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Chemistry Review Data Sheet

1. NDA 21-397

2. REVIEW # 1

3. March 3, 2002

4. Michael C. Theodorakis, Ph.D.

'5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
N/A Original application '

6. SUBMISSION(S) BEING REVIEWED:
Submission(s) Reviewed Document Date
Original 07-AUG-2001
Amendment (BZ), Labellng 20-DEC-2001
Amendment (BZ), Labeling 14-JAN-2002
Amendment (BZ), Labeling 11-FEB-2002

7. NAME & ADDRESS OF APPLICANT:

Parke-Davis Pharmaceuticals Inc.
Name: Subsidiary of Pfizer Inc.
Pfizer Inc.
Address: 235 East 42" Street
New York, N.Y. 10017 -
Representat Drusilla Scott, Ph. D
ive: Director

Telephone: 734-622-1819

8. DRUG PRODUCT NAME/CODE/TYPE:
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a) Proprietary Name: Neurontin Capsules
b) Non-Proprietary Name gabapentin capsules
c) Code Name/#
d) Chem. Type/Submission Priority (ONDC only):
® Chem. Type : 6
® Submission Priority: S
9. LEGAL BASIS FOR SUBMISSION:
Type 6 NDA: ‘
- 10. PHARMACOL. CATEGORY:
g /__—._._—-——u ‘7 .
1l. DOSAGE FORM:
Capsules
12. STRENGTH/POTENCY:
100, 300, and 400 mg/capsule
"13. ROUTE OF ADMINISTRATION:
Oral
14. Rx/OTC DISPENSED: _ X Rx OTC
. 7 :
15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

e - : B e R U

SPOTS product - Form Completed

X Not a SPOTS product
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CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA,

MOLECULAR WEIGHT:

Gabapentin is described as 1- (aminomethyl) cyclohexaneacetic
~acid with a molecular formula of CgH;;NO, and a molecular weight
of 171.24. The structural formula of gabapentin is

CHaoNH,

/ X

CH,CO,H

f
Gabapentin is a white to off-white crystalline solid. It is
freely soluble in water and both basic and acidic aqueous

solutions.
'17. RELATED/SUPPORTING DOCUMENTS:
A. DMFs:
DATE
sz TYPE | HOLDER REpéggzch CODE® | STATUS? REVIEW COMMENTS
COMPLETED

1 Action codes for bMF Table:

1

- DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as
follows:

2

SOy W

-Type 1 DMF
- Reviewed previously and no revision since last review

- Sufficient information in application
Authority to reference not granted '
- DMF not avallable

Other (explain under "Comments")

2 pdequate, Inadequate, or N/A (There -is enough data in the
application, therefore the DMF did not need to be reviewed)
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B. Other Documents:

DOCUMENT APPLICATION NUMBER DESCRIPTION
NDA 20-235; approved Neurontin (gabapentin)
Capsules
NDA 20-882; approved Neurontin (gabapentin)
Tablets
NDA 21-129; approved ‘Neurontin (gabapentin) Oral
, Solution
NDA 21-216; approved Neurontin (gabapentin) Oral
pediatric. Solution
NDA 21-397; Type 6 under Neurontin (gabapentin)
review Capsules )
NDA 21-423; Type 6 under Neurontin (gabapentin)
review Tablets
NDA 21-424; Type 6 under Neurontin (gabapentin) Oral
review . Solution
IND 28,454 (SN 423) Neurontin (gabapentin)
Capsules
IND 52,718 Neurontin (gabapentin)
Capsules e
IND 57,813 Neurontin (gabapentin) Oral
: Solution
IND 58,148 Neurontin (gabapentin)
Capsules
IND 60,622 Neurontin (gabapentin)
, Capsules
\
18. " STATUS:
CONSULTS/ CMC '
'RELATED REVIEWS RECOMMENDATION DATE . REVIEW;R
Biometrics
EES
Pharm/Tox
.Biopharm
LNC
Methods
Validation
OPDRA
EA

Microbiology
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Executive Summary Section

The Chemist:y Review for NDA 21-397

, The Executive Summary:

I. Recommendations

A. Recommendation and Conclusion on Approvability:
It is recommended that approval be granted to this NDA.

B. Recommendation on Phase 4 (Post-Marketing) Commitments,
Agreements, and/or Risk Management Steps, if Approvable:
No Phase IV commitments were made.

II. Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)
This is a Type 6 NDA. All information about the
manufacture and controls of the drug substance,
gabapentin, is included in the approved NDA 20-235,
Neurontin (gabapentin) Capsules.

Similarly, all information about the drug product 15(
included in NDA 20-235. S~

The inactive ingredients for the capsules are lactose,
cornstarch, and talc. The 100 mg capsule shell contains
gelatin and titanium dioxide. The 300 mg capsule shell
contains gelatin, titanium dioxide, and yellow iron
oxide. The 400 mg capsule shell contains gelatin, red
iron oxide, titanium dioxide, and yellow iron oxide.

The imprinting ink contains FD&C Blue No.2 and titanium
dioxide.

B. Description of How the Drug Product is Intended to be
Used
The capsules will be avallable in bottles of 100
capsules and in unit-dose configuration of 50 capsules.

It is given orally with or without food to treat

Therapy may be initiated as a single 300 mg dose on Day
1, 600 mg/day (in 2 divided doses) on Day 2, and 900
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mg/day (in 3 divided doses) on Day 3. The maximum daily

dose is 3600 mg (in 3 divided doses). Clinical efficacy
was demonstrated at doses of 1800 to 3600 mg/day.

Basis for Approvability or Not—Apptoval Recommendation

This is an approved drug product under NDA 20-235. The
NDA under review is a Type 6 NDA that provides for a new
indication. The environmental assessment has shown that
the new indication will not result to an appreciable
amount of gabapentin being introduced into the

This was acceptable and it was based on the following
assumptions. The amount of total worldwide gabapentin
production was estimated to be. | B _ " This
~ the actual world wide total
production of gabapentin. The second assumption was
that the total worldwide production of gabapentin would
be disposed in the US water supply. This would have
resulted in a concentration (known as expected
introduction concentration (EIC)).” o This
would have been far smaller that the minimum inhibitory.
concentration (MIC) for gabapentin which is 1000 ppm.

Reviewer’'s Signature

C.
environment.
number exceeded by
'IITI. Administrative
A.
B.

C.

Endorsement Bloék

Review Chemist/MCTﬁeodorakis/Margh 12, 2002
Team Leader/DLKoble : ,
PM/KCompton/ - '

CC Block

e L eme e =
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Chemistry Review Data Sheet

+1. NDA 21-423

2. REVIEﬁi# 1

. 3. March 3, 2002

4. Michael C. Theodorakis, Ph.D.

i5. PREVIOUS DOCUMENTS:

Previous Documents Document Date

N/A Original application

6. SUBMISSION(S) BEING REVIEWED:
Submission(s) Reviewed Document Date
Original 07-AUG-2001

, Amendment (BZ), Labeling 20-DEC-2001

! Amendment (BZ), Labeling 14-JAN-2002

: Amendment (BZ), Labeling 11-FEB-2002

7. NAME & ADDRESS OF APPLICANT:

Paﬁke-Davis Pharmaceuticals Inc.
Name: Subsidiary of Pfizer Inc.

Pfizer Inc.
Address: 235 East 42™ Street
New York, N.Y. 10017
Representat Drusilla Scott, Ph. D.
ive: Director - :
Telephone: 734-622-1819

1

8. DRUG PRODUCT NAME/CODE/TYPE:
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Proprietary Name: Neurontin Tablets

a)
b) Non-Proprietary Name gabapentin tablets
c) Code Name/#
d) Chem. Type/Submission Priority (ONDC only):
® Chem. Type : 6 B
® Submission Priority: S
9. LEGAL BASIS FOR SUBMISSION:
Type 6 NDA:
i 10. PHARMACOL. CATEGORY:
' 11. DOSAGE FORM:
Tablets
- 12. STRENGTH/POTENCY:
600, and 800 mg/tablet
’,1-3. ROUTE OF ADMINISTRATION:
‘ Oral
'14. Rx/OTC DISPENSED: _ X Rx oTC
15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM) :

