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ANDA 75-360

PR 6 2005

Apotex Corp.

Attention: Marcy Macdonald
U.S. Agent for: Apotex Inc.
616 Heathrow Drive
Lincolnshire, IL 60069

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated April 17, 1998, submitted pursuant to section
505(j) of the Federal Food, Drug, and Cosmetic Act (Act), for
Gabapentin Capsules, 100 mg, 300 mg, and 400 mg.

Reference is made to our approvable letter dated December 6,
2002, and to our tentative approval letter dated January 29,
2003, as revised on February 26, 2003. Reference is also made
to your amendments dated July 15, 1998; July 22, 2004; and
January 7, February 1, and March 3, 2005. We also refer to our
letter dated January 28, 2003, addressing issues associated with
180-day generic drug exclusivity for this drug product.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly the
application is approved. The Division of Bioequivalence has
determined your Gabapentin Capsules, 100 mg, 300 mg, and 400 mg,
to be biocequivalent and, therefore, therapeutically equivalent
to the reference listed drug, Neurontin Capsules, 100 mg,

300 mg, and 400 mg, respectively, of Pfizer Pharmaceuticals Ltd.
(Pfizer). Your dissolution testing should be incorporated into
the stability and quality control program using the same method
proposed in your application.

The listed drug product (RLD) referenced in your application,
Pfizer’s Neurontin Capsules, is subject to periods of patent
protection and exclusivity. - As noted in the agency’s

publication entitled Approved Drug Products with Therapeutic




Equivalence Evaluations (the “Orange Book”), U.S. Patent No.
4,894,476 (the ‘476 patent) is scheduled to expire on

November 2, 2008, and U.S. Patent No. 6,054,482 (the ‘482
patent) is scheduled to expire on October 25, 2017. Your
application contains paragraph IV certifications to each of
these patents under section 505 (j) (2) (A) (vii) (IV) of the Act
stating that the patents are invalid, unenforceable, or will not
be infringed by your manufacture, use, or sale of the drug
product. As discussed in our tentative approval letter of
February, 26, 2003, the 30-month period identified in section
505(j) (5) (B) (iii) of the Act has expired; during the 30-month
period FDA was precluded from approving your application because
of ongoing litigation with respect to the ‘482 patent. The
agency also recognizes that the 180-day generic drug exclusivity
previously held by Purepac Pharmaceutical Company with respect
to Gabapentin Capsules 100 mg, 300 mg, and 400 mg, expired on
April 6, 2005. Therefore, there is no longer any bar to
approval of your ANDA.

Under section 506A of the Act, certain changes in the conditions
described in this abbreviated application require an approved
supplemental application before the change may be made.

Postmarketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

Promotional materials may be submitted to FDA for comment prior
to publication or dissemination. Please note that these
submissions are voluntary. If you desire comments on proposed
launch promotional materials with respect to compliance with
applicable regulatory requirements, we recommend you submit, in
draft or mock-up form, two copies of both the promotiocnal
materials and package insert (s) directly to:

Food and Drug Administration

Division of Drug Marketing, Advertising, and Communications, HFD-42
5600 Fishers Lane

Rockville, MD 20857



We call your attention to 21 CFR 314.81(b) (3) which requires
that all materials for any subsequent advertising or promotional
campaign be submitted to the Division of Drug Marketing,
Advertising, and Communications (HFD-42) with a completed Form
FDA 2253 at the time of their initial use.

Sincerely yours,

AT

Gary Buehler L41blo§'

Director

Office of Generic Drugs

Center for Drug Evaluation and Reseaxrch
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ANDA 75-360
FER 26 2003

Apotex Corp.

Attention: Marcy Macdonald
U.S. Agent for: TorPharm

50 Lakeview Parkway, Suite #127
Vernon Hills, NJ 60061

Dear Madam:

This letter is a correction to our January 29, 2003, Tentative
Approval letter. Reference is made to your abbreviated new drug
application (ANDA) dated April 17, 1998, submitted pursuant to
Section 505(j) of the Federal Food, Drug, and Cosmetic Act (the
Act), for Gabapentin Capsules, 100 mg, 300 mg, and 400 mg.

Reference is also made to the approvable letter from this office -
dated December 6, 2002, and to your amendment dated December 13,
2002.

We have completed the review of this abbreviated application as
amended and have concluded that based upon the information you
have presented to date, the drug product is safe and effective
for use as recommended in the submitted labeling. Although we
are unable to grant final approval at this time due to 180-day
generic drug exclusivity issues described below, the application
is tentatively approved. This determination is based upon
information available to the agency at this time, (i.e.,
information in your application and the status of current good
manufacturing practices (cGMPs) of the facilities used in the
manufacture and testing of the drug product). The determination
is subject to change on the basis of new information that may
come to our attention.

The listed drug product (RLD) referenced in your application,

Neurontin® Capsules of Pfizer, Inc., is subject to periods of
patent protection and exclusivity. As noted in the Agency’s
publication entitled Approved Drug Products with Therapeutic
Equivalence Evaluations, the “Orange Book”, the patents expire
on November 2, 2008 (U.S. Patent No. 4,894,476, the ‘476
patent), and October 25, 2017 (U.S. Patent No. 6,054,482, the
‘482 patent). Your application contains paragraph IV .




certifications to each of these patents under Section
505(3) (2) (A) (vii) (IV) of the Act stating that the patents will
not be infringed by your manufacture, use, or sale of the drug
product. Section 505(j) (5) (B) (iii) of the Act provides that
approval of an ANDA may be made effective immediately, unless an
action is brought against TorPharm for infringement of one or
more of the patents that are the subject of the certifications.
This action must be brought against TorPharm prior to the
expiration of 45 days from the date the notice you provided to
the NDA/patent holder (s) under paragraph (2) (B) (i) was received.

You have notified the agency that Torpharm has complied with the
requirements of Section 505(j) (2) (B) of the Act. In addition,
you have informed the agency that litigation concerning the ‘476
patent has been completed. You have also informed the agency
that litigation is ongoing in the United States District Court
for the Northern District of Illinois Eastern Division (Pfizer
Inc., Warner-Lambert Company and Godecke Aktiengesellschaft v.
Apotex Corp., Apotex, Inc. and Torpharm, Inc., Civil Action No.
00 C 4398) involving your challenge to the ‘482 patent. With
regspect to the litigation on the ‘482 patent, the Agency
recognizes that the 30-month period identified in Section
505(3) (5) (B) (iii) of the Act, during which time FDA was
precluded from approving your application, has expired.

However, we are unable to grant final approval to your
application at this time. Our letter dated January 28, 2003,
addressed to both TorPharm and Purepac Pharmaceutical Company,
discussed the withdrawal of U.S. Patent No. 5,084,479 (the ‘479
patent) from the Orange Book. The letter also stated the
agency’s decision that, under the provisions of section 505(j)
of the Act and related FDA regulations, TorPharm is not eligible
for 180-day exclusivity as to the ‘479 patent. Furthermore,
with respect to the ‘476 and ‘482 patents, the Act provides that
approval of an ANDA that contains a certification described in
section 505(j) (2) (A) (vii) (IV), a paragraph IV certification, and
that provides for approval of the same drug product as that for
which another ANDA containing a paragraph IV certification to
the same patent was previously received, shall be made effective
not earlier than one hundred and eighty (180) days after:

1. the date the Secretary receives notice from the
applicant of the previous application that commercial
marketing of the drug product approved in that
application was initiated, or



2. the date of a decision of a court holding the patent
which was the subject of the paragraph IV
certification to be invalid or not infringed,

whichever occurs first [section 505(3j) (5) (B) (iv)].

In this instance, the Office of Generic Drugs received and filed
an ANDA containing paragraph IV certifications to the ‘476 and

1482 patents listed for Neurontin® Capsules prior to the filing
of your application. Accordingly, your application will not be
eligible for full approval until the first applicant's 180-day
exclusivity as to both the '476 and the '482 patent has expired.
Exclusivity as to the '476 patent was triggered with the
unappealed district court decision and has expired. Exclusivity
as to the '482 patent will be triggered either by commercial
marketing or a court decision finding the ‘482 patent invalid or
not infringed, whichever comes first. We refer you to the
agency’s guidance document “180-Day Generic Drug Exclusivity
Under the Hatch-Waxman Amendments” (June 1998), for additional
information.

The Orange Book also notes that certain portions of the labeling

for Neurontin® Capsules are subject to periods of exclusivity;
i.e. Code I-311. Section 11 of the Best Pharmaceuticals for
Children Act (BPCA), signed into law in January. 2002, allows
certain portions of the NDA holder’s labeling which is the
subject of pediatric exclusivity protection to be omitted from
the labeling of products approved under section 505(j). The
BPCA also permits the addition of language to the labeling of
products approved under section 505(j) that informs health care
practitioners that the NDA holder’s product has been approved
for pediatric use and that that informationis protected by
exclusivity. The agency has determined that the final printed
labeling you have submitted is in compliance with the BPCA with
respect to pediatric use information protected by exclusivity.

In order to reactivate your application prior to final approval,
please submit a MINOR AMENDMENT - FINAL APPROVAL REQUESTED
between 60 to 90 days prior to the date you believe that your
application will be eligible for final approval. This amendment
should provide a justification for the reasons you believe the
ANDA is eligible for final approval, and it should also identify
changes, if any, in the conditions under which the product was
tentatively approved; i.e., updated information such as final-
printed labeling, chemistry, manufacturing, and controls data as
appropriate. This amendment should be submitted even if none of
these changes were made, and it should be designated clearly in



your cover letter that it represents a MINOR AMENDMENT - FINAL
APPROVAL REQUESTED.

In addition to the amendment requested above, the agency may
request at any time prior to the final date of approval that you
submit an additional amendment- containing the requested
information. Failure to submit either or, if requested, both
amendments may result in rescission of the tentative approval
status of your application, or may result in a delay in the
issuance of the final approval letter.

Any significant changes in the conditions outlined in this
abbreviated application as well as changes in the status of the
manufacturing and testing facilities’ compliance with current
good- manufacturing practices (cGMPs) are subject to agency
review before final approval of the application will be made.
Such changes should be submitted as an amendment to the
application and categorized as representing either “major” or
“minor” changes. The amendment will be reviewed according to
-OGD policy in effect at the time of receipt. Your submission of
multiple amendments prior to final approval may lead to a delay
in the issuance of the final approval letter.

Please note that this drug product may not be marketed without
final agency approval under section 505 of the Act. The
introduction or delivery for introduction into interstate
commerce of this drug product before the final approval date is
prohibited under section 501 of the Act and 21 U.S.C. 331(d).
Also, until the agency issues the final approval letter, this
drug product will not be deemed approved for marketing under

21 U.S.C. 355, and will not be listed in the Orange Book.

For further information on the status of this application, or
prior to submlttlng additional amendments, please contact Thomas
Hinchliffe, R.Ph., Project Manager, at (301) 827-5849.

Sincerely yours,

9Jaekﬁ
Gary Buehler
Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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ANDA 75-360

JAN 29 2003

Apotex Corp.

Attention: Marcy Macdonald
U.S. Agent for: TorPharm

50 Lakeview Parkway, Suite #127
Vernon Hills, NJ 60061

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated April 17, 1998, submitted pursuant to Section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),
for Gabapentin Capsules, 100 mg, 300 mg, and 400 mg.

Reference is also made to the approvable letter from this office
dated December 6, 2002, and to your amendment dated December 13,
2002.

We have completed the review of this abbreviated application as
amended and have concluded that based upon the information you-
have presented to date, the drug product is safe and effective
for use as recommended in the submitted labeling. Although we
are unable to grant final approval at this time due to 180-day
generic drug exclusivity issues described below, the application
is tentatively approved. This determination is based upon
information available to the agency at this time, (i.e.,
information in your application and the status of current good
manufacturing practices (cGMPs) of the facilities used in the
manufacture and testing of the drug product). The determination
is subject to change on the basis of new information that may
come to our attention.

