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Food and Drug Admrmstratlon

21 CFR Parts 314 and 601 = = : e

[Docket No. 2000N-1652]
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RIN 0910-AB91 |

Requirements for Submission of Labeling for Human Prescription Drugs and

Biologics in Electronic Format =

- AGENCY: Food and Drug Administration, HHS.

ACTION: Final rule.
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SUMMARY: The Food and Drug Admmlstratlon (FDA) is amendmg 1ts :

regulations govermng the format in Wthh certam labehng 1s requrred to be
+

submitted for review with new drug apphcatrons (NDAs) certam brologmal
license apphca’uons (BLAs), abbrevrated new drug apphcatlons (ANDAs)

supplements, and annual reports The fmal rule requlres that certam labehno

content be submltted electronically in a form that FDA can process revrew

and archive. Submlttmg the content of 1abehng in electromc format w111

simplify the drug Iabehng review process and speed up the approval pf

. ;,.\,4,, I < |
i

labeling changes.
DATES: The rule is effective [insert date 180 days after pu/b]jcaﬁtion in ;fhe ,
Federal Reglster] Submit written comments on the 1nformat10n ccllejctrorl
requirements by [insert date 30 days after date of pub]zcatwn in the Federal

Register]. ,

!
ADDRESSES: The Office of Management and Budget (DMB) is st111 experrencmg

significant delays in the regular mail, 1nc1ud1ng ﬁrst class and express ‘mail,
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and messenger dehverles are not bemg accepted To ensure that comments on

N¢ o

the information collectlon are recelved OMB recommends that w11ttenm o

Food and Drug Admlmstratlon 5600 Flshers LanewRockvﬂle Mf) 20857

301-827-7756, or R
Robert A. Yetter Center for BlDlOglCS Evaluatlon and Research (HFM——lO)

Food and Drug Admmlstratlon 1401 Rockvﬂle Plke Rockvﬂle MD

20852, 301— 827—0323.
SUPPLEMENTARY INFORMATION: "~~~ "

I Background

can process, review, and archlve Th1s electromc submlssmn equ1rement

would nece381tate the amendment of FDA s regulatlons under §§ 314 50( ) (21

CFR 314.50(1)), 314.81(b)(2)(iii) (21 CFR 314781(13)(2)(“{11)) 314, 94(d)(1) (21 CFR -

Ws.\

314.94(d)(1)), and the addltlon of § 601 14 (21 CFR‘]01 14) | j_

Under current regulatlons as no’(ed in the preamble to the proposed rule

labeling for the archival copy of an NDA must be ub

paper, labeling for the archlval copy of an ANDA may be submltted 1n|any
form that FDA and the apphcant agree upon, a‘nd the c i g\nIatlonws for
BLA labeling do not spemfy a format for submlssmn tox he agency The term
“labeling” used in §§ 814.50, 314.94, 314.81, and § 601, 12

i,

'ttT d to the agency on I

L. o
defmed m SeCthD o
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article. Thus, requiring the SubuuSSlOnO ‘labe

label (i.e., the label on the 1rnmed,1ate Contalner) and labellng Labellng consfst'{s(‘ e

s et e

insert or professi’onal labeling, includlng all extj‘wtables,:and flgures.

Each year FDA conducts a word for word compamson ‘of the labelmg as

part of the review process for more than 1,000 proposed labehng changes for

approved NDAs and BLAs and more th

supplemental 1abellng changes for ANDAs 3 Because rev1ewers currently

I T S TS

conduct these comparlsons manually usmg two paper cop1es of the labehng,

the process is slow and sub]ect to error. Reqmnng the electronlc submlssmn y

of labeling for NDAS certain BLAS ANDAS supplements and annual {reports |

Kol l v hern X, Ta

will greatly enhance the acouracy and speed of labellng revrew Thrs Wlll result

PRI /,,.\s\),;wt‘:.e‘;, iy

e 6

e i e I A 8 SO 0 e M

in increased protectron of the pubhc health because electromc review and

T

1 Under section 201(k) of the act, tbe term “label” moans a dlsplay of wrrtten prmted; ”
or graphic matter upon the immediate container of any article. Co
2 Section 201.100(d) requires that any labeling distributed by or on Behalf of the
manufacturer, packer or distributor of the drug, that furnishes or purports to furmsh
information for use of the drug, or which prescribes, recommends, or suggests a dosage for
the use of the drug, m st“meet tbe contenl and formatreqmrements in 21 CFR 201. 56 and
201.57. ‘ l .
3 We also Conduct a word for word comparison of the labelmg for the proposed generrc"“'
drug product and the reference . listed drug to verify that any differences in labeling have =
been correctly annota,ted and explamed by the ANDA apphcant under § 314 94(a)(8)[1v)
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electronic format we have 1ssued several gu1dances descnbmg how to malie/ o

i

voluntary electronrc subrmssmns to the agency In the Federal Reglster%otC o

for processing, rewewmg, and archwmg electronrc documents In the PL ederal

Register of January 28, 1999 (64 FR 443 2) we announced the avarlahrhlty of

S l

NDAs,” whrch provrded 1nforrnat10n on how to sub ""t A)complete archrval

" copy of an NDA in electromc format In November 1999, we P bhshe ,;‘a I

guidance to a531st applicants in subm1tt1ng documents 1n‘electromc format for o

review and archlve purposes as part of a a BLA product hcense apphcation‘ '
(PLA), or estahhshment hcense apphcatlon (ELA) (64 FR 61647 N ovember 12 |

