Supporting Statenent

Reporting Requirenents
PRESCRI PTI ON DRUG PRODUCT LABELI NG

VEDI CATI ON GUI DE REQUI REMENTS
OVB Control No. 0910-0393

A. Justification

1. G rcunstances of Infornmation Coll ection

Food and Drug Adm nistration (FDA) regul ations require the
distribution of patient |abeling, called Medication Cuides, for
certain prescription human drug and bi ol ogi cal products used
primarily on an outpatient basis that pose a serious and
significant public health concern requiring distribution of FDA-
approved patient nedication informati on. These Medication Cui des
i nform patients about the nost inportant information they should
know about these products in order to use themsafely and

effectively. Included are information such as the drug=s
approved uses, contraindications, adverse drug reactions, and
cautions for specific populations, with a focus on why the
particul ar product requires a Medication Guide. These

regul ations are intended to i nprove the public health by
providing informati on necessary for patients to use certain
nmedi cation safely and effectively.

The regul ations contain the followi ng reporting requirenents
that are subject to the PRA. The estimates for the burden hours
i nposed by these regulations are |listed bel ow

21 CFR 208.20 -- Applicants nust submt draft Medication
Qui des for FDA approval according to the prescribed content and
format .

21 CFR 314.70(b)(3)(i1) and 21 CFR 601.12(f) -- Application
hol ders must submt changes to Medication Guides to FDA for prior
approval as supplenents to their applications.

21 CFR 208.24(e) -- Each authorized dispenser of a
prescription drug product for which a Medication GQuide is
requi red, when dispensing the product to a patient or to a

pati ent=s agent, nust provide a Medication Guide directly to each
patient unless an exenption applies under 21 CFR 208. 26.

21 CFR 208.26 (a) -- Requests may be submitted for exenption
or deferral fromparticular Medication Guide content or formt
requi renents.

2. Pur pose and Use of Information




This information collection enables the agency to determ ne
whet her the | abeling for certain prescription drug products that
FDA has designated as posing a serious and significant public
heal th concern requiring distribution of FDA-approved patient
medi cation information include Medication Guides which are
accept abl e to FDA.

3. Use of Inproved Information Technol ogy

The regul ation requires applicants to submt Medication Guides to
FDA for prior approval as supplenents to their applications. As
expl ai ned bel ow, procedures and nechanisns are in place for this
subm ssion to be made el ectronically.

El ectroni ¢ Regul atory Subm ssions for Archive. The Food and

Drug Adm ni stration Mdernization Act of 1997 (FDAMA) and the
Prescription Drug User Fee Act (PDUFA) Il reauthorization mandate
that the agency devel op and update its information nmanagenent
infrastructure to allow, by fiscal year 2002, the paperl ess
recei pt and processing of investigational new drug applications
and new drug applications, as defined in PDUFA, and rel ated
subm ssions. Mving an information-intensive activity, such as
drug regul atory review, froma paper-based to an el ectronic
environment will provide a nunber of benefits. This is true
sinply fromthe perspective of generating, handling, and storing
t he huge vol unmes of paper conmmonly associated with applications.

In general, these paper applications (often containing hundreds
of volunmes) are submtted with several copies, a process that can
take several days |onger than preparation of a correspondi ng
el ectroni ¢ subm ssion, which the agency can easily reproduce.
Preparation of applications in electronic format results in
direct cost savings related to materials, supplies, and paper
handling |l ogistics (i.e., labor, facilities). However, this is
expected to be only a snmall portion of the potential savings.
The nost substantial burden reduction may not be in information
recordi ng, reporting, and record-keeping, but in the flexibility,
efficiency, speed, and ease of filing required information that
wWill result in cost savings to regulated industry, as well as
FDA.

I n Septenber 1997, FDA published the Guidance for I|ndustry
on AArchiving Subm ssions in Electronic Format X NDAs. [ This
gui dance provided for the receipt and archive of electronic Case
Report Forms (CRF) and Case Report Tabul ations (CRT) wi thout an
acconpanyi ng paper copy. In FY 1998, FDA established an
El ectroni ¢ Docunent Room (EDR) to manage the recei pt and handling
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of all electronic subm ssions. [In January 1999, FDA published
t he Gui dance for Industry on AProvidi ng Regul atory Subm ssions

in Electronic Format X NDAs[l This gui dance docunent covers the
full NDA and is not limted to CRTs and CRFs.