SPOTS product - Form Completed

X . Not a SPOTS product

L e S L ) . e e e
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Executive Summary Section

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA,
MOLECULAR WEIGHT:

Gabapentin is described as 1l- (aminomethyl) cyclohexaneacetic
acid with a molecular formula of CyH;sNO, and a molecular weight
of 171.24. The structural formula of gabapentin is

CHyNH,

/

CH,CO,H

“Gabapentin is a white to off-white crystalline solid. It is
- freely soluble in water and both basic and acidic aqueous
solutions.

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
' DATE
i DgF TYPE | HOLDER REFé§g£CED CODE® | STATUS? REVIEW COMMENTS
’ COMPLETED

! Action codes for DMF Table:

1 - DMF Reviewed. ) o

Other codes indicate why the DMF was not reviewed, as
follows: B -

2 -Type 1 DMF : ‘ .

3 - Reviewed previously and no revision since last review
- Sufficient information in application

Authority to reference not granted-

- DMF not available _

Other (explain,gnder "Comments")

N oYU
!

2 pdequate, Inadequate, or N/A (There is enough data in the
application, therefore the DMF did not need to be reviewed)
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Executive Summary Section

B. Other Documents:

APPLICATION NUMBER

DOCUMENT ~ DESCRIPTION
NDA 20-235; approved Neurontin (gabapentin)
Capsules
NDA 20-882; approved Neurontin (gabapentin)
Tablets ,
NDA 21-129; approved Neurontin (gabapentin) Oral
Solution
NDA 21-216; approved Neurontin (gabapentin) Oral
‘ pediatric ) Solution
i | NDA 21-397; Type 6 under Neurontin (gabapentin)
: review Capsules
; NDA 21-423; Type 6 under Neurontin (gabapentin)
i review Tablets '
. | NDA 21-424; Type 6 under Neurontin (gabapentin) Oral
g review ' Solution
IND 28,454 (SN 423) Neurontin (gabapentin)
: . ' Capsules ~
IND 52,719 Neurontin (gabapentin)
Capsules
.| IND 57,813 Neurontin (gabapentin) Oral
f Solution
| IND 58,148 Neurontin (gabapentin)
Capsules ‘
IND 60,622 Neurontin (gabapentin)
Capsules
'18. STATUS:
CONSULTS/ CMC :
RELATED REVIEWS RECOMMENDATIONV ,DATE REVIEWER
Biometrics -
EES
Pharm/Tox
Biopharm
LNC
+Methods
‘Validation
"OPDRA
{EA
Microbiology




>-NDA 21-423 CHEMISTRY REVIEW #1 Page 9 of 21 i

Executive Summary Section

The Chemistry'Review for NDA 21-397

The Executive Summary:

I.

Recommendations

Recommendation and Conclusion on Approvability:

It is recommended that approval be granted to this NDA.

Recommendation on Phase 4 (Post-Marketing) Commitments,

II.

Agreements, and/or Risk Management Steps, if Approvable:
No Phase IV commitments were made.

Summary of Chemistry Assessments

Description of the Drug Product(s) and Drug Substance(s)

This is a Type 6 NDA. All information about the
manufacture and controls of the drug substance,
gabapentin, is included in the approved NDA 20-882,
Neurontin (gabapentin) Tablets.

Similarly, all information about the drug product is
included in NDA 20-882.

The inactive ingredients for the tablets are poloxamer
407, copolyvidonum, cornstarch, magnesium stearate,
hydroxypropyl cellulose, talc, candelilla wax and
purified water.  The imprinting ink for the 600 mg
tablets contains synthetic black iron oxide,
pharmaceutical shellac, pharmaceutical glaze, propylene

‘glycol, ammonium hydroxide, isopropyl alcohol and n-

butyl alcohol. The imprinting ink for the 800 mg

tablets contains synthetic yellow iron oxide, synthetic
red iron oxide, hydroxypropyl methylcellulose, propylene
glycol, methanol, isopropyl alcohol and deionized water.

