SUPPORTI NG STATEMENT FOR REPORTI NG & RECORDKEEPI NG
REQUI REMENTS - ADVERSE DRUG EXPERI ENCE REPORTI NG

A. JUSTI FI CATI ON

1. Circunstances of Information Coll ecti on

Sections 201, 502, 505, and 701 of the Federal Food, Drug, and
Cosnmetic Act (the act) (21 U. S.C. 321, 352, 355, and 371) require
t hat marketed drugs be safe and effective. 1In order to know whet her
drugs that are not safe and effective are on the market, FDA nust be
promptly informed of adverse experiences occasi oned by the use of
mar ket ed drugs. In order to help ensure this, FDA issued regul ations
(88310. 305 and 314.80 (21 CFR 310.305 and 314.80)) to inpose
reporting and recordkeepi ng requirenments on the drug industry that
woul d enable FDA to take action necessary for protection of the
public health from adverse drug experiences.

Al'l applicants who have received marketing approval of drug
products are required to report to FDA serious, unexpected adverse
drug experiences, as well as followp reports when needed
(8314.80(c)(1)). This includes reports of all foreign or donestic
adverse experiences as well as those obtained in scientific
literature and from postmarketing epi deni ol ogi cal /surveill ance
studies. Under 8314.80(c)(2) applicants nust provide periodic
reports of adverse drug experiences. A periodic report includes, for
the reporting interval, reports of serious, expected adverse drug
experiences and all non-serious adverse drug experiences, a narrative
sunmary and anal ysis of adverse drug experiences and a history of
actions taken because of adverse drug experiences. Under 8314.80(i)
applicants nmust keep for 10 years records of all adverse drug
experience reports known to the applicant.

For marketed prescription drug products w thout approved new
drug applications or abbreviated new drug applications,

manuf acturers, packers, and distributors are required to report to



FDA serious, unexpected adverse drug experiences as well as foll owp
reports when needed (8310.305(c)). Under 8310.305(f) each
manuf acturer, packer, and distributor shall maintain for 10 years
records of all adverse drug experiences required to be reported.
The primary purpose of FDA' s adverse drug experience reporting
systemis to provide a signal for potentially serious safety problens
with marketed drugs. Although premarket testing discloses a genera
safety profile of a new drug's conparatively commopn adverse effects,
the larger and nore diverse patient popul ations exposed to the
mar ket ed drug provides, for the first tinme, the opportunity to
collect information on rare, latent, and |long-termeffects. Signals
are obtained froma variety of sources, including reports from
patients, treating physicians, foreign regul atory agencies, and
clinical investigators. Information derived fromthe adverse drug
experience reporting systemcontributes directly to increased public
heal th protection because the information enables FDA to nake
i nportant changes to the product’'s | abeling (such as addi ng a new
war ni ng) and when necessary, to initiate renoval of a drug fromthe

mar ket .

2. Purpose and Use of |Information

The regul ations require the reporting to FDA of inportant
adverse drug experience information associated with the use of
unappr oved- mar ket ed prescription drug product. This information is
used by FDA to determne at the earliest possible time whether to
request a manufacturer, packer, or distributor to recall a product
fromthe market or to reconmend a seizure or injunction action to
halt the marketing of the product and to renmove it fromthe nmarket.
Such action, initiated pronptly, may avert further adverse effects
that may be associated with the use of the product. The consequence

of not conducting this collection of information is that FDA woul d be



unable to nonitor the safety of these nmarketed drug products so as to
assure that these drug products are not adulterated or m sbranded.
Concerni ng approved drug products, the primary purposes of FDA' s
adverse drug experience reporting systemis to signal potentially
serious safety problens, focusing especially on newly marketed drugs.
Al t hough premarket testing discloses a general safety profile of a
new drug's conparatively common adverse effects, the |larger and nore
di verse patient popul ati on exposed to the marketed drug provides, for
the first time, the opportunity to collect informtion on rare,
| atent, and long-termeffects. Signals are obtained froma variety
of sources, including reports frompatients, treating physicians,
foreign regul atory agencies, and clinical investigators. Information
derived fromthe adverse drug experience reporting systemcontributes
directly to increased public health protection because such
i nformati on enabl es FDA to make i nportant changes to the product's
| abeling (such as adding a new warni ng) and, when necessary, to

initiate renoval of a new drug fromthe market.

