estimated 'SADR’s are prevented, then the benefits of this
proposed rule will exceed the compliance costs that it imposes on
the U.S. economy. In addition, the agency has considered other
alternatives as discussed in section V.E.4 of this document and
determined that the proposed rule is the least burdensome and the
most cost effective alternative that would meet the objectives of
this rule.
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This proposed rule contains collections of information which

-_mwi§>VI. Paperwork Reduction Act of 1995

are subject to review by the Office of Management and Budget
(OMB) under the Paperwork Reduction Act of 1995 (44 U.S.C. 3501-
3520) . "Collection of information" is defined in 44 U.S.C.
3502(3) and 5 CFR 1320.3(c) and includes agency requests or
;equirements that members of the public obtain, maintain, retain,
or report information to the agency, or disclose information to a
third party or to the public. The title, description, and
respondent description of the information collection are showﬂ
below with an estimate of the annual reporting bgrden. Included

in the estimate is the time for reviewing instructions, gathering
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and maintaining the data needed, and completing and reviewing the
collection of information.

FDA invites comments on: (1) Whether the proposed collection
of information is necessary for proper performance of FDA's
functions, including whether the information will have practical
utility; (2) the accuracy of FDA's estimate of the burden of the
proposeg collection of information, including the validity of the
methodology and assu&ptions used; (3) ways to enhance the
quality, utility, and clarity of the information to be collected;
and (4) ways to minimize the burden of the collection of
information on respondents, including through the use of
automagg@ collection téchniques, when appropriate, and other
forms of information technology.

Title: Safety Reporting Requirements for Human Drug and
Biological Products

Description: The proposed rule would amend FDA's safety

- reporting regulations for human drug and biological products to-
implement definitions, and reporting formats aﬁd standards as
recommended by the International Conference on Harmonisation of
Technical Requirements for Registration of Pharmaceuticals for
Human Use (ICH) and by the World Health Organization's’Council
for International Organizations of Medical Sciences (CIOMS);
codify the agency's expectations for timely_acquisition,

evaluation, and submission of relevant safety information for
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marketed drugs and licensed biological products; require that
certain information, such as domestic reports of medication
errors, be submitted to the agency in an expedited manner;
clarify certain saféty reporting requirements; and make other
minor revisions. The proposed rule would also amend FDA's
postmarketing annual reports regulations for human drugs and
1icensed;biologica1 products by revising the content for these
reports. These changes would further worldwide consistency in
the collection of safety information and submission of safety
reports, increase the quality of safety reports,—expedite FPA’s
review of critical safety information, and enable the agency to

protect and promote public health.

VI.A. Expedited Safety Reporting

Proposed §§ 310.305(c) (2) (i), 314.80(c) (2) (i), and
600.80(c) (2) (i) would require manufacturers and applicants to

submit a report to FDA for each SADR, received or otherwise

obtained, that is both serious and unexpected, whether foreign or
domestic, as soon as possible, but iﬁ no case later than 15
calendar days after receipt by the manufacturer or applicant of
the minimum data set for the serious, unexpected SADR. Based on
data concerning the number of expedited reports currently
received by the agency, FDA eétimates that approximately 350
expedited reports of serious and unexpected SADR's will be

submitted annually under proposed § 310.305(c) (2) (i) ;

285

The estimates provided in this section are not only attributed to the new proposed
requirements in this rulemaking but also include burdens associated with our current
safety reporting requiremedts.




approximately 50,000 reports will be submitted annually ﬁnder
proposed § 314.80(c) (2) (i); and approximately 3,000 reports will
be submitted annually under proposed § 600.80(c) (2) (i). FDA
estimates that approximately 14 manufacturers under proposed
§ 310.305(c) (2) (i) will submit these reports; approximately 282
applicants under proposed § 314.80(c) (2) (i) will submit these
reportsz and approximately 69 applicants under proposed
§ 600.80(c) (2) (1) will submit these reports. Based on the "
agency’s familiarity with the content of expedited reports for
serioué and unexpected SADR’s, FDA estimates that it will take an
average of 16 hours for manufacturers and applicants to prepare
and submit one qf these reports to FDA. Preparation of an
expedit;é report for a serious and unexpected SADR would include
gathering information (proposed §§ 310.305(b) and (c) (1), S~
314.80(b) and (c) (1), and 600.80(b) and (c) (1)), providing
attachments, if épplicable (proposed §§ 310.305(0)(25(ix) and
(c) (2) (x), 314.80(c) (2) (ix), and 600.80(c) (2) (ix)), and
formatting information (proposed §§ 310.305(c) (2) (xii), (d), and
(e), 314.80(c) (2)(xi), (c)(4), and (e), and 600.80(c) (2) (xi),
(c) (4), and (e)).

Proposed §§ 310.305(c) (2) (ii), 314.80(c) (2) (ii), and
600.80(c) (2) (ii) would reguire manufacturers and applicants to
submit a report to FDA céncerning information, received or

otherwise obtained, whether foreign or domestic, that would be
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sufficient, based upon appropriate medical judgment, to cbnsider.
product administration changes (e.g., any significant

ﬂwﬁunanticipated safety finding or data ih the aggregate from an in
vitro, animal, epidemiological, or clinical study, whether or not
conducted under an IND, that suggests a significant human risk,
such as reports of mutagenicity, teratogenicity, or
carcinogenicity, or reports of a lack of efficacy with a drug or
biological product usea in treating a life-threatening or serious
disease). Manufacturers and applicants would be required to
submit this information to FDA as soon as possible, but in no
case later than 15 calendar days after determination by the
manufacturer or applicant that the information qualifies for
expeditgd)reporting. Expedited reports containing information

fmxthat would be sufficient to consider changes in product

( administration are a new type of safety report. Based on data
concerning voluntary reporting of this type of information to the
agency, FDA estimates that approximately 5 expedited reports
concerning information sufficient to consider product
administration changes will be submitted annually under proposed
§ 310.305(c) (2) (ii); approximately 300 reports will be subﬁitted
annually under proposed § 314.80(c) (2) (ii); and approximately 4
reports will be submitted annualiy under proposed

§ 600.80(c) (2)(ii). FDA estimates that approximately 5

manufacturers under proposed § 310.305(c) (2) (ii) will submit
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these expedited reports; approximately 50 applicants under

e proposed § 314.80(c) (2) (ii) will submit these expedited reports;
and approximately 4 applicants under proposed § 600.80(c) (2) (ii)
will submit these expedited reports. Based on the content of the
voluntary reports submitted to the agency, FDA estimates that iﬁ
will take an average of 8 hours for manufacturers and applicants
to prepare and submit an expedited report to FDA concerning
information sufficient to consider producﬁ administration
changes. Preparation of these expedited reports would include
gathering information (proposed §§ 310.305(b) and (c) (1),
314.80(b) and (c) (1), and 600.80(b) and (c) (1)), providing
attachm?pts, if applicable (proposed §§ 310.305(c) (2) (ix) and
(c) (2) (x), 314.80(c) (2) (ix), and 600.80(c) (2) (ix)), and

~ formatting information (proposed §§ 310.305(c) (2) (xii), (d), and
(e}, 314.80(c) (2) (xi), (c)(4), and (e), and 600.80(c) (2) (xi),
(c) (4), and (e)).

Proposed §§ 310.305(c) (2) (iii), 314.80(c) (2) (iii), and
600.80(c) (2) (iii) would require manufacturers and applicants to
submit a report to FDA for each SADR that is unexpected and for
~which the determination of an outcome is unattainable (i.e., SADR
with unknown outcome) within 45 calendar days after initial
receipt by the manufacturer or applicant of the ﬁinimum data set
for an unexpected SADR. Expedited reports of unexpected SADR's

with an unknown outcome are a new type of safety report. Based
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on data concerning the number of unexpected SADR reports with an
unknown outcome currently received by the agency, FDA estimates
that approximately 46 expedited reports of an unexpected SADR
with an unknown outcome will be submitted annually under proposed
8§ 310.305(c) (2) (iii); approximately 912 reports will be submitted
annually under proposed § 314.80(c) (2) (iii); and approximatelyxzs.
reports will be submitted annually under proposed

§ 600.8;(0)(2)(iii). FDA estimates that approximately 10
manufacturers under proposed § 310.305(c) (2) (iii) will submit
theseiexpedited reports; approximately 109 applicants under
proposed § 314.80(c) (2) (iii) will submit these expedited reports;
and approximately 12 applicants under proposed

§ 600.§b(c)(2)(iii) will submit these expedited reports. Based
on the agency’s familiarity.with the content of expedited reports
for serious and unexpected SADR’S, FDA estimates that it will

take an average of 24 hours for manufacturers and applicants to

prepare and submit an expedited report for an unexpected SADR

with an unknown outcome to FDA. Preparation of expedited reports
for unexpected SADR's with an unknown outcome would include
gathering information (proposed §§ 310.305(b) and (c) (1),
314.80(b) and (c) (1), and 600.80(b) and (c) (1)), providing
attachments, if applicable (proposed §§ 310.305(c) (2) (ix) and

(c) (2) (x), 314.80(c) (2) (ix), and 600.80(c) {2) (ix)), and

formatting information (proposed §§ 310.305(c) (2) (xii), (d), and
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ge), 314.80(c) (2) (xi), (c)({4), and (e), and 600.80(c) (2) (xi)}),
— (c)(4), and (e)).

Proposed §§ 310.305(c) (2) (iv), 314.80(c) (2) (iv), and
600.80(c) (2) (iv) would require manufacturers and applicants to
submit to FDA each SADR, received or otherwise obtained, whether
foreign or domestic, that is the subject of an always expedited
report.‘ Certain medically significant SADR’s (e.g., ventricular
fibrillation, liver necrosis, confirmed or suspected transmission
of an infectious agent by a marketed drug or biological product)
which may jeopardize the patient or subject and/or require
medical or surgical intervention to treat the patient or subject
would be subjec; to an always expedited report. These SADR’s
would gé’submitted to FDA whether unexpected or expected and
whe;her or not the SADR leads to a serious outcome. Always
expedited reports would be submitted to the agency within 15
_ calendar days-after initial . receipt by the manufacturer or

applicant of the minimum data set for the report. Always
expedited reports are a new type of safety report. Based on data
concerning the number of safety reports currently received by the
agency for the SADR’s specified under proposed

§§ 310.305(c) (2) (iv), 314.80(c) (2) (iv), and 600.80(c) (2) (iv), FDA
estimates that approximately 50 always expedited reports -will be

.submitted annually under proposed § 310.305(c) (2) (iv);

approximately 1,500 reports will be submitted annually under
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proposed § 314.80(c) (2) (iv); and approximately 100 reports will
be submitted annually under proposed § 600.80(c) (2) (iv). FDA
estimates that approximately 10 manufacturers under proposed
§ 310.305(c)(2)(i§) will submit these expedited reports;
approximately 100 applicants under proposed § 314.80(c) (2) (iv)
will submit these expedited reports; and approximately 10
applicants under proposed § 600.80(c) (2) (iv) will submit these
expedited reports. Based on the agency’s familiarity with the
content of expedited reports for serious and unexpected SADR's,
FDA estimates that it will take an average of 16 hours for
manufacturers and applicants to prepare and submit an always
expedited reportyto the agency. Preparation of always expedited
reportsﬂﬁbuld include gathering information (propoéed
8§ 310.305(b) and (c) (1), 314.80(b) and (c) (1), and 600.80(b) and
‘ka(c)(l)), providing attachments, if applicable {proposed
§§ 310.305(c) (2) (ix) and (c) (2) (x), 314.80(c) (2) (ix), and
600.80(c) (2) (ix)), and formatting information (proposed
§§ 310.305(c) (2) (xii), (d), and (e), 314.80(c) (2) (xi), (c) (4),
-and (e), and 600.80(c) (2) (xi), (c)(4), and (e)).
Proposed §§ 310.305(c) (2) (v), 314.80/(c) (2) (v), and
600.80(c) (2) (v) would require manufacturers and applicants to
submit all domestic reports of medication errors, whether actual

or potential. Expedited reports of medication errors are a new

type of safety report. Based on data concerning the number of
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domestic reports of medication errors voluntarily submitted to
the agency, FDA estimates that approximatelyil,ooo reports of

# medication errxors will be submitted annually under proposed
§ 310.305(c) (2) (v); approximately 100,000 reports will be
submitted annually under proposed § 314.80(c) (2) (v); and
approximately 10,000 reports will be submitted annually under
proposed § 600.80(c) (2) (v). FDA estimates that approximately 10
manufacturers under proposed § 310.305(c) (2) (v) will submit these
expedited reports; approximately 150 applicants under proposed
§ 314.80(c) (2) (v) will submit these expedited reports; and
approximately 30 applicants under proposed § 600.80(c) (2) (v) will
submit these expedited reports. Based on the agency’s
familia;ity with the c?ntent of expedited reports for serious and
unexpected SADR’s, FDA estimates that it will take an average of

™16 hours for manufacturers and appiicants to prepare and submit .
an expedited report of a medication error to the agency.
Preparation of medication error reports would include gathering
information (proposed §§ 310.305(b) and (c) (1), 314.80(b) and
{(c) (1), and 600.86(b) and (c) (1)), providing attachments, if
applicable (proposed §§ 310.305{(c) {2) (ix) and (c) (2) (x),
314.80(c) (2) (ix), and 600.80{c) (2) (ix)), and formatting
information (proposed §§ 310.305(c) (2) (xii), (d), and (e),
314.80(c) (2) (xi), (c) {(4), and (e), and 600.80(c) (2) (xi), (c) (4),

and (e)).
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Proposed §8 310.305(c}) (2) (vi), 314.80(c) (2) (vi), and
600.80{c) (2} (vi) would require manufacture;s"and applicants to
submit a 30-day followup report to FDA for any expedited report
under proposed §§ 310.305(c) (2) (1), (c) (2) (iv), () (2) (v),
314.80(c) (2) (1), (c)(2)(iv), (c) (2) (v}, 600.80(c) (2) (1),

{c) {2) (iv), and {(c) (2) (v} that does not contain a full data seﬁ_
These 30-day followup reports would be submitted within 30
calendar days after submission of the expedited report. Thirty-
day followup reports are a new type of safety report. Based on
data concerning the nﬁmber~of followup reports received by the
agency, FDA estimates that approximately 340 30-day followup
reports will be submitted annually under proposed
§ 310.3;5(c)(2)(vi); approximately 43,000 30-day followup reports
will be submitted annually under proposed § 314.80(c) (2) (vi); and
fmﬂpproximately 3,000 36—day followup reports will be submitted
annually under proposed § 600.80(c) (2) (vi). FDA estimates that
approximately 7 manufacturers under proposed § 310.305(c) (2) (vi)
will submit 30-day follow up reports; approximately 140
applicants under proposed § 314.80(c) (2) (vi) will submit 30-day
follow up reports; and approximately 69 applicants under proposed.
§ 600.80(c) (2) (vi) will submit 30-day followup reports. Based on
the agency’s familiarity with the content of followup reports for

serious and unexpected SADR’s, FDA estimates that it will take an

average of 8 hours for manufacturers and applicants to prepare
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and submit a 30-day follow up report to the agency. Preparation
of 30-day follow up reports would include gathering information
~~ (proposed §§ 310.305(b) and (c) (1), 314.80(b) and (c} (1), and
600.80(b) and (c) (1)), providing attachments, if applicable
(proposed §§ 310.305(c) (2} (ix) and (c) (2) (x), 314.80(c) (2) (ix),
and 600.80(c) (2) (ix)), and formatting information (proposed
§§ 310.305(c) (2) (xii), (d), and (e), 314.80(c) (2) (xi), (c)(4),
and (e)y, and 600.80(c) (2) {xi), (c)(4), and (e)).

