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"I think labeling Is a complete waste of
time,”... "It's much beloved by industry, it's
much beloved by FDA and it's much beloved

by lawyers, but it's worthless nonetheless."

The Pink Sheets
January 23, 2006
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“...studies show that fewer than one in 10
physicians routinely read drug labels, which
provide the most complete information about
a drug's dangers and uses.”

The New York Times

“New Drug Label Rule Is Intended to Reduce Medical Errors”
By Gardiner Harris | January 19, 2006




Changes In Labeling

Best Pharmaceuticals for Children’s
Act

The Electronic Labeling Rule
Structured Product Labeling
Physician Labeling Rule
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“Same As” Principle

505(j)(2)(A) An abbreviated application for a
new drug shall contain-

(v) — information to show that the labeling
proposed for the new drug is the same as the
labeling approved for the listed drug referred
to in clause (i) except for changes required
because of differences approved under a
petition filed under subparagraph (C) or
because the new drug and the listed drug are
produced or distributed by different
manufacturers.
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21 CFR 314.94(8)

Such differences between the applicant’s proposed
labeling and labeling approved for the reference listed
drug may include differences in expiration date,
formulation, bioavailability, or pharmacokinetics,
labeling revisions made to comply with current FDA
labeling guidelines or other guidance, or omission

of an indication or other aspect of labeling protected by
patent or accorded exclusivity under section
505(j)(4)(D) of the act.
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Pediatric Exclusivity Dilemma For
Generics

When information protected by pediatric
exclusivity Is carved out, the generic
product ends up misbranded because the
labeling I1s not in compliance with 21 CFR
201.57(f)(9) which pertains the “Pediatric
use” subsection of the PRECAUTIONS
section.
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Best Pharmaceuticals For
Children’s Act (BPCA)

Signed into law on January 4, 2002.
Amended the Federal Food, Drug, and Cosmetic

Act to improve the safety and efficacy of
pharmaceuticals for children.




Best Pharmaceuticals For
Children’s Act (BPCA)

Section 11 of the Act addresses the prompt approval
of drugs under section 505(j) when pediatric
information is added to the label.

Item (2) of this section states that the Secretary may
require that the labeling of a drug approved under
section 505(j) that omits a pediatric indication or other
aspect of labeling... include —

“(A) a statement that, because of marketing exclusivity

for a manufacturer-- (i) the drug is not labeled for
pediatric use... and

(B) a statement of any appropriate pediatric
contraindications, warnings, or precautions that the
Secretary considers necessary.”
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Creating a Model Labeling For
Generics under BPCA

1. Consults the pediatric committee.

2. Incorporate the comments from the pediatric
committee & consult the new drug reviewing
division.

3. Incorporate both the pediatric committee &

the new drug reviewing division’s comments
& consult Office of Chief Counsel (OCC).

4. Meet with representatives from the pediatric
committee, new drugs, & OCC.
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onsult to the Pediatric Committee
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Consult to New Drug Reviewing Division
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Consult to Office of Chief Counsel

COMSULT TAELE

: Comparison of Zofren Injectioz Labaling Provicasly Approved ez Novembar 24, 2004,

I:n:ilu'a.lﬁ::rlmﬂyinlh

cherres e brigaer o of dhe area
prsirenr || i st cosinan wheiher
ncarpotron's mSornet action in
chercengp-inkorodemssts in
redludod conially, pergplendy, o i
bt azien. Hosewer, -:Irl"l.lnr:

artain 'Mu-"_:r-\:udlrnlh-ll'! ErEsE
st iy 4 N e
P . _""-J.._ phzlly,

- :ilh site. Howaver, L:.ll:\l'nl.

setuiz whelber orrdmmebon's mianciic
metion :::rulﬁ:rl"f-l:lh:id rI.llu.r_'l

llrmtrljn i | contrally, | 3

wheller mmdmipeln's mrimmedc
Iu:..Lqu:,--lnLr::l mames aral
ing is | centraly, porglendly,

™ in Iu1| atlen Heseever, q-l'{l::l:

hemotheugey sprean ko ba it wath
zebzow of sestimis from the

fry Eppeane b be smeccinted with
| selema |El:r|l.._|r|_l'r_|.5|;!1_:

celbs o the enall intestize.