Description of How the Drug Product is Intended to be

Used :
The tablets will be available in bottles of 100 and 500
tablets and in unit-dose configuration of 50 tablets.
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It is given orally with or without food to treat

M .
Therapy may be initiated as a single 300 mg dose on Day
1, 600 mg/day (in 2 divided doses) on Day 2, and 900
mg/day (in 3 divided doses) on Day 3. The maximum daily
dose is 3600 mg (in 3 divided doses).. Clinical efficacy
was demonstrated at doses of 1800 to 3600 mg/day.

Basis for Approvability or Not-Approval Recommendation

This is an approved drug product under NDA 20-882. The
NDA under review is a Type 6 NDA that provides for a new:
indication. The environmental assessment has showed
that the new indication will result to an appreciable
amount of gabapentin being introduced into the
environment.

This was acceptable and it was based on the following
assumptions. The amount of total worldwide gabapentin

~production was estimated to be.’ ~— —— . This

number exceeded by’ ——o _/the actual world wide total
production of gabapentin. The second assumption was
that the total worldwide production of gabapentin would
be disposed in the US water supply. This would have
resulted in a concentration (known as_expected
introduction concentration (EIC)) of/ ~—<~__ ~ . This
would have been far smaller that the minimum inhibitory
concentration (MIC) for gabapentin which is 1000 ppm.

Administrative

CIIX.

Reviewer’s Signature

B.

Endorsement Block

C.

Review Chemist/MCTheodorakis/March 12, 2002
Team Leader/DLKoble/
PM/KCompton/

CC Block
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. L4 [ R
Chemistry Review Data Sheet
1. NDA 21-424
2. REVIEW # 1
3. March 3, 2002
L4, Michael C. Theodorakis, Ph.D.
-5, PREVIOUS DOCUMENTS:
Previous Documents Document Date
N/A Original application
6. SUBMISSION(S) BEING REVIEWED:

Q“ ! Submission(s) Reviewed Document Date
Original 07-AUG-2001
Amendment (BZ), Labeling 20-DEC-2001
Amendment (BZ), Labeling 14-JAN-2002

Amendment (BZ), Labeling 11-FEB-2002

7. NAME & ADDRESS OF APPLICANT:

Parke—Davis'Pharmacéuticals Inc.
Name: Subsidiary of Pfizer Inc.

. Pfizer Inc.
Address: 235 East 42™ Street
New York, N.Y. 10017
Representat Drusilla Scott, Ph.D.
ive: Director

Telephone: 734-622-1819

8. DRUG PRODUCT NAME/CODE/TYPE:

e n e e s pw m——r AT A R L iR o
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'Executive Summary Section

Proprietary Name: Neurontin Oral Solution
Non-Proprietary Name gabapentin oral solution
Code Name/# '
Chem. Type/Submission Priority (ONDC only):

® Chem. Type : 6
® Submission Priority: S

LEGAL BASIS FOR SUBMISSION:

10.

Type 6 NDA:

PHARMACOL. CATEGORY:

11.

P

DOSAGE FORM:

12.

Oral solution

STRENGTH/POTENCY :

- 13.

50 mg/mL; 250 mg/5 mL;
470 mL bottle

ROUTE OF ADMINISTRATION:

14.

Oral

Rx/OTC DISPENSED: . _ X Rx OTC

- 15.

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM) :

SPOTS product - Form Completed

i =

X Not a SPOTS product
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CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA,

MOLECULAR WEIGHT:

Gabapentin is described as 1- (aminomethyl)cyclohexaneacetic acid
with a molecular formula of CygH;;NO, and a molecular weight of

171.

24. The structural formula of gabapentin is

CHaNH,

/

CH,CO.H

' Gabapentin is a white to off-white crystalline solid. It is
freely soluble in water and both basic and acidic aqueous
~ solutions.

<: 17. RELATED/SUPPORTING DOCUMENTS :
) A. DMFs:
1. A ; . DATE ‘
sz TYPE | HOLDER RE#§§E§CED CODE® | sTATUS? REVIEW COMMENTS
’ : COMPLETED

! Action codes for DMF Table:

1 - DMF Reviewed.