1999). Most recently, we pubhshed a gurdance for ANDAS entltled “Prov1d1ng ‘

Regulatory Submlssron in Electromc F at—;—ANles” (67 FR 43331 June 27

2002). In addition, part 11 (21 CFR part 11) concermng electromcsrecords‘and S

s ,Sﬁ ’«cb [ R PR

¥
electronic 31gnatures descrlbes certarn controls for electr ] regulatory

submissions and states that we are prepared to accept those regulatory
submissions, that have heen 1dent1f1ed in the pubhc docket (62 FR 13430

|
March 20, 1997). “ / S o




IL Descnptmn of the Flnal Rule

We are rev1smg our regulatlons to requlre the electronlc submrssmn of theﬁ

S, g

content of labeling (i. e., the content of the package 1nsert or professronal

labeling, 1nclud1ng all text, tables, and flgures) for NDAs certaln BLAs,

Lo

ANDAs, supplements and annual reports “This requlremen 1s in addrtron to o
existing requrrernents found elsewhere 1n \Vur"f egulanons that coples of the

label and labehng and specnnens of enclosures be submltted

Under the amended regulatlons that we are adoptlng in thls Yfmal rule,
§§ 314.50(1), 314 81(b)(2)(111) and 314 94(d)(1) are revrsed to requ1re apphcants .

to submit the content of labehng in NDAS ANDAS supplements ‘and annual
.

reports electronlcally ina form that we. can process Teview, and arch1Ve 4

t

Under new § 314 94(d)(1) ANDA apphcants are requlred to subm1t lm

1
electronic format the content of labehng for the proposed drug product ( ’

the content of the _generic drug product lahehng) As prev1ously stated in the \\ .

ol
preamble to the proposed rule, ANDA apphcants are not requlred to subnut

4 The submission of labeling for the archival copy of an NDA is requrred under ,
§ 314.50(e)(2)(ii). Section 314. 71(b) (21 CFR 314.71(b)) requires that supplements to approved
applications ‘submitted to_the agency under § 314.70 (21 CFR 314.70) follow the prdcedures
described in § 314.50. Sectron 314.81(b)(2)(iii) (21 CIFR 314. 81(b)(2)(iii)) requires that annual
reports include “currently used professmnal labeling, patient brochures, or package inserts.’
With respect to the archival copy of an ANDA, § 314.94(a)(8)(ii) requires copies of the label
and all labeling for the drug product. Under §314.97 (21 CFR 314.97), supplements and other
changes to approved ANDAs must be submltted to the agency under the requirements of )
§§314.70 and 314.71, Under § 314 98( ) (21 CFR 314 98((:)} annual reports for ANDAS must :
be submltted as requlred in §314.81(b)(2)(i1i). o

B S
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product. Section, 601 14 is added to requ1re apphcants for brologrcal prod

subject to the requrrements of § 201 100( )(3) to submrt the content of 1abe11ng

in BLAs, supplements and annual reports eIectronlcaHy ina form that we can
| ‘

e

process, review, and archive.5 f

archiving. PDF i 1s commonly used easﬂy obtalnable andﬂ affordable Software

B O R

)approxrmately $1()O to $3~ U E‘The'technology necessary to create PDF

documents is also pubhcly avallable Because PDF is the only acceptable fﬂe SRR

=i

we will provrde advance notrce in accordance W1th FDA‘s;,good gurdance

practice regulatmns under § 10.115 (21 CFR 10 115) o that affected partres
will have adequate time to convert to any new format or softm}are I'\/' ad o1
we expect that such format or. software wrll be wrdely avarlable before ’we o e

o 1 T :‘s»xxw& oy »L

switch to a new technology Changes in format and/ or software wﬂl be

identified in pubhc docket number 928 0251 Durlng any such transition, we -

l D ger e Ul B SR T el Bl LT

>kE

will accept submissions using either fﬂe format grwswpftyg&are.

5 Section 607. 2 (21 CFR 601 2) descrfbes the rcqmrernents for submission of a’
which include the requirement that specimens of enclosures and Medication Gurdes for a
product, if any, be submitted. Section’ 601,12 (21 CFR 601 12) descnbes the requrrements o
to make changes to an approved BLA, mcludmg labehng changes I
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Fmally, these new regulatlons also mal(e mlnor changes to reformat and

7
1

word “shall” and adding in its pl ce tne\,wut'u md{sﬂ.ﬂ 1

t
b
ITII. Comments on the Proposed Rule :

t

FDA recelved 13 sets of wr1tten comments};on the proposed Tule from

vocacy groupsfconsult;,ng nrms, a,nct o

manufacturers, trade assoc1at10w

individuals. The, ma)onty of the comments supported FDA s proposal to

require that the content of certaln labellng be submltted electronlcally m a form

that FDA can process, review, and archwe A few commen requested

[T

(Comment 1) One commentldentlﬁed asa typographlcal error the c1tat10n -

i Sy PR 7 R e:(m:mmm;m fiaas§ 5l el 5L el S e s A

referenced as (1)(1)(1)

(Response) Th1s isnota typographlcal error; we are C1t1ng to

ter L (“1”) looks |

§ 314.50(1)[1)(1) in the sproposed Ar‘u,l,e, butw the lower case le

similar to the number 1

(Comment 2) One comment recommended addmg changes to § 31 70iand

A0 S e i o é
i

§ 601.12 to address labeling supplements

(Response) FDA bel1eves that § 314, 70 and § 601 12 do nottneed anylzw A
pEe

changes because the recommended requn"ements already ex1st

Under § 314 71, all procedures that apply to anvapphcatlon under 1§ 314. 50"

also apply to supplement submlssmns Thus by amendmg the prov131ons n

R b e et bt

‘,
A b S 2 K b0 T o D K4S B ,T,w, s,




Similarly, §601.14 requrres apphcants for brologlcal products sub]ect t

supplements, and annual reports electronic

review, and archrve

this rulemaklng A proposed rule to requrre bar codes on certaln human drug

0 the o
requlrements of § 201. 100(d)(3) to submrt the content of labehng in BLAs