Proposed §§ 310.305(c) (2) (vii), 314.80(c) (2) (vii), and
600.80(c) (2) (vii) would require manufacturers and applicants to
submit a 15-day followup report to FDA concerning any new
information, received or otherwise obtained, after any initial
expedit;d report or any folléwup report, except for expedited
reports which are subject to the 30-day followup reporting

# requirement under proposed §§ 310.305(c) (2) (vi),
314.80(c) (2) (vi), and 600.80(c) (2) (vi). Proposed
§8 310.305(b) (2), 314..80(b) (2), and 600.80(b) (2) would also
require manufacturers and applicants to submit 15-day followup
reports to FDA with any new information concerning an individual
case safety report forwarded to the manufacturer or applicant by
FDA. Proposed §§ 310.305(c) (2) (viii) (A), 314.80(c) (2) (viii) (A},
and 600.80({c) (2) (viii) (A) would also require manufacturers and
applicants to submit to FDA as 15-day followup reports any

documents required under these paragraphs that become available
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after submission of an expedited report. These 15-day followup

reports would be submitted within 15 calendar days of initial

~receipt of the new information by the manufacturer or applicant.

Based on data concerning the number of followup reports currently
received by the agency, FDA estimates that approximately 55 15-
day followup reports will be submitted annually under proposed-

§ 310.305(b) (2), (c)(2)(vii), and (c} (2) (viii) (n); approximétely
10,000 15-day followup reports will be submitted annually under
proposed § 314.80(b) (2), (c)(2)(vii), and (c) (2) (viii) (A); and
approximately 1,000 15-day followup reports will be submitted
annually undexr proposed § 600.80(b) (2), (c)(2) (vii), and
(c)(2)(viii)(A).‘ FDA estimates that approximately 10
manufac;ufers under proposed § 310.305 will submit 15-day
followup reports; approximately 184 applicants under proposed

§ 314.80 will submit 15-day followup reports; and approximately
69 applicants under proposed § 600.80 will submit 15-day followup
reports. Based on the agency’s familiarity with the content of
followup reports for serious and unexpected SADR’s, FDA estimates

that it will take an average of 4 hours for manufacturers and

applicants to prepare and submit a 15-day followup report to FDA.

. Preparation of 15-day followup reports would include gathering

information (proposed §§ 310.305(b) and (c) (1), 314.80(b) and
(c) (1), and 600.80(b) and (c) (1)), providing attachments, if

applicable (proposed §§ 310.305(c) (2) (ix) and (c) (2) (x),
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314.80(c) (2) (ix), and 600.80(c)(2) (ix}), and formatting

information (proposed §§ 310.305(c) (2) (xii), (d), and (e),

7™ 314.80(c) (2) (xi), (c)(4), and (e}, and 600.80(c) (2) (xi), (c) (4),
and (e)).

Proposed §§ 310.305(c) (2) (xi), 314.80(c) (2) (x), and
600.80(c) (2) (x) would require contractors and shared
manufactﬁrers to submit safety reports of any SADR’s or
medication errors for the product to the manufacturer (proposed
§8 310.305(c) (2) (xi)) or applicant (broposed 5§ 314.80(c)(2)(x)
and 600.80(c) (2) (x)) within 5 calendar days of its receipt by the
contractor or shared manufacturer. Based on information included
in individual case safety reﬁorts currently submitted'to the
agency,”FbA estimates that approximately 10 safety reports'will
be submitted to manufacturers annually under proposed

g 310.305(c) (2) (xi) ;- approximately 11,370 safety reports will be
submitted to applicants annually under proposed
§ 314.80(c) (2) (x); and approximately 250 safety reports will be
submitted to applicants annually under proposed
§ 600.80(c) (2) (x). FDA estimates that approximately 5
contractors under proposed § 310.305 will submit safety reporﬁs
to the manufacturer; approximately 100 contractors under proposed
§ 314.80 will submit safety reports to the applicant; and
approximately 20 contractors and shared manufacturers under

proposed § 600.80 will submit safety reports to the applicant.
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Based on the agency’s familiarity with the content of individual
case safety reports, FDA estimates that it will take an average
of 2 hours for contractors and shared manufacturers to prepare
and submit a safety report to a manufacturer or applicant.

Proposed § 312.32(c) (1) (i) would require sponsors to notify
FDA and all participating investigators in a written IND safety
report of any SADR, based on the opinion of the investigator or
sponsort that is both serious and unexpected, as soon as
possible, but in no case later than 15 calendar days after
receipt by the sponsor of the minimum data set for the serious,
unexpected SADR. The sponsor would identify all safety reporis
previously filed with the IND concerning a similar SAbR and would
analyze—ghe significance of the SADR in light of previous,
similar reports. Based on data concerning the number of written
IND safety reports currently received by the agency, FDA
estimates that approximately 4,860 written IND safety reports of'
serious and unexpected SADR's will be submitted annually under
proposed § 312.32(c) (1) (i) for human drugs, and approximately
2,980 written IND safety reports will be submitted annually under
proposed § 312.32(c) (1) (1) for human biological products. FDA
estimates that approximately 457 sponsors will submit written IND
safety reports for human drugs, and approximately 602 sponsors.
will submit written.IND safety reports for human biological

products. Based on the agency’s familiarity with the content of
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written IND safety reports for serious and unexpected SADk’s, FDA

estimates that it will take an average of 16 hours for sponsors
Mﬁ%to prepare and submit one of these reports to FDA. Preparation
of a written IND safety report for a serious and unexpected SADR
would inclu@e gathering information (proposed § 312.32(b)) and
formatting information (proposed § 312.32(c) (1) (iii)).

Proposed § 312.32(c) (1) (ii) would require sponsors to
notify %DA and all participating investigators in a written IND
safety report-of information, based on appropriate medical
judgment, that might materially influence the benefit—riék
assessment of an investigatfbnal drug, or would be sufficient to
consider changes in either product administration or in the
overallbconduct of a clinical investigation (e.g., any
significant unanticipated safety finding or data in the aggregate
from an in vitro, animal, epidemiological, or clinical study,
whether or not conducted under an IND, that suggests a
significant human risk, such as reports of mutagenicity,
teratogenicity, or carcinogenicity, or reports of a lack of
efficacy with a drug or biological product used in treating a
life-threatening or serious disease). This information would be
submitted as soon as possible, but in no case later than 15
calendar days after determination by the sponsor that the

information qualifies for expedited reporting. Based on

information contained in written IND safety reports that the
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agency has received in the past, FDA estimates that approkimately

300 written IND safety reports concerning information that might
ﬁw%materially influence the benefit-risk assessment of an
investigational drug, or that would be sufficient to consider
changes in either product administration or in the overall
conduct of a clinical investigation will be submitted annually -
under proposed § 312.32(c) (1) (ii) for human drugs, and
approxi&ately 300 reports will be submitted annually under
proposed § 312.32(c) (1) (ii) for human biological products. FDA
estimates that approximately 100 sponsors will submit these
written IND safety reports for human drugs, and approximately 100
sponsors will submit these reports for human biological products;
Based oﬁ the agency’s familiarity with the content of written IND
safety reports, FDA estimates that it will take an average of 8
hours for sponsors to prepare and submit this type of written IND
safety report to FDA. Preparation of these written IND safety
reports would include gathering information (proposed
§ 312.32(b)) and formatting information (proposed
§ 312.32(c) (1) (iii)).

Proposed § 312.32(c) (2) would require sponsors to notify

FDA by telephone or by facsimile transmission of any unexpected
fatal or life-threatening SADR based on the opinion of the

investigator or sponsor as soon as possible but in no case later

than 7 calendar days after receipt by the sponsor of the minimum
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data set for an unexpected fatal or life-threatening SADR. Based
on data concerning the number of telephone IND safety reports

™ currently received by the agency, FDA estimates that
approximately 490 telephone and facsimile IND safety reports will
be submitted annually under proposed § 312.32(c) (2) for human
drugs, and approximately 290 reports will be submitted annually
under proposed § 312.32(c) (2) for human biological products. FDA
éstimates that approximately 135 sponsors will submit these
reports for human drugs, and approximately 180 sponsors will
submit these reports for human biological products. Based on the
agency’s familiarity with telephone and facsimile IND safety
reports, FDA estimates that it will take an average of 4 hours
for spo;éors to prepare and submit one of these reports to FDA.

Preparation of a telephone or facsimile IND safety report would

“include gathering information (proposed § 312.32(b)).

Proposed § 312.64(b) would require an investigator to notify
the sponsor of any serious SADR immediately and any other SADR
promptly unless the protocol or investigator’s brochure specifies
a different timetable for reporting the SADR. Based on data
concerning the number of sponsors currently conducting clinical
investigations under an IND and the number of written IND safety
reports currently received by the agency, FDA estimates that
approximately 100,000 investigator safety reports will be

submitted to sponsofs annually under proposed § 312.64(b) for
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human drugs, and approximately 60,000 investigator safety reports
will be subﬁé}ed to sponsors annually under érqéged § 312.64 (b)
for human biological products. FDA estimates that approximately
10,000 investigators will submit safety reports to sponsors for
human drugs, and approximately 6,000 investigators will submit
safety reports to sponsors for human 5iologica1 products. Baséd
on the §gency’s familiarity with the content of IND safety
reports, FDA estimates that it will take an average of 2 hours
for an investigator to prepare and submit one of these reports to
the sponsor.

Proposed § 320.31(d) (3) would require persbns conducting
human bioavailability and bioequivalence studies that are not

subject to an IND to submit to FDA written séfety reports as

meprescribed under proposed § 312.32(c) (1) and telephone and

facsimile safety reports as prescribed under proposed

§ 312.32(c) (2) . These persons would submit these safety reports
to all participating investigators and the appropriate FDA
division in the Center for Drug Evaluation and Research (i.e.,
safety reports for the reference listed drug would be forwarded
to the new drug review division that has résponsibility for that
drug; safety reports for the investigational drug product would
be forwarded to the Director, Division of Bioequivalence, Office
of Generic Drugs). These persons would be required to identify

all safety reports previously filed for the biocavailability or
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bioequivalence study concerning a similar SADR, and analyze the
SADR in light of previous similar reports, as required under
ﬁmxproposed § 312.32(c) (1) (1) . Written, telephone, and facsimile
safety reports for bioavailability and biocequivalence studies not
subject to an IND are a new type of safety report. Based on data
concerning voluntary reporting to the agency of safety
information for these biocavailability and bioequivalence.studies,
FDA est;mates that approximately 200 safety reports will be
submitted annually under proposed § 320.31(d) (3). FDA estimates
that approximately 10 sponsors will submit these safety reports.

Based on the agency’s familiarity. with the content of. IND safety

reports, FDA estimates that it will take an average of 14 hours

-,

for sponsors to prepare and submit a safety report to FDA.
Proposed § 606.170(b) would require blood establishments to
notify FDA in a written report of any serious SAR, except a
fatality, within 45 calendar days after determination of a
serious SAR. These written reports would be submitted to FDA
using the reporting format provided in proposed § 600.80(c) (4).
Based on data from the scientific literature and reports
voluntarily received by the agency, FDA estimates that
approximately 7,000 written reports will be subﬁitted annually
under proposed § 606.170(b). FDA estimates that approximately
3,062 blood establishments will submit these wfitten reports.

Based on the agency’s familiarity with the content of expedited
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reports for serious and unexpected SADR’s, FDA estimates that it

will take an average of 16 hours to prepare and submit each of
=

these written reports to FDA.

Proposed § 606.170(c) would require blood establishments to
notify FDA by telephone, facsimile, express mail, or
electronically transmitted mail as soon as possible of an SAR
that results in a fatality. Proposed § 606.170(c) would also
requirevthese facilities to submit a written report to FDA within
7 calendar days after the fatality. The written reports would be
submitted using the reporting format provided in proposed
§ 600.80(c) (4). Based on data concerning the number of reports
for fatalities associated with blood collection and transfusion
currenti& received by the agency, FDA estimates that

N%approximately 75 reports will be submitted annually under
proposed § 606.170(c). FDA estimates that approximately 75 blood
establishments will submit these reports. Baéed~on the agency’s
familiarity with the content of written reports for a fatality,
FDA estimates that it will take an average of 20 hours to prepare

and submit each of these reports to FDA.

