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pentin - Neuropathic Pain 0

ITEM 13.
PATENT AND MARKET EXCLUSIVITY INFORMATION

Time Sensitive Patent Information
Pursuant to 21 C.F.R. 314.53
‘ for
sNDA for Neuropathic Pain
The following is provided in accordance with the Drug Price Competition and Patent Term Restoration Act
of 1984: ‘ ’

e Trade Name: Neurontin®
e  Active Ingredient: 1-(aminomethyl)-1-cyclohexaneacetic acid
e Strengths: | 100, 300, 400 mg capsules; 600, 800 mg tablets
¢ Dosage Form: Capsules and tablets for oral administration
e Approval Date: December 30, 1993 (capsules)

October 9, 1998 (tablets)
U.S. Patent Number: 4,894,476
Expiration Date: May 2, 2008

e PED November 2, 2008
Type of Patent: Drug Substance (Active Ingredient)
Assignee: “ Warner-Lambert Company
U.S. Patent Number: 5,025,035
Expiration Date: "~ October 12, 2010 )

: - e PED April 12,2011

Type of Patent: " Method of Use
Assignee: ‘ . Warner-Lambert éompany

NDA #21-216 (April 16, 2001 CA).DOC : | NDA 21-397 Ite
. - I
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sentin - Neuropathic Pain

U.S. Patent Number:

Expiration Date:

Type of Patent:

Assignee:

u.s. Patent Number:

Expiration Date:

Type of Patent:

Assignee:

U.S. Patent Number:

Expiration Date:

Type of Patent:
Assignee:

U.S. Agent:

5,084,479

January 2, 2010
e PED July 2, 2010
Method of Use

‘Wamer-Lambert Company

5,792,796

August 11, 2015

e PED February 11, 2016
Method of Use
' Wame‘r-Lambert Company
6,054,482

April 25, 2017

e PED October 25, 2017
Composition

Goedecke Aktiengesellschaft

Warner-Lambert Company

The undersigned declares that U.S. 4, 894 476 covers a crystal form of Neurontin® (gabapentin) (1-
(aminomethyl)-1-cyclohexaneacetic 8(:1d), that U.S. 5,025,035, U.S. 5,084,479 and U.S. 5,792,796 cover
methods of use of Neurontin® (gabapentin) (1-(aminomethyl)-1-cyclohexaneacetic acid), and that U.S.
6,054,482 covers a pharmaceutical composition of Neurontin® (gabapentin) (1-(aminomethyl)-1-
cyclohexaneacetic acid). Neurontin® i 1s approved under section 505 of the Federal Food, Drug, and

Cosmetic Act.

%MJM

ate: %ﬁﬁ/ Léo /

NDA #21-216 (April 16, 2001 CA).DOC

Charles W. Ashbrook

Assistant General Patent Counsel
Pharmaceutical Patents
Warner-Lambert Company
Registration No. 27,610

NDA 21-397

Item 13



MEMORANDUM OF TELECON

Date: May 22, 2002
Application Number: N 21-397/21-423/ 21-424

Between: ;
Drusilla Scott, Regulatory WRA
Steve Gracon, WRA ‘
Robin Pitts, WRA
Alexandra Fernandes, WRA
Edwina Koto, WRA
Howard Bockbrader, Clinical Sciences
Jeff Robbins, Clinical Biostatistics
Kevin Chartier, Clinical Bipstatistics
David Wesche, Clinical Sciences
Elizabeth Garofalo, Clinical Development
Valerie Flapan, Legal C
John Marino, Marketing
Preston Holley, Clinical Development

Representing Pﬁzer/Parke-Daviis

~ And:
Sharon Hertz, M.D.
Bob Rappaport, M.D. » o - ,
Cynthia McCormick, M.D.; o : '
Tim McGovemn, Ph.D. :
Suresh Doddapaneni, Ph.D.
Suliman Al-Fayoumi, Ph.D.
Stella Grosser, Ph.D.
Tom Permutt, Ph.D.
Kim Compton, Project Manager -
Division of Anesthetic, Critical Care,and ~ .- = . .
Addiction Drug Products; HFD-170 _ -

Subject: Neurontin Léhel,(flariﬁ"cations

The sponsor was contacted to dlscuss and clarlfy AgencyL ) sed chariges_ forwarded to the

sponsor by the D1v131on (w1th the mput of HFD- 120)

“

—:_.Overall recommendatlons mcluded‘ to change gabapentm to neurontln throughout where
- appropriate. . _'~ i : '

PN
- ! T

The sponsor requested the re-insertion of the word }‘fm the mdlcatlon section (as in. wme=es

~m—— ). Dr. McCorm1ck mdlcated that the term “neuralgia” is
defined as nerve pain and therefore the treatment of pain was 1mphed in the indication of



N 21-397/21-423/ 21-424 Labeling TC
Page 2
“postherpetic neuralgia.” She stated that if the sponsor wanted to re-insert the. g — ’, they -

would need more convincing justification as they have not supported an indication of
Lot g B ""'“’}(ﬁ,{-" .

Minor changes were agreed to in the Description, Clinical Studies, Precautions, and Drug
Interactions section sections.

The sponsor agreed to re-work the Adverse Events section with regard to the : smm————
patient data.