o in beiaites. Howevar, cyiotamic

twiler

Bacaztly Approved oz March 25, 2005, OGD"s Propessd Labeling for "Generic Zofran”, Diviston of Pediztric Drog Development (DFDD) Facommendations and Divison of Gasrointestinal and Coagalation Drag Products
[DGCDR
T FREMCOITHIERT TERT | HEWIREERT TERT wih Pedairic | Ara e Fevdcad bacad on Diwlcion of Revigad based on the Commaniz
ELR-4 IHFCAMATION from 2028 carye out and the underined text are | Feclatrio Drug Development Divislon of Gastralntastianal
|&F Mowsmibar 24, 2004] LAPFROVED Maruh 25, 2006] replacemant clataments Reccrnmandation Memorandum
Uceriing Indloates revickns Hignilgried Set Inclomes raw rsacmmsnded by OO0 daied Juns &, 2006
In ihs nw Approved labsling Approved nguags and
CLINICAL CLINICAL CLINICAL CLINICAL CLINICAL
PHARMACOLOGY PHARMACOLOGY PHARMACOLOGY PHARMACOLOGY PHARMACOLOGY
- Pharmacodynamics: Pharmacodynamics: Pharmacodynamics: Pharmacodynamics:
rh:rmamg]rnag{lrﬁ i l'mi.ll:lnﬂ:ll:lih’:.‘-“‘n::::l‘lr Cebemein= o llll?:lliil SHTy recepioes Ciplbemeties b l:.:lt:.rll:lu 5-HT, nt:||'.|_ rhh:ld:'\onlll.:n.n:::rhl-: S-\:l_-umq:br
SRR 10 8 Bt 5 SET At int. Wil ek fa e it Wielo cnd o mochminn | antagerie. While o Whila md :
e I"'::;:"dh"':l:';::rdl ol mztion tem mol been filly decscizized 8 | of eohion bea =l b fully Samcienamd @ | of sciion b sed beon Sl -Llrld:r_ml. B | of mdizn bom reet hem Sally £ h.r-.'l.r.run] i —F
rT“ ﬂ::; e I_“_t- o ¥ = i domenie-rscaplon anlagos st dopamine-ceoaplon mnbgooal 10 epaminececoplor misggorral 1 il dhopmirsne-recepine kgl meplaced By
EI N il P Sercionn recgpion of e 55Ty hpe me Serctonmn recepion of Tha SEHT; bypa ma Seolomiz seceplon of the 5HT, Bpe ws Serie=in recepies of the 5-HT, e we ]
i : prescet bth peripharaly = vamsloaree _ _ | proent hoh — Lot e ol arel (=T T S
;“:IL':L*T 'LHT"':”I‘ P trmizals mnd skl by = the o = mfwﬂnl#mm‘- muha\jml?quML e jg:lrmlﬁflw -;-:_-E
it paripheesally oo vigpd] e rigger ame of s wes prakoas Eiggper o of fe wes poatrems. [ nol Inu-l:n_:-:rl'lh arcn pumheien Tis et |ll“= mtn'l'llnl.r_p:llm'r- T o st ::-_lun

corl

ll'rwl'_:rql:r-m.}_nd ooz mred
vemiteg in madiaed coreally, ey,

o Ir:\lh:JH Hirwevor, sytitemiz
] wrihs

sherreleerapry apqomrs b e
releans uf sensonin from e

gy e b e
relenas of sactoren from e

e e
e 5ET,
recepien wnd Enited fhe v omitng ceilea

{Fenuiiman paragrapl in e
“Fhanmacodynanics ” subseonion)

niteba the vienitng seflex

[Pt pardgrash & thi
“PhAmCod s s ™ subsdcian

Ina genbe-lelocs] plenmacedmaniz
shudy fn = 551, codarmeton A mg

it o wenitng il

fPEmLULlTee paragvanh A i
“Pharmndcod Wi 3™ subsiaman)

| In & e Indanead ploesmisccd
| sty S, cesdmrmetnm A mg

| s iated -l:l:nlJ:-ndTn el of (o wmall inratine | mlerocbnnm etereclremalin colls of the smell sresin
:-:r:-lm: 'I': ﬂ:::;::l}‘: - 1"hm"' ry SHIAA ||||l.|:r|lrI |:|:l.|:|l SHlAA ||||r_|:|ul \.:lr-.ljl ‘-HIAA

o] € X ol O T 3
entere daremalin cells of the small . .II'I er i " 'd" . . l“" A h‘" . 1> afier G . u-.dlmr.'"."
"".ff" th-u P -"_3 ‘-HI".A ?lrllltlmlhlh 1l:lol'1|n.| Ths |l.rIJ:|rJ||I|n1mi 'I'h.l:llll:ﬁ‘.'r_: |-'.|_:|1r.ll|I|n||:li. 'd'vm:llll:g. |'.||'.n.-ri|llu|_u"|d"r1r_llr§ T|r.|
[  iew cimeluti o] i Ay wagal relea relomasd sy wlisdele e vagel relenn e seroloten my slislele S vagal
|.:|'.dwi.h|}u|::ll.|d' The alleresss riragh the F4% Ty recaplon a= alferors "l'L_d‘H]‘II LHT|'E:I;\|TI anl alfera=ty Thocugh the 5-HT, soceplons sl alfzesin Hrough e S-HTy recepiies snd