VI.B. Periodic Safety Reports

Proposed §§ 314.80(c) (3) (i) and 600.80(c) (3) (i) would require
persons holding an application (i.e., NDA, ANDA, BLA) approved
§
before January 1, 199EC to submit a TPSR every 5 years after U.S.

approval of the application. These persons would also be
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required to submit a TPSR at 7.5 and 12.5 years afterxr U.SL
approval of the application. Based on data concerning
”postmarketing periodic éafety reports currently received by the
agency, FDA estimates that approximately 1,400 TPSR's will be
submitted annually under proposed § 314.80(c) (3) (1);
approximately 35 TPSR's will be submitted annually under proposed
8§ 600.80(c) (3) {1). FbA estimates that approximately 80' \
applicants under proposed § 314.80(c) (3) (i) will submit TPSR's,
and approximately 20 applicants under proposed § 600.80(c) (3) (i)
will submit TPSR's. Based on the agency’s familiarity with the
content of postmarketing periodic safety‘reports, FDA estimates
that it will take an average of 20 hours for applicants to
prepare%énd submit a TPSR to FDA. Preparation of a TPSR would
include gathering information (proposed §§ 314.80(b) and
600.80(b)), and providing attéchments (proposed §§ 314.80 (c) (3)
and 600.80(c) (3)).

Proposed §§ 314.80(c) (3) (ii) and 600.80(c) (3) (ii) would
require persons holding an application (i.e., NDA, ANDA, BLA)
approved on or after January 1, 19;%, to submit a PSUR to FDA
according to the following schedule: Semiannually for 2 years
after U.S. approval of the application, annually for the next 3
years, and then every 5 years thereafter. Propo;ed
§8 314.80{(c) (3) (i) and 600.80(c) (3) (1) would permit persons

holding an application (i.e., NDA, ANDA, BLA) approved before
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January 1, 199%, to submit a PSUR, in lieu of a TPSR, every 5
years after U.S. approval of the applicationl Proposed

§8 314.80(c) (3) (iv} and €600.80(c) (3) (iv) would require persons
holding an approved supplement to an approved application for use
of the human drug or biological product in the pediatric
pdpulation to submit a PSUR (even if the supplement or
applicafion was approved prior to Januafy 1, 1995) to FDA
according to the following schedule: Semiannually for 2 years
after U.S. approval of the supplement, annually for the next 3
years, and then every 5 years thereafter. Based on data
concerning postmarketing periodic safety reports currently
received by the agency, FDA estimates that approximately 2,500

PSUR's will be submitted annually under proposed

wm%§ 314.80(c) (3) (1), (c)(3)(ii), and (c) (3) (iv), and approximately

35 PSUR's Wili be submitted annually under proposed

§ 600.80(c) (3) (i), (c)(3)(ii), and (c) (3)(iv). FDA estimates
that approximately 200 applicanté under proposed § 314.80(c) (3)
will submit PSUR's, and approximately 20 applicants under
proposed § 600.80(c) (3) will submit PSUR's. Based on the
égency's familiarity with the content of PSUR’s voluntarily
submitted to the agency, FDA estimates that it will take an
average of 46 hours for applicants to prepare and submit a PSUR

to the agency. Preparation of a PSUR would include gathering
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information (proposed §§ 314.80(b) and 600.80(b)) and providing
attachments (proposed §§ 314.80(c) (3) and 606.80(c)(3)).

- Proposed §§8 314.80(c) (3) (iii) and 600.80(c) (3) (iii) would
require persons holding an application (i.e., NDA, ANDA, BLA)
épproved on or after January 1, 199%, to submit an-IPSR to FDA e
7.5 years and 12.5 years after U.S. approval of the applicatioﬁ.
Propose? §§ 314.80(c) (3) (1) and 600.80(c) (3) (i) would permit
persons holding an application (i.e., NDA, ANDA, BLA) approved
before January 1, 199%{,to submit an IPSR at 7.5 and 12.5 vears v
after U.S. approval of the application. Proposed
§§ 314.80(c) (3) (iv) and 600.80(c) (3) (iv) would require persons
holding an approved supplement to an approved application for use
of the ﬂﬁﬁan drug or biological product in the pediatric

A”Mpopulation to submit an IPSR (even if the supplement ox
application was approved prior to January 1, 193%4 to FDA at 7.5

rand 12.5 years after U.S. approval of the supplement. Based on

data concerning poétmarketing periodic safety reports currently

received by the agency, FDA estimates that approximately 350

IPSR's will be submitted annually under proposed

§ 314.80(c) (3) (1), () (3)(iii), and (c) (3) (iv), and approximately

3 IPSR's will be submitteé annually under proposed

§ 600.80(c) (3) (1), (c)(3)(iii), and (c)(3)(iv). FDA estimates

that approximately 40 applicants under proposed § 314.80(c) (3)

will submit IPSR's, and approximately 3 applicants under proposed
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§ 600.80(c) (3) will submit IPSR's. Based on the agency’s
ﬁm\familiarity with the content of PSUR’s voluntarily submitted to
! ”the agency, FDA estimates that it will take an average of 30
hours for applicants to prepare and submit an IPSR to FDA.
Preparation of an IPSR would include gathering information
(proposed §§ 314.80(b) and 600.80(b)) and providing attachments
{(proposed §§ 314.80(c) (3) and 600.80(c) (3)).

Proposed §§ 314.86(c)(3)(v) and 600.80(c) (3) (v) would require
persons holding an application (i.e., NDA, ANDA, BLA) to submit
to FDA every 6 months after U.S. approval of.the application a
report that consists of individual case safety reports (i.e., FDA
Form 3500A'é, VAERS forms for vaccines, CIOMS I forms, if
desired; for foreign SADR’s) for certain spontaneously reported
SADR's for marketed human drug and biological products.
Applicants that submit TPSR's to FDA would submit a report
consisting of individual case safety reports for each
spontaneously reported serious, expected SADR, whether domestic
or foreign, and each spontaneously reported nonserious,
unexpected SADR occurring in the United States during the
"reporting period. Reports for vaccines would include a VAERS
form for each spontaneously reported nonserious, expected SAR and
each expect?d SAR with unknownvoutcome occurring in the United

States during the reporting period. Applicants that submit

PSUR's or IPSR's to FDA would submit a report consisting of
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individual case safety reports for each spontaneously reported
”Mserious, listed SADR, whether domestic or foreign, and each
; spontaneously reported nonserious, unlisted SADR occurring in the
United States during the reporting period. Reports for vaccines
would include a VAERS form for each spontaneously reported
nonserious, listed SAR and each listed SAR with unknown outcome
occurriné in the United States during the reporting period. If a
¥
full data set is not available for a report of a serious SADR,
the reason(s) for the lack of such information would be provided.
Based on data concerning postmarketing periodic safety reports

currently received by the agency, FDA estimates that

approximately 4,726 of these reports will be submitted annually

-~

under proéosed § 314.80(c) (3) (v), and approximately 480 of these
reports will be submitted annually under proposed

§ 600.80(c) (3) (v). FDA estimates that approximately 285
applicants under proposed § 314.80(c) (3) will submit these
reports, and-approximately 69 applicants under proposed

§ 600.80(c) (3) will submit feports. Based on the agency’s
familiarity with the content of postmarketing periodic safety
reports, FDA estimates that it will take an average of 120 hours
for applicants to prepare and submit a report under proposed

§§ 314.80(c) (3) (v) and 600.80(c) (3) {v) to the agency.
Preparation of a report under proposed §§ 314.80(c) (3) (v) and

600.80(c) (3) (v) would include gathering information (proposed
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§§ 314.80(b) and (c) (1), and 600.80(b) and {(c) (1)), providing

o attachments, if applicable (proposed §8 314.80(c) (2) (ix) and

(c) (3), and 600.80(c) (2) (ix) and (c) (3)), and formatting
information (proposed §§ 314.80(c) (4) and (e), and 600.80(c) (4)
and (e)).

VI.C. Other Reports

)
Proposed §§ 310.305(f) (1), 314.80(f), and 600.80(f) would

require manufacturers, applicants, contractors, and shared
manufacturers to submit to FDA, when appropriate, any or all
records required to be maintained by these persons. These
records would be required to be submitted within 5 calendar days
after receipt'of‘the request by.the person. Records of all
safety iﬂformation pertaining to the person’s product, réceived
or otherwise obtained, including raw data, any correspondence
relating to the safety information, and any reports of SADR's or
medication errors not submitted to FDA or only provided to FDA-in
a summary tabulation would be included, as well as records
required to be maintained under proposed § 310.305

(§ 310.305(c) (1) (ii), (c) (1) (iii) (A), (c) (2) (ii),

(c) (2) (viii) (), and (c) (2) (xi) (C)), proposed § 314.80

(8 314.80(c) (1) (ii), (c) (1) (iii) (A), (c) (2) (ii), (c)(2)(viii) (A),
and (c) (2) (x) (C)), and proposed § 600.80 (§ 600.80(0)(1)(ii),

(e) (1) (iii) (A), (o) (2) (ii), () (2) (viii) (&), and (c) (2) (x) (C)).

Submission of SADR records to FDA represents a new reporting
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requirement. Based on the agency's requests for voluntary
submission of safety records, FDA estimates that approximately 2
requests for submission of records will be fulfilled annually
under proposed § 310.305(f) (1), approximately 15 requests for
submission of records will be fulfilled annually under proposed

§ 314.80(f), and approximately 4 requests for submission of
records will be fulfilled annually under proposed § 600.80(f).
FDA estimates that approXimately 2 manufacturers and contractors
under proposed § 310.305 will submit these records, approximately
15 applicants and contractors under proposed § 314.80 will submit
these records, and approximately 4 applicants, contractors and
shared manufacturers under proposed § 600.80 will submit these
records. Based on the volume of safety information voluntarily
submitted to FDA in response to an agency request for such
information, FDA estimates that it will take an average of 8
hours for manufacturers, applicants, contractors, and shared
manufacturers to fulfill each request for submission of records
to the agency.

Proposed § 314.81(b) (2) would require applicants of
marketed drug products subject to an NDA to submit an annual
report to FDA within 60 days of the anniversary date of U.S.
approval of the application. This report would contain summary
information; distribution data; chemistry, ménufacturing, and

controls changes; clinical data; and a status report of any
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postmarketing studies performed by, or on behalf of, the -

~mwapplicant. Based on data concerning the number of approved NDA

,W‘

annual reports received by the agency, FDA estimates that
approximately 2,363 reports will be submitted under proposed

§ 314.81(b) (2). FDA estimates that approximately 286 applicants
will submit these reports. Based on the agency’s familiarity
with the content of approved NDA annual reports, FDA estimates
that it will take an average of 35.5 ﬁours for applicants to
prepare and submit one of these annual reports to FDA.

Proposed § 601.37 would require applicants of licensed
biological products to submit an annual report of postmarketing
pediatr}c studies to FDA within 60 days of the anniversary date
of approval of the application. This repoit would contain
summary information, clinical data in the pediatric population,
and a status report of any postmarketing studies in the pediatric
population. Based on data concerning‘;he number of approved BLA
annual reports received by the agency, FDA estimates that
approximately 69 reports will be submitted under proposed
§ 601.37. FDA estimates that approximately 69 applicants will
submit these reports.‘ Based on the agency’s familiarigy with the
content of approved BLA annual reports, FDA estimates that it
will take an average of 25 hours for applicants to prepare and
submit an annual report to the'aggncy.

VI.D. Recordkeeping
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Proposed §§ 310.305(c) (2) (xi) (B), 314.80(c) (2) (x) (B), and
AW%6OO.80(C)(2)(X)(B) would require that contracts between
manufacturers and contractors (proposed § 310.305{c) (2) (xi) (B))
and applicants and contractors (proposed §§ 314.80(c) (2) (x) (B)
and 600.80(c) (2) (x) (B)) specify the safety reporting
responsibilities of the contractor. For purposes of this
section, a record represents a contract. Based on information
contained in individual case safety reports submitted to the
agency in the past (i.e., report source), FDA estimates that
approximately 4 records will be maintained annually under
proposed § 310.305(c) (2) (xi) (B), approximately 480 records will
be main?ained annually under proposed § 314.80(c) (2) (x) (B), and
approximately 2 records will be maintained annually under
fm\proposed § 600.80(c) (2) (x) (B). FDA estimates that approximately
2 manufacturers under proposed § 310.305 will maintain these
records, approximately 160 applicants under proposed § 314.80
will maintain these records, and approximately 2 applicants under.
proposed § 600.80 will maintain these records. Based on the
agency’s familiarity with reéordkeeping processes, FDA estimates’
that it wiil take an average of 1 hour for manufacturers and
applicants to maintain each record annually under proposed
§§ 310.305(c) (2) (xi) (B), 314.80(c) (2) (x) (B), and

600.80(c) (2) (x) (B).
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Proposed §§ 310.305(f), 314.80(f), and 600.80(f) would
ﬁﬂxrequire manufacturers, applicants, contractors, and shared
manufacturers to maintain for a period of 10 years records of all
safety information, received or otherwise obtained, including raw
data; any correspondence relating to the safety information; and
any reports of SADR's or medication errors not submitted to FDA
or only provided to FDA in a summary tabulation. These persons
would also be required to retain for a period of 10 years any
records required to be maintained under proposed § 310.305
(8§ 310.305(c) (1) (ii), (c) (1) (iii) (A), (c)(2) (ii),

(c) (2) (viii) (A), and (c) (2) (x1i) (C)), proposed § 314.80

(8 314.80(c) (1) (ii), (c) (1) (iii) (A), (c)(2) (ii), (o) (2) (viii) (An),

and (c) (2) (x) (C)), and proposed § 600.80 (§ 600.80(c) (1) {(ii),

o~ () (1) (1i1) (A), (c) (2) (ii), (c)(2) (viii)(A), and (c) (2) (x) (C)).
For the purposes of this section, a record includes any and all
documentation regarding an individual SADR or medication error.
Based on data concerning the number of SADR's currently reported
to the agency, FDA estimates that approximately 500 records will
be maintained annually under proposed § 310.305(f), approximately
220,000 records will be maintained‘annually under proposed
§ 314.80(f), and approximately 20,000 records will be maintained
annually under proposed § 600.80(f). FDA estimates that
approximately 25 manufacturers and contractors under proposed

§ 310.305 will maintain these records, approximately 700
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applicants and contractors under proposed § 314.80 will maintain
fmathese records, and approximately 69 applicanﬁé, contractors, and
shared manufacturers undexr proposed § 600.80 will maintain these
records. Based on the agency’s familiarity with recordkeeping
processes, FDA estimates that it will take an average of 5 hours
for manufacturers, applicants, contractors, and shared
manufacturers to maintain each record annually under proposed
§§ 310.305, 314.80, and 600.80.