3. Use of I nmproved I nformation Technol ogy

The regul ati ons give the respondents the option to submt
reports of adverse drug experiences by computerized formats. FDA
encour ages the subm ssion of all aspects of an NDA by conputer, and
has made avail abl e gui dances descri bing the procedures to be
followed. Mich of the information required by 21 CFR 314.80 is to be
subm tted on Form FDA-3500A. To facilitate reporting, manufacturers
may use a conputer-generated format, provided that this other fornat

is agreed to by FDA.

4, Efforts to ldentify Duplication

There are no other regulations requiring the reporting to FDA of
adverse drug experience information on approved or unapproved-

mar ket ed prescription drug products. In order to avoid unnecessary



duplicate reporting of the sane incident and for the same product,
the regulation permts packers and distributors, instead of

subm tting adverse drug experience reports to FDA, to submt the
reports to the manufacturer of the drug product who then nust conply
with all of the reporting requirenents.

5. | nvol vement of Small Entities

The requirenments of this regulation apply equally to all

manuf acturers, packers and distributors (large and small) of approved
and unapproved marketed prescription drug products. FDA applies its
regul ations equally to all enterprises. \While FDA does not believe
it can apply different standards with respect to statutory

requi rements, FDA does provide special help to snmall businesses. A
smal | busi ness coordi nator has been assigned to the Conm ssioner's
staff to ensure that small businesses have an adequate opportunity to
express their concerns and to keep FDA managenent apprised of how
regul atory decisions mght inpact the small business comunity. To
provi de additional assistance to small businesses, FDA has
established an office whose exclusive concerns are to provide snal

busi nesses with help in dealing with FDA regul atory requirenents.

6. Consequences if Infornmation Coll ected Less Frequently

The prescribed frequencies for reporting are based upon FDA' s
view that reporting to FDA i nportant adverse drug experience
i nformati on associ ated with the use of an unapproved marketed
prescription drug product is sufficiently simlar to that for an
approved prescription drug product (i.e., protection of the public
health) to warrant simlar reporting requirenents in nost instances.
Less frequent data collection would delay identification of drugs
bel i eved responsi bl e for adverse reactions including fatalities and

permanent injuries. Appropriate FDA action such as w thdrawal of



the drug fromthe market or changes in | abeling would be del ayed by

| ess frequency.

7. Consi stency with the Guidelines in 5 CFR 1320. 6

Under 8310. 305, the collection of information is inconsistent
with 5 CFR 1320.6 in the followi ng respects:

a. The regul ation requires reporting of serious unexpected
adverse drug experiences and follow up reports within |Iess than 30
days. Reports to FDA are required within 15 worki ng days of receipt
of information. Reports to a manufacturer by a packer and
di stributor are required within 3 days of receipt of information.
These are the adverse drug experiences nost |likely to reveal serious
safety problens with the drug and, thus, potentially can result in
t he need for agency action.

b. The regul ation requires retention of records for a period
of time longer than 3 years. The regulations require retention of
records for a period of 10 years. The 10-year retention period is to
assure that a respondent records, which include raw data and any
correspondence relating to an adverse drug experience, are avail able
in evaluation long-termor other rare or latent effects I|ike
carcinogenicity that m ght be detected after several years of
mar keti ng experience.

Concerning 8314.80, the regulations require justification for
requesting respondents to report nore often than quarterly. The
sponsor of an NDA is required to notify FDA of any unexpected adverse
reactions within 15 worki ng days of receipt of information on such a
reaction by the sponsor, this short time for reporting i s necessary
so that FDA is informed as soon as possible of any serious probl ens
with a drug product, so that the agency can take appropriate action.
The mai ntenance period for keeping these records is 10 years which is
al so inconsistent with 5 CFR 1320.6. This extended period is due to
the potential litigation, matters of public safety due to drug



interactions in addition to the adverse drug experiences and need for
studi es of del ayed effects such as carcinogenicity. This is actually
a reduction in the retention period fromthe old NDA regul atory

requi renment of indefinite retention.