Gt e

i -

the content of labehng for human prescrlptlon drugs and brologlcs submltted

Gy g R ok T T S IR St RO Ms"a& vtz o ez, m

versions as a subst1tute for prlnted pat1ent 1nserts (PPIs) 6 ‘Thecommer

expressed concern that thrs rule could serve asa ba31s for the ehmmatr

shimgingn

printed PPIs. L

g ey e o

(Response) FDA understands the comment s concern‘ Tbut the agen

vl

cys o

regulation of PPIs is unrelated to the requlrement to submlt the Content of ,

t

labeling electronrcally This rule requires that the content of 1abe11ng (1 e the

content of the package 1nsert or professronal label'ng, 1nc1ud1ng all text tables, R

and figures) be submltted electromcally It does not atter the current Te

R

treatment of PPIs The PPIs can be. submttted 1n paper cr electronlc for:rnat

Aok,

6 The comment refers to patlent package 1nserts as “PIS > I‘DA though refers ti) ‘éﬁ&h o

inserts as “PPIs.”. L s

gulatory

. o et Feeneien s L

P



available. The comment aske the agency to con81der prov1dmg certam

recommendatlons on a standard, database for labehng and standard dlsplay

formats for v1ewmg labels.

on a blannual ba31s by a comrmttee representmg allgblood orgamzatlons andﬁ

g
;L .
‘

a single submlssmn is made to FDA The same@versmn of the Cn‘cular S used

«mm 5% Juler e e eng eras

blood estabhshments may use dlfferent versmns of the CII‘C lar and m t
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(Comment 7) Several oomments asked for clamﬁcatmn of the followmg
“I :
statement in the proposed rule: “This proposed requlrement would be. l o

submitted.” The Comments re uested that the agency exphcltly state that no

requ1red in the regulanons to be subnntted The content of labehné, deflned
l

as the contents of the paokage 1nsert or professmnal labehng, 1nolud1ng all text

or NDA, does not replace any prevmusly requn*ed labehng type 1nclud1ng the’ o

package insert. In other Words the regula’aons requ1re the pacl(age 1nsert&'to .

be submitted in addltlon to the content, of labehng However no paper coples '

of any labehng are required. As dlscussed in our response to Comment 4 the

lx
}
4

applicant has the option of prov1d1ng the package 1nseft in p ‘p

er or'eleotronlcw

4M< G T

format under part 11. The package 1nsert 1f subnntted electromcally, niiu’s‘t A

o

appear as it Wledm}n printed form. Submlsws;l‘gn 1;; thls formallows usto

of the text. e

(Comment 8) A few comments asked for clanﬁcatmn of whether the rule -

£ \'m PR

requires the submlssmn in electromo format of all types of lahehng, such as

carton and container labels 1abe1s subm1tted w1th advert1smg matemal and

] e PR

labeling that might be submitted with pemodlo adverse drug experlenoe

reports.

e

addition to ex1st1ng reqmrements descrlbed m sect1on I A of th1s docutnent o

AP I P R T
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in electronlc format

restricts the submrssmn of Iabehng in electronrc format to tbe content of -
l

labeling.

of labehng in electromc format Under part 171 an app 1cant may submrt
b el

labeling in- electronlc format as long as the Controls 1n part 11 are met and

vtwﬁ.ww‘wa* SEN et

the labeling is hsted in pubhc docket number 928— \ '("51 7 Because the agency

has listed 1abehng in con]unctlon w1th NDAs BLAs and ANDAs 1n pubhc

docket number 928—0251 apphcants may submlt aH labehn for an Nlii)A/ BLA

or ANDA in electronlc format

(Comment 10) Two comments suggested thatt e electronic suy mi

e T s e e

labeling submrtted with annual reports under § 314 81 ho"

S

31on of

ST e e vrrj,

: be optlonal 1f

the product’s 1abehng has not been rev1 d beyond ec 1tor1a1 changes The

wtwt

(Response) FDA dlsagrees that the electrontc submlssmn of labehng in the

submitted with the annual report a51de from edltorlal correctmns can also

et

include other changes related to the manufacturm f the roduct As’

7A recent draft guldance 1ssued by the agency prov1des for the exercise of enforcement =~
discretion with respect to the followmg part 11 reqmrements Vahdatlon (§11. Id(a) (21CrR"
11.10(a))}); copies of records § 11.10(b)); record retention (§11. 10(c)) audit trails (§ 11 10(e)
and (k)(2)); and any corresponding requlrements in § 11.30. See FDA’ guldance for mdustry
entitled “Part™11, Electronic Records; Electronic Slgnatures—-——Scope and Apphcatmn,
available at www.fda. gov/cder/guzdance Sl

1 -

*t .
Lo
}



degree of ¢ comparlson ‘with prev1ous versions of labehng In addrtron ﬂileM e

labeling changes described in the annual report must;be mcluded in F]ﬁA s -

annual reports under § 314.81 is not Joptronal.

C. Reviewer Su ppoﬂ and Traki'ﬁ}'ng

(Comment 11) Some comments expressed concern il

accept “special requests” to recerve the IaBelrng m pa‘ 'er format or other

i M;w-rw« 5
it

formats to bypass existing agency gurdance on electromc submrssrons

A b g e s H«gﬁ_

same comments emphasrzed the 1mportance of trammg and support o:fft

CONE

issues and the partres respectlve posrtlons In addrtron we wi

specific policy and procedure documents for rev1

. T%“?’