Proposed §§ 310.305(g), 314.80(g), and 600.80(g) would
require manufacturers, applicants, contractors, and shared
manufacturers to maintain written procedures for the
surveillance, receipt, evaluation, and reporting of safety
informgtion to FDA. Based on the number of persons subject to

#™ the postmarketing safety reporting regulations, FDA estimates
that approximately 25 records will be maintained annually under
proposed § 310.305(g), approximately 700 records will be
maintained annually under proposed § 314.80(g), and approximately
69 records will be maintained annually under proposed
§ 600.80(g). FDA estimates that approximately 25 manufacturers
and contractors under proposed § 310.305 will maintain these
records, approximately 700 applicants and contractors under
proposed § 314.80 will maintain these records, and approximately
69 applicants, contractors, and shared manufacturers under

proposed § 600.80 will maintain these records. Based on the
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agency’s familiarity with recordkeeping processes, FDA estimates
 that it will take an average of 1 hour for ménufacturers,
applicants, contractors, and shared manufacturers to maintain a
record of the written procedurés annually under proposed |
§§ 310.305(g), 314.80(g), and 600.80(g). |

Proposed § 312.32(c) would require sponsors to maintain
records, for reports of SADR's that do not coptain a minimum data
set. This would include any information received or otherwise
obtained for the SADR along with a record of their efforts to
obtain a minimum data set for the report. For the purposes of
this section, a record includes any and all documentation
regardiggyan individual SADR. 'Maintaining records of SADR's that
do not contain a minimum data set represents a new recordkeeping
requirement. Based on information contained in IND safety
reports, FDA estimates thét approximately 200 records will be
maintained apnually under proposed § 312.32(c) for human drugs;
approximately ‘240 records will be maintained annually under
proposed § 312.32(c) for human biological products. FDA
estimates that approximately 50 sponsors will maintain these
records for human drugs and approximately 60 sponsors will
maintain these records for human biological products. Based on
the agency’s familiarity with recprdkeeping processes, FDA
estimates that it will take aﬁ average of 1 hour for sponsors to

maintain each record annually under proposed § 312.32(c).
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Proposed § 606.170(a) would require blood collection and
é,ktransfusing facilities to maintain records fér complaints of
SAR’s regarding each unit of blood or blood product. These
facilities must prepare é written report of the investigation of
SAR’s, including followup and conclusions. Based on data for
- records currently maintained by blocod collection and transfusiﬁg
facilities, FDA estimates that approximately 4,512 records will
. be maintained annually undexr proposed § 606.170(a). FDA
estimates tha; approximately 376 facilities will maintain these
records. Based on the agency’s familiarity with recordkeeping
processes, FDA estimates that it will take an average of 12 hours
for facilities to maintain each record annually under proposed
§ 606.170(a).

L Description of Respondents: Business or other for-profit

organizations.

In compliance with se;tion 3507(d) of the Paperwork Reduction
Act of 19395 (44 U.S.C. 3507(d)), the agency has submitted a copy
of this proposed rule to OMB for its review and approval of these
information collections. Interested persons are requested to
send comments regarding this information collection, including
suggestions for reducing this burden, to the Office of
Information and Regulatory Affairs, OMB, New Exeéutive Office
Bldg., 725 17th St. NW., rm. 10235, Washington,'DC 20503, Attn:

Desk Officer for FDA. Submit written comments on the information
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collection by [insert date 30 days after date of publication in

~rhe FEDERAL REGISTER] .
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Table 21.--Estimated Annual Reporting Burden!

)

21 CFR Section Number of Number of Total Hours Per Total Hours
Respondents Resgonses per Annual Response
Respondent Responses *

310.305(c) (2) (1)? 14 25 350 16 5,600
310.305(c) (2) (ii) . 5 1 5 8 40
310.305(e) {2) (iid) 10 4.6 46 24 1,104
310.308(c) (2) (iv) 10 5 50 16 800
310.305(c) (2) (v) 10 100 1,000 16 16,000
310.305(c) (2) (vi) 7 48.6 340 8 2,720
310.305(b) (2), (e} {(2)({vii), and {(c)(2) 10 5.5 55 4 220
(viii) (A)

310.305 (c) (2) (xi) ‘ 5 2 10 2 20
310.305(€) (1) 2 1 2 8 16
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Table 21.--Estimated Annual Reporting Burden! (Continued)
21 CFR Section Number of Number of Total Hours Per Total Hours
Respondents Regponses per Annual Response
Regpondent Responses

312.32(c) (1) (i) -~ human drugs 457 10.6 4,860 16 77,760
312.32(c) (1) (ii) -~ human drugs 100 3 300 8 2,400
312.32(c) (2) -- human drugs 138 3.6 490 4 1,960
312.32(c) (1) (1) -- human biological 602 4.9 2,980 16 47,680
products

312.32{¢) (1) (ii) -- human biological 100 3 300 8 2,400
products

312.32(c) (2) -- human bhioclogical products 180 1.6 290 4 1,160
312.64(b) -- human drugs 10,000 10 160,000 2 200,000
312.644-- human biological products 6,000 10 60,000 2 120,000

7 )
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Table 21.--Estimated Annual Reporting Burden! (Continued)

21 CFR Section Number of Number of Total Hours Per Total Hours
Respondents Responses per Annual Response
Respondent Responses

314.80(c) (2) (1)¢ 282 177.3 50,000 16 800,000
314.80(c) (2) (ii) 50 6 300 8 2,400
314.80(c) (2) (iil) 109 8.4 912 24 21,888
314.80(c) (2) (iv) 100 15 1,500 16 24,000
314.80(c) (2) {v) 150 666.7 100,000 16 1,600,000
314,80(c) (2) (vi) 140 307.1 43,000 8 344,000
314.80(b) (2), (c)(2)(vii), and 184 54.3 10,000 4 40,000
(c) (2) (viii) (A)

314.80(c) (2) (x} 100 113.7 11,370 2 22,740
314.80(c) (3) (i) 80 17.5 1,400 20 28,000
314.80(c) (3) (1), (c)(3)(ii), and 200 12.5 2,500 40 100,000
(c) (3) (iv)

314.80(c) (3) (L), () (3)(iii), and 40 8.7 350 30 10,500
(c) (3) (iv)

314.80(c) (3) (v) 285 16.6 4,726 120 567,120
314,80(f) 15 1 15 8 120
314.81(b) (2) 286 8.3 2,363 35, 83,886
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Table 21.--Estimated Annual ﬁeporting Burden' (Continued)

21 CFR Section Number of Number of Total Hours Per Total Hours
Respondents Responses per Annual « | Response
Respondent Responses

320.31(d) (3) 10 20 200 14 2,800
600.80(c) (2) (1)5 , 69 43.5 3,000 16 48,000
600.80(c) (2) (ii) 4 ‘ 1 4 8 32
600.80(¢) (2) (iii) 12 2.1 25 24 600
600.80{c) {2) (iv) 10 10 100 16 1,600
§00.80(c) (2) (v) 30 333.3 10,000 16 160,000
§00.80(c) (2) (vi) 69 43.5 3,000 8 24,000
600.80(b) (2), (¢)(2) (vii), and ' 69 14.5 1,000 4 4,000
{c) (2) {viii) (A) ‘

600.80(c) (2) (x) 20 12.5 250 2 500
600.80(c) (3) (1) ' 20 1.8 35 20 700
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Table 21.--Estimated Annual Reporting Burden! | (Continued)

21 CFR Section Number of Number of Tetal Hours Per Total Hours
Respondents ' éesponses per Annual Response
‘espondent Responses

600.80(c) (3} (i), (c)(3)(ii), and 20 1.8 35 40 1,400
(e} (3) (iv)

600.80(c) (3) (1), (e)(3) (iii), and 3 1 3 30 90
(c) (3} (iv)

600.80(c) (3) (v) 69 6.9 480 120 57,600
600.80(£) 4 1 4 8 32
601.37 69 1 69 25 1,728
606.170(b) 3,062 2.3 7,000 16 112,000
606.170(c) 75 1 75 20 1,500
Total 23,283 2,149.7 424,794 896.5 4,541,113

information.

here are no capital costs or operating and maintainence costs associated with this collection of

*The paragraphs of § 310.305 cited in the table include burdens associated with gathering information

under § 310.305(b) and ({(¢) (1), providing attachments, if applicable, under § 310.305(c) (2) (ix)
{¢) (2) (x), and formatting information under § 310.305(c) {2} (xii),

(@),

and (e).

and

3The paragraphs of § 312.32 cited in the table include burdens associated with gathering information

under § 312.32(b) and formatting information under § 312.32(c) (1) (iii).

‘The paragraphs of § 314.80 cited in the table include burdens associated with gathering information
under § 314.80(b) and (c) (1), providing attachments, if applicable, under § 314.80(c) (2) (ix)

formatting information under § 314.80(c) (2) (xi),

(¢) (4), and (e).
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The estimates provided in this table are not only attributed to the new proposed

requirements in this rulemaking but also include burdens associated with our current

safely reporting requirements.

and (c¢) (3),

and
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SThe paragraphs of § 600.80 cited in the table include burdens associated with gathering inform“}ion

under § 600.80(b) and (c) (1), providing attachments, if applicable, under § 600.80(c) (2) (ix) and (¢) (3), and
formatting information under § 600.80(c) (2) (xi), (¢)(4), and (e).

&
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Table 22.--Estimat<—_.,}Annual Recordkeeping Bur

m/}.r
vw
den

)

21 CFR Section Number of Annual Total Hours per Total Hours

Recordkeepers. | Frequency of Annual Record

Rekordkeeping Records )

310.305 (¢} (2) (xi) (B) 2 2 4 1 4
310.305(£)* Y 25 20 . 500 5 2,500
310.305(g) 25 1 25 1 25
312.32(c¢) ~~-human drugs 50 4 200 1 200
312.32(c¢) ~~human biological products 60 4 240 1 240
314.80(c) (2) (x) (B) 160 3 480 1 480
314.80(5)(3 700 314.3 220,000 5 1,100,000
314.801(g) 700 1 700 1 700
600.80(c) (2) {x) (B) 2 1 2 1 2
600.80 (£)7 4 69 289.8 20,000 5 100,000
600.80(g) 69 1 69 1 69
606,170(a) 376 12 4,512 12 54,144
Total 2,238 ' 653.1 246,732 35 1,258,364

(¢) (2) (viil) (A), and (c) (2) (x) (C).

(c) (2) (viii) (A), and (c¢) (2) (x) (C).

#4XIncludes records required to be maintained under § 600.80(c) (1) (ii),

U The estimates provided in this table are not only attributed to the new proposed

requirements in this rulemaking but also include burdens associated with our current

safety reporting requirements. There are no capital costs or operating costs

associated with this collection of information. There are maintenance costs of $2,0235

annually per recordkeeper (32.000 annually per recordkeeper for existing

recordkeeping requirements (see 67 FR 47821) and 325 anrnually per recordkeeper

(¢) (1) (iid) (A),

% “Includes records required to be maintained under § 310.305(5)(1)(ii), () (1) (iid) (A), (c)(2) (ii),
(c) {2) {viid) (A); and (c) (2) (xi) (C).

3 Atncludes records required to be maintained under § 314.80(c) (1) (ii), (<) (1) (1ii) (A), (c) (2) (ii),

(c) (2) (i1),

omb
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VII. Executive Order 13132: Federalism

Executive Order 13132 requires Federal agencies to carefully
examine regulatory actions to determine if they would have a
significant impact on federalism. Using the criteria and
principles set forth in the Order, the agency has considered the
impact of this proposed rule on the States, on their relationsﬁip
with thg Federal Government, and on the distribution of power and’
responsibilities among the various levels of government.

FDA is publishing this proposed rule to revisge its
regulations governing the format, content, and submission of
safety reports to the agency for human drugs and biological
products. The proposal would revise current regulations to
impleme;t definitions and reporting formats and standards

fm%recommended by ICH and CIOMS. The proposal would codify the
agency’s expectations for timely acquisition, evaluation, and
submission of relevant safety information for marketed drugs and
biological products. The proposal would require that
postmarketing individual case safety reports of unexpected SADR's
that cannot be classified as either serious or nonserio;s be
submitted to the agency in an expedited manner. The proposal
would also require that certain medically significant SADR’s
always be submitted to FDA in an expedited manner whether the

SADR is unexpected or expected. The proposal would also require

that all domestic reports of medication errors, whether actual or
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potential, be submitted to FDA in an expedited manner. The

ﬁm‘proposal w&uld clarify certain safety reporting requirements -and
make other minor revisions. The proposal would also amend the
agency’s postmarketing annual reports regulations for applicants
of human drugs and licénsed biological products to revise the
content for these reports. The proposal would also amend the
agency’s bicavailability and biocequivalence study requlations for
sponsors of human drugs to require expedited safety reports for
certain studies which are exempt from submission of an IND.
Because enforcement of these safety reporting requirements would
be a Federal responsibility, there would be little, if any,

impact on the States from this rule if finalized.

-,

FDA has analyzed this proposed rule in accordance with the

~~principles set forth in Executive Order 13132. FDA has
determined that the rule does not contain policies that have
substantial direct -effects on the States, on the relationship
between National Government and the States, or on the
distribution of power and responsibilities among the various
1evels'of government. Accordingly, the agency has concluded that
the rule does not contain policies that have federalism

implications as defined in the order and, consequently, a

federalism summary impact statement is not required.
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List of Subijects

.

o

21 CFR Part 310

Administrative practice and procedure, Drugs, Labeling,
Medical devices, Reporting and recordkeeping requirements.