FDA has received 264 NDAs with el ectroni c conponents since
January 1999. O these 89 were new subm ssions. In the sane
period the agency has al so received 273 supplenents with
el ectroni c conponents of which 170 were new suppl enents. As of
the end of August 2000, the agency's EDR was conprised of three
groups of NDAs: those that consisted of itens 11 and/or 12 only
(109 or 42.4%; those that consisted of various itens with or
without itenms 11 and 12 (105 or 40.9%; and those consisting of
nearly all 19 possible NDA data itens (43 or 16.7%. A total of
197 (76.7% of NDAs with el ectronic conponents had itens 11
and/or 12 submitted in an electronic format.

Secure E-Mail. During a drug’ s devel opnent cycl e,
communi cati ons between agency revi ew divisions and the conpany
devel oping the drug is sensitive and proprietary. Prior to using

secure E-mail, agency nethods of Asecurel comruni cation included
US. mil, courier, telephone, and facsimle. These nethods,
sone of which are not entirely secure, can be inefficient or tine
consum ng, and can significantly contribute to the overall l|ength
of time involved in the drug review process. The w despread use
of E-mail across the Internet offers a nore efficient and
scal eabl e neans of information exchange. However, security risks
of conmuni cating over the Internet are well known. The
information technol ogy industry is answering security concerns by
devel opi ng new st andards of cryptographic techniques, E-nai
formats, authentication algorithns, and other rel ated aspects of
secure comuni cations. In 1998, the agency conducted a fornal
requi renents study for secure E-mail which led to the selection
of Worldtal k Corporation’s Wrl dSecure Server as the base pil ot
platform The agency conpleted a pilot, the final system design
and i npl emented the production systemin Cctober 1999. The
systemis used across the Center for Drug Eval uation and Research
to communi cate with over 15 conpanies and nore than 150
individuals in those conpanies. The system al so provides virus
scanni ng and extensive E-nmail filtering capabilities.

|CH M2. The International Conference on Harnonisation (ICH)
of Technical Requirements for the Registration of Pharnaceuticals
for Human Use was fornmed to minimze waste in the discovery,
devel opnment, regul ation, nmanufacture, nmarketing, and use of human
t herapeutic products worldwi de. The regulatory authorities of
Eur ope, Japan, and the United States joined with their respective
pharmaceutical trade associations in an agreenent to take action




on harnoni zation by participating in the |CH

The I1CH Multi-disciplinary Goup 2 (M) Expert Wrking G oup
(EWG) was established to determ ne el ectronic standards and
provide solutions to facilitate international electronic
comuni cation in the three ICRregions. The first effort of the
M2 EWG was to establish a series of recomendations that woul d
formthe basis for standardi zed el ectronic conmuni cation in each
of the three regions. These recommendations included physi cal
media formats, secure conmuni cations, and structured data
formats. Building on these standards, the EWG conpl eted a
detail ed specification for the secure, electronic transm ssion of
i ndi vidual case safety reports (adverse event reports). The
specification is being used to format and transmt electronic
adverse event reports directly froma conpany’ s database to the
FDA Adverse Event Reporting System ( AERS).

The production of a specification for an el ectronic conmon
techni cal docunment (CTD) was the next mmjor effort assigned to
the M EWa The ICH Steering conmittee agreed in March 1999 that
this effort should be undertaken by the M2 EWG i n cooperati on
with the subject natter expert working groups for each section of
the CTD. The CTD working groups are charged with harnoni zing the
format and content of the application docunents for new product
applications. The resulting |ICH gui dances, when i npl enent ed,
wi || change the content and format of NDA subm ssions to the FDA

The M EWG is working with the CTD Step 2 docunents to define
the functionality to be included in the el ectronic subm ssion for
CTD subm ssi ons.

4. Efforts to Identify Duplication

The reporting required as a result of this information
collection is not currently required by FDA and woul d not
duplicate any other information collection.

5. | nvol vement of Small Entities

The reporting would apply equally to all applicants and

di spensers whet her large or small. However, because the nunber
of products requiring Medication Guides overall wll be
relatively small, the smaller applicants woul d arguably sponsor

many fewer drug products requiring Medication Guides and woul d,
therefore, have fewer reporting responsibilities.



6. Consequences If Information Collected Less Frequently

T he frequency of this reporting requirenent would be
determ ned by the applicant's nunber of narketed prescription
drug products subject to a Medication Guide.

7. Consistencies with GQuidelines in 5 CFR 1320.5(d) (2)

There is no inconsistency.

8. Consultations Qutside the Agency

In the Federal Register of Septenber 25, 2001 (66 FR 49024),
FDA published a request for comments on the proposed coll ection
of information. FDA received one comment. The comrent stated that
clarification is needed as to whether Medication Guides would be
needed for nedical devices that have a prescription drug either
as a coating or incorporated into the material of the device, or
as a conponent in a kit. The coment said that sonme of these
types of products may be consi dered conbi nati on products.

