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SUMMARY: The Food and Drug AdmfiniStration‘(FDA) is announcing that the
proposed collection of information entitled “DisSe‘minatiOn of InfOImation on
Unapproved/New Uses for Marketed Drugs B1ologrcs and Dev1ces has been v'
submitted to the Office of Management and Budget (OMB] for revrew and
clearance under the Paperwork Reductlon Act of 1995.

DATES: Submit written commente; on the Colle’ction of information by ’[jnsert

date 30 days after date of pubbcatmn in the F ederal Reglster] -
ADDRESSES: Submit written comments on the collectlon of 1nformat10n to the o
Office of Information and Regulatory Affairs, OMB New Executlve Offloe

Bldg., 725 17th St. NW rm. 10235 Washlngton DC 20503, Attn Stuart

Shapiro, Desk Officer for FDA. | | | | |

FOR FURTHER INFORMAT!ON CONTACT Karen L Nelson Offlce of Informatlon
Resources Management (HFA——ZSO) Food and Drug Admlmstratlon 5600
Fishers Lane, Rockville, MD 20857 301 827——1482 -
SUPPLEMENTARY INFORMATION: In oomphanoe with 44 U,S’.‘C. 3’5:07, FDA has

submitted the following proposed collection of info‘rmationto OMB for r‘e'tfi’ew

0c02228 o e e e : : , :



and clearance. Dissemination of Information onUnapproved/New Uses for

Marketed Drugs, Blologlcs and Dev1ces (OMB Control Number 0910—0390)——‘ o
Extension. o “

In the Federal Register of November 20, 1098 (63 TR 64555), FDA
published a final rule that added’ a new part 99 (21 CFR part 99) entitled
“Diseemination of Information 'on ‘Unapproved/NeW Uses ”fot :Marketed‘ Drugs','
Biologics, and Devices ” | |

The final rule 1mplemented sectlon 401 of the Food and Drug
Administration Modermzatlon Act (FDAMA) (Pubhc Law 105 115). In brlef
section 401 of FDAMA amended the act to permit drug, blologtc, and dev1ce

manufacturers to disseminate Cei?fafin,written information concerning ’th’e R

safety, effectiveness, or benefits of a use that 1s not descrlbed m the product s -

approved labeling to health care practltloners pharmacy beneflt managers
health insurance issuers, group health plans, and Federal and State B
Government agencres provided that the manufacturer comphes w1th certain
statutory requirements. For example the 1nformat10n that i 1s to be dlssemlnated
must be about a drug or device that is being legally marketed' it must be in \
the form of an unabridged reprlnt or copy of a peer-reviewed journal artlcle

or reference pubhcatlon and it must not be der1ved from another -
manufacturer’s chmcal research,‘unless that other manufacturer has given its
permission for the dlssemmatlon The information must be accompamed by
certain 1nformat1on mcludlng a prommently dlsplayed statement that the
information discusses a use or uses ;that hayenot been approved or cleared

by FDA. Additionally, 60 days before disSemination, the manufacturer must

submit to FDA a copy of the information to be difs‘seminated and any other

clinical trial information that the manufacturer has relating to the safety or



effectiveness of the new use, any ’re‘por’tS of chmcalexperlence thet ‘peftai‘n
to the safety of the new use, and a summary of such mformatlon -

" The rule sets forth the criteria and procedures for making such
submissions to FDA\’. Under the lfulie, a “subﬁmission'woul’d include a
certification that the manufactufe: ,‘has comp“letedﬁ ctiuieal Stﬁd,ies neceesery to
submit a supplemental applicatien:to FDA for the new use and will submit
the supplemental application within 6 munths of its ‘iuitiéll'dissemination’.bf |
information. If the manufacturer ;hgs planned, but not completed, such studies,
the submission would include proposed protocols and a schedule for
conducting the studies, as well ae a certification that the manufacturer will
complete the clinical studies and subrmt a supplemental apphcatlon no later
than 36 months of 1ts initial dlSSBI’IlIIlaUOIl of information. The rule also
permits manufacturers to request extensions of the time period for completing
a study and submitting a supplem'eﬁtal application, and to request an |
exemption from the t‘equirem'ent ‘:tokzs‘ubmit a supplemental application. The
rule prescribes the timeframe w1thln which the manufacturer shall maintain
records that would enable it to ta;ke corrective actten. The rule yrequily'es the
manufacturer to submit lists pertaining to the disseminated articles and
- reference publications and the categories of pers‘o‘ns (or individuals) receiving
the information, and to submit a notlce and summary of any addmonal
research or data (and a copy of the data) relatmg to the product s safety or’
effectiveness for the new use. The rule requires the manufacturer to maintain
a copy of the information, lists, rechds, and reports for 3 years after it has
ceased dissemination of the information and to make the documents available

to FDA for inspection and copying.