21 CFR Part 312

Drugs, Exports, Imports, Investigations, Labeling, Medical
research, Reporting and recordkeeping requirements, Safety.

21 CFR Part 314

Administrative practice and procedure, Confidential business
information, Drugs, Reporting and recordkeeping requirements.

21 CFR Part 320

-

Drugs, Reporting and recordkeeping requirements.

21 CFR Part 600
Biologics, Reporting and recordkeeping requirements.

21 CFR Part 601

Administrative practice and procedure, Biologics,
Confidential business information.

21 CFR _Part 606

Blood, Labeling, Laboratories, Reporting and recordkeeping
requirements.

Therefore, under the Federal Food, Drug, and Cosmetic Act,
the Public Health Service Act, and under authority delegated to

the Commissioner of Food and Drugs, it is proposed that 21 CFR
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parts 310, 312, 314, 320, 600, 601, and 606 be amended as

follows:

N\

AN
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PART 310--NEW DRUGS
1. The authority citation for 21 CFR pért 310 continues to
read as follows:
Authority: 21 U.S.C. 321, 331, 351, 352, 353, 355, 360b-
360f, 3603, 361(a), 371, 374, 375, 379%e; 42 U.S.C. 216, 241,
242 (a), 262, 263b-263n.

2.v Section 310.305 is revised to-read as follows:

§ 310.305 Safety reporting and recordkeeping for manufacturers of

prescription drugs marketed for human use without an approved
application.
(a) Definitions. The following definitions of terms apply

S
to this_section:

Active query means direct verbal contact (i.e., in person or

by telephone or other interactive means such as a video

conference) with the initial reporter of a suspected adverse drug
reaction (SADR) or a medication error by a health care
professional (e;?., €2£§iZiiF;4§vzii;ii?*iiiiZQi::;- harmacist,
dentist, nursip representing the manufacturer. For SAD;?S,
active query'entails, at a minimum, a focused line of questioning
designed to capture clinically relevant information associated
with the drug product and the SADR, including, but not limited

to, information such as baseline data, patient history, physical

exam, diagnostic results, and supportive lab results.
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Actual medication error means a medication error that

involves an identifiable patient whether the error was prevented
A,

prior to administration of the product or, if the product was

administered, whether the error results in a serious SADR,

nonserious SADR, or no SADR.

Contractor means any person (e.g., packer or distributor

whether or not its name appears on the label of the product;
1icense;; contract research organization) that has entered into a
contract with the manufacturer to manufacture, pack, sell,
distribute, or develop the drug or to maintain, create, or submit
recoxrds regarding SADR's or medication errors.

Disability means.a substantial disruption of a person’s

ability to conduct normal life functions.

Full data set means completion of all the applicable

o

g elements on FDA Form 3500A (or on a Council for International
Organizations of Medical Sciences‘(CIOMS) I form for reports of
foreign SADR's), including a concise medical narrative of the
case (i.e., an accurate summary of the relevant data and
information pertaining to an SADR or medication error).

Life-threatening SADR means any SADR that, in the view of

the initial reporter, places the patient at immediate risk of
death from the SADR as it occurred. It does not include an SADR
that, had it occurred in a more severe form, might have caused

death.
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Medication error means any preventable event that may cause

or lead to inappropriate medication use or patient harm while the
ﬁmymedication is in the control of the health care professional,
patient, or consumer. Such events may be related to professional
practice, health care products, procedures, and systems
including: Prescribing; order communication; product labeling, -
packaging, and nomenclature; compounding; dispensing;
v

distribution; administration; education; monitoring; and use.

Minimum data set means the report includes an identifiable

patient, an identifiable reporter, a suspect drug product, and an

SADR.

Nonserious SADR means any SADR that is determined not to be
a serious SADR.

Potential medication error means an individual case safety

)
report of information or complaint about product name, labeling,

or packaging similarities that does not involve a patient.

i
SADR with unknown outcome means an SADR that cannot be

classified, after active query, as either serious or nonserious.

Serious SADR means any SADR that results in any of the

following outcomes: Death, a life-threatening SADR, inpatient
hospitalization or prolongation of existing hospitalization, a
persistent or sigﬁificant disability/incapacity, or a congenital
anomaly/birth defect. Important medical events that may not

result in death, be life-threatening, or require hospitalization
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may be considered a serious SADR when, based upon appropriate

~~medical judgment, they may jeopardize the paéient or subject and
may require medical or surgical intervention to prevent one of
the outcomes listed in this definition. Examples of such medical
events include allergic bronchospasm requiring intensive
treatment in an emergency room or at home, blood dyscrasias or
convulsions that do not result in inpatient hospitalization, or
the development of drug dependency or drug abuse. —

Spontaneous repoxrt means a communication from an individual

(e.g., heglth care professional, consumer) to a company or
‘regulatory authority that describes an SADR or medication error.
It doesﬂqot includé cases identified from information solicited
by the manufacturer or contractor, such as individual case safety
/™ reports or findings derived from a study, company -sponsored
patient support program, disease management program, patient
registry, including pregnancy registries, or any organized data
collection scheme. It also does not include information compiled

in support of class action lawsuits.

Suspected adverse drug reaction (SADR) means a noxious and
unintended response to any dose of a drﬁg product for which there
is a reasonable poséibility that the product caused the response.
In this definition, the phrase “a reasonable possibility” means

that the relationship cannot be ruled out.
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Unexpected SADR means any SADR that is not included in the

emcurrent U.S. labeling for the drug product. Reactions that may

be symptomatically and pathophysiologically'related to a reaction
included in tﬁe U.S. labeling, but differ from the labeled
reaction because of greater severity or specificity{ would be
unexpected. For example, under this definition, hepatic necrosis
would be unexpected (by virtue of greater severity) if the U.S.
labeling only referred to elevated hepatic enzymes or hepatitis.
Similarly, cerébral thromboembolism and cerebral vasculitis would
be unexpécted (by virtue of greater specificity) if the U.S.
labeling only included cerebral vascular accidents.

"Unexpected,” as used in thisedefinition, refers to an SADR that

-

has not béen previously observed (i.e., included in the U.S.

= labeling); it does not refer to an SADR that might be anticipated
from the pharmacological properties of the drug product. SADR's
that are mentioned in the U.S. labeling as occurring with a class
of drugs but not specifically mentioned as occurring with the
particular drug are considered unexpected.

(b) Review of safetvy information. (1) Each manufacturer

of a prescription drug product marketed for human use without an
approved application must promptly review all safety information
pertaining to its product obtained or othgrwise received by the
manufacturer from any source, foreign or domestic, including

information derived from commercial marketing experience,
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postmarketing clinical investigations, postmarketing

ﬁwmepidemiology/surveillance studies, animal or 'in vitro studies,
electronic communications with manufacturers via the Internet
(e.g., e-mail), reports in the scientific literature, and
unpublished scientific papers, as well as reports from foreign
regulatory authorities that have not been previously reported to
the Food and Drug Administration (FDA) by the manufacturer.

(2) Individual case safety reports that are forwarded to
the manufacturer by FDA must not be resubmitted to the agency by
the manufacturer; however, manufacturers must submit to FDA all
followup information for these reports.

(c) Reporting requirements. The manufacturer must submit
to FDA one copy of each expedited report (described under

# paragraphs (c) (2) (i) through (c) (2) (vii) of this section)
pertaining to its drug product. Upon written notice, FDA may
require, when appropriate, that the manufacturer submit reports
under this section to FDA at times other than those stated.

(1) Determination of outcome, minimum data set, and full
data set--(i) (A) Initial determinations. Upon initial receipt of
an SADR report, the manufacturer must immediately determine,

/-—_»usiag_achine_que;ya the outcome for the SADR (whether the SADR is ”////
serious or nonserious) and at least the minimum data set for the
individual case safety report. For reports of actual medication

errors that do not result in an SADR and potential medication
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errors, the manufacturer must immediately determine-uséng~ae%éve\‘/

—giery—the minimum information for the individual case safety
ﬂﬁ report {(minimum information described under paragraph/z;dwféy quﬂkz

..,.lw/yfiz Ao %

(c) (1) (11i) (B} and (c) (1) (iii) (C) of this section). A </w’ /aﬂ»
-wajq\r ,9%

(B) Spontaneous reports. For spontaneous reports, d?ﬁ: AﬂbJu@iuﬂf
manufacturer must always assume, for safety reporting purpdses- Z?dfﬁ;ﬂ‘f“A
Mwﬂ/f'

under this section, that there is at least a reasonable
possibility, in the opinion of the initial reporter, that the
drug product caused the spontaneously reported event.

(C) Clinical trials. For a clinical trial, the possibility

that the drug product caused the SADR or that a medication error
has occurred must be assumed if either the investigator or the

manufacturer believes that such a reasonable possibility exists.

(1i) SADR'’'s with unknown outcome. For an SADR with unknown

outcome that cannot be immediately determined, the manufacturer
must continue to use active query to attempt to. determine the
outcome of the SADR within 30 calendar days after initial receipt
of the SADR report by the manufacturer. The manufacturer must
maintain a record of its effortg to determine the outcome for an
SADR with unknown outcome.

(iii) (A) Minimum data set for SADR reports. The

manufacturer must not submit an individual case safety report for
an SADR to FDA if the report does not contain a minimum data set;

instead, the manufacturer must maintain records of any
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information received or otherwise obtained for the SADR along
with a record of its efforts to obtain a minimum data set.

{B) Minimum information for reports of actual medication

errors that do not result in an SADR. For reports of actual

medication errors that do not result in an SADR, an individual
case safety report must be submitted to FDA even though the
report‘does not contain a minimum data set (i.e., does not have
an SADR). These reports must contain at least an identifiable
patient, an identifiable reporter, and a suspect drug product.

(C) Minimum information for potential medication error

reports. For reports of potential medication errors, an

individual case safety report must be submitted to FDA even

rS

though the report does not contain a minimum data set (i.e., does
not have an identifiable patient or an SADR). These reports must
contain at least an identifiable reporter and a suspect drug
product.

(iv) Full data set. For reports of serious SADR's, always

expedited reports (see paragraph (c) (2) (iv) of this section), and
medication error reports (see paragraph (c) (2) (v) of this
section), the manufacturer must -u >tain a full

Se—active—guexry-to-obtain
e . (o e nifiit A
data set. If a full data seé%egggéglbe—ebéi;aed/g he

manufacturer mus [\ vt wny Ao dzan.ﬁh¢ n “ a@ﬁ,ajxghﬁff
. fact t ?‘ 7 / ﬁaj'wj— f‘w—?)

(A) Submit all safety information, recelved or o erwise ,Z%&
.’mfn,g s

obtained, for the report; o™
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(B) Indicate the reason(s) for its inability to acquire a
full data set; and
P (C) Document its efforts to obtain a full data set (i.e.,
description of unsuccessful steps taken to obtain this
information) .

(v) Serious SADR’s not initially reported by health care

profegsional. For a serious SADR that was not initially reportéd

to the manufacturer by a health care professional (e.g., report

from a consumer),—astive—guery—must—be—used—by-the manufacturer

--*ée-/i:ontact the health care professional associated with the care

)
s

3
of the patié'tﬁ'%“tzgather ff‘;zther medical perspective on the case
ﬁ’vﬁ’b%’\f

(2} Postmarketing "expedited reports"--(i) Serious and

o,

and to acquire a full data se%

unexpected SADR. The ménufacturer must report to FDA each SADR,
f”%eceivea or otherwise obtained, that is both serious and
unexpected, whether foreign or domestic, as soon as possible, but
in no case later than 15 calendar days after receipt by the
manufacturer of the minimum data set for the serious, unexpected
SADR. If a full data set is not available for the serious and
unexpected SADR report at the time of initial submission of the
report to FDA, the manufacturer must submit the information
required under paragraph (c) (1) (iv) of this section and also
submit a 30-day followup report as required by paragraph

(c) (2) (vi) of this section.
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W . ]f the manufacturer is unable to contact Ihe health care professional; it rﬁust
include in the report for the serious SADR: (4) the reason(s) for its inability to contact
the health care professional and (B) a description of its efforts to contact the health care

professional.




(ii) Informatjion sufficient to consider product

administration changes. The manufacturer must also report to FDA
S,
information, received or otherwise obtained, whether foreign or

domestic, that would be sufficient, based upon appropriate
medical judgment, to consider changes in product administration.
The manufacturer must submit this information to FDA, as soon as
possible, but in no case later than 15 calendar days after
v
determination by the manufacturer that the information qualifies
for expedited reporting. Examples of such information include
any significant unanticipated safety finding or data in the
aggregate from an in vitro, animal, epiaemiological, or clinical
study, whether or not conducted under an investigational new drug
applicagibn (IND), that suggests a significant human risk, such
dmmas reports of mutagenicity, tératogenicity, or carcinogenicity,
| br reports of a lack of efficacy with a drug product used in
treating a life-threatening or serious disease. The manufacturer
must maintain a record of its efforts to determine whether the
information required to be reported under this paragraph

qualifies for expedited reporting.

(iii) ‘Unexpected SADR with unknown outcome. The

manufacturer must also report to FDA each SADR that is unexpected
and for which the determination of an outcome is unattainable
(i.e., SADR with unknown outcome) within 45 calendar days after

initial receipt by the manufacturer of the minimum data set for
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the unexpected SADR. The manufacturer must document in the

expedited report the reason(s) for the inability to determine the

P
outcome.
(iv) Always expedited report. (A) The manufacturer must
also report to FDA each SADR, received or otherwise obtained,

whether foreign or domestic, that is the subject of an always
expedited report. These reports must be submitted to FDA as soon
as possible, but in no case later than 15 calendar days after
receipt by the manufacturer of the minimum data set for the
report. The following medically significant SADR's, which may
jeopardize the patient or subject and/or require medical or

surgical intervention to treat . the patient or subject, are

-~

subject to an always expedited report:
o (1) Congenital anomalies,

| (2) Acute respiratory failure,
(3) Ventricular fibrillation,
(4) Torsades de pointe,
(5) Malignant hypertension,
(6) Seizure,
(7) Agranulocytosis,
(8) Aplastic anemia,
(9} Toxic epidermal necrolysis,
(10) Liver necrosis,

(11) Acute liver failure,

. 339



(12) Anaphylaxis,

(13) Acute renal failure,

(14) Sclerosing syndromes,

(15) Pulﬁonary hypertension,

(16) Pulmonary fibrosis,

(17) Confirmed or suspected transmission of an infectious
agent by a marketed drug or biological product,

(18) Confirmed or suspected endotoxin shock, and

(18) Any other medically significant SADR that FDA
determines to be the subject of an always expedited report (i.e.,
may jeopardize the patient or subject and/or require medical or
surgical intervention to treat the patient or subject).