8 Consul tation Qutside the Agency
In the Federal Register of February 25, 2002 (67 FR 8545), the

agency requested coments on the proposed collection of information.

FDA received 2 comments.

The comments asked what net hodol ogy and assunptions were used by
FDA to cal cul ate the burden esti mates.

The "hours per response" were based on FDA' s estimtes of the
time it would take manufacturers, packers, distributors, and
applicants of marketed human drug products to submt the information
to the agency.

The coments said that the annual nunber of responses of
periodic reports is significantly underesti mted. One conment
estimted that conpanies submt nmore than 400 periodic reports
(annual and quarterly reports) annually. The other comment estimated
that it submts over 70 periodic reports annually.

FDA data indicates that it receives, on average, approxinmately
10, 245 periodic reports (annual and quarterly reports) annually. A
periodic report includes, as previously indicated, a narrative
summary, individual case safety reports, and history of actions
taken. Al though sone conpanies may submt 400 periodic reports
annual ly, others only submt 1 periodic report annually.

The coments stated that the burden estimate seens to reflect
only FDA's effort and not that of the respondents. The comrents said
that the hours per response for preparing periodic reports is grossly
underestimted. One comment said that the preparation, quality
control, and duplication of NDA periodic reports takes, on average,
from16 to 40 hours each, while the other comment said that this



processing takes from 100 to 300 hours for each periodic report. The
comments said that all adverse experience reports, including the non-
15-day alert reports, need to be taken into account when cal cul ati ng
t he burden, because all need to be revi ewed, assessed, and processed
for determ nation of "expedited" status and for inclusion in the
periodi c safety update reports. For exanple, the conments said that
one conpany received approximately 49,000 initial adverse drug
experience reports in association with their marketed prescription
products from worl dw de sources in 2001, approxi mately 4800 of which
qualified as 15-day alert reports; this included both initial and
foll ow-up reports. Another conpany received approxi mately 20, 000
initial adverse event reports fromworldw de sources in 2001,
approxi mately 2000 of which qualified as 15-day alert reports; this
i ncluded both initial and follow up reports.

FDA notes that the estimate of 5 hours in the February 25, 2002,
noti ce was a typographical error. The correct estimte should be 28
hours. As explained in the information collection notice that
published in the Federal Register of January 29, 1999 (64 FR 4665),

this estimate i s based on industry suggestions.

The comments questi oned whether there are no capital, operating,
or mai ntenance costs associated with maintaining records of adverse
experience reports for 10 years. The comments said that conpanies
must maintain facilities to store paper records in addition to back-
up records on other nedia. Costs for storage and retrieval vary
wi dely, depending on the volune of records, rental fees,
transportation costs, and retrieval fees, but may be substanti al
(i.e., thousands of dollars annually).

FDA agrees that there are nmmi ntenance costs associated with
mai nt ai ni ng records of adverse experience reports for 10 years. FDA
estimates that these costs are approximately $2000 per conpany

annual |y, as suggested by the coments.



The commrents al so provided several suggestions on how the
regul ati ons should be revised to enhance the reporting efficiency and
to mnimze the burden of the collection of information. For
exanple, the comments said that FDA should revise the requirenents to
be consistent with the International Conference on Harnonization
(I CH) guidelines for periodic safety update reports.

FDA is in the process of revising its safety reporting and
recordkeeping regul ations and will consider these coments in
finalizing its rulemaking. Respondents will have an opportunity to
comment further on these rulemaking initiatives. As stated in the
Federal Register of May 13, 2002 (67 FR 33059), FDA is planning to
publish a proposed rule that woul d anmend the expedited and periodic

safety reporting regulations for human drugs and bi ol ogics to revise
certain definitions and reporting formats as recomended by the | CH
and to define new terns; to possibly add to or revise current
reporting requirenents; to consider revising certain reporting tine
frames; and to suggest other revisions to these regulations to
enhance the quality of safety reports received by FDA.