common practrce of revrewrng documents electromca ly. he reviewers and

R b gy o, T LT TR Ay

staff will have suffrcrent training and support to fulfﬂl therr dutles 1n revrewrng

the electronlc,vers,;%w@ith.,e content of labeli




experience in th\lsnare_aﬁ. U

B O P

D. Requiring E]éctronjc Subﬁljssljotnv

explamed in sectlon II. A of the prcposed rule there WﬂI be numerous Beneflts |

P R 'i’< LI *“ T w3 T b o e e

from the regulatlon parncularly through enhancmg the accuracy and Speed

of the labeling review process. Nevertheless it may be d1ff1cult to quantlfy
» g :

precisely the improvements denved scﬂely from recelvmg labehng m electromc

43331 June 27, 2002).
91d.



plan to evaluate the success of all thaese changes and'hoﬁewtoﬁ mak

of our evaluations available to the pubhc " B . B e

ooy ey o F—— O

currently workmg w1th several agencles mcludmg th' Nati

=

labeling in a comprehenswe rellable and structured format The DaﬂyMe}d

R T T - g ;M s w{‘.“‘“‘lff R P T B A
b e ™

can then use thls 1nformat10n to make mformatlon on me(hca' i

P

labehng changes Spec1f1cally, the comments referred to word processmg

I ‘ RN N P
software avallable for trackmg changes and edltmg documents In addltlon the

e w‘«u ec ST, e f‘%,jvr .w\ o ¥

comments suggested that the use of a secure electr




e most
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process.
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as described in. the followmg FDA gU}dance documents (1) ch I‘OV1 dmg AR

x,, oR v

T e B

reqmred with each labehng component subm1tted‘ toa BLA becausebeER‘ does;ui o

(Response) The agency agrees that Form FDA 2567

submitting BLA 1abehng electromcally usmg form ”356 W(Apphcatlon éo Market S

ok




blood components c1rcular is not cove'ed.by thls rule See comment 6 ]i

5 -lﬁ:”w‘ waderet Gy
RN L e i

section III of th1s docuﬁm,eut_‘,)

h
v

recognlzed that a ﬂex1ble approach would enable the mdustry and FDA to take

_advantage of future 1mprovements in computer technology and software

,‘ o

demgn They also agreed w1th the proposal to descrlbew

«rﬁ"l\ﬁ oy e A o B

T
Tl

hmlt future changes to those that can Tea& t Incre: bene ts fo both the |

ed for
L“ the

working on an apphcant s labehng (e g

v

softwareis commercmlly avallable or prooﬁeté}y
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R S

technology is developed and we ohange the software used in rev1ews wew;ll S

make this mformahon avallable to the pubhc

PN

L T N VIV DU PO
]

through (c), (e) and (k)(z) and any other oorresp\ondmg requirements in



Critical to ensure the quality of the co

rule and we Want to ensure that 1ndustry resources are no

unnecessary controls For example vahdatron for the system”used o generate
t

the labehng record is not necessary beoause the apphcant s verlfloatron that

et

are also not needed

A e

IV. Legal Authdrity




Descr1pt1on FDA is amendlng 1ts regulatlons governlng the format in

"«w' “2 L LTy

certain BLAs, ANDAS supplements and annual reports The fmal rulet reqtnres

- ot g

that the content of labehng for prescnptlon drug and blologloal products




recelved two Comments statmg that the(atgeﬁcyﬁﬁhaérestlma

A,

FDA believes that proofreadmg 1s no

o g prend

1ng in




in paper format. We estunate that the hours per response (1 elx the tlme!‘lt w111

B Y S N R R T R TP

annual reports. We also add :

chart to feport tﬁre Wbu‘rd‘ensy.ﬂ -

H

Y .'!)3 g /}L-ﬁm. R N W S8 I R R AR T R RPN

reports may requ1re addltmnal steps such as accessmg the labellng n the
i we m%\ ‘:‘4 ! e e

]
P

converting it to a PDF flle In response”ﬁto the proofreadlng comments

mentioned prevmusly, we are, allowm an add

o, Rt Y

e gz ity it o St

this type of labehng (the prop()se L rule alTo edfor8h

is allowing for 10 hours)

burdens assocmted w1th Current §§ 601 2 and 601 12 ha |

wwmm ——




sub)ect to th1s mle 10 Based on our eXperlence w1t, “volunt; '_y electronic

S e

Therefore, we est1mate that respondents wﬂl spend apprommately 106‘ h

A ,,1 Pt P Y A

per year submlttmg the content of labehng to us in accordance w1th the fir

Ayt ot Bl AR e A ke L é{vﬁ@‘”z‘f w SR b S © mfw e

rule.

Fhary b dollioa o e

annually. We es‘tlmate that these apphcants (respondents) Wﬂl subrmt



knowledge of the drug ancl brologlc 1ndustr1esv we assume that approxrmate y&
. P oiaed i
254 NDA supplements 306 ANDA supplements and 10 BLAsupp"lements wrll

be submitted by apphcants who already have the necessary labelrng in'an
s l 2

electronic format that can be easrly accessed and converted to a PDF frle Thus,:’l o

respondents would spend approxunately 165 hours per year submrttrng the

Lo e

N N N P R
Ciha et % L AN

ko tw/)n

available in electronrc format We estrmate that the hours per response ie.,

supplements in paper form For all supplements comblned ’We estimate > that

b G 3 0 RSP, i D g e e e il

in the first year, respondents w1ll spend approxrm‘ ely 5 115 hours submittrng

a4 e R AN it S T x et e R e Sy 0t e A e ia, ge e X




S g 53

§§ 314.81 ~314.9»8“ and § 601.12(f)(3) we estlmate that approx1rnately 275 NDA o =

Based on our experlence W1th voluntary electromc submlssmns an d our .

o e Lgtbis ago

ANDA annual reports (890 ANDA annual reportg)m and 24 percettt Of BLAT st

Bap vt e =R g

annual reports (18 BLA annual reports) w111 alreadw have the necessary

R ‘< ks -L»w,,
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reports (1 335 ANDA annual reporté) and 36 percent o BLA annual

approx1mate1y 99 NDA apphcants | 83 ANDA apphcants and 27 BLA



applicants Would need addrtlonal tlme to proofread these annual reports We,i

estimate that the hours per response ie., the tlme 1t wﬂl take an apphcant

apphcants who may need to access the 1abehng in their archwes put t

content of labehng into an electromc format and convert it to a(PDF‘ le.