Other codes 1nd1cate why the DMF was not reviewed, as
follows: :

2 -Type 1 DMF

- Reviewed previously and no rev1s1on since last rev1ew
- Sufficient information in appllcatlon

- Authority to reference not granted

DMF not avallable

Other (explain under “Comments")

N oUW

2 pdequate, Inadequate, or N/A (There is enough data in the
application, therefore the DMF did not need to be reviewed)
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B. Other Documents:

DOCUMENT APPLICATION NUMBER DESCRIPTION
NDA 20-235; approved Neurontin (gabapentin)
Capsules
NDA 20-882; approved Neurontin (gabapentin)
Tablets
NDA 21-129; approved Neurontin (gabapentin) Oral
Solution
NDA 21-216; approved | Neurontin (gabapentin) Oral
pediatric Solution '
NDA 21-397; Type 6 under Neurontin (gabapentin)
review Capsules
NDA 21-423; Type 6 under Neurontin (gabapentin)
review Tablets
NDA 21-424; Type 6 under Neurontin (gabapentin) Oral
review ‘ Solution
IND 128,454 (SN 423) Neurontin (gabapentin)
. | Capsules
IND 52,719 | Neurontin (gabapentin)
Capsules
IND 57,813 Neurontin (gabapentin) Oral
| Solution
IND 58,148 Neurontin (gabapentin)
L Capsules .
IND 60,622 Neurontin (gabapentin)
_ Capsules
18. STATUS:
CONSULTS/ CMC .
RELATED REVIEWS RECOMMENDATION DATE REVIEWER
Biometrics
EES
Pharm/Tox
Biopharm |
LNC '
Methods
Validation
OPDRA
EA
Microbiology
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The Chemistry Review for NDA 21-397

The Executive Summary:

I.

Recommendations

Recommendation and Conclusion on Approvability:

It is recommended that approval be granted to this NDA.

Recommendation on Phase 4 (Post-Marketing) Commitments,

II.

Agreements, and/or Risk Management Steps, if Approvable:
No Phase IV commitments were made.

Summary of Chemistry Assessments

Description of the Drug Product(s) and Drug Substance(s)

This is a Type 6 NDA. All information about the
manufacture and controls of the drug substance,
gabapentin, is included in the approved NDA 21-129,
Neurontin (gabapentin) Oral Solution.

Similarly, all information about the drug product is
included in NDA 21-129.

The inactive ingredients for the oral solution are

glycerin, xylitol, purified water and artificial cool
strawberry anise flavor.

Description of How the Drug Product is Intended to be

Used .
The oral solution will be available in bottles of 470 mL

and the concentration will be 50 mg/mL.

It is'given orally with or without food to treat
— ~

‘Therapy may be initiated as a single 300 mg dose on Day

1, 600 mg/day (in 2 divided doses) - on Day 2, and 900
mg/day (in 3 divided doses) on Day 3. The maximum daily
dose is 3600 mg (in 3 divided doses). Clinical efficacy
was demonstrated at doses of 1800 to 3600 mg/day.
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C. Basis for Approvability or Not-Approval Recommendation
This is an approved drug product under NDA 21-129. The
NDA under review is a Type 6 NDA that provides for a new
indication. The environmental assessment has showed
that the new indication will result to an appreciable
amount of gabapentin being introduced into the
environment.

This was acceptable and it was based on the following
assumptions. The amount of total worldwide gabapentin
production was estimated to be, — . This
number exceeded by /—  the actual world wide total
production of gabapentin. The second assumption was
that the total worldwide production of gabapentin would
be disposed in the US water supply. This would have
resulted in a concentration (known as expected
introduction concentration (EIC)) of . ——— This
would have been far smaller that the minimum inhibitory
concentration (MIC) for gabapentin which is 1000 ppm.

III. Administrative

A. Reviewer’s Signature

B. Endorsement Block

Review Chemist/MCTheodorakis/March 12, 2002
Team Leader/DLKoble/ '
PM/KCompton/

C. CC Block
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