The Dosage and Administrations section was changed to reflect doses up to 3600mg/day in the
text and the table provided for dosage adjustment based on renal function. It was agreed that the
Agency would provide specific language to the sponsor for these sections, as well as language
for Dosing in the Elderly.

APPEARS THIS WAY
- ON ORIGINAL
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NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

TR e T
P gAﬁ”‘hcatlon‘Informatlon e

NDA 21-397 Efficacy Supplement Type SE- Supplement Number

NDA 21-423
NDA 21-424

Drug: Neurontin (gababpentin) capsules, tablets and oral solution

Applicant: Pfizer/Parke-Davis

RPM: Kim Compton HFD-170

Phone # 301-827-7432

Application Type: ( X) 505(b)(1) () 505(b)(2)

Reference Listed Drug (NDA #, Drug name)

)
o

Application Classifications:

TR —;ggifm .zt;i;",raa_.m--. .
s lar O ‘&i

¢ Review priority

(X) Standard () Priority

s  Chem class (NDAs only)

6S

e  Other (e.g., orphan, OTC)

User Fee Goal Dates

June 7, 2002 (N 21-397)
Junel7, 2002 (N 21-423/21-424)

Special programs (indicate all that apply)

(X) None
Subpart H
() 21 CFR 314.510 (accelerated
approval)
()21 CFR 314.520
(restricted distribution)

() Fast Track
() Rolling Revxew
< User Fee Information i A
e  User Fee (X) Paid
e  User Fee waiver () Small business
() Public health
() Barrier-to-Innovation
() Other
e  User Fee exception () Orphan designation
() No-fee 505(b)(2)
( ) Other
< Application Integrity Policy (AIP) . GEe
e Applicant is on the AIP ( ) Yes X) No
o This application is on the AIP ()Yes (X)No
e  Exception for review (Center Director’s memo)
e OC clearance for approval
< Debamment certification: verified that qua]xfymg language (e.g., wﬂlmg]y, knowmgly) was | (X) Verified

not used in certification and certifications from foreign applicants are co-s;gned by U.S.
agent. .

Patent '

e Information: Verify. that patent information was submitted -~

X) Venﬁed

e Patent certification [505(b)(2) applications]: Verify type of cemﬁcanons
submitted

21 CFR 314.50(i)(1)())(A)
O Ooun Om O

21 CFR 314.50(i)(1)
Q@) Qi)

e  For paragraph IV certification, verify that the applicant notified the patent
holder(s) of their certification that the patent(s) is invalid, unenforceable, or will
not be infringed (certification of notification and documentatlon of receipt of
notice).

() Verified

Version: 3/27/2002




NDA 21-397/21-423/ 21-424
Page 2

o
L4

Exclusivity (approvals only)

¢  Exclusivity summary

e Is there an existing orphan drug exclusivity protection for the active monety for
the proposed indication(s)? Refer to 21 CFR 316.3(b)(13) for the definition of
sameness for an orphan drug (i.e., active moiety). This definition is NOT the
same as that used for NDA chemical classification!

() Yes, Application #
X) No

Administrative Revnews (Project Manager ADRA) (indicate date of each revzew)

LA e

““General Inform

Actions

=

el x NI

ain

¢ Proposed action

(X) AP OTA OAE ()NA

s Previous actions (specify type and date for each action taken)

e  Status of advertising (approvals only)

(X) Matenials requested in AP letter

Public communications

) Rewewed for Subpart H i

e Press Office notified of action (approval only)

0Yes (X ) Not apphcable

¢ Indicate what types (if any) of information dissemination are anticipated

(X) None

() Press Release
() Talk Paper
() Dear Health Care Professional

*

Labeling (package insert, patient package insert (if applicable), MedGuide (if applicable)

Letter

¢ Division’s proposed labeling (only if generated after latest applicant submission X
of labeling) .

e Most recent applicant-proposed labeling

e  Original applicant-proposed labeling X

e Labeling reviews (including DDMAC, Office of Drug Safety trade name review,
nomenclature reviews) and minutes of labeling meetings (indicate dates of
reviews and meetings)

DDMAC did not write a review,
but did OK the draft label sent to
the sponsor 5/23/02.

e Other relevant labeling (e.g., most recent 3 in class class labeling)

°
.

Labels (immediate container & carton labels)

* Division proposed (only if generated after latest applicant submission)

e Applicant proposed

e Reviews

Post-marketing commitments

e  Agency request for post-marketing commitments

""" Documentation of discussions and/or agreements relating to post-marketmg
commitments

"Outgoing correspondence (i.e., letters, E-mails, faxes)

Memoranda and Telecons

Minutes of Meetings

o  EOP2 meeting (indicate date)

¢  Pre-NDA meeting (indicate date)

e  Pre-Approval Safety Conference (indicate date; approvals only)

e Other

Version: 3/27/2002
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< Advisory Committee Meeting

e Date of Meeting

NDA 21-397/21-423/ 21-424
Page 3

e 48-hour alert

SFn *‘,\‘Summary_Apphcatnon Review

< Summary Revrews (e.g., Office Director, Division Director, Medical Team Leader)
(indicaie date for each review)

T e TRt =
—-Chmcal Informatlon §

< Clinical review(s) (indicate date for each review)

{] X(HFD-170 May24 2002 \/

X (HFD-120, April 11, 2002)

< Microbiology (efficacy) review(s) (indicate date for each review)