The nobst recent consultations with the public has been FDA' s
participation in the International Conference on Harnonization of
Techni cal Requirenents for Registration of Pharnaceuticals for Hunman
Use (ICH) and with the World Health Organi zation’s Council for
| nternati onal Organi zations of Medical Sciences (CIOMS). These
organi zati ons have net periodically over the past five years to
facilitate international consideration of issues, particularly safety
i ssues, concerning the use of both foreign and donestic data in the
devel opnent and use of drugs and bi ol ogi cal products. The
organi zati ons include representative from governnent, associations,
and the pharmaceutical industry (including PhRMA) fromthe European
Uni on, Japan, and the U.S. ICH has produced several adverse drug
reaction reporting gui dances that pertain to expedited safety

reporting, periodic safety reporting, and el ectronic subm ssion of



reports. FDA is currently revising its regulations to be consistent

with the | CH reconmendati ons.

9. Renmuner ati on of Respondents

FDA has not provided and has no intention to provide any paynent

or gift to respondents under this provision.

10. Assurance of Confidentiality

Rel ease of information submtted to FDA in adverse drug
experience reports is governed by 21 CFR Part 20. The regul ation al so
urges manufacturers, packers, and distributors not to include names
and addresses of individual patients in adverse drug experience
reports; instead, sonme other identifier, such as initials or code

nunbers, should be included.

11. Questions of a Sensitive Nature

No questions of a private or sensitive nature are asked.

12. Estinmates of Annualized Hour Burden to Respondents

Respondents to this collection of information are manufacturers,
packers, distributors and applicants. FDA estimtes the burden of

this collection of information as foll ows:

Table 1. -- Estimated Annual Reporting Burden!
21 CFR Section Numbg Annual| Total annui{ Hours Per Total Hour
of | Frequen{ Responsey Response
Respag per
dent{ Respong
310. 305(c) (5) 1 1 1 1 1
314.80(c) (1) (iii) 5 1 5 1 5
314.80(c)(2) 683 15 10, 245 28 286, 860
Tot al 286, 866

1The reporting burden for 88 310.305(c)(1),(c)(2), and (c)(3), and
314.80(c)(1) (i) and (c)(1)(ii) was reported under OVvB No. 0910-0291.



There are no capital costs or operating and mai ntenance costs
associated with this collection of information.

Table 2. -- Estimated Annual Recordkeepi ng Burden?
21 CFR No of Annual | Total Annu{ Hours pern Total Hour
Section | Recordkee| Frequency Recor ds | Recor dkeep
rs per
Recor dkeep
g
310. 305(f) 25 1 25 1 25
314.80(i) 683 1 683 1 683
Tot al 708

" There are no capital costs or operating costs associated with this
collection of information. There are mai ntenance costs of $35, 400
(708 x $50) annually.

These estimates are based on FDA' s know edge of adverse drug

experience reporting, including know edge about the time needed to
prepare the reports and the nunber of reports submtted to the
agency.

13. Estimates of Annualized Cost Burden to Respondents

Based on an average hourly cost to industry of $50 per hour, the
total annual cost burden to industry would be $14, 378, 700 (287,574 X
$50) .

14. Esti mat es of Annuali zed Cost Burden to the Gover nnent

Approxi mately 10,251 drug experience reports that are accounted
for in this information collection assessnent are reviewed annual |y
by FDA personnel. Each report required about 30 m nutes for review
and followup. At an FDA | abor cost of $42 per hour (based on the
adj usted industry | abor cost per hour), the cost to the Federal
Governnment is $430,542 (10,251 x 42).

15. Changes i n Burden

The changes in this burden are the result of a decrease in the

nunmber of periodic report subm ssions. All of the adverse drug

10



experience reporting and recordkeepi ng regul ations are currently
being revised. Once this rul emaking process is conpleted, these
estimates will be revised accordingly and consol i dated under one

subni ssi on.

16. Ti me Schedul e, Publication and Anal ysis Pl ans

There are no publications.

17. Exenption for Display of Expiration Date

The required reporting forms accurately reflect the OVB approval

nunber .

18. Certifications

There are no exceptions to the certification statenent
identifier in ltem19, “Certification for Paperwork Reduction Act
Submi ssion,” of OVB Form 83- |
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