(é;i SADR’s that are the éubject of an always expedited
report must be submitted to FDA whether unexpected or expected
and whether or not the SADR leads to a serious outcome. If a
full data set is not available for an always expedited report at
the time of initial submission of the report to FDA, the
manufacturer must submit the information required under paragraph
(c) (1) (iv) of this section and also submit a 30-day followup
report as required by paragraph (c) (2) (vi) of this section.

(v) Medication errors--(A) Actual medication error. The

manufacturer must also submit to FDA each domestic report of an
actual medication error, received or otherwise obtained, as soon

as possible, but in no case later than 15 calendar days after
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receipt by the manufacturer of the minimum data set for a report

of an SADR or, if an SADR does not occur, the minimum information
Wméescribed under paragraph (c) (1) (iii) {(B) of this section (i.e.,

identifiable patient, identifiable reporter, and suspect drug

product) .

{(B) Potential medication error. The manufacturer must also

submit to FDA each domestic report of a potential medication
erroxr, received or otherwise obtained, as soon as possible, but
in no case later than 15 calendar days after receipt by the
manufacturer of the minimum information described under paragraph
(c) (1) (iii) (C) of this section (i.e., identifiable reporter and

suspect drug product) .

(C) Full data get. If a full data set is not available for

an actual or potential medication error report at the time of
initial submission of the report to FDA, the manufacturer must
submit the information required under paragraph (c) (1) (iv) of
this section and also submit a 30-day followup report as reéuired
by paragraph (c) (2) (vi) of this section.

(vi) The 30-day followup report. The manufacturer must use

active query to obtain additional information for any expedited
report under paragraphs (c) (2) (i), (c) (2) (iv), and (c) (2) (v) of
this section that does not contain a full data set and must
submit a followup report to FDA within 30 calendar days after

initial submission of the expedited report to FDA by the
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manufacturer. If a full data set is still not obtainablé, the

‘@%}O—day followup report must contain the information required
under paragraph (c) (1) (iv) of this section. Any new safety
information in the 30-day followup report must be highlighted.
Any new information, received or otherwise obtained, after
submission of a 30-day followup report must be submitted to FDA
as a 15:day followup report under paragraph (c) (2) (vii) of this
section.

(vii) The 15-day followup report. The manufacturer must

repért to FDA any new information, received or otherwise
obtained, for any expedited or followup report (except for
initial expedited reports under paragraphs (c) (2) (i}, (c) (2) (iv),
and (d)kz)(v) of this section that do not contain a full data
ﬁ@wset) within 15 calendar days of initial receipt of the new
information by the manufacturer. Expedited reports under
paragraphs (c) (2) (i), (<) (2) (iv), and (c)kz)(v) of this section
that do not contain a full data set at the time of initial
submission of the report to FDA are subject to the 30-day
followup reporting requirements under paragraph (c) (2) (vi) of
this éection rather than the 15-day followup reporting

‘requirements under this paragraph.

(viii) Supporting documentation. (A) If the patient dies,

the manufacturer must submit a copy of the autopsy report to FDA,
if it is available. If an autopsy report is not available, the

manufacturer must submit a death certificate to FDA. 1If an
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autopsy report becomes available after the manufacturer has
submitted a death certificate to the agency, the autopsy report
must be submitted to FDA. If the patient was hospitalized, the
manufacturer must submit a copy of the hospital discharge summary
to FDA, if it is available. If any of these documents is not in
Ehglish, the document must be accompanied by an English
translafion. Manufacturers must use active query to obtain these
documents. These documents must be submitted to FDA as.15-day
followup reports (see paragraph (c) (2) (vii) in this section)
within 15 calendar days of initial receipt of the document by the
manufacturer. If these documents are not submitted to FDA in a
15-day ﬁollowup report within 3 months after submission of the
initial expedited report for the death or hospitalization, the
agency will assume that active quexry by the manufacturer has not
resulted in access to these documents. In this case, a record of
the reason(s) for the lack of such documentation and the effort
that was made to obtain the documentation must be maintained by
the manufacturer.

(B) Each expedited report must contain in the narrative a
list of other relevant documents (e.g., medical records,
laboratory results, data from studies) for the report that are
maintained by the manufacturer. When appropriate, FDA may

require a manufacturer to submit copies of one or more of these
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documents to the agency within 5 calendar days after receipt of

the request.
,’m
(ix) Scientific literature. An expedited report based on

information from the scientific literature applies only to
reports found in scientific and medical journals. These
expedited reports must be accompanied by a copy of the published
article.

v ,
(x) Attachments. Each expedited report must be accompanied

by a copy of the current U.S. labeling for the drug product and a
list of current addresses where all safety reports and other
safety-related records for the drug product are maintained by
manufacturers and contractors.

(xT) Submission of safety reports by contractors. (n)

ﬁ”NContractors must submit to the manufacturer safety reports of any

f SADR’s or medication errors for the manufacturer’s drug product,
obtained or otherwise received, within 5 calendar days of initial
receipt of the report by the contractor. The contractor must
submit a safety report for an SADR to the manufacturer even if
the report does not contain a minimum data set. Upon receipt of
the safety report from a contractor, the manufacturer must comply
with the postmarketing safety reporting requirements of this
section.

(B) A contract between the manufacturer and a contractor

must specify the postmarketing safety reporting responsibilities
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of the contractor. The manufacturer is responsible for ensuring
fm¢hat the contractors of its drug products comply with these
postmarketing safety reporting responsibilities.

(C) The contractor must maintain a record of each
submission to the manufacturer under paragraph (c) (2) (xi) (A) of
this section that includes:

(1)» A copy of each safety report;

(2) The date the report was initially received by the
contractor;

(3) The date the report was submitted to the manufacturer;
and

(gl_ The name and address -of the manufacturer.

(D) The recordkeeping, written procedures, and disclaimer

~provisions under paragraphs (f) through (h) of this section apply
to contractors.

(xii) Report identification. Each expedited report

submitted to FDA under paragraphs (c) (2) (i) through {(c) (2) (vii)
of this section must bear prominent identification ag to its
contents, e.g., "expedited report--§ 310.305--serious and
unexpected SADR," "expedited report--§ 310.305--30-day followup
report.” Each type of report (e.g., serious and unexpected SADR
reports, 30-day followup reports) must be submitted to FDA under
separate cover. Reports of medication errors must indicate

whether the error is actual or potential and if actual, whether a
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serious SADR, nonserious SADR, or no SADR occurred, e.g.,
= expedited report--§ 310.305--actual medication error--nonserious
SADR,” “expedited report--§ 310.305--potential medication error.”

{(d) Reporting format. (1) (1) Except as provided in

paragraphs (d) (1) (ii), (d) (1) (iv), and (d) (5) of this section,
the manufacturer must complete an FDA Form 3500A for each
individual case safety report of an SADR. Reports based on
information about individual cases or case series in the
scientific literature must be submitted on an FDA Form 3500A(s).

(ii) Foreign SADR's may be submitted either on an FDA Form
3500A or, if preferred, on a CIOMS I form.

(iii) Each domestic report of an actual or potential
medication error must be submittéd.on an FDA Form 3500A.

— (iv) Reports of overall findings or data in the aggrégate
from published and unpublished in vitro, animal, epidemiological,
or clinical studies must be submitted in a narrative format.

(2) Each SADR in an individual case safety report must be
coded on the FDA Form 3500A or CIOMS I form using the appropriate
"preferred term"” in the latest version of MedDRA (the medical
dictionary for regulatory activities) in use at the time the
manufacturer becomes aware of the individual case safety report.

For individual case safety reports of medication errors, the

report must be coded both as a medication error and, if
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applicable, with the preferred term for any SADR's associated

e~ with the medication error.

R

(3) Each completed FDA Form 3500A or CIOMS I form should
refer only to an individual case.

(4) EBach completed FDA Form 3500A or CIOMS I form must
include the name and telephone number (and fax number and e-mail
address, if available) for the licensed physician responsible for
the content and medical interpretation of the data contained
within the form (i.e., contact person for the company).

(5) Instead of using FDA Form 3500A, éhe manufacturer may
use a computer-generated facsimile of FDA Form 3500A provided

that it is readable, includes appropriate identifying

-

information, and contains all the elements (i.e., format, .
sections, blocks, titles, descriptors within blocks, text for
disclaimer) of FDA Form 3500A in the identical enumerated
sequence of the form. For individual case safety reports in
which no suspect medical device is involved, a one-page FDA Form
3500A is accebtable.

(e} Patient privacy. The names and addresses of individual
patients should not be included in reports under this section;
instead, the manufacturer and its contractors should assign a
ﬁniqué code to each report, preferably not more than eight
characters (i.e., numbers/letters) in length. The name of the

reporter from whom the information was received should be
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included. Names of patients, individual reporters, health care

~~professionals, hospitals, and geographic identifiers in safety
reports are not releasable to the public under FDA's public
information regulations in part 20 of this chapter.

{f) Recordkeeping

for a period of 10 years records of all safety information
pertaining to its drug product, received or otherwise obtained,
including raw data, any correspondence relating to the safety

information, and any reports of SADR's or medication errors not

submitted to FDA. The manufacturer must also retain for a period

of 10 years any records required to be maintained under this
section. When appropriate, FDA may require a manufacturer to
submit any or all of these records to the agency within 5
#~calendar days after receipt of the request. |

(2) Manufacturers and packers may retain the records
required in paragraph (f) (1) of this section as part of its
complaint files maintained under § 211.198 of this chapter.

(3) Manufacturers must permit any authorized FDA employee,

at all reasonable times, to have access to and copy and verify

the records established and maintained under this section.

(g) Written procedures. Each manufacturer must develop and

maintain written procedures for the surveillance, receipt,
evaluation, and reporting of postmarketing safety information to

FDA.
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(h) Disclaimer. A report or information submitted by a

~manufacturer under this section (and any release by FDA of that
report or information) does not necessarily reflect a conclusion
by the manufacturer or by FDA, that the report or information
constitutes an admission that the drug caused or contributed to
an SADR. The manufacturer need not admit, and may deny, that the
report Qr information submitted under this section constitutes an
admission that the drug caused or contributed to an SADR.

PART 312--INVESTIGATIONAL NEW DRUG APPLICATION
3. The authority citation for 21 CFR part 312 continues to

"read as follows:

Authority: .21 U.S.C. 321, 331, 351, 352, 353, 355, 371; 42
U.S.C. 262.
s 4. Section 312.32 is amended by revising paragraphs (a),

(b), the introductory text of paragraph (c), paragraphs (c) (1)
and (c) (4), and the first sentence of paragraph (c) (2); in
paragraph (d) (3) by removing the phrase “adverse drug experience”
and by adding in its place the abbreviation “SADR” and by
removing the phrase “such experience” and by adding in its place
the phrase “such reaction”; and in paragraph (e) by removing the
phrase "adverse experience® both times it appears and by adding
in its place the abbreviation "SADR" to read as follows:

§ 312.32 IND safety reports.
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(a) Definitions. The following definitions of terms apply
~mto this section:

Disability means substantial disruption of a person’s

ability to conduct normal life functions.

Life-threatening suspected adverse drugq reaction (SADR)

means any SADR that, in the view of the investigator or sponsor,
places the patient or subject at immediate risk of death from the
SADR as it occurred. 1t does not include an SADR that, had it
occurred in a more severe form, might have caused death.

Minimum data set means the report includes an identifiable

patient, an identifiable reporter, a suspect drug product, and an

SADR.

Serious SADR means any SADR that results in any of the
following outcomes: Death, a life-threatening SADR, inpgtient
hospitalization or prolongation of existing hospitalization, a
persistent or significant disability/incapacity, or a congenital
anomaly/birth defect. Important medical events that may not
result in death, be 1ife-tﬁreatening, or require hospitalization
may be considered a serious SADR when, based upon appropriéte
medical judgment, they may jeopardize the patient or subject and
may require medical or surgical intervention to prevent one of
the outcomes listed in this definition. Examples of such medical
events include allergic bronchospasm requiring intensive

treatment in an emergency room or at home, blood dyscrasias or
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convulsions that do not result in inpatient hospitalization, or
~=the development of drug dependency or drug abuse.

Suspected adverse drug reaction (SADR} means a noxious and

unintended response to any dose of a drug product for which there'
is a reasonable possibility that the product caused the response.
In this definition, the phrase “a reasonable possibility" means
that the relationship cannot be ruled out.

Unekpected SADR means any SADR, the specificity or severity

of which is not consistent with the current investigator
brochure; or, if an investigator brochure is not required or
available, the specificity or severity of which is not conéistent
with the risk information described in the general
investiga£ional plan or elsewhere in the current application, as
™ amended. For example, under this definition, hepatic necrosis
would be unexpected (by virtue of greater severity) if the
investigator brochure only referred to elevated hepatic enzymes
oxr hepatitis. - Similarly, cerebral thromboembolism and cerebral
vasculitis would be unexpected (by virtue of greater specificity)
if the investigétor brochure only included cerebral wvascular
accidents. "Unexpected," as used in this definition, refers to
an SADR that has not been previously observed (e.g., included in
the investigator brochure); it does not refer to an SADR that

might be anticipated from the pharmacological properties of the

drug product. SADR's that are mentioned in the investigator's
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brochure as occurring with a class of drugs but nét specifically
~~mentioned as occurring with the particular drug are considered
unexpected.