N/A

< Safety Update review(s) (indicate date or location if incorporated in another review)

Included in HFD-170 Clinical
Review (see above)

% Pediatric Page (separate page for each indication addressing status of all age groups)

X

< Statistical review(s) (indicate date for each review)

‘X (May 24,2002) =

« Biopharmaceutical review(s) (indicate date for each review)

X (HFD-170, May 6, 2002)

X (HFD-170, addendum, May 13,
2002)

X (HFD-120, May 14, 2002)

__for each review)

< Comrelled Substance Staff review(s) and recommendation for scheduling (indicate date

N/A

)

<+ Clinical Inspection Review Summary (DSI)

e (Clinical studies

e Bioequivalence studies

i ¥ oiCMC. Informatlon e g_‘,ﬂ:

< CMC revrew(s) (mdtcate date for each review)

X (May 13, 2002)

+» Environmental Assessment

e Categorical Exclusion (indicate review date)

e Review & FONSI (indicate date of review)

e Review & Environmental Impact Statement (indicate date of each review)

See May 13, 2002 CMC Reviews

“ Micro (validation of sterilization & product sterility) review(s) (indicate date for each
review) ' /

N/A

< Facilities inspection (provide EER report)

N/A (Approved Drug Product)
Date completed: -

() Acceptable

() Withhold recommendation

<+ Methods validation

N/A (Approved Drug Product)
() Completed
() Requested

() Not yet requested

‘s Pharm/tox review(s), includmg referenced IND reviews (indicate date for each review)

X (May 21,2002)

< Nonclinical inspection review summary

< Statistical review(s) of carcinogenicity studies (indicate date for each review)

< CAC/ECAC report

Version: 3/27/2002
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Form Approved: OMB No. 0910-0297
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: February 29, 2004,
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION USER FEE COVER SHEET

See Instructions on Reverse Side Before Completing This Form

A completed form must be signed and accompany each new drug or biologic product application and each new‘supplement. See exceptions on the

reverse side. ¥ payment is sent by U.S. mail or courier, please include a copy of this completed form with payment. Payment instructions and fee rates
can be found on CDER's website: http://www.fda.gov/cder/pdufa/defautt.htm

1. APPLICANT'S NAME AND ADDRESS 4. BLA SUBMISSION TRACKING NUMBER (STN) / NDA NUMBER
Parke-Davis Pharmaceutical Research 21-397 (Type 6 NDA)
Division of Warner-Lambert Company - .
2800 Plymouth Rd 5. DOES THIS AP%LICA 1ON Enlsoums CLINICAL DATA FOR APPROVAL?
Ann Arbor, Mi 48105 - YES LINO
, IF YOUR RESPONSE IS"NO* AND THIS IS FOR A SUPPLEMENT, STOP HERE
AND SIGN THIS FORM, :

{F RESPONSE IS 'YES', CHECK THE APPROPRIATE RESPONSE BELOW:

THE REQUIRED CLINICAL DATA ARE CONTAINED IN THE APPLICATION.
[} THE REQUIRED CLINICAL DATA ARE SUBMITTED BY

2. TELEPHONE NUMBER (include Area Code) REFERENCE TO:
( 734)622-1819 " (APPLICATION NO. CONTAINING THE DATA).
3. PRODUCT NAME 6. USERFEE LD, NUMBER
Neurontin (gabapentin) 4163

(C

7. IS THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION.

D A LARGE VOLUME PARENTERAL DRUG PRODUCT D A 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A FEE
APPROVED UNDER SECTION 505 OF THE FEDERAL (See item 7, reverse side before checking box.)

FOOD, DRUG, AND COSMETIC ACT BEFORE 9/1/92
(Self Explanatory)

[C] THE APPLICATION QUALIFIES FOR THE ORPHAN [[] THE APPLICATION 1S A PEDIATRIC SUPPLEMENT THAT
EXCEFTION UNDER SECTION 736(a)(1)(E) of the Federal Food, QUALIFIES FOR THE EXCEPTION UNDER SECTION 736(a)(1)}(F) of
Drug, and Cosmetic Act the Federal Food, Drug, and Cosmetic Act
(See item 7, reverse side before checking box.) (See item 7, reverse side before checking box.)

D THE APPLICATION 1S SUBMITTED BY A STATE OR FEDERAL
GOVERNMENT ENTITY FORA DRUG THAT IS NOT DISTRIBUTED
COMMERCIALLY
(Self Explanatory)

8. HASA WAl AN APPLICATION FEE BEEN Gl FORTHIS APPLICATION?
VER OF LICATION FEE RANTED \ Oves [Eno

(See ltem 8, reverse side If answered YES)

(C

Public reporting burden for this collection of information is estimated to average 30 minutes per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this coliection of information, including suggestions for reducing this burden to:

Department of Health and Human Services Food and Drug Administration An agency may hot conduct or sponsor, and a person is not

Food and Drug Administration CDER, HFD-94 required to respond to, a collection of information urless it
CBER, HFM-99 and 12420 Parkiawn Drive, Room 3046 displays a currently valid OMB control number.
1401 Rockville Pike Rockvilie, MD 20852

Rockville, MD 20852-1448

iGNATURE OF AWTHORRKED RESENTATIVE TITLE ’ . DATE

/3)“( 5, ' 4 Director, Worldwide Regulatory Affairs July 31, 2001

FORM FDA 3397 (301 )[ : Cremod by, FSC Motis Ars (O01) #43-2454 EF



N

\

USER FEE VALIDATION SHEET

NDA # Q-4 344 Supp. Type &#_Noen -~ - UFID#_ 4193

YES NO

(e.g., N0O0O, SLR001, SE1001, ctc.)

