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SUMMARY: The Food and Drug Adminis"tration (FDA) is announcing an
opportumty for public comment on the proposed collection of certaln
1nformat10n by the agency. Under the Paperwork Reductlon Act of 1995 (the |
PRA), Federal agencies are required to publish nlotlce in the Fedexal Register
concerning each proposed collection of infoi"mation, including each proposed
extension of an existing collection of information, and to allow 60 days for
public comment in response to the notice. This,notice,sol‘ieits* eomments on
the collection of information contained in the ﬁnal guida’nlce‘entitled -
“Information Program on Clinical Trials for Serious or Life-Threatening
Diseases: Maintaining a Databank,",’ da,tedMarch, 18, 2002'.'

DATES: Submit written or electronic comments on the collection of information
by [insert date 60 days after dateiof publication m theFederal Reglster]

ADDRESSES: Submit electronic comments on the collection of informationto

http://www.accessdata.fda.gov/scripts/oc/dockets/edocketh ome.cfm. Submit
written comments on the collection of information to the Division of Dockets

~ Management (HF A-305), Food and Drug Administration, 5630 Fishers Lane,
0c03241 ‘ '
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rm.. 1061, Rockville, MD 20852. All comments should be 1dent1fled w1th the

docket number found in brackets in the headlng of this document

FOR FURTHER INFORMATION CONTACT: Karen L. Nelson, Office of Management
Programs (HFA-250), Food and Drug Administration, 5600 Fishers Lane,

Rockville, MD 20857, 301-827-1482.
SUPPLEMENTARY INFORMATION: =~

1. Background |

Under the PRA (44 U.S.C. 3501-3520), Federal agencies tnuSt obtain
approval from the Office of Management and Budget(OMB)gfor each collection
of information they conduct or sponsor “CollectiOn of information” is deﬁned
in 44 U.S.C. 3502(3) and 5 CFR 1320. 3(c) and includes agency requests or
requlrements that members of the pubhc submlt reports keep records or
provide information to a third party. Sectlon 3506(c)(2)(A) of the PRA ( ,
U.S.C. 3506(0)(2)(A)) requires Federal agenmes to prov1de a 60 day notice in
- the Federal Register concerning each proposed collectlon of mformatlon |
including each proposed extension of an ex1st1ng collection of 1nformat10n
" before submitting the collection to OMB for approval. To comply with this
requirement, FDA is publis,hing notice of the proposed collection of
information set forth in this document.

With respect to the following collection of information, FDA invites
comments on: (1) Whether the proposed collection ofinformatiop is necessary
for the proper performance of FDA’s functions, ,,inclu.ding whether the:
information will have practical utility; (2) the accuracy of FDA’s estimate ‘of |
the burden of the proposed collection of information, including the validity
of the methodology and assumptions used; (3) ways to enhance the quality,

utility,v and clarity of the information to be collected; and (4) ways to minimize
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the burden of the collection of mformatlononrespondents 1nclud1ng through
the use of automated collection techniques, when appropriate, and other forms
of information technology. | |

Information Program on Clinical Trials for Serious or Life-Threatening
Diseases: Mamtammg a Databank———(OMB Control Number:() )10-0459)—
‘Extensmn ‘

Description: In the Federal Register of March 18, 2002 (65 FR 12022), FDA
issued a final guidance to industry on recommendations for investigational
new drug application (IND) sponsors on submitting infofmati,en about clinical
trials for serious or life-threatening diseases to a Clinical Trials' Data Bank

developed by the National Library qf\wMedi‘Cine,"National ”InstitUteS of Health

(NIH). This information is especially important for patients and their fammes -

seeking oppot‘tunities to participate in clinical trials of new drug t:eatments
for serious or alife,-,thxeatening diseases. The final guidanceudescfibes three,
collections of information: Mandatqry submi‘ssifons, voluntai:‘y submissions,
and certifications. |
II. Mandatory Submissions