The listed drug product (RLD) referenced in your application,
Neurontin® Capsules of Pfizer, Inc., is subject to periods of
patent protection and exclusivity. As noted in the Agency’s
publication entitled Approved Drug Products with Therapeutic
Equivalence Evaluations, the “Orange Book”, the patents expire
on November 2, 2008 (U.S. Patent No. 4,894,476, the ‘476
patent), and October 25, 2017 (U.S. Patent No. 6,054,482, the
‘482 patent). Your application contains Paragraph IV




Certifications to each of these patents under Section
505(3J) (2) (A) (vii) (IV) of the Act stating that the patents will
not be infringed by your manufacture, use, or sale of the drug
product. Section 505(3j) (5) (B) (iii) of the Act provides that
approval of an ANDA may be made effective immediately, unless an
action is brought against TorPharm for infringement of one or
more of the patents that are the subject of the certifications.
This action must be brought against TorPharm prior to the
expiration of 45 days from the date the notice you provided to
the NDA/patent holder(s) under paragraph (2) (B) (i) was received.
You have notified the agency that Torpharm has complied with the
requirements of Section 505(j) (2) (B) of the Act. In addition,
you have informed the agency that litigation concerning the ‘476
patent remains ongoing in the United States District Court for
the Northern District of Illinois Eastern Division (Warner-
Lambert Company v. Apotex Corp., Apotex, Inc. and Torpharm,
Inc., Civil Action No. 98 C 4293). You have also informed the
agency that litigation is ongoing in the same district court
involving your challenge to the ‘482 patent (Pfizer Inc.,
Warner-Lambert Company and Godecke Aktiengesellschaft v. Apotex
Corp., Apotex, Inc. and Torpharm, Inc., Civil Action No.

00 C 4398). With respect to both litigations, the Agency
recognizes that the 30-month period identified in Section
505(3) (5) (B) (iii) of the Act, during which time FDA was
precluded from approving your application, has expired.

However, we are unable to grant final approval to your
application at this time. Our letter dated January 28, 2003,
addressed to both TorPharm and Purepac Pharmaceutical Company,
discussed the withdrawal of the ‘479 patent from the Orange
Book. The letter also stated the agency’s decision that, under
the provisions of section 505(j) of the Act and related FDA
regulations, TorPharm is not eligible for 180-day exclusivity as
to the ‘479 patent. Furthermore, with respect to the ‘476 and
‘482 patents, the Act provides that approval of an ANDA that -
contains a certification described in section

505(3) (2) (A) (vii) (IV), a paragraph IV certification, and that
provides for approval of the same drug product as that for which
another ANDA containing a paragraph IV certification was
previously received, shall be made effective not earlier than
one hundred and eighty (180) days after:

1. the date the Secretary receives notice from the
applicant of the previous application that commercial
marketing of the drug product approved in that
application was initiated, or



2. the date of as decision of a court holding one or more
~ of patents which were the subject of the paragraph IV
certifications (the ‘476 and ‘482 patents) to be
invalid or not infringed; whichever option occurs
first [section 505(3) (5) (B) (iv)].

In this instance, the Office of Generic Drugs received and filed
an ANDA containing paragraph IV certifications to the ‘476 and

‘482 patents listed for Neurontin® Capsules prior to the filing-
of your application. Accordingly, your application will not be
eligible for full approval until 180-days following the earlier
of event 1. Or 2. Stated above. We refer you to the agency’s
guidance document “180-Day Generic Drug Exclusivity Under the
Hatch-Waxman Amendments” - (June 1998), for additional.
information.

The Orange'Book also notes that certain portions of the labeling

for Neurontin® Capsules are subject to periods of exclusivity;
i.e. Code I-311. Section 11 of the Best Pharmaceuticals for -
Children Act (BPCA), signed into law in January 2002, allows
certain portions of the NDA holder’s labeling which is the
subject of pediatric exclusivity protection to be omitted from
the labeling of products approved under section 505(j). The
BPCA also permits the addition of language to the labeling of
products approved under section 505(j) that informs health care
practitioners that the NDA holder’s product has been approved
for pediatric use. The agency has determined that the final
printed labeling you have submitted is in compliance with the
BPCA with respect to pediatric use information protected by
exclusivity.

In order to reactivate your application prior to final approval,
please submit a MINOR AMENDMENT - FINAL APPROVAL REQUESTED

~ between 60 to 90 days prior to the date you believe that your

" application will be eligible for final approval. This amendment
should provide a justification for the reasons you believe the
ANDA is eligible for final approval, and it should also identify
changes, if any, in the conditions under which the product was
tentatively approved; i.e., updated information such as final-
printed labeling, chemistry, manufacturing, and controls data as
appropriate. This amendment should be submitted even if none of
these changes were made, and it should be designated clearly in
your cover letter that it represents a MINOR AMENDMENT ~ FINAL
APPROVAL REQUESTED.



In addition to the amendment requested above, the agency may
request at any time prior to the final date of approval that you
submit an additional amendment containing the requested
information. Failure to submit either or, if requested, both
amendments may result in rescission of the tentative approval
status of your application, or may result in a delay in the
issuance of the final approval letter.

Any significant changes in the conditions outlined in this
abbreviated application as well as changes in the status of the
manufacturing and testing facilities’ compliance with current
good manufacturing practices (cGMPs) are subject to agency
review before final approval of the application will be made.
Such changes should be submitted as an amendment to the
application and categorized as representing either “major” or
“minor” changes. The amendment will be reviewed according to
OGD policy in effect at the time of receipt. Your submission of
multiple amendments prior to final approval may lead to a delay
in the issuance of the final approval letter.

Please note that this drug product may not be marketed without
final agency approval under section 505.0f the Act. The
introduction or delivery for introduction into interstate
commerce of this drug product before the final approval date is
prohibited under section 501 of the Act and 21 U.S.C. 331(d).
Also, until the agency issues the final approval letter, this
drug product will not be deemed approved for marketing under

21 U.S.C. 355, and will not be listed in the Orange Book.

For further information on the status of this application, or
prior to submitting additional amendments, please contact Thomas
Hinchliffe, R.Ph., Project Manager, at (301) 827-5849.

Singerely yours,
Ga¥y Buehler ;KI)B
Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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ANDA 75-360

DEC 6 2o

Apotex Corp.

Attention: Marcy Macdonald
U.S. Agent for: TorPharm

50 Lakeview Parkway, Suite #127
Vernon Hills, NJ 60061

Dear Madam:

This is in reference to your abbreviated new drug
application (ANDA) dated April 17, 1998, submitted pursuant
to Section 505(j) of the Federal Food, Drug, and Cosmetic
Act (Act) for Gabapentin Capsules, 100 mg, 300 mg, and

400 mg.

Reference 1is also made to your amendments dated July 22,
and October 18, 2002. We also acknowledge receipt of your
correspondence dated June 3, 1998, February 26, 1999,
August 17, 2000, and June 13, 2002 addressing various
patent and/or exclusivity issues.

We have completed the review of this ANDA as submitted, and
have concluded that the application is APPROVABLE pending
satisfactory resolution of the outstanding labeling issues
described below. Should that process be completed prior to
the expiration of the 30-month litigation period identified
in Section 505(j) (5) (iii) of the Act, your application will
be eligible for tentative approval status. Final approval
must await the satisfactory resolution of (1) the labeling
issues, and (2) resolution of the civil litigation
discussed below, or the expiration of the 30-month
statutory period of litigation. This letter does not
address notice issues related to the 180-day exclusivity
provisions under Section 505(j) (5) (B) (iv) of the Act.

With regard to the labeling for the drug product,
exclusivity issues related to the recently approved
pediatric labeling for the reference listed drug product,

Neurontin® Capsules of Pfizer, Inc., as described in



21 CFR 314.108(b) (5) require further agency resolution.

FDA is authorized to approve an ANDA that omits an
indication or other aspect of labeling of the listed drug
that 1s protected by patent or exclusivity [21 CFR
314.94(a) (8) (iv)]. 1In addition, Section 11 of the Best
Pharmaceuticals for Children Act (BPCA), signed into law in
January 2002, allows incorporation of language in the
labeling of generic products that informs health care
practitioners that the reference listed drug has been
approved for pediatric use. The agency is currently
evaluating the content and format of package insert
labeling which generic applicants may utilize to omit the
pediatric indication or any other aspect of labeling
pertaining to pediatric use. Such an evaluation is
necessary in order to assure that any such omission does
not render the drug product less safe or effective for the
remaining conditions of use. The agency expects to
complete its review of the labeling issues as promptly as
possible. All ANDA applicants for this drug product will
be advised of the outcome. Please note that with regard to
pediatric labeling for this drug product, there are no
additional materials you should submit to FDA at this time.

In addition, we are unable to grant final approval at this
time because the listed drug product (RLD) referenced in

your application, Neurontin® Capsules of Pfizer, Inc., is
subject to periods of patent protection. As noted in the
Agency’s publication entitled Approved Drug Products with
Therapeutic Equivalence Evaluations, the “Orange Book”,

the patents expire on November 2, 2008 (U.S. Patent No.
4,894,476, the ‘476 patent), July 2, 2010 (U.S. Patent No.
5,084,479, the ‘479 patent), and October 25, 2017 (U.S.
Patent No. 6,054,482, the ‘482 patent). Your application
contains Paragraph IV Certifications to each of these
patents under Section 505(j) (2) (A) (vii) (IV) of the Act
stating that the patents will not be infringed by your
manufacture, use, or sale of the drug product. Section
505(3) (5) (B) (iii) of the Act provides that approval of an
ANDA may be made effective immediately, unless an dction is
brought against TorPharm for infringement of one or more of
the patents that are the subject of the certifications.
This action must be brought against TorPharm prior to the
expiration of 45 days from the date the notice you provided
to the NDA/patent holder(s) under paragraph (2) (B) (i) was
received. You have notified the agency that Torpharm has
complied with the requirements of Section 505(j) (2) (B) of
the Act. You have informed the agency that litigation




concerning the ‘479 patent is continuing in the United
States District Court for the Northern District of Illinois
Eastern Division (Warner-Lambert Company v. Apotex Corp.,
Apotex, Inc. and Torpharm, Inc., Civil Action No.

98 C 4293). You have also informed the agency that
litigation is ongoing in the same district court involving
your challenge to the ‘482 patent (Pfizer Inc., Warner-
Lambert Company and Godecke Aktiengesellschaft v. Apotex
Corp., Apotex, Inc. and Torpharm, Inc., Civil Action No. 00
C 4398).

Accordingly, please note that final approval of this
application cannot be granted until the labeling issues
referred to earlier in this letter are satisfactorily
resolved and:

1. the expiration of the 30-month period provided
for in Section 505(7j) (5) (B) (1ii) beginning with
the date of receipt of the 45-day notice required
for the ‘482 patent under Section '
505(3) (2) (B) (1), unless the court has extended or
reduced the period because of the failure of
either party to reasonably cooperate in
expediting the action, or,

2. the date of a court decision
(505(3) (5) (B) (4ii) (I), (II), or (III)], which has
been interpreted by the agency to mean the date
of the final order or judgement of that court
from which no appeal can be or has been taken, or

3. all listed patents have expired, and

4. the agency is assured that there is no new
information that would affect whether final
approval should be granted.

The agency will provide you with a template for the package
insert labeling which it believes will be consistent with
BPCA. Please follow the instructions accompanying the
labeling in preparing and submitting your printed labeling.
Your amendment containing this labeling will reactivate
your application prior to tentative approval, and should be
clearly identified as a MINOR AMENDMENT - TENTATIVE
APPROVAL REQUESTED in your cover letter. This amendment
may also be used to notify the agency of the
legal/regulatory events that have occurred to permit



approval of the application. If applicable, a copy of a
final order or judgement from which no appeal may be taken
(which may not be the decision of the district court), or a
settlement or licensing agreement between the parties
should be included. This amendment should also contain
data or information necessary to update the application to
provide for changes implemented since the date of this
approvable letter. Such information should include final-
printed labeling, chemistry, manufacturing and controls
data, or any other significant change in the conditions
already outlined in the ANDA. Alternatively, a statement
should be made confirming that none of these changes were
made since the date of this letter.

Any significant changes in the conditions outlined in your
ANDA should be categorized and submitted as amendments to
the ANDA according to established office policy. Such
changes as well as changes in theé status of the
manufacturing and testing facilities’ compliance with
current good manufacturing practices (CGMPs) are subject to
agency review before final approval of the application will
be made. '

This is not an approval letter. This drug product may not
be marketed without final agency approval under Section 505
of the Act. The introduction or delivery for introduction
into interstate commerce of this drug product before the
final approval date is prohibited under Section 301(d) of
the Act. Also, until the agency issues the final approval
letter, this drug product will not be deemed approved for
marketing under Section 505 of the Act and will not be
listed in “Approved Drug Products with Therapeutic
Equivalence Evaluations” (the “Orange Book”), published by
the agency. '

Should the pediatric labeling issue be satisfactorily
‘resolved prior to the resolution of the patent issue noted
above, the office will issue a tentative approval letter.

A copy of the recently approved package insert for Gabapentin
Capsules is available on the FDA Website at
http://www.fda.gov/cder/ogd/rld/labeling_review_branch.html.