gt e vemnitisg reflo

{Poaulimeds parspranh in tha
P ol AT 3" Subseo i

ed plhurmasoshrmems

I P . ty Iy o rrenE :mlirﬁw:lu'.yl:
l‘l'_fh'l = 5i5) iuialar ";. r furly wma o Ly mimile I el ai
h '"I rn] ;“ = :1,!_ she prescrstion of s and voriling wing I'_:?fn'l:lmn -d'n'.r_lnul.l wonrshing mang | e prevest ||Er|r_ul .livlmiuy';ug
ekt _“-""'."T'_ I sirnlar h:pﬂmrhmﬂaflnui:l i pezas mhrrm:h.-l':r:nnl fhe pecacmalta moskd :!!':r:uill
|r|||l |m'|:lmllfm
it dalal
Rl T Tar—

aimiler =

ielinks the vomiting reflex

(Panialrimane: saragrapd i M
ST O OIS © SUBSeILk)

uhu:nhml .rrhv:u..ll_'.- ar .

aarlar in
ik pravention ..r_lu:l mnd vienitog seing
ik ipmencedia micsbel ol anaia

Do rwplacemezs
Itminmeas
FUTEE S

“przazi: and
maz=pa mming the
specacnanha meadd
af wmsis, Bedk
STeLITTHCI IUECE
wall tzlaraced"” iz
seplacad by
"‘n.lwl-_.rl

Page 14



TIME

Creating the Model Labeling is time
consuming.

Preparing Consults

Waiting for the completed reviews of the
consults.

Scheduling meetings
Preparing the final model labeling
Disseminating the model labeling

Usually takes months to create the model.

OGD is working to streamline this process.
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The Electronic Labeling Rule

Effective June 8, 2004

Requires that “the content of
labeling be submitted electronically
in a form that FDA can process,
review, and archive”.



Portable Document Format (PDF)
Attributes

Can be used in Adobe for comparison

Can be used to submit final printed labeling in
place of 12 paper copies.
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PDF Limitation

T

=EEEEs
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Structured Product Labeling (SPL)

Implemented on October 31, 2005

It is the electronic form that FDA has
adopted to process, review, and archive
the insert labeling.

SPL is the content of labeling in a
standardized electronic file format with
tagged blocks of text and data elements

in XML.
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Purpose of SPL

Improve patient safety through accessible drug product information

Support initiatives to improve patient care by better management of
health care information

Electronic prescribing

Possibly the electronic health record (EHR), which will provide
health care providers, patients, and other authorized users access
to patient information in electronic format

The DailyMed, a new way to distribute up-to-date and
comprehensive medication information in a computerized format for
use in health care information systems.

Decision support systems

Meets the mandate in Medicare Prescription Drug, Improvement, and
Modernization Act of 2003 (Public Law 108-173)
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SPL Advantages over PDF

The exchange of labeling changes with SPL will
become much easier and more efficient for both
FDA and manufacturers. For example, with SPL,
only the sections or data elements of the labeling
that are changed needs to be submitted rather
than the entire insert labeling.

SPL can be used to exchange information
needed for drug listing, thus eliminating
redundant data collection and improving
efficiency.
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Status of SPL Submissions

Number of SPL loaded in the ELIPS
IS

Approximately 80% of SPLs are
rejected due to validation problems.

For generics that are not listed as the
reference listed drug, the option to
submit SPL within 30 days after the
RLD SPL is posted on the DailyMed
website is still in effect.
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ELIPS

Electronic Labeling Information Processing
System (ELIPS)

Designed and constructed by Northrop-
Grumman

Contracted & Implemented by OIT

ELIPS is the system the labeling reviewers will
use to review and process SPL.
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ELIPS

Scans Electronic Document Room (EDR)

Every 5 minutes
Validation (Tier 2) of SPL

Validates the labeling for SPL standards
Puts copy of SPL into ELIPS label repository

Assigns Label Coordinator and Reviewers to
Labeling

Allows editing of the SPL

Allows transmission of SPL to the National
Library of Medicine
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DaillyMed Web Site

Microsoft Internet Explorer

File Edit Wisw Favorites Tools Help
S search i Favorites o Media 48 | 0 a2 [ 68 & &
v B

&) Back ~ &3 M =2 &
i Address I@ http: fidailymed. nlm.nib, gov idailymedyf about . cFrm
| vi |G Search -

E Options S Sabliohe

ABE check = %, Lookfor Map -

@ Plews ':{‘?E?B?I‘lf @ Mo popups

ng

At the present time this Web site does not contain a complete listing of labels for

approved prescription drugs.