F DA based its ei‘stimates of theinumber of submiSSions it would receive |
and the number of m‘anufacturer:s who would take advantage of part 99 on
the number of efficaey and new uee‘supplement‘s forapproveddrugs, biologics,
and devices received in fiscal year (FY) 1997 and on a projected increase in
supplements due to FDAMA. In FY 1997, FDA received 1 98 effioacy and new
use supplements from 115 manufacturers. The number of supplements
increased 100 percent from FY 1995 to FY 1997 as a result of two new
initiatives, the Prescription Drug User Fee Act and a new pediatric labeling
regulation. If FDAMA results in an addltlonal 50 percent increase in the
- number of supplements and a correspondmg mcrease in the number of
manufacturers, then the estimated number of submlssmns under part 99 is 297
(198 + (0.5 x 198)), and the estim'atédnumber of,rnanufacturers is 172 (115
+ (0.5 x 115)). These figures are reﬂected in tables 1 and 2 of thi_s document
for §599.201(a)(1), 99.201(a)(2), 99.201(a)(3), 99.201(b), 99.2'01‘(;‘:)', 99.501(a)(1),
99.501(a)(2), 99,501(b)(1), 99.501,f;(b)_;(3)‘",' ‘and‘égj.sfoi‘(cx" - -

The estimated burden hours for these provisions are as follows:

Section 99.201(a)(1) requireéithe manufacturer to ‘proyide”an ’idéﬁﬁaal‘ copy |
of the information to be dlssemlnated moludmg any requlred 1nformat10n
Because the manufacturer must complle this 1nformat10n in order to prepare
its submission to FDA, FDA estlmates that 40 hours would be requlred per
submission. Because 297 annual responses are expected under § 99 201(a)(1)
the total burden for thls prov151on 1s 11,880 hours (297 respon’ses X 40 hours
per response). | | |

Section 99. 201(a)(2) requires the manufacturer to submlt chnlcal trlal
information pertammg to the safety and effectlveness of the new use, Chnlcal

experience reports on the safety of the new use, and a summary of the



information. FDA estimates 24 burden hours per responseforthls provrs1on

for assembling, reviewing, and sUb‘rnitttng” the iﬁ‘féﬁhéttbﬁéﬁa'assuﬁies“fhét‘ B

the manufacturer will have already acqu1red some of this mformatlon in order
to decide whether to dlssenunate 1nformat10n on an unapproved use under “
part 99. The total burden for thrs prov1sron 1s 7 128 hours (297 annual
responses X 24 hours per response), ‘ -

Section 99.201(a)(3) requires the manufacturer to explain its search
strategy when assembhng 1ts blbhography, and s0 FDA estlmates that only 1
hour would be requlred for the exp]anatlon because the manufacturer would
have developed and used its search strategy before preparlng the blbhography B
Because 297 annual responses are expected under § 99. 201(a)(3) the total
burden for this provision is 297 hours (297 annual responses x 1 hour per
response). |

Section 99.201(b) simply reduires the manufacturer"sattorney, agént or
other authorized official to sign its submlssmns and certlflcatlons or requests
for an exemption. FDA therefore estlmates that only 30 mlnutes are necessary
for such signatures. Because 297 annual responses are expected under
§99.201(b), the total burden for thlS provrsron is 148.5 hours (297 response

x 0.5 hours per response =148.5 hourS).

Section 99. 201(c) requires the manufacturer to prov1de two coples W1th
its original submission. Copyrng the submlssmn should not be trme— I
consuming, so FDA estlmates the burden to be 30 mlnutes Because 297 annual
responses are expected under § 99 201(c) the total burden for thls pr0V151on
is 148.5 hours.