Please contact Thomas Hinchliffe, Project Manager at
(301) 827-5771 if you have further questions about the status
of this application. '

Gary Buehler
Director
Office of Generic Drugs

Center for Drug Evaluation and Research
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GABAPENTIN CAPSULES
100 mg, 300 mg and 400 mg

13 only

DESCRIPTION

‘Gabapentin is described as 1-(aminomethyl)cyclohexaneacetic acid with a molecular
formula of Co H;7NO; and a molecular weight of 171.24. Gabapentin is a white to off-
white crystalline solid with a pK,; of 3.7 and a pK,; of 10.7. It is freely soluble in water
and both basic and acidic aqueous solutions. The log of the partition coefficient (n-
octanol/0.05M phosphate buffer) at pH 7.4 is —1.25. It has the following structural
formula:

Each capsule for oral administration contains 100 mg, 300 mg and 400 mg of gabapentin.
In addition, each capsule contains the following inactive ingredients: crosscarmellose
sodium and magnesium stearate. The 100 mg, 300 mg and 400 mg capsule imprinting ink
black SW-9008/SW-9009 contains the following inactive ingredients: ammonium
hydroxide; black iron oxide, bacteria controlled EEC No.172; n-butyl; ethyl alcohol,
anhydrous, 200 proof; isopropyl alcohol USP; potassium hydroxide; propylene glycol;
purified water and shellac.

The 100 mg capsule shell contains gelatin and titanium dioxide.
The 300 mg capsule shell contains gelatin, yellow iron oxide and titanium dioxide.

The 400 mg capsule shell contains gelatin, red iron oxide, yellow iron oxide and titanium
dioxide.

CLINICAL PHARMACOLOGY

Mechanism of Action -

The mechanism by which gabapentin exerts its anticonvulsant action is unknown, but in
animal test systems designed to detect anticonvulsant activity, gabapentin prevents
seizures as do other marketed anticonvulsants. Gabapentin exhibits antiseizure activity in
mice and rats in both the maximal electroshock and pentylenetetrazole seizure models
and other preclinical models (e.g., strains with genetic epilepsy, etc.). The relevance of
these models to human epilepsy is not known.



Gabapentin is structurally related to the neurotransmitter GABA (gamma-aminobutyric
acid) but it does not modify GABAA or GABAg radioligand binding, it is not converted
metabolically into GABA or a GABA agonist, and it is not an inhibitor of GABA uptake
or degradation. Gabapentin was tested in radioligand binding assays at concentrations up
to 100 mcM and did not exhibit affinity for a number of other common receptor sites,
including = benzodiazepine, glutamate, N-methyl-D-aspartate (NMDA), quisqualate,
kainate, strychnine-insensitive or strychnine-sensitive glycine, alpha 1, alpha 2, or beta
adrenergic, adenosine Al or A2, cholinergic muscarinic or nicotinic, dopamine D1 or D2,
histamine H1, serotonin S1 or S2, opiate mu, delta or kappa, cannabinoid 1, voltage-
sensitive calcium channel sites labeled with nitrendipine or diltiazem, or at voltage-
sensitive sodium channel sites labeled with . batrachotoxinin' A 20-alpha-benzoate.
Furthermore, gabapentin did not alter the cellular uptake of dopamine, noradrenaline, or
serotonin.

In vitro studies with radiolabeled gabapentin have revealed a gabapentin binding site in
areas of rat brain including neocortex and hippocampus. A high-affinity binding protein
in animal brain tissue has been identified as an auxiliary subunit of voltage-activated
calcium channels. However, functional correlates of gabapentin binding, if any, remain to
be elucidated.

Pharmacokinetics and Drug Metabolism
All pharmacological actions following gabapentin administration are due to the activity
of the parent compound; gabapentin is not appreciably metabolized in humans.

Oral Bioavailability: Gabapentin bioavailability is not dose proportional; i.e., as dose is
increased, bioavailability decreases. Bioavailability of gabapentin is approximately 60%,
47%, 34%, 33%, and 27% following 900, 1200, 2400, 3600, and 4800 mg/day given in 3
divided doses, respectively. Food has only a slight effect on the rate and extent of
absorption of gabapentin (14% increase in AUC and Cpnay).

Distribution: Less than 3% of gabapentin circulates bound to plasma protein. The
apparent volume of distribution of gabapentin after 150 mg intravenous administration is
58+6 L (Mean +SD). In patients with epilepsy, steady-state predose (Cpin) concentrations
of gabapentin in cerebrospinal fluid were approximately 20% of the corresponding
plasma concentrations.

Elimination: Gabapentin is eliminated from the systemic circulation by renal excretion as
unchanged drug. Gabapentin is not appreciably metabolized in humans.

Gabapentin elimination half-life is 5 to 7 hours and is unaltered by dose or following
multiple dosing. Gabapentin elimination rate constant, plasma clearance, and renal
clearance are directly proportional to creatinine clearance (see Special Populations:
Adult Patients With Renal Insufficiency, below). In elderly patients, and in patients with
impaired renal function, gabapentin plasma clearance is reduced. Gabapentin can be
removed from plasma by hemodialysis.



- Dosage adjustment in patients with compromised renal function or undergoing
hemodialysis is recommended (see DOSAGE AND ADMINISTRATION, Table 3).

Special Populations: Adult Patients With Renal Insufficiency: Subjects (N=60) with
renal insufficiency (mean creatinine clearance ranging from 13-114 mL/min) were
administered single 400 mg oral doses of gabapentin. The mean gabapentin half-life
ranged from about 6.5 hours (patients with creatinine clearance >60 mL/min) to 52 hours
(creatinine clearance <30 mL/min) and gabapentin renal clearance from about 90 mL/min
(>60 mL/min group) to about 10 mL/min (<30 mL/min). Mean plasma clearance (CL/F)
decreased from approximately 190 mL/min to 20 mL/min.

Dosage adjustment in adult patients with compromised renal function is necessary (see
DOSAGE AND ADMINISTRATION). Pediatric patients with renal insufficiency have
not been studied.

Hemodialysis: In a study in anuric adult subjects (N=11), the apparent elimination half-
life of gabapentin on nondialysis days was about 132 hours; during dialysis the apparent
half-life of gabapentin was reduced to 3.8 hours. Hemodialysis thus has a significant
effect on gabapentin elimination in anuric subjects.

Dosage adjustment in patieﬁts undergoing hemodialysis is necessary (see DOSAGE
AND ADMINISTRATION).

Hepatic disease: Because gabapentin is not metabolized, no study was performed in
patients with hepatic impairment.

Age: The effect of age was studied in subjects 20-80 years of age. Apparent oral
clearance (CL/F) of gabapentin decreased as age increased, from about 225 mL/min in
those under 30 years of age to about 125 mL/min in those over 70 years of age. Renal
clearance (CLr) and CLr adjusted for body surface area also declined with age; however,
the decline in the renal clearance of gabapentin with age can largely be explained by the
decline in renal function. Reduction of gabapentin dose may be required in patients who
have age related compromised renal function. (See PRECAUTIONS, Geriatric Use,
and DOSAGE AND ADMINISTRATION.)

Pediatric: Gabapentin pharmacokinetics were determined in 48 pediatric subjects
between the ages of 1 month and 12 years following a dose of approximately 10 mg/kg.
Peak plasma concentrations were similar across the entire age group and occurred 2 to 3
hours postdose. In general, pediatric subjects between 1 month and <5 years of age
achieved approximately 30% lower exposure (AUC) than that observed in those 5 years
of age and older. Accordingly, oral clearance normalized per body weight was higher in
the younger children. Apparent oral clearance of gabapentin was directly proportional to
creatinine clearance. Gabapentin elimination half-life averaged 4.7 hours and was similar
across the age groups studied. '



-A population pharmacokinetic analysis was performed in 253 pediatric subjects between

1 month and 13 years of age. Patients received 10 to 65 mg/kg/day given T.I.D. Apparent
oral clearance (CL/F) was directly proportional to creatinine clearance and this
relationship was similar following a single dose and at steady state. Higher oral clearance
values were observed in children <5 years of age compared to those observed in children
5 years of age and older, when normalized per body weight. The clearance was highly
variable in infants <1 year of age. The normalized CL/F values observed in pediatric
patients 5 years of age and older were consistent with values observed in adults after a
single dose. The oral volume of distribution normalized per body weight was constant
across the age range. ‘

These pharmacokinetic data indicate that the effective daily dose in pediatric patients
with epilepsy ages-3 and 4 years should be 40 mg/kg/day to achieve average plasma
concentrations similar to those achieved in patients 5 years of age and older receiving
gabapentin at 30 mg/kg/day (see DOSAGE AND ADMINISTRATION).

Gender: Although no formal study has been conducted to compare the pharmacokinetics
of gabapentin in men and women, it appears that the pharmacokinetic parameters for
males and females are similar and there are no significant gender differences.

Race: Pharmacokinetic differences due to race have not been studied. Because
gabapentin is primarily renally excreted and there are no important racial differences in
creatinine clearance, pharmacokinetic differences due to race are not expected.

- Clinical Studies

Epilepsy

The effectiveness of gabapentin as adjunctive therapy (added to other antiepileptic drugs)
was established in multicenter placebo-controlled, double-blind, parallel-group clinical
trials in adult and pediatric patients (3 years and older) with refractory partial seizures.

Evidence of the effectiveness was obtained in three trials conducted in 705 patients (age
12 years and above) and one trial conducted in 247 pediatric patients (3 to 12 years of
age). The patients enrolled had a history of at least 4 partial seizures per month in spite of
Teceiving one or more antiepileptic drugs at therapeutic levels and were observed on their
established antiepileptic drug regimen during a 12-week baseline period (6 weeks in the
study of pediatric patients). In patients continuing to have at least 2 (or 4 in some studies)
seizures per month, gabapentin or placebo was then added on to the existing therapy
during a 12-week treatment period. Effectiveness was assessed primarily on the basis of

- the percent of patients with a 50% or greater reduction in seizure frequency from baseline
to treatment (the “responder rate”) and a derived measure called response ratio, a measure
of change defined as (T - B)/(T + B), where B is the patient’s baseline seizure frequency
and T is the patient’s seizure frequency during treatment. Response ratio is distributed
within the range -1 to +1. A zero value indicates no change while complete elimination of
seizures would give a value of -1; increased seizure rates would give positive values. A
response ratio of -0.33 corresponds to a 50% reduction in seizure frequency. The results



given below are for all partial seizures in the intent-to-treat (all patients who received any
doses of treatment) population in each study, unless otherwise indicated.

One study compared gabapentin 1200 mg/day divided T.I.D. with placebo. Responder
rate was 23% (14/61) in the gabapentin group and 9% (6/66) in the placebo group; the
difference between groups was statistically significant. Response ratio was also better in
the gabapentin group (-0.199) than in the placebo group (-0.044), a difference that also
achieved statistical significance.

A second study compared primarily 1200 mg/day divided T.I.D. gabapentin (N=101)
with placebo (N=98). Additional smaller gabapentin dosage groups (600 mg/day, N=53;
1800 mg/day, N=54) were also studied for information regarding dose response.
Responder rate was higher in the gabapentin 1200 mg/day group (16%) than in the
placebo group (8%), but the difference was not statistically significant. The responder
rate at 600 mg (17%) was also not significantly higher than in the placebo, but the
responder rate in the 1800 mg group (26%) was statistically significantly superior to the
placebo rate. Response ratio was better in the gabapentin 1200 mg/day group (-0.103)
than in the placebo group (-0.022); but this difference was also not statistically significant
(p = 0.224). A better response was seen in the gabapentin 600 mg/day group (-0.105) and
1800 mg/day group (-0.222) than in the 1200 mg/day group, with the 1800 mg/day group
achieving statistical significance compared to the placebo group.

A third study compared gabapentin 900 mg/day divided T.I.D. (N=111) and placebo
(N=109). An additional gabapentin 1200 mg/day dosage group (N=52) provided dose-
response data. A statistically significant difference in responder rate was seen in the
gabapentin 900 mg/day group (22%) compared to that in the placebo group (10%).
Response ratio was also statistically significantly superior in the gabapentin 900 mg/day
group (-0.119) compared to that in the placebo group (-0.027), as was response ratio in
1200 mg/day gabapentin (-0.184) compared to placebo.

Analyses were also performed in each study to examine the effect of gabapentin on
preventing secondarily generalized tonic-clonic seizures. Patients who experienced a
secondarily generalized tonic-clonic seizure in either the baseline or in the treatment
period in all three placebo-controlled studies were included in these analyses. There were
several response ratio comparisons that showed a statistically significant advantage for
gabapentin compared to placebo and favorable trends for almost all comparisons.