User Fee Cover Sheet Validated? MIS_Elements Screen CharIge(s):

N

>

YES (NO

REF
a1-347
YES

o
\
. YES NO

YES

APPLICATION CONTAINS CLINICAL DATA? -~
(Circle YES if NDA contains study or literature reports of what are explicitly or implicitly

. represented by the application to be adequate and well-controlled trials. Clinical data

do not include data used to modify the labeling to add a restriction that would improve
the safe use of the drug (e.g., to add an adverse reaction, contraindication or warning
to the labeling).

IF NO CLINICAL DATA IN SUBMISSION, INDICATE IF CLINICAL DATA ARE
CROSS REFERENCED IN ANOTHER SUBMISSION.

SMALL BUSINESS EXEMPTION

WAIVER GRANTED

NDA BEING SPLIT FOR ADMINISTRATIVE CONVENIENCE (other then bundling).
If YES, list all NDA #s, review division(s) and those for WhICh an application fee applies.

NDA # Division

Nat- 397 HFD- 170 . CFee>
Na-Ha> HFD-_1D - Fee &

BUNDLING POLICY APPLIED CORRECTLY?. No Data Entry Required

(Circle YES if application is properly designated as one application or is properly submitted
as a supplement instead of an original application. “Circle NO if application should be split
into more than one application or be submitted as an original instead of a supplement. If
NO, list resulting NDA #s and review division(s). . '

NDA # . Division - . NDA#- . Division
N , HFD- N HFD-

PRIORITY or S,T"AN_DARD APPLICATION.’.{'L . ;«_l

2/14/00

PM Signature

%\,M“ /x as—oué;:;ﬂ,;-i_-- fs\ ooy

CPMS: oncurrence S|gnatureIDate




USER FEE VALIDATION SHEET

NDA# Q1-4>3  Supp.Type &# Noon - UFID#_ 4|94

1. @ NO

I

(e.g. N00O, SLROO1, SE1001, etc.)

User Fee Cover Sheet Validated? M"IS;;_"EIiénients Screen Change(s):

2. YES (NO >

APPLICATION CONTAINS CLlNICAL DATA? . :
(Circle YES if NDA contams study or Itterature reports of what are exphcutly or implicitly

do not include data used to modify the |abeI|ng to add-a restriction that wouId improve
the safe use of the drug (e.g., to add an adverse reactlon contraindication or warnmg
to the labeling).

IF NO CLINICAL DATA IN SUBMISSION,TINDICATE IF CLINICAL DATA ARE
CROSS REFERENCED IN ANOTHER SUBMISSION.

SMALL BUSINESS EXEMPTION
WAIVER GRANTED

NDA BEING SPLIT FOR ADMINISTRATIVE: CONVENIENCE (other then bundling).
If YES, list all NDA #s, review division(s) and. those for which an application fee applies.

NDA # Division

Na\- 37 HFD-_\20

N_21- 43¢ HFD- 3342 ' Fee ‘

BUNDLING POLICY APPLIED CORRECTLY? No Data Entry Required

(Circle YES if application is properly designated as one application or is properly submitted
as-a supplement instead of an original-application. Circle NO if application should be split

into more than one application or be submiitted. as an ongmal instead of a supplement. If
NO, list resultung NDA #s and revnew dnwsxon(s)

NDA# : Division NDA# . Division
N D N_.. WD

PRIORITY or STANDARD APPLICATION? .-~

2/14/00

s ey

CPMS Concurrence Slgnature /- Date




USER FEE VALIDATION SHEET

NDA # S\ 3A7  Supp. Type & # Nooo urip#  1£3
(c.g., NOOO, SLROOI, SE1001, ctc:)

/—3

1. WES NO User Fee Cover Sheet Validated? MIS_Eiements Screen Change(s):

2. @ NO APPLICATION CONTAINS CLINICAL DATA?
- (Circle YES if NDA contains study or literature reports of what are explicitly or implicitly
. represented by the application to be adequate and well-controlled trials. Clinical data
“do not include data used to modify the labeling to add a restriction that would improve

the safe use of the drug (e.g., to add an adverse reaction, contraindication or warning
to the labeling).

R’EF : IF NO CLINICAL DATA IN SUBMISSION, INDICATE IF CLINICAL DATA ARE
CROSS REFERENCED IN ANOTHER SUBMISSION.