discussed prev1ously, we estlmate that each NDA apphcant submlts to

approximately 9.45 annual reports each ANDA apphcant suhmrts

approximately 16.18 annual reports and each BLA apphcant subrmts

approximately 1 1 ‘annual report each year Therefore under the final rule,

approxunately 110 NDA apphcants 1~37 ANDA" app 1cants,

m., ool
K5

o
ﬁ e
11 The number 1ncrease‘  hou
i I IR
proofread ‘




spend approxnnately 1, 781 hours per year Smeittlng“the Content of labehng B

. ”‘«up' o

No. of Responses

21 CFR Sgebliﬁh R ‘ u No. of Respondents per Respondent Total Responges | Hours perg Response Total Hours
Applications: 31450 " 83 102 85 . 25 21
314.94 T 7 17 2.76 323 25 81
601.14 (Apphcatlons submltted under §601 2) 17 1 17 L 25 4
i g
Subtotal, applications : 106
Supplements 314 70 (Products no\ requmnl; addmonal
steps for electronic submission) 167 152 254 . .25 63
314.70 (Products requiring additional ﬁr(odf’ré’avamg‘)” 251 1.50 376 5 1,880
314.97 (Products not reqmnng add&ybfn;l s!eps for
electronic submission) ' 61 650 396 ] 25 99
314.97(Products requiring adasﬁm{al p}{)\o;re;dir;’g)J ’ 91 6 50 604 's 3,020
and (Q(Z))(Products not requmng addmonal steps for ‘
electronic submission) ) 8 1.25 10, 25 3
601.14 (Supplements subrmtted under §601 12(f)(1)
and (f)(2)) (Products requmng addmonal proof— i
reading) .83 10 .5 50
Subtotal, supplements, year 6“i1e et e : bt 5,115
Subtotal, supplements subsequent yearsz“"ﬁ 413
Annual Reports: 314 81 (Producis not reqwrmg addxi .
tional steps for electromc submlssmn) 66 9.45 624 z 25 156
99 :

314.81 (Products requmng addmonal proofreadang)

el e WL LA TR




TABLE‘l-——ESTIMATED ’AN AL REPORTING ] BRENT Eontintied

OO aﬁ&wkﬁ—)xm(wmgy wwvsfm Phe Uy

L D L O ST e o o
21 CFR Seé on. . No. of Respondents Npoe. roé;?opn0;§§$ Total Responses Hours per Response Total Hours

31481 (Products requmng addmenaA steps for elec— o )

tronic submlssmn) 110 ’ 945 . 1,040 19 10,400
314,98 (Products not requmhg addmonal stepsz‘*for '

electronic subm|ssaon) 55 16 18 890 L 25 222
314.98 (Products requmng add;tlonal proofreadmg) 83 i6.18 1,335 5 6,675
314.98 (Products requmng ad 'hoﬁal step ‘

tronic submission) ) 137 16.18 2,225 10 22,250
601.14 (Annual reporls submmed urider §601 12(f)(3) !

not requiring additional steps for electromc submls- !

sion) i | 18 1 18 .25 5
801.14 Annual :

(Products requi 27 1 a7 5 135
601.14 (Annual reports submitted unde? ‘560 12(0(3} “ ‘

requiring additional steps for eledromc submission) 30 1 30 10 300

’ - 3 = B ol s ot
Subtotal, annual reports year cme" - i 44,823
Sub!ota! annual reports subsequeni years3 " ) . 1,781
3 I I T N A T S S

Total, yearone i ' - 50,044

Total, subsequent years? ‘ 2,300

YThere aré one-time capital costs to? (1) Acquire cbmputer s“oﬂwarewf?) frain employess 1o Use e sof{ware End (3} Sonve €M labeling o an elecironic for-

mat. These costs are estimated to be about $2 37
tion of information. ) -
2We estimate that for cert al repoﬁs tEspondents will spénd 5 hours per respdn‘se m the f rst ye
spend less than 15 minutes p ns€ for all suppiements. ‘ M B T R L RO
3We estimate that for cértain annual reports, respondents will spend eilher § or. 10 hours per resp“tzrise in the first year, We esnm te tha n subsequent years re-
spondents vaI spend less than 15 mmutes per response for all annual reports

omr Keen wdy e

n (see sectaon VH| of t 1). There

no operatmg or mamten nce costs assoc:aled wnh thns coltec- |

¥

for its review and approval of these mformatlon coliectlon In terestedi persons

PR S 157 7 i T O o B 5

»

d1sapprove the mfor ) 1’ n co legt

st e offeateringlh

collection of mformatmn un|

OMB control number. )
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VI. Env1ronmental Impact

30{1‘[1?9\“\

o At it e e < e o

directs agenmes to assess all costs and benef1ts of avallablevregulatory




defined by the L‘xecutlve order and w1 :

Regulatory Flex1b1hty Act

RIS

content of labelmg to an elezbtromc format for submissi

i 5

*ﬁéiyexthé& .







The labeh\ng can be transgr;bgd into wq‘ d processmg format and the



few years, most labehng fﬂes would be easﬂy accesmble Currenﬂy, the labehngm -

a7 s Syl

format and would require 'an estlmated addltlonzﬂ 15 minutes to compTy w1th

PATIY T N I P AT

this fmal rule. The labehng in the remalmng 60 ‘percent [990) w111 require an




supplements and annual reports 1s 50,042 (5 115 433,100 + 11,82 7\)/ ‘E'Ugmg

et g #onr

4 apphcatmns per small entlty :%Theiaverage small entity has about 7




iy P

content of labeli;ng man ef.l:e:etrmeme format and needed to purchase so

ft

3 il I i 9 7 Tk

List of Subjects

21 CFR“P/Cirt 314

s VL i D

Service Act, anJ under authonty delegated to the Commlssmner of Focd and“ﬁw e

371, 374 3796.

s

t

m 2. Section 314501samen |

w35 i

y addmg headings

d by reVISmg pﬁafegfephﬁ(@l) 1); b




paragraph (1)(5) to read as fochs

§314.50 Content and forma 4 of an app lcatlo (A

* * * * *

() Format of an or1g1na] apphcatmn (1) Arch1va1 copy. The apphCant must

submit a complete archlval copy of the apphcatron that contains the

information requrred under parag?a“phs (a) tﬁréﬁéh 69) of this secttron F

.z b

mamtam the archrval copy durmg the rev1ew of the apphcatlon to permit

1nd1v1dual reVIewers to refer to mfcrmatmn that is not contained in their

particular techmcal SGCthIlS of the apphcatron to give other agency personnel

access to the apphca’uon for off1c1al busmess and to m

amtain in one place

Fliig B

chapter (commonly referred to as the package 1nsert or pro?essronal abe mg .