While the act requires manufaCturers to provide a submission to F DA

before they disseminate information on unapproved/new uses, it also permits
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manufacturers to: (1) Have completed studies and promiZSe tosubmlt a

supplemental application for the new use within 8 months of the date of initial

dissemination; (2) provide protocols and aschedulefor completmg studles end
submitting a supplemental application for the new use within 36 months of
the date of initial diSSemination‘;{' (3) have completed studies andhave
submitted a supplemental applicatron for the new use; or (4) request an
exemption from the requ1rement to submit a supplemental apphcatlon These
p0331b1e scenarios are addressed 1n §§ 99 201(3)(4)(1)(A) 99 201(a)(4)(11)(A) |

99.201(a)(5), and 99. 205(b) respectlvely

To determine the number of responses in §§ 99. 201(a)(4)(1)(A)
99.201(a)(4)(1i)(A), 99 .201(a)(5), and 99 205(b) FDA began by estlmatlng the
number of requests for an exemptlon under §99. 205(b) ‘The leglslatlve hlstory
indicates that such exemptions are to be hmrted In the flnal rule FDA
estimated that approx1mate1y 10 percent of all respondents Would seek—-or 10
percent of all submissions would contaln--an economlca]ly proh1b1t1ve
exemption (resultmg in 17 total respondents and approx1mately 30 annual

responses) and that the estlmated reportmg burden per response would be 82 o

hours. This results i 1n a total hour burden of 2 460 hours for § 99 205(b) (30
submissions x 82 hours per submission).

The estimated increase in the number of exemption requests results in a
corresponding decrease in the remammg number of respondents and

submissions under §§ 99 201(a)(4)(1)(A) 99. 201(a)(4)(11)(A) and 99 201(a)(5)

FDA assumes that the remamlng 267 submissions (297 total subm1331ons 30

submissions containing an exemptlon request) will be divided equally ‘among’
§99.201(a)(4)()(A), 99.201(a)(4)(i1)(A), and 99.201(a)(5), resultingin89

responses in each provision (267 submissions/3 provisions). FDA has



estimated the number of respondents in a‘similar fashion (’(1 72 total
respondents - 17 reapondents submitting,an exemption request)/3 provisions
= 51.6, rounded up to 52 responaeuts per proviSion) | | | |

As stated earher § 99 201(a)(4)(1)(A)) reqmres the manufacturer 1f the N
manufacturer has completed studles needed for the submlssmn of a
supplemental application for the new use, to subrmt the protocol(s) fof the
completed studies, or, if the protocol was submitted to an 1nvest1gat10nal new
drug application (IND) or investigational device exemptlon (IDE) to submit

the IND or IDE number(s), the date io’f‘ submlsslon ‘Qf the protocol(s‘)‘, the |

protocol number(s), and the date ‘dftény“aniéhaﬁi‘énts ta the protocol(s) FDA -

estimates that 30 hours would be requlred for thls response because thisis
information that each manufacturer already malntams for its drugs or dev1ces
The total burden for this pr0v1smn’ t‘s 2,670 hours (89 annual responses x 30
hours per response).

For manufacturers who submitipr‘oteccle and a schedule for conductmg
studies, § 99.201(a)(4)(ii)(A)) requires the manufacturer to 1nc1ude, 1n 1ts
schedule, the projected dates on t/\zihich'themauufacturer e'ﬁ(pects the priucipal :
study events to occur. FDA estimates a mauufactuier would need
~ approximately 60 hours to inclu(jte the prO]ected dates because 1t wouldhave | -
to contact the studiee’ principal‘ iuV'estigator(s) and ethelj cempany :officials'.
The total burden for this provision is 5,340 hours (89 annual responses x 60
hours per response). | | |

If the manufacturer has submltted ajsf;ip‘plerﬁenta/l' application for the new
use, § 99.201(a)(5) reguires a crosés—;refereuce tothat s:upptemeutalap‘pl‘icat‘ion.‘

FDA estimates that only 1 hour would be needed because manufacturers



already maintain this mformatlon The total burden for thls prov1sron is 89

hours (89 annual responses x 1 hour per response)

Under §99.203, a manufacturer who has cert1f1ed that 1t er complete
studies necessary to submit a supplemental apphcatron w1thm 36 months after
its submission to FDA, but later flIldS that it will be unable to complete such
studies or submlt a supplemental apphcatlon w1thm that tlme perlod may
request an extension of time from FDA Such requests for extensron should
be limited, occurring less than 1 percent of the time, because manufacturers
~and FDA, when developmg or rev1ew1ng study protocols should be able to
identify when a study will requn‘e more than 36 months to complete Section
99.203 contemplates extension requests under two dlfferent scenarios. Under
§ 99.203(a), a manufacturer may make an extension request before it makes a
submission to FDA regarding the d‘iss‘,‘eﬁﬁnaﬁon of information under part 99.
The agency expects such requests to be limited, joCcurring less than 1 percent
of the time (or 1 annual response), and that such requests will result ina
reportmg burden of 10 hours per request The total burden hours for thls

provision, therefore, is 10 hours (1 annual response x 10 hours per response) |

Section 99.203(b) specifies the contents of a request to extend the time
for completing planned studies after the manufacturer has prov1ded its
submlssmn to FDA. The requlred 1nformat10n 1ncludes a descrlptlon of the |
studies, the current status of the studles reasons Why the study cannot be
completed on time, and an estlmate of the addltronaltlmeneeded. ,FD,A
estimates that 10 hours for r‘eportin;g the requi‘red'information under §'99.k20‘3"(b)
because it would require consultation between the manufacturer and key
individuals (such as the study’s pr1nc1pal 1nvest1gator(s)) As 1n the case of