3. YES /N‘Oﬂ SMALL BUSINESS EXEMPTION

( 4. YES (NO_J WAIVER GRANTED

_ . ) )
5. //YES_) NO NDA BEING SPLIT FOR ADMINISTRATIVE CONVENIENCE (other then bundling).
N—- If YES, list all NDA #s, review division(s) and those for which an application fee applies
NDA # Division
N A& 434 HFD- 70 ~ Fee @
N-42 HFD-_t 7() Fee (NoFee
,-‘\.\ - - —
6. YES @.) BUNDLING POLICY APPLIED CORRECTLY? No Data Entry Required

(Circie YES if application is properly designated as one application or is properly submitted
as a supplement instead of an original application. Circle NO if application should be split
into more than one application or be submitted as an original instead of a supplement f
NO, list resulting NDA #s and review division(s). =

NDA # Division " NDA# . Division
NAl-4Q3 HFD- | 7( - NAFYH HFD- {7 (2

7. P < S ) PRIORITY or STANDARD APPLICATION?

\‘3\ | 'A ?;/z S/QI i : 5 \%\ \% s / vy

PM Signaturf/ Date .CPMS»Concurrer‘ce Signature / Date

(' 2/14/00

e R LI Lt Sl . . P e e e mmeeein



Exclusivity Checklist

[NDA: 21-397/21-423/21-424

[Trade Name: Neurontin

iGeneric Name: gabapentin

Applicant Name: Pfizer/Parke-Davis

|Division: HFD-170

Project Manager: Kim Compton

Approval Date: May 24, 2002

PART L: IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, but only for certain supplements. Complete
Parts II and III of this Exclusivity Summary only if you answer "yes" to one or more of the following questions about the
Jsubmission. ' -

la. Is it an original NDA? e es | X [No
b. Is it an effectiveness supplement? ’ B o Yes No |X
c. If yes, what type? (SEI, SE2, etc.) - e N/A

Did it require the review of clinical data other than to support a safety clalm or change in
1abehng related to safety? (If it required review only of bxoavallablllty or bloequlvalence data, {Yes |X |[No
janswer "no.")

f your answer is "no" because you believe the study is a bioavailability study and, therefore, not eligible for exclusivity,
XPLAIN why 1t is a bioavailability study, including your reasons for dlsagreemg with any arguments made by the
pplicant that the study was not simply a bloavallabxhty study. - :

Explanation:

" If it is a supplement requiring the review of clinical data but it is not an effectlveness supplement describe the change or
claim that is supported by the clinical data: :

Explanation: . - .
d. Did the applicant request exclusivity? - , 0 fYes|] [No X
If the answer to (d) is "yes," how many years of exclusivitydid the applicant request?

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIO\S GO DIRECTLY TO THE
IGNATURE BLOCKS.

. Has a product with the same active ingredient(s), dosage form; strength route of Yes No 11X
- jpdministration, and dosing schedule previously been approved by FDA for the same use? ;
If yes, NDA # L '
Drug Name:
JIF THE ANSWER TO QUESTIO‘J 2 lS "YES," GO DIRECTLY TO THE S[GVATLRE BLOCKS.
3. I this drug product or indication a DESI upgrade? ' S [res | [No -|X

F THE ANSWER TO QUESTION 3IS"YES," GO DIRECTLY TO THE SIGVATURE BLOCKS (even ifa
tudy. was required for the upgrade) .

PART H: FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #l or #2, as“appropriate) : TR

1. Single active ingredient product. ' - - : Lo es | X [No
as FDA previously approved under section 505 of the Act any drug product containing the
ame active moiety as the drug under consideration? Answer ' "yes"-if-the-active:moiety
including other estenﬁed forms, salts, complexes, chelates or clathrates) has been previously
pproved, but this partxcular form of the active moiety, e.g., this particular €éster or salt
including salts with hydrogen or coordination bonding) or other non—covalent derivative (such
s a complex, chelate, or clathrate) has not been approved. Answer 0'"if the compound -

requires metabolic conversion (otherthan deestenﬁcanon of an estenﬁed form of the drug) to

produce an already approved active moiety. -

If "yes," identify the approved drug product(s) containing the actlv,

Drug Product

INDA #

Yes X»-‘ No

1ety, and if known, the NDA #(s)
T Neurontin Capsules
I 20-235




Drug Product R ) eurontin Tablets

NDA # R L 20-882

Drug Product - ] . [Neurontin Oral Solution
INDA # - B 21-216, 21-129

2. Combination product. ERE < [Yes No |X

If the product contains more than one active moiety (as deﬁned in Part Il "#1), has FDA )
previously approved an application under section 505 containing any one of the active moieties
in the drug product? If, for example, the combination contams one never-before-approved active
moiety and one previously approved active moiety, answer "yes."” (An active moiety-that is
marketed under an OTC monograph, but that was never approved under an NDA, is considered
not previously approved.)

Yes No X

If "yes," identify the approved drug product(s) contammg the active morety, ‘and, xf known, the NDA #(s).

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART H IS "NO, " GO DIRECTLY TO THE SIGNATURE
BLOCKS. IF "YES," GO TO PART III. .

PART III: THREE-YEAR EXCLUSIVITY FOR NDA'S AND, SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new clinical
investigations (other than bioavailability studies) essential to the approval of the application and conducted or sponsored
by the applicant.” This section should be completed only if the answer to-PART II; Question 1 or 2, was "yes.”

1. Does the application contain reports of clinical investigations? (The Agency interprets
"clinical investigations" to mean investigations conducted on humans other than.bioavailability
tudies.) If the application contains clinical 1nvest1gatrons only by virtue of a right of reference
o clinical 1nvest1gatlons in another application, answer "yes," then skip to question 3(a). If the
nswer to 3(a) is "yes" for any investigation referred to in another apphcatron do not complete
emainder of summary for that investigation.

Yes |X [No .