Section 113 of the Food and Drug Administration Modernizatign Act of

1997 (the Modernization Act) (Public Law 105-115) requires that sponsors

shall submit information to the Clinical Trials Data Bank when the clinical ===~

trial: (1) Involves a treatment for a serious or life-threatening disease, and (2)

is intended to assess the effectiveness of the treatment. The final guidance

discusses how sponsors can fulfill the requirem:ents_ef section 113 ofthe ==~

Modernization Act. Specifically, sponsors should provide' (1) Information
about clinical trials, both federally and prlvately funded of expenmental
treatments (drugs, including blologlcal products) for patients w1th serious or

life-threatening diseases; (2) a desorlptlon of the purpose of the experimental
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drug; (3) patient eligibility critefia; (4) the le‘a‘tibn ofchmcaltmal 31tes and
(5) a point of contact for patlents wanting to enro]l in the trlal N

Senate 1789, ‘“‘Best Pharmaeeutlcals for Chlldren Act” (BPCA) (Pubhc Law |

107-109) established a new requirement for the Chmcal Tna]s Data Bank

mandated by section 113 of the Modernization Act. Information submittedto =~

the data bank must now include ‘‘a description of whether, and through what
procedure, the manufacturer or sponsor of the inves’tigatioh of a new drug will
respond to requests for protocol exception, With appropriate safeguards, for
single-patient and expanded protocol use of the new drug, pértiCularly in
children.” The final guidance wﬂl be ,upd.at‘ed to inéhide a discussion of how
sponsors can fulfill the BPCA :eﬁluirements. |
III. Voluntary Submissions
Section 113 of the Modernization Act alsyo,,svpecifies that sponsors may

~ voluntarily submit information pertaining to reéults of clinical trials, including
information on potential toxicities or adverse effects associated with t'he,’u,se,‘ |
or administration of the investigational treatment. Sponsors may also
voluntarily submit studies that are not trials to test effectiveness, or not for
serious or life-threatening diseases, to the Clinical Trials DataBank
IV. Certifications | |

| Section 113 of the Modernization Act specifies that the data bank will not
include information relating to é t'rialy'if théSpdnsOf ’Cérti\fies t(’) thé “Seéreta’ry -
of Health and Human Services (the Secretary) that disclosure Qf the -
information would substantially interfere with the timely enmllmen't of
- subjects in the investigatidn, unless the Secretary makes a determination to .
the contrary. | | | |

Description of Respondents:’A ‘spb'nsor of a'drug or,biqqug.ip;product

regulated by the agency under the FederalFood,:Drug, and Cosmetic Act or
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section 351 of the Public Health Service Act (42 U.S.C. 262) who submits a

clinical trial to test effectiveness of a drug or biologic product for a serious

or life-threatening disease.

Burden Estimate: The information required under section 113(a) of the |
Modernization Act is currently submitted to FDA ,unde;;z:CFR‘parf 312, and
this collection of information is approved under OMB Control No. 0910-0014
until January 31, 2006, and, therefore, does not representa new information
collection requirement. Instead, preparation of submissions under section 113
of the Modernization;Ac,tiin,v,olves extracting and reformattrrrg‘Vin“format‘ionﬁ ‘

already submitted to FDA. Procedures (where and how) for the ae,tual B

submission of this information to the Clinical Trials Data Bank are addressed

in the final guidance.

The Center for Drug Evaluation and Resiearch (CDER) received 3,957 new
protocols in 2002. CDER anticipates that protocol submission rates wﬂl remain
at or near this level in the near forure. ,Of‘these rlew protocols, an estimated
two-thirds? are for serious or life-threatening diseases and would be subject
to either voluntary or mandatory reporting requi’rem‘erits‘under section 1130f |
the Modernization Act. Two-thirds of 3,957 protocols per ‘y‘ear‘i{s 2,638 new
protocols per year. An e‘s’timatedk 50 percent? of the newhprot’oools} for serious N

or life-threatening diseases submitted to CDER are ,er;,,Qlinical,rt‘;rial‘s,_invo‘leing

assessment for effectiveness, and are subject to the ma;ndatoryreporting |
requirements under section 113 of the Modernization&Act. E,,i,f,_ty percent of
2,638 protocols per year is 1, 319 new protocols per year sub]ect to mandatory
reporting. The remaining 2,638 new protocols per year are sub)ect to voluntary |

reporting.