(b) Review of safety information. The sponsor must

promptly review all information relevant to the safety of the
drug obtained or otherwise received by the sponsor from any
source, foreign or domestic, including information derived from
any clinical or epidemiological investigations, animal or in
vitro studies, reports in the scientific literature, and
unpublished scientific papers, as well as reports from foreign
regulatory authorities that have not been previously reported to
fbA by Ehg sponsor and reports -of foreign commercial marketing
experience for drugs that are not marketed in the United States.

AT (c) IND safety reports. The sponsor must not submit an

individual case safety report for an SADR to FDA if the report
does not contain a minimum data set; instead, the sponsor must
maintain records of any information received or otherwise
obtained for the SADR along with a record of its efforts to
obtain a minimum data set.

(1) Written reports--(i) Serious and unexpected SADR. The

sponsor must notify FDA and all participating investigators in a
written IND safety report of any SADR that, based on the opinion
of the investigator or sponsor, is both serious and unexpected,

as soon as possible, but in no case later than 15 calendar days
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after receipt by the sponsor of the minimum data set for the
mmferious, unexpected SADR. TheAsponsor must identify all safety
reports previously filed with the IND concerning a similar SADR,
and must analyze the significance of the SADR in light of
previous, similar reports.

(ii) Information sufficient to consider product

adminisg;ation changes. The sponsor must also notify FDA and all
participating investigators in a written IND safety report of
information that, based upon appropriate medical judgment, might
materially influence the benefit-risk assessment of an
investigational drug or that would be sufficient to consider
changes in either product administration or in the overall
conduct%of a clinical investigation. The sponsor must submit
\this information to FDA and all participating investigators as
soon as possible, but in no case later than 15 calendar days
after thé determination by the sponsor that the information
qualifies for reporting-under this paragraph. Examples of such
information include any significant unanticipated safety finding
or data in the aggrégate from an in Vitro, animal,
epidemiological, or clinical étuéy, whether or not conducted
under an IND, that suggests a significant human risk, such as
reports of mutagenicity, teratogenicity, or carcinogenicity or
reports of a lack of efficacy with a drug product used in

treating a life-threatening or serious disease.
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(iii) Submission of written repoxrts. Each written report

wmnmay be submitted on an FDA Form 3500A or in a narrative format.

| KForeign SADR's may be submitted either on an FDA Form 3500A or,
if preferred, on a Council for International Organizatioﬁs of
Medical Sciences (CIOMS) I form. Reports of overall findings or
data in the aggregate from published and unpublished in vitro, -
animal, epidemiological, or clinical studies must be submitted in
a narrative format. Each written notice must bear prominent
identification of its contents, i.e., "IND safety report." Each
written notification to FDA must be transmitted to the FDA review
division that has responsibility for the review of the IND. If
FDA determines that additional data are needed, the agency may

require-fﬁrther data to be submitted.

(2) Telephone and facsimile transmission safety reports.

The sponsor must also notify FDA by telephone or by facsimile
transmission of any uﬁexpected fatal or life-threatening SADR
based on the opinion of the investigator or sponsor as soon as
possible but in no case later than 7 calendar days after receipt
by the sponsor of the minimum data set for the unexpected fatal

or life-threatening SADR. * * *

* . * * * *

v

(4) Investigations of marketed drugs. A sponsor of a

clinical study under an IND for a drug marketed in the United

States is only required to submit IND safety reports to FDA
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{(review division that has. responsibility for the IND) for SADR's

~from the clinical study itself, whether from domestic or foreign

study sites of the IND. The sponsor must also submit to FDA
safety information from these clinical studies as prescribed by
the postmarketing safety reporting requirements under §§ 310.305,

314.80, and 600.80 of this chapter.

* * * * *

5. Section 312.64 is amended by revising paragraph (b) to
read as follows:

§ 312.64 Investigator reports.

* * * * *

(b) .Safety reports. An investigator must report to the

sponsor any serious SADR (as defined in § 312.32(a)) immediately

-and any other SADR (as defined in § 312.32(a)}) promptly unless

the protocol or investigator’s brochure specifies a different
timetable for reporting the SADR.
* * * * *
PART 314--APPLICATIONS FOR FDA APPROVAL TO MARKET A NEW DRUG

6. The authority citation for 21 CFR part 314 continues to
read as follows:

Authority: 21 U.S.C. 321, 331, 351, 352, 353, 355, 371,
374, 37%e.

7. Section 314.80 is revised to read as follows:

§ 314.80 Postmarketing safety reporting and recordkeeping.
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(a) Definitions. The following definitions of terms apply

~mto this section:

AN

Active query means direct verbal contact (i.e., in person

or by telephone or other interactive means such as a video
conference) with the.initial reporter of a suspected adverse drug

reaction (SADR) or medication error by a health care professional

(e.g.,)iigfijfjgk gﬁﬁfi;i?an ??sistagi;hPharmacist, dentist,
nurs%) representing the applicant. For SADR’s, active query

entails, at é minimum, a focused line of questioning designed to
capture clinically relevant information associated with the drug
product and the SADR, including, but not limited to, information
such asebaseline‘data, patient history, physical exam, diagnostic

results, and supportive lab results.

Actual medication error means a medication error that

involves an identifiable patient whether the error was prevented
prior to administration of the product or, if the product was
administered, whether the error results in a serious SADR,
nonserious SADR, or no SADR.

¥
Company core data sheet means a document prepared by the

applicant containing, in addition to safety information, material
relating to indications, dosing, pharmacoleogy, and other
information concerning the drug substance. The only purpose of
this document is to provide the company core safety information

(Ccs1) for periodic safety update reports (PSUR's), interim
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periodic safety reports (IPSR's), and certain individual case
safety reports--semiannual submissions (i.e., if PSUR's are
submitted for the product). ~

Company core safety information (CCSI) means all relevant

safety information contained in the company core data sheet that
the applicant proposes to include in the approved product
labeling in all countries where the applicant markets the drug

substance. It is the reference information by which an SADR is

determined to be "listed” or "unlisted” for PSUR's, IPSR's, and
certain individual case safety reports-semiannual submissions

(i.e., if PSUR's are submitted for the product).

Contractor means any person (e.g., manufacturer, packer or

distriﬁator whether its name appears on the label of the product;
Alicensee; contract research organization) that has entered into a
contract with the applicant to manufacture, pack, sell,
distribute, or develop the drug or to maintain, create, or submit
records regarding SADR's or medication errors.

Data lock point means the date designated as the cut-off

date for data to be included in a postmarketing periodic safety
report.

Disability means a substantial disruption of a person’s

ability to conduct normal life functions.

Full data set means completion of all the applicable

elements on FDA Form 3500A (or on a Council for International
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Organizations of Medical Sciences (CIOMS) I form for reports of
- fOreign SADR's), including a concise medical narrative of the

case {(i.e., an accurate summary of the relevant data and

information pertaining to an SADR or medication error).

International birth date means the date the first

regulatory authority in the world approved the first marketing
application for a human drug product containing the drug
substance.

Life-threatening SADR means any SADR that, in the view of

the initial reporter, places the patient at immediate risk of
death from the SADR as it occurred. It does not include an SADR
that, had it occurred in a more severe form, might have caused

-

death.

o Listed SADR means an SADR whose nature, specificity,
severity, and outcome are consistent with“the information in the

CCSsI.

Medication error means any preventable event that may cause

or lead to inappropriate medication use or patient harm, while

the medication is in the control of the health care professional,

patient or consumer. Such events may be related to professional .

practice, health care products, procedures, and systems
including: Prescribing; order communication; product labeling,
packaging, and nomenclature; compounding; dispensing;

distribution; administration; education; monitoring; and use.
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Minimum data set means the report includes an identifiable

~= patient, an identifiable reporter, a suspect'drug product, and an
SADR.

Nonserious SADR means any SADR that is determined not to be

a serious SADR.

Potential medication error means an individual case safety

report Qf information or complaint about product name, labeling,’
or packaging similarities that does not involve a patient.

SADR with unknown outcome means an SADR that cannot be

classified, after active query, as either serious or nonserious.

Serious SADR means any SADR that results in any of the
following outcomés: Death, a life-threatening SADR, inpatient
hospitalization or prolongation of existing hospitalization, a

~mpersistent or significant disability/incapacity, or a congeni£a1
anomaly/birth defect. Important medical events that may not
result in death, be life-threatening, or require hospitalization
may be considered a serious SADR when, based upon appropriate
medical judgment, they may jeopardize the patient or subject and
may require medical or surgical intervention to prevent one of-
the outcomes listed in this definition. Examples of such medical
events include allergic bronchospasm requiring intensive
treatment in an emergency room or at home, blood dyscrasias or
convulsions that do not result in inpatient hospitalization, or

the development of drug dependency or drug abuse.
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Spontaneocus report means a communication from an individual

ﬁmm(e.g., health care professional., consumer) t6 a company or
regulatory.- authority that describes an SADR or medication error.
It does not include cases identified from information solicited
by the applicant or contractor, such as individual case safety
reports or findings deri&ed from a study, company-sponsored
patient, support program, disease management program, patient
registry, including pregnancy registries, or any organized data
collection scheme. It also does not include information compiled
in support of class action lawsuits.

Suspected adverse drug reaction (SADR) means a noxious and

unintended response to any dose of a drug product for which there
is a reasonable possibility that the product caused the response.
# In this definition, the phrase “a reasonable possibility” means

that the relationship cannot be ruled out.

Unexpected SADR means any SADR that is not included in the

current U.S. labeling for the drug product. Reactions that may
be-symp;omaticaliy and pathophysiologically related to a reaction
iﬁcluded in the U.S. labeling, but differ from the labeled
reaction because of greater severity or specificity, would be
unexpected. For example, under this definition, hepatic necrosis
would be unexpected (by virtue of greater severity) if the U.S.
labeling only referred to eleﬁated hepatic enzymes or hepatitis.

Siﬁilarly, cerebral thromboembolism and cerebral wvasculitis would
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be unexpected (by virtue of greater sgpecificity) if the UlS.
w%labeling only included cerebral vascular accidents.

"Unexpected, " as used in this definition, refers to an SADR that

has not been previously observed (i.e., included in the U.S.

labeling); it does not refer to an SADR that might be anticipated

from the pharmacological properties ofvthe drug product. SADR's

that are mentioned in the U.S. labeling as occurring with a class

oy

of drpgs but not specifically mentioned as occurring with the

particular drug are considered unexpected.

Unlisted SADR means an SADR whose nature, specificity,

severity, oxr outcome is not consistent with the information
included in the CCSI.

(b) Review of safety information. (1) Each applicant

Mmahaving an approved application for a drug product under section

| 505(c) of the act must promptly review all safety information
pertaining to its product obtained or otherwise received by the
applicant from any source, foreign or domestic, including
information derived from commercial marketing experience,
postmarketing clinical inygstigations, postmarketing
epidemiology/surveillance studies, animal or in vitro studies,
electronic communications with applicants via the Internet (e.g.,
e-mail), reports in the scientific literatufe, and unpublished

scientific papers, as well as reports from foreign regulatoxry
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authorities that have not been previously reported to FDA by the
applicant.

(2} Individual case safety reports that are forwarded to
the applicant by FDA must not be resubmitted to the agency by the
applicant; however, applicants must include information from
these individual case safety reports in any comprehensive safety .
analysis subsequently submitted to FDA. 1In addition, .applicants

must submit to FDA all followup information for these individual

case safety reports.

(c) Reporting requirements. The applicant must submit to
FDA two copies of each postmarketing expedited report (described
under paragraphs (c) (2) (1) through (c) (2) (vii) of this section)
and one%Cbpy of éach postmarketing periodic safety report of an
individual case safety reports--semiannual submission (described
under paradgraph (c) (3) (v) of this section) pertaining to its drug
product. The applicant must also submit to FDA one copy of a
PSUR, IPSR, or traditional periodic safety report (TPSR)) along
with one copy for each approved application for a human drug
product covered by the report. FDA may waive the requirement for
multiple copies in appropriate instances. Upon written notice,
FDA may require, when appropriate, that the applicant submit
reports under this section to FDA at times other than those

stated. An applicant that wishes to submit reports
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under this section at different intervals must submit to FDA a

~~request for a waiver under § 314.90.

3» -aetive- query the outcome for the SADR (whether the SADR is

(1) Determination of outcome, minimum data set, and full

data set--(i) (A) Initial determinations. Upon initial receipt of

an SADR report, the applicant must immediately determine-using L///

e

serious vor nonserious) and at least the minimum data set for the
individual case safety report. For reports of actual medication
errors that dolnot result in an SADR and potential medication

errors the applicant must immediately determine using-aetive—

—guexry the minimum information for the individual case safety

.(7/

report (minimum information described under paragraph% ,ﬁumf4”

A
B

(c) (1) (iii) (B) and (c¢) (1) (1ii) (C) of this section).f’ <& Abéiwiié

(B) Spontaneous reports. For spontaneous reports, the

i

appllcant must always assume, for safety reporting purposes under4e

M‘

porer
0T

w""‘"

this section, that there is at least a reasonable possibility, in pﬁ*ﬁé

the opinion of the initial reporter, that the drug product caused
the spontaneously reported event. '

(C) Clinical trials. 'For a clinical trial, the possibility
that the drug product caused the SADR or that a medication error
has occurred must be assumed if either the investigator or the
applicant believes that such a reasonable possibilitf exists.

(i1) SADR’s with unknown outcome. For an SADR with unknown

outcome that cannot be immediately determined, the applicant must
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continue'to use actiﬁe query to_attempt to determine the outcome

#of the SADR within 30 calendar days after inifial receipt of the
SADR report by the applicant. The applicant must maintain a
record of its efforts to determine the outcome for an SADR with
unknown outcome.

(iii) (A) Minimum data set for SADR reports. The applicant

must not submit an individual case safety report for an SADR to
FDA if the report does not contain a minimum data set; instead,
the applicant must maintain records of any information received
or otherwise obtained for the SADR along with a record of its

efforts to obtain a minimum data set.

(B) Minimum information for reports of actual medication

errors that do not regult in an SADR. For reports of actual

™ medication errors that do not result in an SADR, an individual

case safety report must be submitted to FDA even though the
report does not contain a minimum data set (i.e., does not have
an SADR). These reports must contain at least an identifiable
patient, an identifiable reporter, and a suspect drug product.