IIF "NO,"” GO DIRECTLY TO THE SIGNATURE BLOCKS

. A clinical investigation is "essential to the approval" if the Agency ¢ could not have approved the application or
upplement without relying on that investigation. Thus, the investigation is not essential to the approval if 1) no clinical
investigation is necessary to support the supplement or application in light of previously approved applications (i.e.,
information other than clinical trials, such as bioavailability data, would be sufficient to provide a basis for approval as

lan ANDA or 505(b)(2) application because of what is already known about a previously approved product), or 2) there

re pubhshed reports of studies (other than those conducted or sponsored by the applicant) or other publicly available
ata that independently would have been sufficient to support approval of the application, without reference to the

linical investigation submitted in the application. For the purposes of thls sectron studies comparing two products with
e same ingredient(s) are considered to be bioavailability studies. : .

la) In light of previously approved applications, is a clinical investigation (erther conducted by
the applicant or available from some other source, including the pubhshed hterature) necessary [Yes | X [No
to support approval of the application-or supplement? . -

[f "no,” state the basis for your- conclusron ‘that a clinical mal is not necessary for approval AND GO DIRECTLY TO
SIGNATURE BLOCKS. : S

Basis for conclusion: o - ‘ e

b) Did the applicant submit a list of pubhshed studles relevant to the safety and effectiveness of
this drug product and a statement that the-publicly available data would not-independently

upport approval of the application? therature could not support new lndlcatron alone (per Yes No X
E\’l dical Officer,’5/23/02). - ; :
1) If the answer to 2 b) is "yes, do you personally know of any reason to dlsagree wrth the Ves No X

pplicant's conclusion?- If not apphcable answer NO.
If yes, explain; =~ - :

2) If the answer to 2 b) is "no " are you aware of pubhshed studres not conducted or sponsored -
by the applicant or other pubhcly available data that could mdepende ) ly demonstrate the safety [Yes No }|X
Land effectiveness of this drug product?

If yes, explain:

c) If the answers to (b)(1) and (b)(2) were both "no," 1dent1fy the chmcal mvestrgatlons subnutted in the apphcatlon that
jare essential to the approval: .

Investigation #1 (Efficacy), Study #: ST [945-211




Investigation #2 (Efficacy), Study #: ) ) 945-295
Investigation #3 (Safety), Study #: ] L ‘ 945-210
Investigation #4 (Safety), Study #: : : I 945-224
Investigation #5 (Safety), Study #: - L - 045-306

3. In addition to being essential, investigations must be "new" to’ support exclusmty The agency interprets "new clinical
investigation” to mean an investigation that 1) has not been relied on by the agency to demonstrate the effectiveness of a
previously approved drug for any indication and 2) does not duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectiveness of a previously approved drug product, i.e., does not redemonstrate
lsomething the agency considers to have been demonstrated in an already approved application.

la) For each investigation identified as "essential to the approval," has the investigation been relied on by the agency to
demonstrate the effectiveness of a previously approved drug product? (If the 1nvest1gat10n was relled on only to support
the safety of a previously approved drug, answer "no.")

Investigation #1 o . Yes No |X
Investigation #2 ’ o . Tres | No X
Investigation #3 T ) Yes No |[|X
- Investigation #4 L Yes No |X
.. Investigation #5 o : ' ' [Yes No |X

: [f you have answered "yes" for one or more investigations, identify each such investigation and the NDA in which each
was relied upon: .
b) For each investigation identified as "essential to the approval," does’ the mvestxgatlon duphcate the results of another
investigation that was relied on by the agency to support the effectxveness of a previously approved drug product?

: : fres] INo |X

[f you have answered "yes" for one or more investigations, identify the NDA in which a similar mvestlgahon was relied
on:
- I the answers to 3(a) and 3(b) are no, identify each "new" mvjest;gahorx m'the 'apphcatron’ or supplement that is essential
to the approval (i.e:, the investigations listed in #2(c), less-any that are not "new"): All listed in 2(c) are “new”.

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have been conducted or

lsponsored by the applicant. An investigation was "conducted or sponsored by" the applicant if, before or during the

conduct of the investigation, 1) the applicant was the sponsor of the.-IND named in the form FDA 1571 filed with the

Agency, or 2) the applicant (or its predecessor in interest) provided substantial support for the study. Ordinarily,

Jsubstantial support will mean providing 50 percent or more of the cost of the study.

ba. For each investigation identified in response to question 3(c): if the investigation was carried out under an IND, was

the applicant identified on the FDA 1571 as the sponsor? Yes ]

b. For each investigation not carried out under an IND or.for which thé applicant was not identified as the sponsor, did

the applicant certify that it or the applicant's predecessor in interest provided substantial support for the study” Yes

c. Notwithstanding an answer of "yes" to (a) or (b), are there other réasons to believe that the
pplicant should not be credited with having "conducted or sponsore <the study? (Purchased
tudies may not be used as the basis for exclusivity. However, if all rlghts tothe drugare - [Yes No |X

purchased (not just studies on the drug), the applicant may be con51dered to have sponsored or

conducted the studies sponsored or conducted by its predecessor in mterest y

~ Jif yes, explain: : Lo ] B

Completed by Kim Compton, Regulatory PrOJect Manager w1th the assrstance of Sharon Hertz, M D, Medxcal
Officer. i PO -

Concurred by: Cynthia McCorrnick, M.D., Division Director .

