the
district director or headquarters official and conclude, after exhausting pertinent discus-
sions with those officials, that the company cannot reach agreement with them. The
company then faces the question whether to appeal the disagreement within the agency,
- challenge FDA’s conclusions in court, or acquiesce in the agency’s cusrent position.

FDA has established procedures for taking an appeal within the agency when a
company and FDA officials cannot resolve a disagreement. The company may choose
to present the dispute to 1) officials in FDA’s Office of Regulatory Affairs; 2) the Om-
budsman in the FDA Center that is involved in the dispute; 3) FDA’s Office of Chief
Counsel; or 4) other FDA officials who might be willing to consider the matter, up to
FDA’s Comrmssmner "

Another option is to sue FDA for declaratory and/or other relief. Challenging FDA in
court is expensive and risky, however; and it ig likely that the agency will raise proce-
dural and substantive defenses. Even success for the company in the lawsuit may leave
FDA enforcement officials with the view that the company is unwﬂhng to comply.

Nevertheless, sometimes a disagreement with FDA. is so serious that the costs or
other consequences of acquiescing in FDA’s position are unacceptable. Further discus-
sion of litigation-against FDA is beyond the scope of this article."

V. CONCLUSION

A company’s written response typically is its first communication to FDA following
receipt of a #4483 or warning letter. It is the formal beginning of the process of removing
agency doubt about the conpany’s currént and future compliance. It should be viewed

" See, e.g.. FDA, DraRt Guidance, Formal Dispute Resolutxon Scientific and Techaical Issues
Related to Pharmaceutical CGMP (Aug. 2003), available at hutpi/iwww.fda. gov/cder/guidancc/
5804dft.pdf (last visited Nov. 28, 2005).

™ A company that dlsagrecs with FDA also has the option of wantmg until FDA brings an
enforcement actwn, and then raising whatever challenges it has to the agency's conclusions. Because,
in general, it is difficult (though not impossible) to defeat FDA in cowrt and because a lawsuit with FDA
may be expensive and may generate adverse publicity and adverse resctions among {he company's
constituencies (including customers and stockholders), most companies seek lo avoid resolving their
disagreements with FDA in court,
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as an opportunity to show FDA that the company has “gotten the message™ and can be
trusted to fulfill its regulatory obligations with minimal future involvement by FDA. The
foundation for a successful response; however, consists of an actual understanding of
the problems FDA has identified, a serious commitment to ¢orrect and prevent problems
from recuiring, and the mobilization of adequate resources to accomplish these goals,