(C) Minimum information for potential medication error

reports. For reports of potential medication errors, an
individual case safety report must be submitted to FDA even
though the report does not contain a minimum data set (i.e., does

not have an identifiable patient or an SADR). These reports must
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contain at

product.

o (iv)

least an identifiable reporter and a suspect drug

Full data set. For reports of serious SADR's, always

expedited reports (see paragraph (c) (2) (iv) of this section), and

medication
section), t

data set.

5 P i f{ 44’12:&1\
ﬁ’ mus%fﬁhﬂ*/aﬁz;*’;vunﬁﬁ /%ft

(A) .S
obtained, £
(B) I

full data s

error reports (see paragraph (c) (2) (v) of this

he applicant must.

infa full

‘?iiAq&ﬂt

,1; 2 4’\4*/& u‘a\]’ Wl‘f}
the applicant

If a full data set 222 /u)*
v infirmcdion , ) o ol o o, aid oo
Hani ], ffi mig,%, Y

ubmit all safety information, received or otherwise

or the report;
ndicate the reason(s) for its inability to acquire a

et; and

(C)-. Document its efforts to obtain a full data set (i.e.,

description of unsuccessful steps taken to obtain this

information).

(v) S

erious SADR’s not initially reported by a health care

professional. For a serious SADR that was not initially reported

to the appl

a consumer)

A

contact the

the patient

to acquire
(vi)

with a mini

icant by a health care professional (e.g., report from

, active query must-be-used-by-the appl:icant--i;'e-;7

health care professional associated with the care of
- e

&x)gatheé further medical perspective on the case and

a full data set for the report. p——

Nonserious SADR’s. For reports of nonserious SADR's

mum data set, except for those resulting from a
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medication error, all safety information received or otherwise
~=obtained by the applicant must be submitted to FDA even though
information in addition to the minimum data set is not required

to be acquired. Reports of nonserious SADR’s resulting from a

medication exror regquire a full data set under paragraph
(c) (1) (iv) of this section.
(2) Postmarketing "expedited reports"--(i) Serious and

unexpected SADR. The applicant must report to FDA each SADR,
!
received or otherwise obtained, that is both serious and

unexpected, whether foreign or domestic, as soon as possible, but
in no case later than 15 calendar days after receipt by the
applicant of the minimum data set for the serious unexpected
SADR. If a full data set is not available for the serious and

™ unexpected SADR at the time of initia% submission of the
expedited report to FDA, the applicant must submit the
information required under paragraph (c) (1) (iv) of this section
and also submit a 30-day followup report as required by paragraph
(c) (2) (vi) of this section.

(ii) Information sufficient to consider product

administration changes. The applicant must also report to FDA
information, received or otherwise obtained, whether foreign or
domestic, that would be sufficient, -based upon appropriate
medical judgment, to consider changes in product administration.

The applicant must submit this information to FDA as soon as
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possible, but in no case later than 15 calendar days after
ﬁmgetermination by the.applicant that the information qualifies for
expedited reporting. Examples of such information include any
significant unanticipated safety finding or data in the aggregate
from an in vitro, animal, epidemiological, or clinical study,
whether or not conducted under an investigational new drug
application (IND), that suggests a significant human risk, such
as geports of mutagenicity, teratogenicity, or éarcinogenicity,
or reports of a lack of efficacy with a drug product used in
treating a life-threatening or serious disease. The applicant
must maintain a record of its efforts to determine whethér the

information required to be reported under this paragraph

-

qualifies for expedited reporting.

P (iii) Unexpected SADR with unknown outcome. The applicant
must also report to.FDA each SADR that is unexpected-and for
which the determination of an outcome is unattainable (i.e., SADR
with unknown outcome) within 45 calendar days after initial
receipt by the applicant of the minimum data set for the
unexpected SADR. The applicant must document in the expedited
report the reason(s) for the inability to determine the outcome.

(iv) Always expedited report. (A) The applicant must also

report to FDA each SADR, received or otherwise obtained, whether
foreign or domestic, that is the subject of an always. expedited

report. These reports must be submitted to FDA as soon as
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possible, but in no case later than 15 calendar days after
‘Mmreceipt by the applicant of the minimum data set for the report.
| The following medically significant SADR’s, which may jeopardize

the patient or subject and/or require medical or surgical
intervention to treat the patient or subject are subject to an
always expedited report:

(;l Congeﬁital anomalies,

(2) Aéute respiratory failure,

(3) Ventricular fibrillation,

(4) Torsades de pointe,

(8) Malignant hypertension,

(6) Seizurg,

(1) ‘Agranulocytosis,

(8) Aplastic anemia,

(9) Toxic epidermal necrol?sis,

(10) Liver necrosis,

(11) Acute‘liver failure,

(12) Anaphylaxis,

(13) Acute renal failure,

(14) Sclerosing syndromes,

(15) Pulmonary hypertension,

(16) Pulmonary fibrosis,

(17) Confirmed or suspected transmission of an infectious

agent by a marketed drug or biological product,
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(18) Confirmed or suspected endotoxin shock, and
-~ (18) Any other medically significant SADR that FDA
ﬂ determines to be the subject of an always expedited report (i.e.,
may jeopardize the patient or subject and/or require medical or
surgical intervention to treat the patient or subject).

(B) SADR’s that are the subject of an always expedited
report Tust be submitted to FDA whether unexpected or expected
and whether the SADR leads to a serious outcome or not. If a

jays expedited report at -
the time of initial submission of the report to FDA, the

applicant must submit the information required under paragraph

(c) (1) (iv) of this section and also submit a 30-day followup

-,

report as required by paragraph (c) (2) (vi) of this section.

-~ (v) Medication errors--(A) Actual medication error. The
applicant must also submit to FDA each domestic report of an
actual medication error, received or otherwise obtained, as soon
as possible, bqt in no case later than 15 calendar days after
receipt by the applicant of the minimum data set for a report of
an SADR or, if an SADR does not occur, the minimum information
described under paragraph (c) (1) (iii) (B) of this section (i.e.,
identifiable patient, identifiable reporter, énd suspect drug
product) .

(B) Potential medication error. The applicant must also

submit to FDA each domestic report of a potential medication
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error, received or o;herwise obtained, as soon as possiblé, but

«=~1in no case later than 15 calendar days after receipt by the
applicant of the minimum information described under paragraph
(c) {1) (iidi) (C) of this section (i.e., identifiable reporter and
suspect drug product).

(Cy Full data set. If a full data set is not available for

an actugl or potential medication error report at the time of

submit the information required under paragraph (c) (1) (iv) of
this section and also submit a 30-day followup report as reguired

by paragraph (c) (2) (vi) of this section.

(vi) The 30-day followup report. The applicant must use

-

active query to obtain additional information for any expedited

= report under paragraphs (c) (2} (i)}, (c){(2)(iv), and (c) (2) (v) of
this section that does not contain a full data set and must
submit- a followup report to FDA within 30 calendar days after
initial submission of the expedited report to FDA by the
applicant. If a full data set is still not obtainable, the 30-
day followup report must contain the informatipn required under
paragraph (c¢) (1) (iv) of this section. Any new safety information
in the 30-day followup report must be highlighted. Any new
information, received or otherwise obtained, after submission of
a 30-day followup report must be submitted to FDA as a 15-day

followup report under paragraph (c) (2) (vii) of this section.
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(vii) The 15-day followup report. The applicant muét
~report to FDA any ﬁew information, received or otherwise
obtained, for any expedited or followup réport (except for
initial expedited reports under paragraphs (c) (2) (i), (c) (2) (iv),
and (c) (2) (v) of this section that do not contain a full data
set) within 15 calendar days of initial receipt of the new
information by the applicant. Expedited reports under paragraphs
(c) (2) (i), (c)(2) (iv), and (c) (2) (v) of this section that do not
contain a full data set at the time of initial submission of the
report to FDA are subject to the 30-day followup reporting
réquirements under paragraph (c) (2) (vi) of this section rather
than th? 15-day followup reporting requirements under this
paragraph.

(viii) Supporting documeﬁtation. (p) If the patient dies,
the applicant must submit a copy of the autopsy report to FDA, if
it is available. If an autopsy report is not available, the
applicant must submit a death certificate to FDA. If an autopsy
report becomes available %fter the applicant has submitted a
death certificate to the agency, the autopsy report must bé
submitted to FDA. If the patient was hospitalized, the applicant
must submit a copy of the hospital discharge summary to FDA, if
it is available. 1If any of these docﬁments is not in English,
the document must be accompanied by an English translation.

Applicants must use active query to obtain these documents.
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These documents must be submitted to FDA as 15-day followup
~mreports (see paragraph (c) (2) (vii) of this section) within 15
calendar days of initial receipt of the document by the
applicant. If these documents are not submitted to FDA in a 15-
day followup report within 3 months after submission of the
initial expedited report for the death or hospitalization, the-
agency will assume that active query by the applicant has not
resulted in access to these documents. In this case, a record.of
the reason(s) for the lack of such documentation and the effort
that was made to obtain the documentation'must be maintained by
the applicant.
(B) Each expedited report must contain in the narrative a
list oghother relevant documents (e.g., medical records,
~ laboratory results, data from studies) for the report that are
maintained by the applicant. When appropriate, FDA may require
an applicant to submit copies of oné or more of these documents
to the agency within 5 calendar days after receipt of the
request.

(ix) Scientific literature. An expedited report based on
information from the scientific literature applies only to
reports found in scientific and medical journals. These
expedited reports must be accompanied by a copy of the published

article.
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(x) Submission of safetvy reports by contractors. (n)

.Contractors must submit to the applicant safety reports of any

SADR’s or medication errors for the applicant’s drug product,
obtained or otherwise received, within 5 calendar days of initial
receipt of the report by the contractor. The contractor must
submit a safety report for an SADR to the applicant even if the
report does not contain a minimum data set. Upon receipt of the
safety report from the contractor, the applicant must comply with
the postmarketing safety reporting requirements of this section.

(B) A contract between the applicant and a contractor must
specify the postmarketing safety reporting responsibilities of
the contractor. The applicant. is responsible for assuring that
the cog;ractors of its drug products comply with these
postmarketing safety reporting responsibilities.

(C) The contractor must maintain a record of each submission
to the applicant unde; paragraph (c) (2) (x) (A) of this section
that includes:

(1) A copy of each safety report;

(2) The date the report was initially receivedAby the
contractor;

(3) The date the report was submitted to the applicant; and

(4) The name and address of the applicant.
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(D) The recordkeeping, written procedures and disclaimer
provisions under paragraphs (f), (g), and (i) of this section
apply to contractors.

(xi) Report identification. Each expedited report

submitted to FDA under paragraphs (c) (2) (i) through (c) (2) (vii)
of this section must bear prominent identification as to its
contents, e.g., "expedited report--serious and unexpected SADR,"
v
"expedited report--30-day followup." Each type of report (e.qg.,
serious and unexpected SADR reports, 30-day followup reports)
must be submitted to FDA under separate cover. Reports of
medication errors must indicate whether the error is actual or
potential and, if actual, whether a seriocus SADR, nonserious
SADR, o; no SADR occurred, e.g., “expedited report--actual
ﬂﬂmmedication error--nonserious SADR,” “Expedited report--potential
| medication error.”

(3) Postmarketing periodic safety reports. The applicant

must submit postmarketing periodic safety reports under this
section (i.e., TPSR’s, PSUR's, IPSR's, individual case safety
reports-semiannual submission) to FDA within 60 calendar days
after the data lock point for the report. The applicant must
include a cover letter conﬁaining a list of the new drug
application number(s) (i.e., NDA number(s)) for the human drug
product (s) covered by the postmarketing periodicd safety report.

The international birth date for combination products is the
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international birth date of the human drug product containing the

ﬂ%»drug substance most recently approved for marketing.

(i) Traditicnal periodic safetv reports {(TPSR's). An

applicant holding an application for a human drug product 7
approved under section 505(c) of the act before January 1, 199?ﬁ
must submit either a PSUR as prescribed under paragraph |
(c) (3) (3i) of this section or a TPSR as described under this
paragraph every 5 years after U.S. approval of the application.
In addition, these applicants must submit either an IPSR as
described under paragraph (c) (3) (iii) of this section or a TPSR
as described under this paragraph 7.5 years and 12.5 years after
U.S. approval of .the application. The data lock point for the
TPSR, PSUR, or IPSR is the month and day of tﬁe international

~~birth date of the drug product or any other month and day agreed
on by the applicant and FDA. Each TPSR must contain:

(A) Summary. This section of the.TPSR includes:

(1) A narrative summary and analysis of serious, expected
SADR's and nonserious, unexpected SADR's occurring in the United
States that were submitted to the applicant during the reporting
period from all spontaneous sources (i.e., health care
professionals and other individuals) (with an index consisting of
a line listing of the applicant's manufacturer report number and

SADR term(s));
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(2) An analysis of the expedited reports submitted during
‘ﬁMthe reporting period under paragraphs (c) (2) (1) through
{c) (2) (vii) of this section (all expedited reports must be
appropriately referenced by the apblicant's manufacturer report
number, SADR term(s), if appropriate, and date of submission to
FDA) ;

(3¢ A discussion of any increased reporting frequency of
serious, expected SADR's, including comments on whether it is
believed that the data reflect a meaningful change in SADR
occurrence, and an assessment of whe&her‘it is believed that the
frequency of lack of efficacy reports, obtained or otherwise
receive? durihg the reporting period, is greater than would be
predicted by the premarketing clinical trials for the drug

“product; and

(4) The applicants’ conclusion as to what, if any, safety-
-related actions should be taken based on the analysis of the
safety data in the TPSR (e.g., labeling changes, studies

initiated);

(B) Summary tabulationg. This section of the TPSR includes

summary tabulations (i.e., lists of all SADR terms and counts of
occurrences) presented by body system or by standard organ system
classification scheme for: |

(1) All serious expected SADR's, nonserious unexﬁected

SADR's, nonserious expected SADR's, and expected SADR's with
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