APPEARS THIS WAY -
ON ORIGINAL




This is a representation of an electronic reéd,rd'th’élti was signed electronically and
this page is the manifestation of the electronic signature.

Cynthia McCormick
5/24/02 04:12:42 PM
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Item 16 (revised)
NDA 21-397 L
Neurontin (gabapentin) Capsules

DEBARMENT CERTIFICATION
[FD&C Act 306(k)(D]

Pfizer hereby certifies that it did not and will not use in any cépacity the services of any
person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in
connectionwith this application.

< Dl - My 3 2002
Drusilla L. Scott, PhD v Date
Director, Regulatory Strategy and Policy

APPEARS THIS WAY
ON ORIGINAL




N 21-397/ 21-423/ 21-424 Neurontin Capsules; Tablets and Oral Solution

For review of Financial Disclosure see the main Ciifﬁbal RéView of these
NDAs by Dr. Sharon Hertz (dated May 23, 2002, pg. 18, sect. 5.5)

APPEARS THISWAY
ONORIGINAL
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MEMORANDUM OF TELECON

t

DATE: November 9, 2001

APPLICATION NUMBER: NDA 21-397, Neurontin (gabapentin), Capsules
NDA 21-423, Neurontin (gabapentin), Tablets,
NDA 21-424, Neurontin (gabapentin), Oral Solution

BETWEEN:
Name: Drusilla Scott, Director, Regulatory Strategy and Registration
Phone: 734-622-1819

Representing: Pfizer Inc.

AND
Name: Judit Milstein, Regulatory Project Manager
Sharon Hertz, M.D., Medical Officer
Division of Anesthetic, Critical Care, and Addiction Drug Products

SUBJECT: DISCUSSIOH of Pﬁzer s request for a change in indication, from
: ” to “management of . aem——ie . postherpetic.

neuralgia.”

BACKGROUND:
NDA 21-397 was submitted on August 7, 2001, and NDAs 21-423 and 21-424 were submitted
on August 17, 2001. The indication in the three NDAs was Management of ——— .

On October 4, the sponsor submitted, at the Division’s request, datasets combining safety data
from the 5 clinical studies submitted with the application. The NDAs were filed on October 5,
2001.

On October 22, 2001, Pfizer requested to change the indication in their NDAs from

~— . . 1o “management of: O

postherpetic neuralgla This last indication was suggested to the sponsor at the pre-NDA

meeting dated May 13, 2001.

On November 6, 2001, Pfizer submitted proposed timelines for submission of documents and
datasets to support the change in indication.

DISCUSSION:
The Division accepted Pfizer’s request for a change in indication

The Division will review all relevant safety information contained in the original submission,
notwithstanding the change in indication



" NDA 21-397

NDA 21-423
NDA 21-424
Page 2

Pfizer will submit :
1. new datasets to support the change in indication by the end of November
2. updated ISS by December 20, 2001.
3. revised labeling by mid January, 2002.

Medical Officer concurs with these timelines.

Judit Milstein
Regulatory Project Manager

APPEARS THIS WAY
ON ORIGINAL



This is a representation of an electronic record that was fsf'i‘gned electronically and
this page is the manifestation of the electronic signature.

/s/
Judit Milstein
11/30/01 04:04:24 PM
CSO
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MEMORANDUM OF TELECON

DATE: October 5, 2001
APPLICATION NUMBER: NDA 21-397 (NDA 21-423, NDA 21-424)
DRUG: Neurontin (gabapentin)

BETWEEN:

Name: Stephen Gracon, DVM — Regulatory Affairs
Robin Pitts, RPh — Regulatory Affairs
Drusilla Scott, PhD — Regulatory Affairs
Lloyd Knapp, PharmD - Clinical Development
Michael Poole, MD - Clinical Development
Kevin Chartier, PhD — Biostatistics
Jeff Robbins — Biostatistics
Douglas Y. Shapiro, MD, PhD - Clmlcal Development
Marie Ulrey — Development Operations
Thomas Purcell, MS - Clinical Communications
Sue Kolberg — Programming
Kjersten Ingolfsrud - Programming

Representing: Parke-Davis/Pfizer

Phone: 877-300-8186, #929261
AND . ,
Name: Sharon Hertz, M.D., Medical Reviewer
Laura Governale, Pharm.D., Regulatory Project Manager
Division of Anesthetic, Critical Care, and Addiction Drug Products
HFD-170
SUBIJECT: Presentation of adverse event profiles

A teleconference was held today to outline the proposal for the format of the adverse event tables
for NDA 21-397 (NDA 21-423, NDA 21-424). It was agreed between the sponsor and Dr. Hertz
that the adverse event tables will be reconstructed to capture the dose at which the adverse event
occurred. In addition, the dose ranges depicting the highest dose achieved will be reconstructed
to reflect at which dose the adverse event occurred. The sponsor will submit a draft of the
adverse event tables by fax on Tuesday, October 9, 2001 to obtam the Division’s concurrence
before executing the proposal. R




Laura Governale, Pharm.D.
Regulatory Project Manager

APPEARS THIS WAy
ON ORIGINAL
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This is a representation of an electronic record that wasj:sig’n'efd'eléctroniéally and
this page is the manifestation of the electronic signature.