@ Home
L="IE-mail Lahel Information
| Download All Drug Labels - y

o Search By Drug Name: | |E

Contact Us

Additional Resources

Report:
Adverse Event

About DailyMed

Dailybed provides high guality information about marketed drugs. This information includes FOA
approved labels (package inserts). This YWeb site provides health information providers and the
public with a standard, comprehensive, up-to-date, look-up and download resource of medication
content and labeling as found in medication package inserts.

Oither information about prescription drugs may also be available. MLM regularly processes data
files uploaded from FDA's system and provides and maintains this ¥Web site for the public to use in
accessing the information. Additional information about medicines is available on MLM's
MedlinePlus Web site http ey, nlm. nih. gov/medlineplusfmedicines. htrml.

Copyright, Privacy, Accessibilit
.=, Mational Library of Medicine, 8600 Rockville Pike, Bethesda, MD 20594

Mational Institutes of Health, Health & Human Services

e Internet

s Links

S

http://dailymed.nim.nih.gov/dailymed/about.cfm
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Things to Remember When
Submitting SPL

Place the electronic media immediately after
the cover letter.

Continue submitting side by side annotated
labeling.

Continue submitting final printed labeling for
approval.

Continue submitting a MS Word version of
the insert labeling.
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SPL Resources

=M Structured Preduct Labeling Reseurces — Micreseft Internet Explorer

File Edit Wiew Favorites Tools Help "
@Back ~ & - [¥] [2] @» 2 search - Favarites &% Medis 42 - & B 29 & K
: Address | 4] http:f fvvave . Fda. gofoc jdatacouncilfspl. hkml - G | Links **
Google - v || [C] search ~ | g2 news BagsRank Do no popups | ABF check  ~ TS aAutolink - 4 options
~
U.S. Food and Drug Administration
EDA Home Page | Search FOLA Site | FDA A-F Index | Contact FOA
Structured Product Labeling Resources
The Structured Product Labeling (SPL) is a document markup standard approved by Health Level Seven (HL?) and adopted by FDA as a mechanism
for exchanging medication infarmation.
SPL Documents
Guidance to industry: Providing Regulstons Submissions in Electronic Format - Content of Labeiing (Fingi)
SPL Implementation Guide for FDA Content of Labeling Submissions — Release 2a (Last Updated Oct. 7, 2005) PDFE
FDA SPL Schema for Implementation (zip file last updated 11/18/405)
FDA SPL 2a Schema stylesheet archive spl-2a.1.zip (last updated 11/1505)
Electronic Labeling Information Processing Systemn (ELIPS) “Walidation and Conformance Rules PDE
SPL Standard for Content of Labeling Technical Questions and Answers PDFE
SPL Docket 925-0251 - Content of Labeling
SPL Examples
SPL Data Element Examples
Wiew SPL docurnents on Daivlled website
Resources
j Cndas Svstarm and Contrnllad Yocaholars in SR Presentatinn - Bandw | awin FIOA 5
=]

‘-3 Local inkranek

http://www.fda.gov/oc/datacouncil/spl.html
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Physician Labeling Rule

Effective on June 30, 2006

PLR is the first major change in the insert
labeling in 25 years.

It is desighed to make the insert labeling
easier to read and understand.

Addition of Highlights and Table of Contents

Revision and Reorganization of the section of
the insert labeling.
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Highlights

Recent Labeling Changes
INDICATIONS AND USAGE
DOSAGE AND ADMINISTRATION
HOW SUPPLIED
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS

MedWatch phone number for patients to
report adverse drug reactions
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Example of Fictional Highlights of Prescribing
Information Based on Physician Labeling Rule

OCRACEPHALOSE® [fictional drug] Rx

(spurilous hypothetic chloride) Tablets or Capsules for oral use
[fictional drug]

----------------------- RECENT LABELING CHANGES
Warnings/Precautions, Depression (5.3)

INDICATIONS AND USAGE

Adjunct therapy with a sulfonylurea to lower blood glucose in patients
with Type 2 diabetes whose hyperglycemia cannot be controlled by diet

and exercise (1.1)

Initial dose is 100 mg once every morning and may be titrated up to
300mg (2.1)

HOW SUPPLIED

Tablets: 100 mg (3)
Capsules: 100 mg (3)

