
for complaining about violations. This format
is Form 483. FDA’s Form 483, “is issued by
one or more FDA investigators at the conclu-
sion 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 headquarters official of similar seniority,
and only after review by FDA’s Office of Chief
Counsel” (14).

FDA provides the following outline regard-
ing the timeline of FDA inspections and
duties of FDA inspectors (15). Typically, the
FDA inspector makes a comparison, and
compares what is set forth in the Sponsor’s
submissions to the FDA with documents that
are possessed by the investigator, such as case
report forms:

When the inspection occurs as a result of FDA’s
receipt of a marketing application/submission, it
will include a comparison of the data submitted by
the sponsor to FDA with source documents at the
clinical investigator’s site . . . and case report forms
(CRFs) in the clinical investigator’s files . . . [i]f it is
a . . . surveillance inspection of an on-going
study, data comparison will generally involve only
source documents and case report forms . . . [s]
ource documents may include office records, hospi-
tal records, laboratory reports, records of consulta-
tions, etc.

One of FDA’s Warning Letters provides
guidance for responding to a Form FDA 483.
The guidance states that the Sponsor should not
merely assert that corrective actions will be
taken, but should detail the corrective steps that
will be taken. In the FDA’s words, “Your firm’s
response stated that procedures will be put into
place to ensure compliance with the FDA regu-
lations in the future. We acknowledge your
firm’s assurance that corrective actions will be
taken. However, we note that the response did
not contain a detailed outline of procedures or
processes that would be implemented to pre-
vent the future occurrence of these observa-
tions” (16). This Warning Letter includes an
exemplary account of correcting a procedural
issue. The example is from a chronic problem of
dosing errors of a pediatric drug. The remedial
steps taken by the Sponsor were to suspend
enrolment at various study sites pending re-
training of personnel, reassessing the ability of
personnel to follow the Clinical Study Protocol,
and increasing monitoring of drug accountabil-
ity to 100% for all study sites (17).

Most Warning Letters are preceded by a
Form 483 notice (18). Copies of issued Form
483 notices can be acquired by the public, but
requests must be made via the Freedom of
Information Act Office. This Office will cooper-
ate and provide these documents, but only
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