Analysis of responder rate using combined data from all three studies and all doses
(N=162, gabapentin; N=89, placebo) also showed a significant advantage for gabapentin
over placebo in reducing the frequency of secondarily generalized tonic-clonic seizures.

In two of the three controlled studies, more than one dose of gabapentin was used. Within
each study the results did not show a consistently increased response to dose. However,
looking across studies, a trend toward increasing efficacy with increasing dose is evident

(see Figure 1).
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Figure 1. Responder Rate in Patients Receiving Gabapentin Expressed as a

Difference From Placebo by Dose and Study: Adjunctive Therapy
Studies in Patients 212 Years of Age with Partial Seizures.

In the figure, treatment effect magnitude, measured on the Y axis in terms of the
difference in the proportion of gabapentin and placebo assigned patients attaining a 50%
or greater reduction in seizure frequency from baseline, is plotted against the daily dose
of gabapentin administered (X axis).

Although no formal analysis by gender has been performed, estimates of response
(Response Ratio) derived from clinical trials (398 men, 307 women) indicate no
important gender differences exist. There was no consistent pattern indicating that age
had any effect on the response to gabapentin. There were insufficient numbers of patients
of races other than Caucasian to permit a comparison of efficacy among racial groups.

A fourth study in pediatric patients age 3 to 12 years compared 25 — 35 mg/kg/day
gabapentin (N=118) with placebo (N=127). For all partial seizures in the intent-to-treat
population, the response ratio was statistically significantly better for the gabapentin
group (-0.146) than for the placebo group (-0.079). For the same population, the
responder rate for gabapentin (21%) was not significantly different from placebo (18%).

A study in pediatric patients age 1 month to 3 years compared 40 mg/kg/day gabapentin
(N=38) with placebo (N=38) in patients who were receiving at least one marketed
antiepileptic drug and had at least one partial seizure during the screening period (within
2 weeks prior to baseline). Patients had up to 48 hours of baseline and up to 72 hours of
double-blind video EEG monitoring to record and count the occurrence of seizures. There
were no statistically significant differences between treatments in either the response
ratio or responder rate.



INDICATIONS AND USAGE
Epilepsy
Gabapentin is indicated as adjunctive therapy in the treatment of partial seizures with and
without secondary generalization in patients over 12 years of age .with epilepsy.
Gabapentin is also indicated as adjunctive therapy in the treatment of partial seizures in
pediatric patients age 3 — 12 years.

CONTRAINDICATIONS

Gabapentin is contraindicated in patients who have demonstrated hypersensitivity to the
drug or its ingredients.

WARNINGS

Neuropsychiatric Adverse Events—Pediatric Patients 3-12 Years of Age
Gabapentin use in pediatric patients with epilepsy 3—12 years of age is associated with
the occurrence of central nervous system related adverse events. The most significant of
these can be classified into the following categories: 1) emotional lability (primarily
behavioral problems), 2) hostility, including aggressive behaviors, 3) thought disorder,
including concentration problems and change in school performance, and 4) hyperkinesia
(primarily restlessness and hyperactivity). Among the gabapentin-treated patients, most
of the events were mild to moderate in intensity.

In controlled trials in pediatric patients 3—12 years of age, the incidence of these adverse
events was: emotional lability 6% (gabapentin-treated patients) vs 1.3% (placebo-treated
patients); hostility 5.2% vs 1.3%; hyperkinesia 4.7% vs 2.9%; and thought disorder 1.7%
vs 0%. One of these events, a report of hostility, was considered serious. Discontinuation
of gabapentin treatment occurred in 1.3% of patients reporting emotional lability and
hyperkinesia and 0.9% of gabapentin-treated patients reporting hostility and thought
disorder. One placebo-treated patient (0.4%) withdrew due to emotional lability.

Withdrawal Precipitated Seizure, Status Epilepticus
Antiepileptic drugs should not be abruptly discontinued because of the possibility of
increasing seizure frequency.

In the placebo-controlled studies in patients >12 years of age, the incidence of status
epilepticus in patients receiving gabapentin was 0.6% (3 of 543) versus 0.5% in patients
receiving placebo (2 of 378). Among the 2074 patients >12 years of age treated with
gabapentin across all studies (controlled and wuncontrolled) 31 (1.5%) had status
epilepticus. Of these, 14 patients had no prior history of status epilepticus either before
treatment or while on other medications. Because adequate historical data are not
available, it is impossible to say whether or not treatment with gabapentin is associated
with a higher or lower rate of status epilepticus than would be expected to occur in a
similar population not treated with gabapentin.



Tumorigenic Potential

. In standard preclinical in vivo lifetime carcinogenicity studies, an unexpectedly high
incidence of pancreatic acinar adenocarcinomas was identified in male, but not female,
rats (see PRECAUTIONS: Carcinogenesis, Mutagenesis, Impairment of Fertility).
The clinical significance of this finding is unknown. Clinical experience during
gabapentin’s premarketing development prov1des no direct means to assess its potential
for inducing tumors in humans.

In clinical studies in adjunctive therapy in epilepsy comprising 2085 patient-years of
exposure in patients >12 years of age, new tumors were reported in 10 patients (2 breast,
3 brain, 2 lung, 1 adrenal, 1 non-Hodgkin’s lymphoma, 1 endometrial carcinoma in situ),
and preexisting tumors worsened in 11 patients (9 brain, 1 breast, 1 prostate) during or up
to 2 years following discontinuation of gabapentin. Without knowledge of the
background incidence and recurrence in a similar population not treated with gabapentin,

.it is impossible to know whether the incidence seen in this cohort is or is not affected by
treatment.

Sudden and Unexplained Death in Patients With Epilepsy

During the course of premarketing development of gabapentin 8 sudden and unexplained
deaths were recorded among a cohort of 2203 patients treated (2103 patient-years of
exposure).

Some of these could represent seizure-related deaths in which the seizure was not
observed, e.g., at night. This represents an incidence of 0.0038 deaths per patient-year.
Although this rate exceeds that expected in a healthy population matched for age and sex,
it is within the range of estimates for the incidence of sudden unexplained deaths in
patients with epilepsy not receiving gabapentin (ranging from 0.0005 for the general
- population of epileptics to 0.003 for a clinical trial population similar to that in the
gabapentin program, to 0.005 for patients with refractory epilepsy). Consequently,
whether these figures are reassuring or raise further concern depends on comparability of
the populations reported upon to the gabapentin cohort and the accuracy of the estimates
provided.

PRECAUTIONS
Information for Patients
Patients should be instructed to take gabapentin only as prescribed.

Patients should be advised that gabapentin may cause dizziness, somnolence and other
symptoms and signs of CNS depression. Accordingly, they should be advised neither to
~ drive a car nor to operate other complex machinery until they have gained sufficient
experience on gabapentin to gauge whether or not it affects their mental and/or motor
performance adversely.



Patients who require concomitant treatment with morphine may experience increases in
gabapentin concentrations. Patients should be carefully observed for signs of CNS
depression, such as somnolence, and the dose of gabapentin or morphine should be
reduced appropriately (see Drug Interactions).

Laboratory Tests

Clinical trials data do not indicate that routine monitoring of clinical laboratory
parameters is necessary for the safe use of gabapentin. The value of monitoring
gabapentin blood concentrations has not been established. Gabapentin may be used in
combination with other antiepileptic drugs without concern for alteration of the blood
concentrations of gabapentin or of other antiepileptic drugs.

Drug Interactions

In vitro studies were conducted to investigate the potential of gabapentin to inhibit the
‘major cytochrome P450 enzymes (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2EI1, and CYP3A4) that mediate drug and xenobiotic metabolism using isoform
selective marker substrates and human liver microsomal preparations. Only at the highest
concentration tested (171 mcg/mL; 1 mM) was a slight degree of inhibition (14%-30%)
of isoform CYP2A6 observed. No inhibition of any of the other isoforms tested was
observed at gabapentin concentrations up to 171 mcg/mL (approximately 15 times the
Chax at 3600 mg/day).

Gabapentin is not appreciably metabolized nor does it interfere with the metabolism of
commonly coadministered antiepileptic drugs.

The drug interaction data described in this section were obtained from studies 1nvolv1ng
healthy adults and adult patients with epilepsy.

Phenytoin: In a single (400 mg) and multiple dose (400 mg T.1.D.) study of gabapentin
in epileptic patients (N=8) maintained on phenytoin monotherapy for at least 2 months,
gabapentin had no effect on the steady-state trough plasma concentrations of phenytoin
and phenytoin had no effect on gabapentin pharmacokinetics.

Carbamazepine: Steady-state trough plasma carbamazepine and carbamazepine 10, 11
epoxide concentrations were not affected by concomitant gabapentin (400 mg T.LD.;
N=12) administration. Likewise, gabapentin pharmacokinetics were unaltered by
carbamazepine administration.

Valproic Acid: The mean steady-state trough serum valproic acid concentrations prior to
‘and during concomitant gabapentin administration (400 mg T.I.D.; N=17) were not
different and neither were gabapentin pharmacokinetic parameters affected by valproic
acid.

Phenobarbital: Estimates of steady-state pharmacokinetic parameters for phenobarbital
or gabapentin (300 mg T.I.D.; N=12) are identical whether the drugs are administered
alone or together.



Naproxen: Coadministration (N=18) of naproxen sodium capsules (250 mg) with
gabapentin (125 mg) appears to increase the amount of gabapentin absorbed by 12% to
15%. Gabapentin had no effect on naproxen pharmacokinetic parameters. These doses
are lower than the therapeutic doses for both drugs. The magnitude of interaction within
the recommended dose ranges of either drug is not known.

Hydrocodone: Coadministration of gabapentin (125 to 500 mg; N=48) decreases
hydrocodone (10 mg; N=50) Cynax and AUC values in a dose-dependent manner relative
to administration of hydrocodone alone; Cpax and AUC values are 3% to 4% lower,
respectively, after administration of 125 mg gabapentin and 21% to 22% lower,
respectively, after administration of 500 mg gabapentin. The mechanism for this
interaction is unknown. Hydrocodone increases gabapentin AUC values by 14%. The
magnitude of interaction at other doses is not known.

Morphine: A literature article reported that when a 60 mg controlled-release morphine
capsule was administered 2 hours prior to a 600 mg gabapentin capsule (N=12), mean
gabapentin AUC increased by 44% compared to gabapentin administered without
morphine (see PRECAUTIONS). Morphine pharmacokinetic parameter values were not
affected by administration of gabapentin 2 hours after morphine. The magnitude of
interaction at other doses is not known.

Cimetidine: In the presence of cimetidine at 300 mg Q.LD. (N=12) the mean apparent
oral clearance of gabapentin fell by 14% and creatinine clearance fell by 10%. Thus
cimetidine appeared to alter the renal excretion of both gabapentin and creatinine, an
endogenous marker of renal function. This small decrease in excretion of gabapentin by
cimetidine is not expected to be of clinical importance. The effect of gabapentin on
cimetidine was not evaluated.

Oral Contraceptive: Based on AUC and half-life, multiple-dose pharmacokinetic
profiles of norethindrone and ethinyl estradiol following administration of tablets
containing 2.5 mg of norethindrone acetate and 50 mcg of ethinyl estradiol were similar
with and without coadministration of gabapentin (400 mg T.I.D.; N=13). The Cpax of
norethindrone was 13% higher when it was coadministered w1th gabapentin; this
interaction is not expected to be of clinical importance. '

Antacid (Maalox®): Maalox® reduced the bioavailability of gabapentin (N=16) by about
20%. This decrease i 1n bloavallablhty was about 5% when gabapentin was administered 2
hours after Maalox®. It is recommended that gabapentln be taken at least 2 hours
following Maalox® administration.

Effect of Probenecid: Probenecid is a blocker of renal tubular secretion. Gabapentin
pharmacokinetic parameters without and with probenecid were comparable. This
indicates that gabapentin does not undergo renal tubular secretion by the pathway that is
blocked by probenecid.

10 -



Drug/Laboratory Tests Interactions

Because false positive readings were reported with the Ames N-Multistix SG® dipstick
test for urinary protein when gabapentin was added to other antiepileptic drugs, the more
specific sulfosalicylic acid precipitation procedure is recommended to determine the
presence of urine protein.