§99.203(a), the expected number of responses 1s Very small (one annual



g
response), and the total burden hoUrs for this provision is 10 hours (one annual

response x 10 hours per response)

Section 99. 203(c) requires two coples of an extensmn request (1n addltron
to the request requlred under sectron 554(c)(3] of the act) and F DA estimates
that these copies would result i 1n a mlnrmal reportmg burden of 30 minutes.
However, this requlrement Would apply to extensmn requests under
§§99.203(a) and (b) SO the total number of annual responses 1s two resultlng
in a total burden hour for this provision of 1 hour (two annual responses X
0.5 hours per response). | | | o

Theremaining reporting and recordkeepingﬂ burdens are as foﬁoWs: “

Section 99.501(a){1) requires the manufacturer to malntam records that .
identify recipients by category or 1nd1v1dually Under § 99. 301(a)(3) FDA will
notify the manufacturer Whether it needs to malntaln records 1dent1fy1ng
individual recrplents due to spec1al safety considerations associated with the
new use. This means that, in most Cases the manufacturer will only have to
maintain records 1dent1fy1ng recrprents by category. In either event, the
manufacturer will know ,whether 1t must malntarn records that identify
individual recipients before it begins disseminating information. The time
required to identify recipients indiVidually should be minimal, and the tirne_
required to identify recipients by category should be even less. Therefore, FDA
estimates the burden for this provision to be 10 hours, and, because 297 annual
responses are expected under § 99.5501:((3)'(’1),‘ the total burden for this proyi‘s‘iOn
is 2,970 hours (297 annual responses x 10 hours per response).

Section 99.501(a)(2) requires; the manufacturer't‘o rnaintain a COpy of the -
information it drssemrnates ThlS task is not expected to be t1me consurnmg,' |

so FDA estimates the burden to be 1 hour. Because 297 annual responses are
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expected under § 99 501(a)(2) the total burden for tl'llS provrslon is 297 hours N

(297 annual responses x 1 hour per response]

Section 99. 501(b](1) requrres the manufacturer to submlt to FDA
semiannually a list containing the artlcles and reference publications that were
disseminated in the preceding B;month period.‘F;D'A”tentativ\iel& estimates a
burden of 8 hours for this provision. The actual burden may be less if the
manufacturer develops and updates the list whlle it dlssemlnates articles and
reference publlcations during the 6—~month period (as opposed to generating
a completely new list at the end of each 6—month perrod) and if the volume
of disseminated materials is small. Thetotalburden for this provision is /4’,"7“52
hours (297 responses submitted s,emiannually x 8 hours per response = 297
X 2 X 8 = 4,752 hours). |

| Section 553(a)(2) of the act requlres ‘manufacturers that dlssemlnate
information to submit to FDA semlannually a list that 1dent1f1es the categories
of providers who received the artlcles and reference publications. Section .
99.501(b)(2) also requires the list ta’ideﬁﬁfy"whi’ch‘ category of recipients
received each partrcular article or reference pubhcatron If each of the 297
-submissions under part 99 results in disseminated information, § 99. 501 (b)(Z)
would result in 594 lists (297 submis'Sions X 2 submissi_ons/year) identifying
which category of recipients received each particular article or reference
publication. The agency estimates the burden to be only 1 hour per response
because this type of information is maintained as ausual and ’Customary”
business practice, and the total burden for this provision 18594 hours (594
lists x 1 hour per list) | |

In relatlon to §99.201(a)(2), § 99 501 (b)(B) requlres the manufacturer to

provide, on a semlannual basis, a notlce and summary of any add1t10nal



clinical research or other data relatlng to the safety and effect1veness of the
new use and, if it possesses such research or data to prov1de a copy to FDA
This burden should not be as extenswe as that in § 99 201(a)(2) SO FDA

estimates the burden to be 20 hours per response for a total burden of 11,880
hours for this prov131on (297 annual responses submltted semlannually x 20 L

hours per response = . 297 X 2x 20 =11, 880 hours)

Ifa manufacturer drscontlnues or termmates a study before completmg 1t

§99.501(b})(4)) requlres the manufacturer to state the reasons ” _or dlscontlnumg |

or termlnatlng the study in its next progress report. Based on FDA s regulatory
experlence in momtormg studles to support supplemental apphcatrons FDA
estimates this would affect only 1 percent of all apphcatlons (297 x 0 01 =
2.97, rounded up to 3) and only 2 manufacturers (1 72 x 0. 01 = 1 72, rounded
up to 2).F DA estimates 2 hours of reportlng t1me for thlS requlrement because
the manufacturer should know the reasons for drscontlnulng or termrnatmg
the study and would only need to prov1de those reasons m 1ts progress report
The total burden hours for this provrslon is’ 6 hours (three annual responses

x 2 hours per response).