1Estlmate obtained from a review of 2 062 protocols submittted to CDER between ]anuary‘
1, 2002, and September 30, 2002
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The Center for Biologics Evaluation and Research (CBER) received 910

new protocols in 2002. CBER anticipates that protocol submissi"o‘n rates will

remain at or near this level in the nearfuture An estimated tWO-’thll‘dS2 of ...
the new protocols submitted to CBER,are fo;j_cﬂlinical,trigﬁlswig\lyglyiﬂng‘ a serious
or life-threatening disease, and would be subject to either voluntary or |
mandatory reporting réquireménts under section 113 of the Modernization Act.
~Two-thirds of 910 new protocols per year is 607 néw protocols per year. An

estimated 50 percent? of the new protocols for serious or life-threatening
diseases submitted to CBER are for clinical trials involving assessments for
effectiveness. Fifty percent of 607 protocols pel‘f‘yea;‘ is an estimated 304 new
protocols per year subject to the :mandatory repq.r’tin"g réquifeménts uhder o
year are subject to voluntary repQrting.

The estimated total number of new protocols for seriQus ;orli’fe,—threatening'
diseases subject to mandatory reporting requirements under section 113 of the

Modernization Act is 1,319 for CDER plus 304 for CBER, or 1‘,623 ‘new

protocols per year. The remainder of protocols submitted to CDER or CBER

will be subject to voluntary reporting, including clinical trials not involving,

a serious or life-threatening disease as well as trials in a serious or life- =~

threatening disease but not involving assessment of effectiveness. Therefore,
the total number of protocols (4,867) minus the protocols subject to ma;i’dat’c:)ry |
reporting requirements (1,623) will be subject to voluntary reporting, or 3,244

protocols.

2Estimate obtained from a»reviéw,,iof 2,062 protdcols‘submitféd to CDER between ]anuary ’
1, 2002, and September 30, 2002. ‘ ‘
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It was originally estimated that the protocol submissions to the databank

will be updated 2.5 times per year under section 113 of the Modernization

Act.

In the Federal Register of March 29, 2000 (65 FR 16620), the agency

requested comments on the proposed collection of information. One comment

was received. The comment stated that FDA greatly underestimated the burden_, ,

by excluding multicenter studies and not accounting for the quality control

review of the data before it is Submlttedtothe databankOur finalburden =~~~

estimate ineo’rporated these conCerns_ and included a revised burden estimate.

The number of IND amendments submitted in 2002 for protocol changes

(e.g., changes in eligibility criteria) was 4,750 for CDER and 1 646 for CBER

The number of IND amendments submitted in 2002 ;fog;nem@;nye{sﬁ_tlgators was

9,419 for CDER and 1,773 for CBER. The number of protocol ohanges and» new, 3 -

investigators was apportioned proportionally between mandatory and
voluntary submissions. We recognize that single submissions may include

information about multiple sites.

Generally, there is no submission to FDA when an individual study site
is no longer recruiting study subjects. For this analysis, we assumed that the
number of study sites closed each year is similar to the number ofnew

investigator amendments rece1ved by FDA (9, 419 CDER and 1 773 CBER)

Generally, there is no submlssmn to FDA when the study is closed to

enrollment. We estimate the number of protocols closed to enrollment each e

year is similar to the number of new protocols ,Snbm;ttegl:(;},,‘gﬁzCDER and

910 CBER).

The hours per response is the estimated number of hours that a respondent

would spend preparing the information to be ,S_,ubmitted nun’de}jy, seet:ioni,‘ll:‘%(‘a)
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of the Modernization Act, including the time it takes to extract and reformat

the information. FDA has been advised that some sponsors lack information

system capabilities enabling efficient collectlon of company- -wide 1nformatlon
on clinical trials subject to reportlng requirements under sectlon 113(a) of the

Modernization Act. The estimation of burden nnder”sectl.on 113(a) reflects the

relative inefficiency of this process for these firms.