FDA requested comrents on the information collection burden
estimates described in the notice. Because the coment does not
pertain to the burden estimates, FDA has forwarded the comment to
Docket Nunber 93N- 0371, "Prescription Drug Product Labeling;

Medi cati on Gui de Requirenents.” FDA appreciates the comment and
wll consider it as part of its Medication guide program

FDA has determ ned that patients want Medication Gui des and
woul d benefit fromthem However, FDA will not require such
Medi cation Guides for all products, but only those that the
agency determ nes pose a serious and significant public health
concern requiring distribution of FDA-approved patient medication

information. These Medication Guides will increase patients=
know edge about such prescription drugs, would enhance pati ent
conpliance with prescribed drug regines, and woul d decrease

i nappropriate drug use, which is deened to be especially

probl ematic for these selected products. As explained in the
proposed and final rules, FDA has nmet with nunerous organizations
and has revi ewed and conduct ed extensive research concerning
patient use of prescription drug product information.

9. Renuneration of Respondents

There is no paynent to respondents.



10. Assurance of Confidentiality

This reporting burden has no confidentiality inplications.

11. Questions of a Sensitive Nature

This reporting burden does not

guesti ons.

i nvol ve any sensitive

12. Estimates of Annualized Hour Burden
Esti mat ed Annual Reporting Burden
21 CFR Section Nunber of Nunber of Tot al Hour s Tot al
Respondent s Responses Annual Per Hour s
Per Responses | Response
Respondent
208. 20 8 1 8 242 1, 936
314.70(b) (3)(ii) 3 1 3 24 72
601. 12(f)
208. 24( e) 55, 000 8.3 456,500 |.0014 639
208. 26( a) 1 1 1 4 4
TOTAL 2,651

13. Estinmates of Annualized Cost Burden to Respondents

FDA esti mates that,

on aver age,

approxi mately 8 products

annual |y woul d be classified as Aserious and significantd and

FDA=s regul atory inpact analysis
estimated that applicants would require approximately 2 nonths of

t hus require Medication Cuides.

full-time effort (320 hours) to develop (i.e.,
submi ssion to FDA for review and approval) each nodel
new nol ecul ar entities (NVE=s) or
| abor cost of $70, 000,
Medi cati on Gui de woul d be approxi mately

Qui de for
aver age annual

$11, 666.

pr of essi onal
devel opi ng each node

NDA=s.

devel op for

Medi cati on

Based on an

FDA al so estinmated that the cost of devel opi ng each
Medi cation CGuide to suppl enent existing applications would be
approxi matel y $5000, and the cost for each generic drug

Medi cati on Gui de woul d be approxi mately $500.
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the cost of
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estimates that the sponsor of one of the new or supplenentary

applications will request an exenption fromat |east sonme of the
Medi cation Guide format or content requirenents. FDA estimates
that this will entail approximtely 4 hours of work, or about
$200.

In addition, FDA estimates that two existing Medication
GQui des annual ly m ght require mnor change under section
314.70(b)(3)(ii) or section 601.12(f), necessitating 3 days (24
hours) of full-time effort, for a total of $1,200.

Under section 201.24(e), authorized dispensers are required
to provide a Medication Guide directly to the patient (or the

pati ent=s agent) upon dispensing a product for which a Medication
Quide is required. Thus, the final rule inposes a third-party
reporting burden on authorized di spensers, who, for the nost
part, will be pharmacists. FDA estimates that, on average, it
woul d take a pharnaci sts approximately 5 seconds (.0014hour) to
provide a Medication Guide to a patient.

14. Estinmates of Annualized Cost Burden to the CGover nment

FDA and i ndustry sponsors currently work to ensure the
devel opnent and distribution of patient |abeling on a product-by-
product basis. Because FDA does not believe that the overal
anount of this information will be increased by this rule, there

shoul d be no additional costs to the Federal Government. |In
fact, because this rule will provide greater clarity about what
products will require Medication Guides, and what the format and

content requirenents will be, the costs to the Federal Governnent
of ensuring that necessary patient |abeling is produced are

likely to decrease. No additional FTE=s will be needed, nor
shoul d there be additi onal burdens on reviewers.

15. Changes in Burden

The change in burden is the result of new data on the nunber
of subm ssi ons.

16. Tinme Schedul e, Publication, and Anal ysis Pl ans

FDA does not intend to publish tabulated results of the
information collection requirenents that would be inposed by
t hese requirenents.



17. Displaying of OVB Approval Date

There are no forns associated with this coll ection.

18. Exception to the Certification Statenent - Item 19

There are no exceptions to the certification statenent
ACertification for Paperwork Reduction Act Submni ssion. O

pr anedgu. ss