Section 99.501(b)(5) requlres the manufacturer to submlt any new or | '
additional information that relates to whether the manufacturer contlnues to
meet the requlrem’ents for the exemptron after an exemptlon has been granted.
FDA cannot determme at this tlme how ; many exemptlon requests w111 be "
granted, but, for purposes of thls lnformatlon collectlon has estlmated that 10
percent of all subnnssrons will contam an exemptlon request (297 total |
submissions x 0.10 = 29 7, rounded up to 30) and has assumed that all
exemption requests w1ll be granted for a total of 30 annual responses The

information sought under § 99. 501(b)(5) pertalns solely to new or addltlonal



information and is not expectedito;be as extensive as the informatiOH required
to obtain an exemptlon L | |

Thus, FDA tentatlvely estrmates the burden for § 99 501(b)(5) to be 41
hours per response (or half the burden assocrated w1th an exemptlon request)
for a total burden of 1,230 hours for this provision (30 annual Tesponsesx

41 hours per response)

Section 99. 501((:) requires the manufacturer to malntam records for 3 years

after it has ceased dlssemlnatron of the 1nformatlon FDA estlmates the burden
hour for this provrsron to be 1 ho‘ur.‘Because 297 annual responses are
expected under § 99;501(0), the total burden for this proVision is 297 hours’.'
Description of Respondents: All manufacturers (persons and busmesses
including small busmesses) of drugs biologics, and dev1oe products
In the Federal Register of Apnl 16, 2002 (67 FR 18626) FDA 1nv1ted"
comments on the collection of 1nformatlon No Comments were recelved

FDA estimates the burden of thlS collectlon of 1nformat10n as follows; :

TABLE 1 ——ESTIMATED ANNUAL REPOHT!NG BURDEN1

21 CFR Section R'S'é’gétﬁa%'eﬁgs A"""aﬁgéigﬂizcy per Té’éas'pﬁgg'e’? ' Respones Total Hours
99.201(a)(1) 172 17 297 40 11,880
99.201(2)(2) 172 17 297 24 7,128
99.201(2)(3) 172 1.7 207 1 297
99.201(a)(4)()(A) 52 17 89 30 2,670
99.201(a)(4)(i)(A) 52 17 89 50 5,340
99.201(a)(5) 52 1.7 89 1 89
99.201(b) 172 17 297 0.5 1485
99.201(c) 172 17 297 0.5 1485
99.203(a) 1 1 1 10 10
99.203(b) 1 1 1 10 10
99.203(¢) 2 1 2 05 1
99.205(b) 17 1.8 30 82 2,460
99.501 (b)(1) 172 34 504 8 4,752
99.501(b)(2) 172 3.4 594 1 594
99.501(b)(3) 172 3.4 594 20 11,880 -
99.501(b)(4) 2 17 3 2 6
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TABLE 1 --—EST!MATED ANNUAL REPORTING BURDEN‘-—Contmued

p—— it | e | e |t | e
99.501(0)(5) P 17 18 30 a4 1,230
Total Hours a' ) - 48,644

1 There are no capital costeor operating and mainténance costs associated wvth thls conecnon of mformanon P R S
TABLE 2.— EST!MATED ANNUAL RECO

dommseier | pmbeel | Ameimmeo | Tomhma | owpe | Tou e
99.501(a)(1) o ‘ 172 17 297 10 2,970
99.501(a)(2) " 172 1.7 297 1 207
99.501(c) L B 172 17 297 1 297
Total Hours ' : . ’ 3,564

"There are no capital costs or operating and maintenance costs associated wi




14
The estimated burden assoc:lated wrth the 1nformatlon collectlon
requirements for thls rule is 52, 208 hours In the Federal Reglster of ]une 9,
1998 (63 FR 31502), the ‘agency requested comments on the proposed W
collections of 1nformatlon No comments were recelved

Dated: 9-10- 05(

September 10, 2002.
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