SIS Vw:ﬁuf z( ﬂg»z st L T «m

electronic format as descrr ed»m paragraph (1)(5) of thls sectmn Th1s

(k), and the correspondmg reqmrements of § 11 30.

(ii) [Reserved]




(3) Field Copy X % % : |
(4) Bmdmgfo]ders wE

foﬂows.

- §314.81 Other postmarketlng reportsA

5

(b)* * *V
(2)* * % "

TR
L 3 O R TR &ﬁd&»w“&m’ &«*

ext, tsz es, and




m 4. Section 314, 94 is amended by revrsmg paragraph (d)(l) to read as fo

EAR WAE CIheast b s o wrwv SRS A A I
- N s

§314.94 Content and formatﬁof an)\abNbrevuated apphcatlon

* * * * *

mw] o T A

personnel access to the apphcatlon for offmlal busmess and to maintai

W et el R s, i P S Rom w4t e F e S <l o R 2 F e s

one place a complete copy pfvt}}e epphcatron.

elec:tromc format as descrlbed 1n paragraph (1)(111) of t}ns section. This

BV di

(k), and the correspondmg reqmrements éf




ec.w g =

transmission, medla f1le formats preparatlon and orgamzatlon”of fﬂes ,

122 Pub L. 105~115 111 Stat 2322 (21USC 355 notc

m6. Add 601.14 to subpart C to read as foﬂows

e s




PN

1
B RN e «m» SO S S R R o g ir ¢ morsspng o Ry i B A R 00T
f . : S L O o RIS TR B S 2 RIS S s L [
e i e e e w mivismn Lt em ed e e e Tt e e e e iR g I e B A R Lo ;;5 T Bace 8 A S st ry po b I o
1 sl o e RS RN a T ek e T WL B W L et B AR R LR IR B gl ol S ¥ SN e
N . Ve e e s [ B [P - P N AN - Cor e s . -
. , s T e S I R 2 s B ORI A
E B et Sl * e g, B ot .
. R A o 3""‘9‘ ﬁ?” et it g e gy B
- g o ¥y e Rkl 1o 'z oo ‘u‘u,,{«m?w}m&/w Ry B O A ~7,)i Bl aiad e
vt - ) Soiedil A(::,'L‘ﬁwx S 4T
PN -y : . . N Rl et beo . IS S
N A T R v AT ey b D8 . T &
i co : e - LR e Lo T Y
. [P L e s e S TR R e b cem T wmes w8 eq) e T PR
- S ‘ i S N L ALNNE 3 1""’“ P g ,5‘\;,*“1* T SRR 3 Rl S g s st #
[ - N N I R AV R il »,«ux B e \»;\”, *H" e ‘?f;w,\,a\;w g‘."gb’;@}fr“»u%/«xn«x"/k.;fn‘»»mm[mw
: " P »\,, e m/, oo ap x"‘ AR SN R R N P A
of § 11.10(a), (c) through (h) and (k) and the cor esp g q
N N [T ,J,,JM,’M R T A T AUV oo
¢ . P s s Lo Paa g A L 35 iy g B e 3R N e
N . PN . R S TN }““35"’1”%9 umﬂur{ ,W, “f;;j‘:\ﬂzx‘ g ,m,‘, »,wﬁw«:ﬁw A,}uf‘ 3~ ;r,m m«u
Sa . P - “ Voe e cee Thme L mA e L@ ey RS S QAW ENe: A T Ty T
. B L TR B e 2R et gy 1 e &\r‘n\;a‘p B i 10k s ot e d S AR 2 T L:’«r-~ L 2
§ 1 1 . 3 O. ee e e s - e e ey LS SRSRIRRG S o R TR B SRl bt BT e 280 fu S0 Tt A TR R AT
s N T PN (S B
3 . P . IR WDy s H : e e S
f - [V e . o et Lt Ty e { o LR N -
‘ RS R R TR R I o ’“:,me b A 4 ‘,i\»w« "“eg *"&ﬁ“f&"‘““.::v?%“«ﬁj{y g wm;xt e 25 .J“*%‘,’;:ij'\‘«‘m& kT LS Y PR
i o v . s QT et S B e e R B n S et e
R 3 PR N N . O a- D am wws S e es e P DR N N .
Dated- e e e R U T G N0 S A VO S o e
. ek
- T = T TTTean <+ wemat ae o e e Lde ot G o oa e Ay e A, PETS . P T PP S P P
B B N H MR T GRS A ,‘«31 T i A S L s
- - e P . - R B R R ORI " CAUEH A GNP e ¢ Wm /W, m .»M\M,; A M SR =P A Y
o N IENCAPN AN [ o " e . .
N - N - R R Mm, m«”wt o C nebyT P ' S e s ST b e Wan»,rm :nvj;h LR L T S P
R - P . R Sr . Thmoase Seielge sy IR A L S i
. : S Rad) AT I E T DA g s ) P A A DT e
- 7 ey KRNI 5 O W e T e R R R A T x z rw; m,g, 2 w3 k- Nmrf ﬂ'wgggjzvgw@,,;, :w)}{» m,«m%wm o
i E e W T v AR R I x
s . R i w;m}v-?/’w-? W st r‘?‘i T mk,,%(:% agte “r‘%fﬂ‘f\,:‘, Gy e e w,w " :« - w\ SRS v W Fa Th e aTer T a Y
i ) PR - LR PR N O N S PR S e SO T IRER