Based on its experience reviewing IND’s, consideration of the above
information, and further consultation with sponsors Who'submitwproto(:ol .
information to the Clinical Trials Data Bank, FDA estimated that approximately
4.6 hours on average Would be needed per response. The esti,rnate inCOrporates
2.6 hours for data extraction and 2.0 hours for reformatting bééed Qndat? o
collected from organizations currently submitting protocolks to the Clinical

Trials Data Bank. We considered quality control issues when developing the

current burden estimates of 2.6 hours for data extracti‘on’“and the 2.0 hours e

estimated for reformatting. Addltlonally, the 1nternet—based data entry system
developed by NIH incorporates features that further decrease the sponsor’s
time requirements for quality control procedures. The Clinical Trials Data Bank

was set up to receive protocol _information transm,ittede,leotronipglly by

sponsors. Approximately 10 ‘per(::en‘t‘, of sponsors electiotiically transm1t -

information to the Qlinigajlj‘ri‘alg Data Bank. If ‘the sponsor chooses to

manually enter the protocol information, the dét"a entryﬂ éy_stern alloWs it;to
be entered in a uniform and efficient manner prnnarlly through pull down
menus. As sponsor’s famlharlty with the data entry system increases, the -
hourly burden will continue to decrease.

A sponsor of a study subject to the requirem,en't's of section 113 of the

Modernization Act will have the option offS‘ubrﬁi‘tting" data under that section
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protocol would substantially interfere with the timely enrollment of subjects

in the clinical investigation. FDA has no means,;to,a,(:(jurately predict the

proportion of protocols subject to the requirements of section 113 of the

Modernization Act that will be s;ubject to a certification submission. To date,

no certifications have been received. It is anticipated that theﬂburdenVasscy)ci'atéd'

with such certification will be comparable to that assomated with submlssmn

of data regarding a protocol. Therefore, the overall burden is antlclpated to

be the same, regardless of whether ,th,esponsor chooses data submissiori or

certification for nonsubmission. Table 1 reflects the estimate of this total

burden.

FDA estimates the burden of thls Collectlon of information as follows

TABLE 1 —ESTIMATED ANNUAL REPORTING BURDEN‘ e

Hours per

Recruitment Protocol New Total
New Protocols Complete Changes Investigators ‘| Site Closed Responses Reponse Total Hours
CBER ‘(mandatory);‘1,30‘5' o 1,306 . 1,568 3,108 3,108 10,396 4.6 47,822
CBER {mandatory); 300 300 543 585 585 2,313 4.6 10,640
CDER (voluntary); ‘2,’651 2,651 3,182 6,311 6,311 21,106 4.6 97,088
CBER (voluntary); 610 610 1,103 ‘ '1,188; - 1,188 4,699 4.6 21,615
Ry - - — T ST

177,165

1There are no capital and startup cbsts, or opeféti’én,and n{éiﬁlehahce cb#é ésé_béiéfgd wnth this

We believe the estimate, 17 7,165 hours per year (38,514 responses X 4.6

hours per response) accurately reflects the burden. 'We"rer'g”ni'fze that

companies who are less familiar with the data entry system and the Clinical

Trials Data Bank will require greater than 4.6 hQui‘s per response. However,

as sponsor familiarity with the system increa:ées‘, the hourly estlmate W1ll

decrease.
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Dated: %"‘XS"OS I
| August 18, 2003.

Jeffrey Shuren,
Assistant Commissioner for Policy.

BILLING CODE 4160-01-S
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AGENCY: Food and Drug Adrninis%tration,‘HHS.k

ACTION: Notice.

This notice announces a for‘tbcoming meeting of a public a’dvisory’
committee of the Food and Drng Admlnlstratlon(FDA)Atleastoneportlon
of the meeting will be closed to the public.