Laura Governale
10/10/01 03:12:30 PM
Cso

APPEARS THISWAY
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MEMORANDUM OF ’:I‘ELEACON

DATE: October 3, 2001

APPLICATION NUMBER: NDA 21-397, NDA 21-423,NDA 21-424 -

DRUG: Neurontin (gabapentin)
BETWEEN:
Name: Drusilla Scott, Ph.D.
Representing: Director, Regulatory Strategy and Registration
Phone: 734-622-1819 _
AND C -
Name: Sharon Hertz, M.D., Medical Reviewer

Laura Governale, Pharm.D., Regulatory Project Manager
Division of Anesthetic, Cr1t1ca1 Care, and Addxctlon Drug Products
HFD-170

SUBJECT: Integrated safety dataset; presentation of adverse event profiles

The sponsor was told to submit the integréted safety dataset t'o"i,the FDA by Friday,
October 5, 2001, in order for the application to be filed. The sponsor should also fax/e-
mail a table of the variables included in the dataset by Thursday, October 4, 2001.

In addition, the sponsor will submit a proposal of the marked table presentation for the
adverse event profiles later this afternoon. ‘A telecon will bé scheduled for Friday,
October 5, 2001, at 2:00 PM to discuss in detail the format of the adverse event /
presentation. The presentation should include a correlatlon between the adverse event -

and the dose at which the adverse event occurred

The sponsor agreed to prowde the mtegrated safety dataset and the table of varlables by
the above mentioned tlmelmes e

Laura Govemale Pharm D A
Regulatory PI‘OjeCt Manager




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Laura Governale
10/9/01 04:48:24 PM
CsoO
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MEMORANDUM OF TELECON |

DATE: August 13-14, 2001
APPLICATION NUMBER: NDA 21-397

BETWEEN:
Name: Drusilla Scott, Ph.D.
Steve Gracon, Ph.D.
Representing: Pfizer/Parke-Davis

Phone: 734-622-1819
AND
Name: Laura Govemale, Pharm.D., Regulatory Project Manager
Division of Anesthetic, Critical Care, and Addiction Drug Products
HFD-170
SUBJECT: New NDA'’s needed for tablet and solution dosage forms

The sponsor was advised to submit two new NDA'’s for the tablet and oral solution
dosage forms for Neurontin® (gabapentin). The new NDA’s may be cross-referenced to
NDA 21-397 for Neurontin® Capsules. A form 356(h) should also accompany each new
NDA.

The sponsor agreed to comply.

Laura Governale, Pharm.D.
Regulatory Project Manager
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ON ORIGINAL



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Laura Governale
8/14/01 01:05:46 PM
CSO
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Pediatric Page Printout " ' Page 1 of 1

FDA Links Searches Check Lists Tracking Links Calendars Reports Help

PEDIATRIC PAGE (Complete for all original application and all efficacy supplements)

NDA Number: 1397"""frade Name: NEURONTIN (GABAPENTIN)100/300/400 MG CAP
Supplement Number: 000 e Generic Name: GABAPENTIN

Supplement Type: N Dosage Form:

Regulatory Action: oP COMIS Indication:. — —

Original NDA Action Date: 8/7/01

Indication #1 Management of Postherpetic Neuralgia
. Comments (if  This indication is not significant in the pediatric population, so studies of the use of this product for this indication in

any): pediatric patients are being waived.
Ranges for This Indication
Lower Range Upper Range Status Date
0 years 16 years Waived

Comments: See comment above.

This page was Jast

T : ited 0n 5122002 .
ol | s/22 ﬂa-z,

Signat{are v y 0 Date

APPEARS THIS WAY
CM ORIGINAL

http://cdsodedserv2/peds/pedsview.asp?Source=Peds&Document id=2204183 5/22/02



Pediatric Page Printout

FDA Links Searches Check Lists Tracking Links Calendars Reports

Page 1 of 1

Help

PEDIATRIC PAGE (Complete for all original application and all efficacy supplements)

_ I st SN o o L. . .
NDA Number: % 1423 . Trade Name: NEUROTIN (GABAPENTIN) TABLETS
Supplement Number: 000 Generic Name: GABAPENTIN :
Supplement Type: N Dosage Form:
Regulatory Action: opP COMIS Indication:.

- Original NDA Action Date: 8/17/01

Indication # 1 Management of Postherpetic Neuralgia
Comments (if any): -
Ranges for This Indication

Lower Range Upper Range Status Date
Oyears 16 years Waived

This page was Iast editegron 5/22/02
Shalo

Slgéature , ]/ Date

{
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http://cdsode4serv2/peds/pedsview.asp?Source=Peds&Dbcument;id=2224397
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Pediatric Page Printout | . Page 1 of 1

EDA Links Searches Check Lists Tracking Links Calendars Reports Help

4 ( PEDIATRIC PAGE (Complete for all original application;énd all efficacy supplements)

NDA Number: $51424 ““Frade Name:  NEUROTIN (GABAPENTIN) ORAL SOLUTION
Supplement Number: “000  Generic Name: GABAPENTIN

Supplément Type: N Dosage Form:

Regulatory Action: OoP COMIS Indication: :  sucas :\

Original NDA Action Date: 8/17/01

Indication # 1 Management of Postherpetic Neuralgia
Comments (if any):
Ranges for This Indication

Lower Range Upper Range Status ate
0 years 16 years Waived

—~This page’was last edited on 5/22/02

B\ .5/2 2 /D2
Signatu@ Date
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