: 5. . B I S T SR I L GUAT IR T AN, T R e W e T e st R e 8
PR . - T SR W e L e, R Ty N
L B VTSV s SIS Y TSI SAOT POt WP PL L oL H S e e e T S T A Sy T LA T w e
513 .- r T T T Tl e ST TRy e g v VRS ey et 5, o1 o5 ol 4%\7 W, « wwm R YRR, e r B o 0, Mo WS R g,«wm««gm@ SRR T st Rt T
N N . N N R P S oy
. - . s E— P S Eveex ey o nr >~,mwr';m¢/ S e s ol s el + s e TR T g e T Y e s Ja e mnest
v . R . P e - o R B T e T T i B
PN B . - .- P “ FORTRN . C e Mk e Ly LB R R e e N 0 T St KT sy e
“ep . o R A S ,\Xwaw@;;wn »«w«wm .»,(W.«.aammwxm,h,«w%#» m\‘s‘umw»wye-,ww.wa,m.wnww x/,.«.‘ T u:;..,wm;w. Dl on R e e Sedpdd I e
' Tl . L P 3 )
[ . . [P, T S P R TP A )y.@ e e e;/ e e dely SR Ty T e e
N » N ' h PR TR $ 5 e Sor o o ihgal S e
- X R T o T s P A ,N "Uw‘ i by W«m—ﬁs@,wﬁ et B e e e e ]
? 7 . ?? ?? TN s - PN RPN I S TN SR S .
[FR Doc. 03-77777 Flled ? ——.h.\—OB 8 45 ] o oo o
- I HRIDEL sty ! P Y T R SN P TE SUR S P N T N
. \.I " coT N - Voot [ M . - L P . L et [ BTN N <
NN e wpe e e Tnn 5 P S o P A S P S T
. [P NN N S T 7 S B T B AT [N
BILLING CODE 4160-01-S e e LR T T S e
s e * P R T T i T R T LIy e o) m - \M,«,\w,w. o ”r““u 8 2t S i BV ST A0t B o yamc,:, £ S w3 Ol v oI B _q;\/ e
. g C - 1,,«%3». B »«ufﬁiﬁa\: JC e iz-w,«{‘»unv w!&szy«?ﬁ‘ i it 4ﬁf‘” *‘f:ﬁ w”’ ”ﬁ“ f” WM"W A
, - - ca Y s e o -2 e -} q«~{5:xe«»<\5r;;:.fhw Tl ey Doty g M.WM»«.,?W ' «Ma
. - - S Sl G P R N www R R R T
> . s . - sal e e e L o n i RN AERRRE ol PO B
B . [ R T ~ K T IR Ay AR P R ) AR
. . . PP RS G, Do s at P feewn e B Lo fias O N R N
: ¢ . E RS S TSI A . .
. [ biem e TR el s g b Shad A Je o ee D g I A .
- . EE S e v S e meaeTaa L L I B PRI ST Ve VAT OIS S A A A b o e o i
’ R - vt e . e Tawe PR o~
: o AR . N U ,um,ﬂwﬂ,w 5 \(ﬂ/w,@.m e, i) L PSR o~
. - oot , - s U H&,r»?‘»\'y‘ © o, tedes T
. T sz b B e e K e b el ,:‘rt -
X - oo ST s Mtrdes v B S, Tl s A @ Ve RS A “:A«‘.w ifr“‘ u’«..w m,,heafn g i 3 N g e
| - TN RN ; ST LT ST (7o ooz on o g B e g, B b e
. St . S R S T O A T iy
. P . g s PR ") o e e s AR P .
: K R R e e e O o e s o wf:@? 7 e il «\% G SR e s L B I OEN t gl
. . st e EAETN e m.-v e e sas st m B Flg Ry T T Wl G i e M S R :,svf,;a: 2 ,\wmée«’x wwrrw’»n;’{,‘/m’ym wg.‘%%\‘tu ,v\r h
v oL T 5 SR P M e T :
i B - P VN v e, . P T e e, e Y e e by 410w s e B S
¥ B . P . . - PN o PR N - Lo ) . -
P . P N % v o _ PR . -
. - N . . L e s st R B BT Nl gy i ;s, . (, m N Zmz:‘ " ag el ¥ nz
' v ¢ : ’ e e TR A R NI AV L Fea TR B A,»»mw' 5 3 ’: R iy “;"rlm
- . e e AR ) S e et ““vg Vz" 2ot kA j’b”‘ X
. s R A R L S R TR L ”'”; o L\ : e o
B L P T PR \;\;:'r_ﬂ 1 s ] sk m_f 3 %’ wrif’v%h S R b B 85 B A0 e e bt <
PN B . B -7 ” P S e ) e s P
M [P PRV . Y P SN ; L L R o ok e g C,M\w, . ,V‘, 1:4 _; 5 1% 25 BT
i - F N N TR U I »,M».w,{g;)/;\: «,}'q Q“Wg;w ﬁ.ﬂw««ma i e b rﬁnt*" SR R Wi “}‘ ‘”‘“‘J« sd
} . v [ DT e R Sl v st v 6 sy Tt et oty o et R S et Ll -
[T NN o T e e e S S i i e qu\rﬂumv e M%v»«w»-iwa«wmm%ak\, o I B N N A AT
R . s P S it et e ;:,,;x,;ﬂwww ERE: R M:J FLRS g B R g e
. PR L. - ,' - 1 et e ke e e . S B
N T s S U LU S SIS R ﬁ,agn et By o T Vit '«ﬁb’mj&liﬁaw\,ﬁy T B e S T ek e T BN
Yo R R T T SN B WLQWM D ,w*'—yw B e e S0 et St sl e gt
B SN - PR P B I R N S L R T (RS R il el g ey oo R PO
; . . < - J 5 B T D A R - SR A I R L T