Name of Committee: AI‘thI‘ltlS Advisory Commlttee

General Function of the Commlttee To provrde adv1ce and ,
reoommendatlons to theagency on FDA’s regulatory issues. " o

Date and Time: The meeting Will be held on September 29, 2003, from
8 a.m. to 5 p.m.; and on September 30, 2003, from 8 a.m. tolprn |

Location: Holiday Inn, Versaﬂles Ballrooms, 8120 Wlsconsm Ave.,
Bethesda, MD. ‘ 1 |

Contact Person: Kimberly Topper Center for Drug Evaluatlon and -
Research (HFD-21), F ood and Drug Admmlstratron 5600 Flshers Lane (for
express delivery, 5630 Fishers Lane, rm. 1093) Rockville, MD 20857, 301—-827—
7001, FAX 301-827-6776, or ematl: topperk@cder.fda.gov, or FDA Advisory
Committee InformationLine, 1—800——741—~813 8 (301-443-0572 in the
Washington, DC area), code 12532;'. Please call the Information Line,for up-’
to-date information on this meetmg L -

Agenda: On both days the commlttee w1ll dlSCHSS the proposed systennc N

lupus erythematosrs (SLE) concept paper, a prehmmary dlscussmn for creatmg

0c03234 » S ok S e
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a guidance document for the de'\fieloprﬁehtbf drugsblologlcs anddevmesfor R

the treatment of SLE.

On September 29, 2003, the bommi,ttee willidisc’uss tbe pr’opesed sections
regarding the current state of the';art,the claims for treatments,' end clinical |
markers. On September 30, 2003, the meeting will beepen'to the public from
8 a.m. to 11 a.m., and the committee will dlscuss the sectlon Concemmg
clinical trial design. From 11 a.m. to 1 p m., the meetmg will be closed to

permit discussion and review of trade secret and/or confldentlal mformatlon ,

Procedure: On September 29 2003 from 8 am. to 5 p.m.; and on
September 30, 2003, from 8 a.m. to 11 a.m., the meetlng Wﬂl be open to the
public. Interested persons may present data, information, or Views‘,";orally oi’
in writing, on issues pending befdre the committee. Written (submis,SionS“may -

be made to the contact person by ?S'eptember 19, 2003. Oral presentations from

the public will be scheduled on September 29 2003 between aPPrOleately T

12:30 p.m. and 1 p.m., on the ’[OplC of claims; between approxnnately 2 45
p-m. and 3:15 p.m., on the topic of clinical markers; and on September 30,
2003, between approximately 9 a.m. and 9:30 a.m., on the topic of trial design.
Time allotted for each presentation may be limited. Those desu‘mg to make
formal oral presentations should notify the c(jntact person’ befereSeptember' |
19, 2003, and submit a brief staterpent of the general nature of tbe evidence

or arguments they wish to present, the names and addresses of proposed
participants, and an indication of the ‘approximate timé requested to make their
presentation. Persons desmng to speak who have not reglstered in advanced .

may be recogmzed from the ﬂoor by the Chalr
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Closed Committee De]zberatmns On September 30, 2003, from 11 a.m. to
1 p.m., the meeting will be Closed to permlt dlscussmn and rev1ew of trade
secret and/or confidential mformatmn (5 U.S.C. 552b( )(4)),

Persons attending FDA'’s ad\(isory committee meetings are advised that the
agency is not responsible for providing access to electrical oﬁtléts. |

FDA welcomes the attendané:e of the public at its adVisory"Committee |
meetings and will make every effort to accommodate perskon's with physical
disabilities or special needs. If yoiu'require'speciélw'a‘cnpc:)miﬁi(&)dé'ti:bﬁs duetoa
disability, please contact Trevelin Prysock at 30182 7——700‘1kat lejaSty 7 davysyin “
advance of the meeting.

Notice of this meeting is giveh under the Federél Adﬁ%iédfy"Coiﬁmittéé Act

(5 U.S.C. app. 2).
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