Carcinogenesis, Mutagenesis, Impairment of Fertility

Gabapentin was given in the diet to mice at 200, 600, and 2000 mg/kg/day and to rats at
250, 1000, and 2000 mg/kg/day for 2 years. A statistically significant increase in the
incidence of pancreatic acinar cell adenomas and carcinomas was found in male rats
receiving the high dose; the no-effect dose for the occurrence of carcinomas was 1000
mg/kg/day. Peak plasma concentrations of gabapentin in rats receiving the high dose of
2000 mg/kg were 10 times higher than plasma concentrations in humans receiving 3600
mg/day, and in rats receiving 1000 mg/kg/day peak plasma concentrations were 6.5 times
higher than in humans receiving 3600 mg/day. The pancreatic acinar cell carcinomas . did
not affect survival, did not metastasize and were not locally invasive. The relevance of
this finding to carcinogenic risk in humans is unclear.

Studies designed to investigate the mechanism of gabapentin-induced pancreatic
carcinogenesis in rats indicate that gabapentin stimulates DNA synthesis in rat pancreatic
acinar cells in vitro and, thus, may be acting as a tumor promoter by enhancing mitogenic
activity. It is not known whether gabapentin has the ability to increase cell proliferation
in other cell types or in other species, including humans.

Gabapentin did not demonstrate mutagenic or genotoxic potential in three in vitro and
four in vivo assays. It was negative in the Ames test and the in vitro HGPRT forward
mutation assay in Chinese hamster lung cells; it did not produce significant increases in
chromosomal aberrations in the ir vitro Chinese hamster lung cell assay; it was negative
in the in vivo chromosomal aberration assay and in the in vivo micronucleus test in
Chinese hamster bone marrow; it was negative in the in vivo mouse micronucleus assay;
and it did not induce unscheduled DNA synthesis in hepatocytes from rats give

gabapentin. , '

No adverse effects on fertility or reproduction were observed in rats at doses up to 2000
mg/kg (approximately 5 times the maximum recommended human dose on a mg/m*
basis). :

Preghancy .
Pregnancy Category C: Gabapentin has been shown to be fetotoxic in rodents, causing
delayed ossification of several bones in the skull, vertebrae, forelimbs, and hindlimbs.
These effects occurred when pregnant mice received oral doses of 1000 or 3000
mg/kg/day during the period of organogenesis, or approximately 1 to 4 times the
maximum dose of 3600 mg/day given to- epileptic patients on a mg/m’ basis. The no-
effect level was 500 mg/kg/day or approximately ¥ of the human dose on a mg/m? basis.
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When rats were dosed prior to and during mating, and throughout gestation, pups from all
dose groups (500, 1000 and 2000 mg/kg/day) were affected. These doses are equivalent
to less than approximately 1 to 5 times the maximum human dose on a mg/m’ basis.
There was an increased incidence of hydroureter and/or hydronephrosis in rats in a study
of fertility and general reproductive performance at 2000 mg/kg/day with no effect at
1000 mg/kg/day, in a teratology study at 1500 mg/kg/day with no effect at 300
mg/kg/day, and in a perinatal and postnatal study at all doses studied (500, 1000 and
2000 mg/kg/day). The doses at which the effects occurred are approximately 1 to 5 times
the maximum human dose of 3600 mg/day on a mg/m’ basis; the no-effect doses were
approximately 3 times (Fertility and General Reproductive Performance study) and
approximately equal to (Teratogenicity study) the maximum human dose on a mg/m’
basis. Other than hydroureter and hydronephrosis, the etiologies of which are unclear, the
incidence of malformations was not increased compared to controls in offspring of mice,
rats, or rabbits given doses up to 50 times (mice), 30 times (rats), and 25 times (rabbits)
the human daily dose on a mg/kg basis, or 4 times (mice), 5 times (rats), or 8 times
(rabbits) the human daily dose on a mg/rn2 ba51s :

In a teratology study in rabbits, an increased incidence of postimplantation fetal loss
occurred in dams exposed to 60, 300 and 1500 mg/kg/day, or less than approximately Y4
to 8 times the maximum human dose on a mg/m” basis. There are no adequate and well-
controlled studies in pregnant women. This drug should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus.

Use in Nursing Mothers

Gabapentin is secreted into human milk following oral administration. A nursed infant
could be exposed to a maximum dose of approximately 1 mg/kg/day of gabapentin.
Because the effect on the nursing infant is unknown, gabapentin should be used in
women who are nursing only if the benefits clearly outweigh the risks.

Pediatric Use

Effectiveness as adjunctive therapy in the treatment of partial seizures in pediatric
patients below the age of 3 years has not been established (see CLINICAL
PHARMACOLOGY, Clinical Studies).

Geriatric Use

Clinical studies of gabapentin in epilepsy did not include sufficient numbers of subjects
aged 65 and over to determine whether they responded differently from younger subjects.
Other reported clinical experience has not identified differences in responses between the
elderly and younger patients. In general, dose selection for an elderly patient should be
cautious, usually starting at the low end of the dosing range, reflecting the greater
frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or
other drug therapy.

This drug is known to be substantially excreted by the kidney, and the risk of toxic

reactions to this drug may be greater in patients with impaired renal function. Because
elderly patients are more likely to have decreased renal function, care should be taken in
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dose selection, and dose should be adjusted based on creatinine clearancé values in these
patients (see CLINICAL PHARMACOLOGY, ADVERSE REACTIONS, and
DOSAGE AND ADMINISTRATION sections).

ADVERSE REACTIONS

Epilepsy

The most commonly observed adverse events assomated with the use of gabapentin in
combination with other antiepileptic drugs in patients >12 years of age, not seen at an
equivalent frequency among placebo-treated patients, were somnolence, dizziness, ataxia,
fatigue, and nystagmus. The most commonly observed adverse events reported with the
use of gabapentin in combination with other antiepileptic drugs in pediatric patients 3 to
12 years of age, not seen at an equal frequency among placebo-treated patients, were viral
infection, fever, nausea and/or vomiting, somnolence, and hostility (see WARNINGS,
Neuropsychiatric Adverse Events).

Approximately 7% of the 2074 patients >12 years of age and approximately 7% of the
449 pediatric patients 3 to 12 years of age who received gabapentin in premarketing
clinical trials discontinued treatment because of an adverse event. The adverse events
most commonly associated with withdrawal in patients >12 years of age were
somnolence (1.2%), ataxia (0.8%), fatigue (0.6%), nausea and/or vomiting (0.6%), and
dizziness (0.6%). The adverse events most commonly associated with withdrawal in
pediatric patients were emotional lability (1.6%), hostility (1.3%), and hyperkinesia
(1.1%).

Incidence in Controlled Clinical Trials

Table 1 lists treatment-emergent signs and symptoms that occurred in at least 1% of
gabapentin-treated patients >12 years of age with epilepsy participating in placebo-
.controlled trials and were numerically more common in the gabapentin group. In these
studies, either gabapentin or placebo was added to the patient’s current antiepileptic drug
therapy. Adverse events were usually mild to moderate in intensity.

The prescriber should be aware that these figures, obtained when gabapentin was added
to concurrent antiepileptic drug therapy, cannot be used to predict the frequency of
adverse events in the course of usual medical practice where patient characteristics and
other factors may differ from those prevailing during clinical studies. Similarly, the cited
frequencies cannot be directly compared with figures obtained from other clinical
investigations involving different treatments, uses, or investigators. An inspection of
these frequencies, however, does provide the prescribing physician with one basis to
estimate the relative contribution of drug and nondrug factors to the adverse event
incidences in the population studied.
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TABLE 1. Treatment-Emergent Adverse Event Incidence in Controlled Add-On
Trials in Patients >12 years of age (Events in at Least 1% of Gabapentin Patients
and Numerically More Frequent Than in the Placebo Group)

Body System/ Gabapentin® Placebo®
Adverse Event N=543 N=378
% %
Body As A Whole ' :
Fatigue 11.0 5.0
Weight Increase 2.9 1.6
Back Pain 1.8 0.5
Peripheral Edema 1.7 ' 0.5
Cardiovascular
Vasodilatation 1.1 0.3
Digestive System
Dyspepsia 22 0.5
Mouth or Throat Dry 1.7 0.5
Constipation 1.5 0.8
Dental Abnormalities 1.5 03
Increased Appetite 1.1 0.8
Hematologic and Lymphatic o
Systems : : .
' Leukopenia 1.1 0.5
Musculoskeletal System
Myalgia 2.0 1.9
Fracture ' 1.1 0.8
Nervous System
Somnolence . p 19.3 87
Dizziness 17.1 6.9
Ataxia 12.5 5.6
Nystagmus , 83 4.0
Tremor 6.8 3.2
Nervousness .24 v 1.9
Dysarthria 24 0.5
Amnesia 2.2 0.0
Depression 1.8 1.1
Thinking Abnormal 1.7 13
Twitching 13 0.5
Coordination Abnormal 1.1 ‘ 03
Respiratory System
Rhinitis 4.1 3.7
Pharyngitis 2.8 1.6
Coughing 1.8 1.3
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Skin and Appendages

Abrasion 1.3 0.0

Pruritus 1.3 0.5
Urogenital System

Impotence 1.5 1.1
Special Senses

Diplopia ' 5.9 19

Amblyopia® 4.2 1.1
Laboratory Deviations

WBC Decreased 1.1 0.5

? Plus background antiepileptic drug therapy
b Amblyopia was often described as blurred vision.

Other events in more than 1% of patients >12 years of age but equally or more frequent
in the placebo group included: headache, viral infection, fever, nausea and/or vomiting,
abdominal pain, diarrhea, convulsions, confusion, insomnia, emotional lability, rash,
acne.

Among the treatment-emergent adverse events occurring at an incidence of at least 10%
of gabapentin-treated patients, somnolence and ataxia appeared to exhibit a positive dose-
response relationship. '

The overall incidence of adverse events and the types of adverse events seen were similar
among men and women treated with gabapentin. The incidence of adverse events
increased slightly with increasing age in patients treated with either gabapentin or
placebo. Because only 3% of patients (28/921) in placebo-controlled studies were
identified as nonwhite (black or other), there are insufficient data to support a statement
regarding the distribution of adverse events by race.

Table 2 lists treatment-emergent signs and symptoms that occurred in at least 2% of
gabapentin-treated patients age 3 to 12 years of age with epilepsy participating in
placebo-controlled trials and were numerically more common in the gabapentin group.
Adverse events were usually mild to moderate in intensity.

TABLE 2. Treatment-Emergent Adverse Event Incidence in Pediatric Patients Age
3 to 12 Years in a Controlled Add-On Trial (Events in at Least 2% of Gabapentin
Patients and Numerically More Frequent Than in the Placebo Group)

Body System/ ' Gabapentin® Placebo®
Adverse Event N=119 N=128
% %
Body as a Whole
Viral Infection 10.9 3.1
Fever 10.1 3.1
Weight Increase 34 0.8
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Fatigue 34 ‘ 1.6
Digestive System

Nausea and/or Vomiting 8.4 7.0
Nervous System

Somnolence 8.4 4.7

Hostility . 7.6 23

Emotional Lability : 42 1.6

Dizziness 2.5 1.6

Hyperkinesia ‘ 2.5 0.8
Respiratory System

Bronchitis 34 0.8

Respiratory Infection - 2.5 0.8

*Plus background antiepileptic drug therapy

Other events in more than 2% of pediatric patients 3 to 12 years of age but equally or
more frequent in the placebo group included: pharyngitis, upper respiratory infection,
headache, rhinitis, convulsions, diarrhea, anorexia, coughing, and otitis media.

Other Adverse Events Observed During All Clinical Trials

Clinical Trials in Adults and Adolescents (Except Clinical Trials in Neuropathic
Pain)

Gabapentin has been administered to 2074 patients >12 years of age during all adjunctive
therapy clinical trials (except clinical trials in patients with neuropathic pain), only some
of which were placebo-controlled. During these trials, all adverse events were recorded
by the clinical investigators using terminology of their own choosing. To provide a
meaningful estimate of the proportion of individuals having adverse events, similar types
of events were grouped into a smaller number of standardized categories using modified
COSTART dictionary terminology. These categories are used in the listing below. The
frequencies presented represent the proportion of the 2074 patients >12 years of age
exposed to gabapentin who experienced an event of the type cited on at least one
occasion while receiving gabapentin. All reported events are included except those
already listed in Table 1, those too general to be informative, and those not reasonably
associated with the use of the drug.

Events are further classified within body system categories and enumerated in order of
decreasing frequency using the following definitions: frequent adverse events are defined
as those occurring in at least 1/100 patients; infrequent adverse events are those occurring
in 1/100 to 1/1000 patients; rare events are those occurring in fewer than 1/1000 patients.