| . . - . R - ¢ . SRR s - < :
i . R I T IR N o Zh e X K g4&‘q:mkvmwwx»\,l‘wrr:ﬂ BT G O M Lol o P I LT T (Rl R L
N [N . . . D T L R S e N S 1 a5y v m i SR :
B L e . R O i »mhwﬁwwu o R ER Btz oy cw*sz&:zw’im f'**‘lw—iw‘»‘:;’xmw;u;ti@ =<ssitfm el - ~*«'¢"»=m‘¢:v~m:w‘”*
B N e o . . - K BT T R S Ty e N
. N I P . PRI B N (NN IE NS m%mv\,u»r« S ey o e oaein 1" T v f BTN wx
Con L e e e R et e PRI U e IR B s R T b A e T 5 ey o 4
4 - E E x s s i N N e R el OB L T Wﬂ,mw,@ﬂ. g o e R R, ~ oo e gy .zwuf adk
.- . R A I T AN ¢ SO SRV SO A S A FOG P
SEy e s P T L B e s et i e ,.««‘y:w o @M«wﬁ,%,ﬂ esar s, SRR ey x&e:f“&?u’mf-\h}(’kf,’,r gl sy r : «k:\fwﬂ e
ES T T SO e AT oot el Sk e L v e LIS L e I . o .
AT T T sl TG TR T B TR T o i R NG e e R 2% WL o ST ¥ 4~X§g5f&‘2ﬁm>ms s oo, w«vwfmﬂﬁ sy
. ce e N - R PN - - o EE md»w PR SIS S A NP ST Jmnn,\,\?‘(d 5
N M v R 7 BRI SN R ) ;
. . S L S Bt s S ’“m.\ww\é‘ymm/h»‘h o g N 3 kg ey e o hWW,,9;‘<—4.-M«m:,;wem¢m@ i
) : N D 3 b N T e e »1 K%?e,w:‘r;’m.’anSﬁ*% fé{!ﬁ&}‘ffif@:‘&—}&?f{“”*f;"“\/"“‘ 3 Qg:;@ﬁglggﬁx \’451"/:??" 43&;:95:
. .- e R - N L T e Hhan e “o
. Lo B O v A ¢~:\ 7 e B0 B »;w Vs »m««m\ B 580 ,m;,ww,%ww o
. I " A L A AN L s oo b G e
. . . . N PR o ;«3; SRR «XMM, .
K - - Ve N - teo T coL - P e Lo IS RS o e e e Bk Mmﬂ/m
. o e -?MW ke gt R ol
i [ A no - T T LN o CN b E ke ET T
g e s S e a8 -“afa%m»mi]p»h:&"‘éa/do‘v e el ol it il g
. - ’ N « N - - £ R [ P -
: - - e . e AP i 4 AN S RN R PGP Phual N AN A S L RN
s e gt et R e (B R g o e s fle e § sy oy C L S T g SR e e e TR s o 4 et s
S TR I Lo N R RN LN L b L L AR S S e W ;;_:};u:; AT i 7» LIRS R, e e
T B N st D Tt kT S F et 0 2 Hre e B v s SRR 2UA e ) a0 p T
H ‘ - 7 R B e JE:S wzv«’ oo ali g i m.\;;;} PR C LN
- M L e E T U LTS S A S A S SIS T AR T AU
. T T TR S e e o B DT DR b st >’)v)’~wz’.’5’, B
s Fe « g . AT . B - . oo n
N e T ey - S e v
P, . e e B g a\,«m\* M Agﬁ%‘,x.mm? v)m i 2 4588 o
o . L N LTI~ i PN e T e
P A . . g e 5. FU e St V-
M . ﬁm.m,m T REOY R AT b g, e g S e o (e e AT A
N ~ N - B T AU AR PN T TR - N o PO .
B S - . o e < - - N A L R LI A V,w«wmw« P R ,\\\u ek T
.. B - P v T ) - - N
N - . . . < , PIRMYOPEEN N R e PR PR
- - S M e o ST e e e g G T S e et Ty L .
- o . e D e 943 Sy R »,,, N e T g
- P S Lo g ey L g IR S AV xm S R N T s
. e e ol N W‘»,‘M R S LA SRR o < S sos R T
- " « . - . [ 1 i TEEL v T T TR T T f G e e 27y
X S T A ;«- Rary ,:,:‘;:::A Py e gy 35}%?"7"«:'&“‘*‘ﬂ‘ﬂ‘w"vmw~ oo Oy T R T
N [ A T W {oa :3 i e e g S v e b S e T 0 e 5 S 0
- Coeta e s oy Yy 5 SOy S A8 R v.’\?{;!‘ P ”‘\‘&“{E»ﬁ"&@%‘“‘y red E R W, By w VM‘MM TR
B R I T N o e R IR
PR e O ms e, v - oo S T e e T e B e P P LA Fom ot L‘y‘y ; - K
. [N N P A TN \h ot m,;’.i B wn o o e whe ,QL:,vaM;J"n»shmpﬁ»mmfﬁ";>x‘-:\6;!r.'rN—-«»’,Arr ENE e ww;e»,h-“n
A B PR - T s, ety W88 e U R S [ t::« % ‘r;w':n",;‘m\:w,;“? »aﬁ::ix?z«m.«m;ﬁm ;»':*’tslm «u,}‘i«ufy.é{ S
‘ - ‘ b “'V‘AWA u-ﬂ " x‘w ’@gu;ww-“-\:‘ R NI e RN
- \ T R AT A f‘wﬁmﬂm‘ fhens i i ™~ m‘mh PRIV »“,vw,u .
« - - o - B T TUNT (PO o . i i
. . . . e . "q‘ﬂ.n/ri P eny g nes *q o 0 AR g T 2 ) ;,,MM e
1 , . N . R T T N I L T iy f\_',v =w, G R BRI TS ifm.\\"** ),; wwﬂw{f“ %1\\“ T AT
L > CONT @ BB el D e 6 L SRR Tk, B0 e 1 f’“"‘;"»““«z S el [ B iz ERARN RS
P N T IR SRR IR R P . EPEI A RIS TINGY
. N pide P T o