CONTRAINDICATIONS
Hepatic impairment (4)

----------------------- WARNINGS/PRECAUTIONS

Hepatic dysfunction leading to acute liver failure may occur, typically
within 3 months of initiation (5.2)

Evaluate liver function prior to initiating Ocracephalose and monitor
weekly for 3 months. Discontinue if LFTs increase > 3 times upper
limit of normal (5.2)

Severe depression with suicidal ideation occurred in 2% of patients.
Discontinue Ocracephalose or initiate antidepressant therapy if
depression occurs (5.3)

Hypoglycemia can occur with insufficient caloric intake and use of
alcohol (5.5, 6.2)

Most Common Adverse Reactions (> 5%) (8)
somnolence, dry mouth, nightmares, and sexual disorders

To report SUSPECTED SERIOUS ADRs, call (manufacturer) at
(phone#) or FDA’s MedWatch at 1-800-FDA-1088

DRUG INTERACTIONS
Domecattus reduce domecattus dose by one-half (5.4, 6.1)
Alcohol: increases incidence of hypoglycemia (6.2)

----------------------- USE IN SPECIFIC POPULATIONS
Hepatic impairment: Contraindicated in patients with hepatic
impairment (4, 7.6)

---See P for PATIENT COUNSELING INFORMATION and ---
Ocracephalose's approved patient labeling

These highlights do not include all the information needed to
prescribe Ocracephalose safely and effectively. See
Ocracephalose’s comprehensiveprescribing information provided
below.

Revised: 12/2003
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Effect of PLR on Generics

Generics still need to be the same as the
RLD.

PLR will most likely be posted in SPL
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PLR Implementation Plan

TABLE 5.-~IMPLEMENTATION PLAN

Applications (NDAs, BLAs, and Efficacy Supplements) Required 1o
Conform 1o New Labeling Requiremanis

Time by Which Confarming Labed
Agan

g Must Se Submitied to the
penyal

cy for App

Apphcalions submitied on or after June 30, 2006

Time of submission

Applications pending on June 30, 2006 and applications appraved 0 1o 1 year
before June 30, 2006

June 30, 2009

Applications approved 1 to 2 years belore June 30, 2008 June 30, 2010
Applicabons approved 2 lo 3 years before June 30, 2006 June 30, 2011
Applications approved 3 to 4 years before June 30, 2008 June 30, 2012
Applications approved 4 to 5 years befare June 30, 2006 Jume 30, 2012

Applications aporgved more (han 5 yesrs before June 30, 2008

Valuntary a1 any 1me

Page 32




What Next? Do we need FPL?

YES!
However...
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Challenges For the
Labeling Review Branch

1. Increased workload

2.SPL: Learning new system, reviewing data

elements and managing the release of SPL to
NLM

3. Complicated patent and exclusivity issues

Page 34



Challenge # 1

washingtonpost.com
Generic Drugs Hit Backlog At FDA

No Plans to Expand Review Capabilities

By Marc Kaufiman
Washington Post Staff Wnter
Saturday. February 4, 2006; A01
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Workload

Number of Submissions
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OGD Labeling Review Branch

John Grace (team Leader) Lillie Golson (Team Leader)
Angela Payne Adolph Vezza
James Barlow Chan Park
Ruby Wu Jacqueline Counsel
Postelle Birch Melaine Shin
Beverly Weitzman Michelle Dillahunt

Ann Vu Koung Lee
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Challenge # 2

SPL
Learning how to use ELIPS
Processing SPL
Managing SPL
Establishing SPL Legacy Labeling
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Challenge # 3

Patent and Exclusivity
Complicated

Time Consuming
PLR
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How Can Industry Help?

Submit SPL
Submit all labeling electronically

Submit supporting labeling information
electronically

Notify labeling reviewers when amending
patent certifications

Submit Side by Side annotated labeling with
detail explanation of the differences.

Check Drugs@FDA website
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Supporting Labeling Information

Component and Composition
Patent certification and Exclusivity statement

Conditions used to collect stability data
(e.g.,Temperature and RH)

Container/Closure system (including light
transmission test if applicable)

Provide an accurate description of the solid
oral dosage form or provide a picture or
Image depicting actual size and color.

|dentify the manufacturer
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SUMMARY

Significant Changes in labeling at the turn of the century
have created an environment to improve
dissemination of updated drug information and allow
for better utilization of that information.

The Labeling Review Branch has challenges but with
new technology, new regulations, and support from
industry and upper management, | think we’ll be able
to review labeling more efficiently and help approve
generic applications when they become eligible for
approval.
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