Body As A Whole: Frequent: asthenia, malaisé,J face edema; Infrequent: allergy,

generalized edema, weight decrease, chill; Rare: strange feelings, lassitude, alcohol
intolerance, hangover effect.
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Cardiovascular System: Frequent: hypertension; Infrequent: hypotension, angina
pectoris, peripheral vascular disorder, palpitation, tachycardia, migraine, murmur; Rare:
atrial fibrillation, heart failure, thrombophlebitis, deep thrombophlebitis, myocardial
infarction, cerebrovascular accident, pulmonary thrombosis, ventricular extrasystoles,
bradycardia, premature atrial contraction, pericardial rub, heart block, pulmonary
embolus, hyperlipidemia, hypercholesterolemia, pericardial effusion, pericarditis.

Digestive System: Frequent: anorexia, flatulence, gingivitis; Infrequent: glossitis, gum
hemorrhage, thirst, stomatitis, increased salivation, gastroenteritis, hemorrhoids, bloody
stools, fecal incontinence, hepatomegaly; Rare: dysphagia, eructation, pancreatitis, peptic
ulcer, colitis, blisters in mouth, tooth discolor, perléche, salivary gland enlarged, lip
hemorrhage, esophagitis, hiatal hernia, hematemesis, proctitis, irritable bowel syndrome,
rectal hemorrhage, esophageal spasm.

Endocrine System: Rare: hyperthyroid, hypothyroid, gditer, hypoestrogen, ovarian
failure, epididymitis, swollen testicle, cushingoid appearance.

Hematologic and Lymphatic System: Frequent: purpura most often described as
bruises resulting from physical trauma; Infrequent: anemia, thrombocytopenia,
lymphadenopathy; Rare: WBC count increased, lymphocytosis, non-Hodgkin’s
lymphoma, bleeding time increased.

Musculoskeletal System: Frequent: arthralgia; Infrequent: tendinitis, arthritis, joint
stiffness, joint swelling, positive Romberg test; Rare: costochondritis, osteoporosis,
bursitis, contracture.

Nervous System: Frequent: vertigo, hyperkinesia, paresthesia, decreased or absent
reflexes, increased reflexes, anxiety, hostility; Infrequent: CNS tumors, syncope,
dreaming abnormal, aphasia, hypesthesia, intracranial hemorrhage, hypotonia,
dysesthesia, paresis, dystonia, hemiplegia, facial paralysis, stupor, cerebellar dysfunction,
positive Babinski sign, decreased position sense, subdural hematoma, apathy,
hallucination, decrease or loss of libido, agitation, paranoia, depersonalization, euphoria,
feeling high, doped-up sensation, suicidal, psychosis; Rare: choreoathetosis, orofacial
dyskinesia, encephalopathy, nerve palsy, personality disorder, increased libido, subdued
temperament, apraxia, fine motor control disorder, meningismus, local myoclonus,
hyperesthesia, hypokinesia, mania, neurosis, hysteria, antisocial reaction, suicide gesture.

Respiratory System: Frequent: pneumonia; Infrequent: epistaxis, dyspnea, apnea;
Rare: mucositis, aspiration pneumonia, hyperventilation, hiccup, laryngitis, nasal
obstruction, snoring, bronchospasm, hypoventilation, lung edema.

Dermatological: Infrequent: alopecia, eczema, dry skin, increased sweating, urticaria,
hirsutism, seborrhea, cyst, herpes simplex; Rare: herpes zoster, skin discolor, skin
papules, photosensitive reaction, leg ulcer, scalp seborrhea, psoriasis, desquamation,
maceration, skin nodules, subcutaneous nodule, melanosis, skin necrosis, local swelling.
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Urogenital System: Infrequent: hematuria, dysuria, urination frequency, cystitis,
urinary retention, urinary incontinence, vaginal hemorrhage, amenorrhea, dysmenorrhea,
menorrhagia, breast cancer, unable to climax, ejaculation abnormal; Rare: kidney pain,
leukorrhea, pruritus genital, renal stone, acute renal failure, anuria, glycosuria, nephrosis,
nocturia, pyuria, urination urgency, vaginal pain, breast pain, testicle pain.

Special Senses: Frequent: abnormal vision; Infrequent: cataract, conjunctivitis, eyes
dry, eye pain, visual field defect, photophobia, bilateral or unilateral ptosis, eye
hemorrhage, hordeolum, hearing loss, earache, tinnitus, inner ear infection, otitis, taste
loss, unusual taste, eye twitching, ear fullness; Rare: eye ‘itching, abnormal
“accommodation, perforated ear drum, sensitivity to noise, eye focusing problem, watery
eyes, retinopathy, glaucoma, iritis, corneal disorders, lacrimal dysfunction, degenerative
eye changes, blindness, retinal degeneration, miosis, chorioretinitis, strabismus,
eustachian tube dysfunction, labyrinthitis, otitis externa, odd smell.

Clinical Trials in Pediatric Patients With Epilepsy

Adverse events occurring during epilepsy clinical trials in 449 pediatric patients 3 to 12
years of age treated with gabapentin that were not reported in adjunctive trials in adults
are:

Body as a Whole: dehydration, infectious mononucleosis

Digestive System: hepatitis

Hemic and Lymphatic System: coagulation defect

Nervous System: aura disappeared, occipital neuralgia

Psychobiologic Function: sleepwalking

Respiratory System: pseudocroup, hoarseness

Postmarketing and Other Experience :

In addition to the adverse experiences reported during clinical testing of gabapentin, the
following adverse experiences have been reported in patients receiving marketed
gabapentin. These adverse experiences have not been listed above and data are
insufficient to support an estimate of their incidence or to establish causation. The listing
is alphabetized: angioedema, blood glucose fluctuation, erythema multiforme, elevated
liver function tests, fever, hyponatremia, jaundice, movement disorder such as
dyskinesia, Stevens-Johnson syndrome.

Adverse events following the abrupt discontinuation of gabapentin have also been

reported. The most frequently reported events were anxiety, insomnia, nausea, pain and
sweating.
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DRUG ABUSE AND DEPENDENCE

The abuse and dependénce potenﬁal of gabapentin has not been evaluated in human
studies.

OVERDOSAGE

A lethal dose of gabapentin was not identified in mice and rats receiving single oral doses
as high as 8000 mg/kg. Signs of acute toxicity in animals included ataxia, labored
breathing, ptosis, sedation, hypoactivity, or excitation.

Acute oral overdoses of gabapentin up to 49 grams have been reported. In these cases,
double vision, slurred speech, drowsiness, lethargy and diarrhea were observed. All
patients recovered with supportive care.

~ Gabapentin can be removed by hemodialysis. Although hemodialysis has not been
performed in the few overdose cases reported, it may be indicated by the patient’s clinical
state or in patients with significant renal impairment.

DOSAGE AND ADMINISTRATION
Gabapentin is given orally with or without food.

If gabapentin dose is reduced, discontinued or substituted with an alternative medication,
this should be done gradually over a minimum of 1 week.

Epilepsy
Gabapentin is recommended for add-on therapy in patients 3 years of age and older.
Effectiveness in pediatric patients below the age of 3 years has not been established.

Patients >12 Years of Age: The effective dose of gabapentin is 900 to 1800 mg/day
and given in divided doses (three times a day) using 300 or 400 mg capsules. The starting
dose is 300 mg three times a day. If necessary, the dose may be increased using 300 mg
or 400 mg capsules three times a day up to 1800 mg/day. Dosages up to 2400 mg/day
have been well tolerated in long-term clinical studies. Doses of 3600 mg/day have also
been administered to a small number of patients for a relatively short duration, and have
been well tolerated. The maximum time between doses in the T.I.D. schedule should not
exceed 12 hours. -

Pediatric Patients Age 3-12 Years: The starting dose should range from 10-15
mg/kg/day in 3 divided doses, and the effective dose reached by upward titration over a
period of approximately 3 days. The effective dose of gabapentin in patients 5 years of
age and older is 25-35 mg/kg/day and given in divided doses (three times a day). The
effective dose in pediatric patients ages 3 and 4 years is 40 mg/kg/day and given in
divided doses (three times a day) (See CLINICAL PHARMACOLOGY, Pediatrics).
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Dosages up to 50 mg/kg/day have been well tolerated in a long-term clinical study. The
maximum time interval between doses should not exceed 12 hours.

It is not necessary to monitor gabapentin plasma concentrations to optimize gabapentin
therapy. Further, because there are no significant pharmacokinetic interactions among
gabapentin and other commonly used antiepileptic drugs, the addition of gabapentin does
not alter the plasma levels of these drugs appreciably.

If gabapentin is discontinued and/or an alternate anticonvulsant medication is added to
the therapy, this should be done gradually over a minimum of 1 week.

Dosage in Renal Impairment
Creatinine clearance is difficult to measure in outpatients. In patients with stable renal
function, creatinine clearance (CCr) can be reasonably well estimated using the equation
of Cockceroft and Gault: '

for females Cc¢; = (0.85)(140-age)(weight)/[(72)(Scr)]

for males Cc,; =(140-age)(weight)/[(72)(Scr)]
where age is in years, weight is in kilograms and S, is serum creatinine in mg/dL.

Dosage adjustment in patients > 12 years of age with compromised renal function or
undergoing hemodialysis is recommended as follows (see dosing recommendations
above for effective doses in each indication).

TABLE 3. Gabapentin Dosage Based on Renal Function

Renal Function Total Daily

Creatinine Dose Range Dosage Regimen
Clearance (mg/day) (mg)
(mL/min)
>60 900-3600 300 TID 400 TID 600 TID 800 TID 1200TID
> 30-59 400-1400 200 BID 300 BID 400 BID 500 BID 700 BID
>15-29 200-700 200 QD 300 QD 400 QD 500 QD 700 QD
<15° 100-300 100 QD 125 QD 150 QD 200 QD 300 QD
_ ' Post-Hemodialysis Supplemental Dose (mg) °
Hemodialysis | 125° 150° 200° 250° 350°

®For patients with creatinine clerance <15 mL/min, reduce daily dose in proportion to
creatinine clearance (e.g., patients with a creatinine clearance of 7.5 mL/min should
receive one-half the daily dose that patients with a creatinine clearance of 15 ml/min
receive).

®Patients on hemodialysis should receive maintenance doses based on estimates of
creatinine clearance as indicated in the upper portion of the table and a supplemental
post-hemodialysis dose administered after each 4 hours of hemodialysis as indicated in
the Jower portion of the table.

The use of gabapentin in patients <12 years of age with compromised renal function has
not been studied. '
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Dosage in Elderly

Because elderly patients are more likely to have decreased renal function, care should be
taken in dose selection, and dose should be adjusted based on creatinine clearance values
in these patients.

HOW SUPPLIED

Gabapentin Capsules 100 mg are available for oral administration as hard gelatin
capsules with a white opaque body and a white opaque cap. “APO 112” is imprinted on
each capsule in black ink; supplied in bottles of 100 (NDC 60505-0112-1).

Gabapentin Capsules 300 mg are available for oral administration as hard gelatin
capsules with a white opaque body and a yellow opaque cap. “APO 113” is imprinted on
each capsule in black ink; supplied in bottles of 100 (NDC 60505-0113-1).

Gabapentin Capsules 400 mg are available for oral administration as hard gelatin
capsules with a white opaque body and an orange opaque cap.” APO 114” is imprinted
on each capsule in black ink; supplied in bottles of 100 (NDC 60505-0114-1).

Storage

Store at 20° to 25°C (68° to 77°F); excursions permitted to 15° to 30°C (59° to 86° F)[see
USP Controlled Room Temperature]. Dispense in a tight, light-resistant container [see
USP]. '

* Maalox® s a registered trademark of Novartis Consumer Health, Inc.

APOTEX INC.

GABAPENTIN CAPSULES 100 mg, 300 mg and 400 mg
Manufactured by: - Manufactured for:
Apotex Inc. Apotex Corp.
Toronto, Ontario S Weston, Florida
Canada M9L 1T9 33326

(GAB/C-RO3-51X138MM-LFLT-090104)
Revised: December 2004

Rev. 1
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DESCRIPTION

Gahapentin ©s descrited as t-{aminometind} cycloexaneacetic acid with a
molecular formula of CoHyNO; and @ molecufar weight of 171.24, Gabapentin is
a vihite (o off-white crystaltine solid vith a pka of 3.7 and a pKo of 10.7. Itis.
freely solubfe in water and both basic and acidic aqueous solutions, The log of
the partition coetficient {n-ocianol0.05M phosphate butfer) at pH 7.4 is -1.25. 11
has the following structural formulz.

CHoNH,

CH,CO,H

Each capsule for oral administration contains 100 mg, 300 mg, and 400 mg of
gabapentin. In addition, each capsule contains the oliowing inactive Ingredients:
croscamells sodium and magnesun siarls, T 100 g, 300 mg nd 400
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Each capsule contains
100 mg gabapentin.
Store at 20° to 25°C
Dispense in a tight,
Usual Dosage:

See package insert.
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NON PR\INTING AREA (GLUE PANEL)

concentrations In humans receiving 2600 mg/day, and in rals receiving 1000
my/kg/day peak plasma concertrabons were 6.5 times higher than in humans
receiving 3600 mg/day. The pancrealic acinar cefl carcinomas did not affect
survival, did not metastasize and were nol locally invasive. The relevance of this
finding o carcinogenic risk in humans is unclear.

Studies designed 1o invesligals the mechardsm of gabapentin-induced pancreatic
carcinogenesis in rats incicate that gabapeniin stimulates DNA synthesis in rat
‘pancreatic acinar cells in vitro and, thus, may be acting 25 a tumor promoler by
enhancing mitogenic activity. Itis not knovin whether gahiaentin has me amlrly 0]
increase celt cell types orin olfier speci

Gabapentin did no} demonstrale mutaganic or genotoxic potential in threa in vitro
and four in vivo 2ssays. It was negative in the Ames lest and 1he in vitro HEPRT
forward mutation assay In Chinese hamster lung cells; il did nol produce
sigréficant increases in chromosoma aberrations in the i vitro Chinese hamster
Iumg ceil assay, it was negalive in the in vive chomesomal aberration assay and
Inthe in {estin Chinese hamster bone marrow; if was negative
inthe in vivo mouse micronucleus assay; and it did not include unschedvied DNA
synthesis in hepalocyles from rats given gabapentin.

Mo adverse etfects on ferlility or reproduction were obiserved in rals at dases up
1o 2000 mqlku (awmxlmalely Stimes the madmum recommended human dose
o2 g/
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a white 1o off-white crystalfine solid with 2 pi of 3.7 and a pi of 10.7. Itis
freely soluble in water and both basic and acidic aqueous solutions, The log of
the pariition coefficien (n-oclanol/0.05M phosphate buffer) at pH 7.4 ¥ -1.25. 1t
has the following structural farmulx

CHyNH,

CH,CO,H

Each capsule for oral administration contains 100 mg, 300 mg, and 400 mg of
gabapertin. In addition, each capsule contains he foflowing Inactive |ngleﬁenls\
croscammeliose sodium and magnesium stearate. The 100 mg, 300 mg ant

mg capsule imprinting ink black SW-008/SW-9009 contains the Ioilumng
inactive ingredients: ammonium hydreide; black iron axide, bacteria controlled
EEC No. 172; n-butyt; ethyl dcohod, anhydrous, 200 proof; isopropyl alcohol USP;
potassium hydraxide; propylene glycol; purfied water and shellac.

The 100 my capsule shell contains gelatin and titanium dioxide.

o s e, yelow o o . Saite.

The 400 mg capsule shell contains geatin, red iron exxide, yellow iron oxide and
ttanium dioxide.

CLINICAL PHARMACOLOGY
Meelanlxm of Action

action s urknown,
blﬂ inanimal lest syslms dslgmd 1o detect anticomvulsant actvity, gabapentin
prevents sefzures as do other markeled anticonvulsants. Gabapentin exhlbits
anliselure activity In mice and rats in both the madmal etectrushock and
pentylenetetrazole sefzure models and ofher preclinical models (e.g., strains with
genetic epilepsy, etc.). The relevance of these models fo human epilepsy Is not
known.

Gahapentin is structurdly relaled fo the neurolransmitier GABA (gamma-
aminabulyric acld) but i does nol modify GABA or GABAs mciohgzm binding,
itis not converted melabolically into GABA or a GABA agonist, and it is ot an
inhibitor ot GABA uplake of degradation. Gabapentin was fested in radioligand
binding assays at concemrations up to 100 mcM and did not exhibit affinity fora
number of other common receplor sites, including berzodiazegine, glutamate, N-
metinyl-D-aspartate (NMDA). wisquzlale. kainale, strychmine-insensitive or
strydtrnne*selsmvn glyclne, aipha 1, alpha 2, or beta adrengrgic, adenosine At

A2, cholfnergic muscarinic or nlmnmc. dopamine DY or D2, histamine H1,
serolonln S1 or 82, oplate mu, delta or kappa, cannatinoid 1, votage-sensitive
calcium channel sites labeled with nilrendipine or diliazam, or at voltage-
sensilive sodium channel sites [abeled with batracholoxinin A 20-alpha-benzoate.
Fusthermors, gabapentin did nol alter the cellular uplaka of dopamine,
noradrenaine, of serolonin.

In vitro studies with radiclabeled gabapentin have revedled a gabapentin binding
site in areas of rat brain including neocortex and hippocampus. A high-afinity
binding protein in anima) brain fissue has been identified 25 an awdfiary submit
of vollage-activaled calcium channels. However, lunctional correlales of
gabapentin binding, if any, remain {o be elucidated.

Phamnacokinetics and Drog Metabollsm

At phammacotogical actions folloving gabapentin adminisiration are due Io the
activity of the paren! compound; gabapentin is not appreciably metabolized in
humans.

Gral Bivavailabllity: Gabapentin bioavailabilly is ot duse proportonal ie., &
duse is increased, bioavallability decreases. Bioavailability of uahq)enun is
:ppmzﬂmalelyGO'/. 47%, 34%, 33%, and 27% loflowing 900, 1200, 2400,
and 4800 mg/day given in 3 divided doses, respectively. Food has onfy a sllnm
effect on 1he rate and extent of absarption of gabapentin (14% increase in AUC
and Gad.
sss than 3% The
apparent voteme of distribuion of gahapenlln alier 150 mg Inlravenous
administration is S8 + 6 L {Mean 2 SD). In patients with epilepsy, steady-state
fredose {Cne} :or:;el?‘l'nﬂms of uabapennn in cerebrospinal fluid were
2%

Elimination: Gabapentin is efiminated lmm the systemic circutation by renal
:xcralion as tmchanged drug. Gabapentin is nol appreciably melabolized in
umans.

Gabapentin elimination haff-life s 5 10 7 hours and is unallered by dose or
foltewing muttiple dosing. Gabapentin elimination rate constant, plasma
clearance, and renal clearance are directly proportional to creatining clezrance
{sea Speclal Populations: Adulf Patients With Renal Insufficiency, below). In
elderly palients, and in patienis with impaired renal function, gabapentin plasma
clearance Is rdeced. Gabapentin can be removed from plasma by hemodialysis.

Dosage adjustment in patients wilh compromised renal function or undergoing
hemodialysfs is recommended (see DOSAGE AND ADMINISTRATION, Tabfe 3).

Spaclal Popolations: Adull Patients Wl Renal Insuiffickency: Subjects {N = 60)
with renal Insuficiency (mean creatinine clearance ranging from 13-114 ml.lmm)
ingta 400 mg aral

hat-ife ranged from about 6.5 hours (panems wﬂh :runrnne clzaranm >80
mb/min} to 52 bours {crealinine clearance <30 mLfmin) and gabapentin renal
clearance from about 30 mb/min {>60 mU/min group) Iu about 10 mUmin (<30
mUmin). Mean plasma chearance (CLF} decreased from approimately 190
mL/min to 20 mLimin.

Dosage adjustment in adult patlents with compromised renal function is
necessary {see DOSAGE AND ADMINISTRATION). Pediatric patients with renal
insuificiancy have not been studied.

Hemedialysis: In a study in anuric aduft subjects (N = 11), the apparenl
ellminaiton hall-lite of gabapentin on nondialysis days was aboul 132
hours; during didlysis the pparent hall-ife of gabapentin was reduced fo 3.8
hours. Hemodialysis Ihus has a significant effect on gabapentin ellmination in
anuric subjects.

Dosage adjusiment in patienis undergoing hemodialysis is necessary (ses
DOSAGE AND ADMINISTRATION).

metabolized, o sludy was performed

in patients with hepatic impafrment.

Age: The effect of age was sludied in subjects-20-80 years of age. Apparent
clearance {CLF) of gabapentin decreased as age lncrmd, irom about 225
mL/min fn these under 30 years of 2ge 1o about 125 mU/min in thosa aver 70

years of age. Renal clearance (CLr) and CLr adjusted for body surface area dso
decl!ned with age; however, the decline in the rendl clearance of gabapentin with
age can largely he axplained by the dechine in renal funclion. Reduction o

gabapentin dose may be required in patients who have age related compromised
lenal function {see PRECAUTIONS, Eerisiric Use, and DOSAGE AND
ADMINISTRATION).

Pedialric: Gabagentin pharmacokinelics were determined in 48 pedialric subjects
‘between the ages of § month and 12 years following a dose of approximately 10
mgkg. Peak plasma concentrations were similar across the entive age group and
occurmed 2 to 3 haurs postdose. In general, pediatric subjects between 1 month
and & years of age achieved approximately 30% tower exposurs (AUC) than that
observed in 1hose 5 years of age and older. Accordingly, oral clearance normal-
ized per bady weight was higher in the younger children. Apparent oral clearance
of gabapentin was directly propostional to creatining clearance. Gabapentin efim-
ination halt-lifa averaged 4.7 hours and was similar across the age groups stud-
fed.

A popuation pharmaceldnetic analysls was performed in 253 pedialric subjects
between § month and 13 years of age. Patients received 10 to 65 mg/q/day give
T.LD. Apparent oral clearance {CL/F) was direclly praportional lo creatining clear-

ance and this refationship was similar following a single dose and at steady state,
Higher oral clearance values were abserved in children <5 years of age compared
tothose ohserved in chitdren 5 years of age and older, when normaiized per body
welght. The clearance was highy variable in infants <1 year of age, The normal-
izet CLIF values observed in pedialric patients S years of age and older were con-

sistent with values ohserved in adults after a single dose. The oral votume of dis-

Iribution normalized per body weight was constant across the age rnge.

Thesa pharmacokinetic data indicate that the effective daily dose in pediatric
patiens with eplepsy ages 3 and 4 years shou'd be 40 mg/kg/day Lo achieve
e phsm concantrations similar fo these achisved in patients 5 years of

ghg/day. {Seo DOSAGE AND ADMIN-
ISTI'MTIDH.)

Gender: Although no formal sludy has been conducled to compars the
pharmacokinetics of gabapentin in men and women, it appears that the
pharmacokinglic parameters for males and females are similar and (here are no
significant gender differences.

Rave: Pharmacokinetic differences due ta race have not been sludied. Bacause
gabapentin is primarly renaly excreled and there are no importan racia
differences in creatining clearance, pharmacokimetic differences due fo race are
nat expected.

Cllaicat Studies

Epilepsy
The elfectiveness of gabapentin as adjunctive therapy (added to other

enhancing mi i y. Itis ml known whether tin has the ability lo
i i |l types or in other species, i

Gabapentin did not demonsirate mutageric or genoloxic potential in three in vitro
and four i vivo assays. It was negafive in the Ames les] and the & vitro HGPRT
forward mutation assay In Chinese hamsler lung cells; it did nol produce
significant increases in chromosomal aberrations In the i witre Chinese hamster
lung cell assay, it was negative In the in vivo chromosamal aberration assay and
inthe in vivo micronudleus test in Chinese hamster bone mamaw; it was negativa
in the in vivo mouse micronucleus assay, and it did not include unscheduled DNA
synthesis in hepatocyles from rats given gabapentin.

No adverse effects on fertiity or reproduction were obseived in rats at doses up
10 2000 mq/kg (apmwmalely 5 times the maximum recommended human dose
on a mg/m? bast

Pregrancy

hewmw Laiagory C: Gahapentin has been shawn to be falotoxic in rmdants,
causing delayed essification ol several bones in the skull, vectebirae, forelimbs,
and hindtimbs. These effects oecurred whm pr!qnml mice received oral doses. uI
1000 or 3000 mg/kg/day during the period of oranogenesis, or apprmdnizdy 1 o

4 imes the madmum dose of 3600 mgld:y given lo epileptic patienls on a mg/m?
basis. The no-effect Iwe| was 500 mg/kg/day or approximately 1/2of the human
dose on 3 mgT

When rats were dnsed priar 10 and during mating, and throughoul gestation, pups
from all dose groups {500, 1000 and 2000 my/kg/day) were affectéd. Thesa
doses are equivalent lo Iess than approximalely 1 10 5 times the maximum
human dose on a my/m? basls. There was an increased Incidence of hydroureler
and/or hydronephrosis in rals in 2 stody of fertiiy and general rproductive
parformance at 2000 mg/g/day with no effect at 1000 mo/ka/day, in a teratology
sludy al 1500 mg/kg/day with no effect at 300 mg/kg/day, and ina perlnahl ad
pnslllalil study al al dases studied (500, IOOOMZNDMMWM) dases

lo5 times he

dnsu nl 3600 mg/day o1 3 mulm{tms the m-sﬂeﬂ dosas were awmxumalnw
3times (Fetifity and Genera) Reproducive Performance sludy) and zppmnmalm
equal to (Teralogenicity study) the maximum human dose on a m/m? basis.

Other than hydroureter and hydronephirosts, the etiologles of which ar unclear,
the incidence of malformations was no! Increased compared fo controls in
offspring of mice, sats, or rabbils given doses up to 50 times (mice), 30 times
{rals), and 25 limes {rabits) the human dafly dose on a mg/kg basis, or 4 imes
{mice), times {rats), or & times {rahbits} the huran daily dose on a mg/m* basis.

In a teratology study in rabbits, an increased incidence of postimptaniation fetal

foss occurred in dams exposed to 60, 300 and 1500 mglkglﬂay or less than

approximatety 1/4 o 8 nmes the maximum human dose on a mg/m* basls. There

aie o adequate and well-controlled sludies in pregnant women. This drug should

: |;sed during pregnancy only if the potential benefil justifies the potenttal risk to
e felus.

Use in Nursing Mothers

Gahapentin Is secreted [nto human mik fotlowing oral adménistration. A nursed
Infant could be exposed 1o a maximurn dose of approximalety 1 mghg/day of
gabapentin. Becausa the effect on the nursing infant is unknown, gabapentin
shauld be used in women whe are nursing onfy If the benefits clearly outweigh the
fisks.

Poilaric Use

Effectiveness as ad|unctive therapy in the reatment of parfial sefzures in pediatric
patients below the age of 3 years has not been established {see CLINICAL
PHARMACQLOGY, Clinlcal Studies).

Gerlatric Usa

Clinical studies of gabapentin in epilepsy did not include sufficient numbers of
subjects aged 65 and over fo determine whether they responded differently from
younger subjecls. Othar reported clinical experience has nol identified differences
In responses between the elderty and younget patients. In general, dose selection
for an eiderty palient should be cautious, usually starting at the low end of the
dosing range, reflecting the greater [requency of decreased hepatic, renal, or
cardiac function, and of concomitant disease or other drug Brerapy.

This drug is known to ba substantially excreted by the kidney, and the risk of tnxic
roactions (o thts drug may be greater in patients wilh impaired renal function.
Because elderly patients are more likely to have decreased rena hmhu care
should be taken in dose sefection, and dose should be adjusted based on
crealinine clearance values in these patients {see CLINICAL PHARMABOLUGY
ADVERSE REACTIONS, and DOSAGE AND ADMINISTRATION sections),

Eglapsy ADVERSE REACTIONS

The rmrsl commanly observed adverse evenls assoclaled with the use of
gabapentin in combination with other antienleptic drugs in patients >12 years of age,
not seen at an equivalent frequency amang placebo-treated patients, were
somnolence, diziness,- alada, fatigua, and nystagmus. The most commonly
abserved adverse events reporied with the use af gabapentin in combination with
olher antiepileptic drugs in pedialric palients 3 to 12 years of age, nol seen al an
equal frequency among placebo-treated patients, were viral infeclion, fever,
navsea andfor vomiting, somnolence, and hostifity (see WARNINGS,
Neuropsychiatric Adverse Events).

Appraximatsly 7% of he 2074 patients >12 years of age and zppm)nmz{efy %ol
the 449 pediatric paients 3 to 12 years of age who received gabapentin in
premarkeling clinical Irials di scmnnued {reatment becauss of an adverse event.
The adverse events most commanly associated with withdrawal in patients >12
years of age were somnolence (12%), ataxia (0.8%), fatigue {0.6%), nausea
and/or vomiting (0.6%), and dizziness {0.6%). The adverse events most

mmonly associated with withdrawal in pedialdc patients were emotional latylity
(1.6%), hostility (1.3%), and hyperkinesia (1.1%).

Incidence ia Controlled Clinical Trals

Table 1 lists treatment-emergent signs and symptoms that occurred in at least 1%
of gabapeniin-treated patiens >12 years of age with epilepsy parficpating In
placebo-controled Idals and were numerically more commeon in the gzbapentin
group. In these studies, efther gabagentin or placebo was addad to the pafiant’s
current anliepileplic drug therapy. Adverse events were usually mild lo moderals
inintensity.

The prescriber should be aware that thesa figures, abtained when gabapentin was
added to concurrent mnemlwﬂc dng mmw, cannol be used to predict the
Trequency of adverss events in the ! usual medical pr

characteristics and other factors may ditfar tmm Imse prmlﬁng during dlinical
studies. Simdarty, the cited frequencles cannot be directly compared with figures
chtained from other clinical investigations nvotving different treatmerts, uses, or
Investigators. An Inspection of these frequencies, hawever, does provide the
prescribing physician with ons basls o estimata the relative cnrﬁnmmm of drug
and nondrug factors o th adverss event incidences in the population studied.

TABLE 1. Treatment - Emergent Adverse Evenl lacidence Ia Controlled Add-On
Trials In Patlents >12 years of age {Events In at Least 1% of Gabay
Palleats ané Numerically Mors Frequent Than in the Placebo &

Gabapentin' Placebo*

Body System/ N=543 N=378
Adverse Event % %
odv A A Whole
Fatigue 110 50
Weight Increase 29 18
Back Pain 18 05
Peripheral Edema 17 05
Vasodilatation 11 03
Dyspepsia 22 05
Mouth or Throat Dry 17 05
Constipation 15 08
Dental Abnormalities 15 03
Increased Appetite 11 08
Leukopenia 11 05
Myalgia 20 18
Fracture 11 08
Hervous System
Somnolence 193 87
Dizziness \Al 638
Ataxa 125 56
Mystzgmus 83 40
Tremor 68 32
Nervoursness. 24 18
Dysarthria 24 05
Amnesia 22 00
Depression 18 11
Thinking Abnormal 17 13
Twitching 13 05
Coordination Abnormal 11 03
Rhinitic 41 a7
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1STRATION)

Gender: Allhough no formal study has been conducted lo compare the
pharmacokinglics of gabapentin in men and women, i appears thal the
pharmacokinetic parameters for males and females are similar and there are no
significant gender differences.

Race: Pharmacokinetic differences due to race have not been sludied. Because
gabapentin is prmaily enally excreted and them are no impostant racial
differences in crealinine dlearance, pharmacokinetic ditferences due to race are
nol expected.

Clinkal Strdies

Epliepsy

The effectiveness of gabapenlii as adjunctive therapy (iddld fo other
anfiepiteptic drugs) was estabtished in mullicenter placebo-cantrolled, double-
biind, parallel-geoup clinical trials in aduft and pedialric patients (3 years and
older) with refractory partial seizures.

Evidence of the sllecliveness was obtained in Ihree Irials conducted in 705

patients (age 12 years and above) and ane trial conducted in 247 pedialric
pzhems {3 to 12 years of age). The patiens enrolfed had a history of at feast 4
partial seizures per month in spite of receiving ane or more antiepileptic drugs at
therapeutic fevels and were cbserved on their established antiepileptic drug
regimen during a 12-week hassline perivd (6 weeks in the study of pedi fatric.
patients). In patients continuing lo have al least 2 (or 4 in some sludies) seizares
per month, gabapentin ar placebo was then added on to the exisling Iheﬂpy
dring a 12-week Lreaiment poriod. Effectiveness was assessed pri on the
basis of the percent of patients with a 50% or grealer nzduchun in seizure
Irequency from basedine to trealment (ihe “responder rale) and 2 derived
measure called response rafie, a measure of change defined s (T - BJT + B),
where Bis the palient's baseline seizure frequency and T is the patien!'s seizure
frequency during treatment. Response ralio Is dislribuled within the range -1 to
+1. A 220 valu indicales no change whie complels elimination of seures
would give a value of -1; increased sefzure raes would give pasitiva values. A
Tesponse ratio of -0.33 correspands o a 50% reduction in seizure frequency.
restdts given balow are for 2l parfial seizures in the intent-to-treat (all patients
rmn mc:wad any doses of treatment) population in each study, unless othenvise
indicated.

One study compared gabapentin 1200 mg/day divided T.1D. with placebo.
Responder rate was 23% (14/61) in the gabapentin group and 8% (666} in the
placebo group; the difference between groups was stafistically significant.
Respanse ratio was also better in the gabapentin group {-0.199) than In the
placebo group (-0.044), a difference thal also achieved slatistical significance.

A second study compared primaiily 1200 my/day divided T1.0. gahapentin (N =

101) with placebo (N = 98). Addtional smaler gabapentin dosage groups (600
myy/day, N = 53; 1800 myg/day, N = 54) wer also studied lmlnlnnnaum regarding
dose responsa. Responder rae was higher in tha gabapentir davglwp

{16%) than in tha placebo group {8%), but the d)ﬂmnu ws nol statisbealy
significant. The responder rale at 600 mg {17%) was also nol sigrdficantly higher
than in the placebo, but the responder rale In the 1600 mg group (26%) was
stafistically significantly superiar o the placebo rate. Response raio wwas befter in
Uhe gabrapentin 1200 mg/day graup {-0.103} than in the placebo group (-0.022);
bn‘l this difference was aiso not staistically significant (p = 0.224). A belter
sponse was seen in the gabapentin 600 my/day group (-0.105) and 1800
mgldzy group (-0.222) Ihm in the 1200 mg/day group, with the 1800 mg/day
group achieving statistical slgnificance compared 1o the placebo graup.
A third sludy compared gabapentin 900 mg/day divided TLD. (N = 111) and
placebo (N = 109), An additional gabapentin 1200 mg/day dosaga group (N =
52) provided dose-response dala. A stalistically slgnificant dlﬁnrunu in
responder rate was seen in the gabapentin 90¢ mg/day group (2%} compared
lo that In the placebo group (10%). Response rabo was dso statistically
sigaificantly superior in he gabapentin 900 mg/day group {-0.119} compared
to that in tha placebo group {-0.027), & was respanse ralio in 1200 mg/day
gabapentin {-0.184) compared to placebo.
Analyses were alsa performed in each sludy to examiine the effecl of gabapentin
on pieventing secondarily generalized fonic-clonlc seizures. Patienls who
experienced a secondariy generaized tonic-clonic sezure in either the baseline
orin the Iraalment period in all three placsha-controlled studies were included in
these analyses. Thare wer several response ratio comparisons thal showed a
statistically significant advaniage for gabapentin compared lo placebo and
Iavorable trends for almost all comparisons.

Analysis ol respander rate using combined data from dll three sludies and al
doses (N =162, gabapentin; N = 89, pfaceba) also showed a slgnifican advantage
for gabiapentin over placebo In reducing the frequency of secondarly generalized
tonic-clonic seizures.

In two of the three controiled sludies, more than one dose of gabapentin was
used. Within each study 1he results did nol show 2 conslstenty Increased
response to dose. However, looking across studies, a irend toward increasing
efficacy with increasing dosa is evident {see Figure 1).
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FIGURE 1. Responder Rals in Patients Receiving Gabapentin Expressed as a
Qilference From Placebo by Dose and Study: Adjunctive Theragy Studies in
Patients 212 Years of Age With Partial Seizures.

In the ﬁqura. treatmen effect maunltude. measured on the Y axis in Ium\s ul IM

a50% or gm?er reduction In saizure frequency from baseiine, is plullad :galnsl
the daily dosa ol gabapentin administered (X 24s).

Allhough no lomal anaysis by gender has deen parformed, eslimates of
response (Respanse Ratin) derlved from clinical lrials {398 men, 307
viomen) indicate no Impariant gender differences exist. There was o consistent
pattem indicating fhat age had any effect on the responsa o gabapentin. Thers
were insufficient numbers of patients of races other than Cavcasian to permit a
comparison of etficacy among racidl groups.

Afourth study in pediatric patients aga 3 lo 12 years mmp:red 25-35 mphay/day

gabapentin {N= 115) with placebo (u=1z7) For all partial seizures In the intenl-
to-treat population, the response ralio was slatistically significantly betier for the
gabapentin group {-0.146) than for the placabo group (-0.079). For the same
population, The respondar rale for gabapentin {21%) was nol significantly
different from placebo (18%).

A sludy in pediatric patients age 1 month to 3 years compared 40 mg/kg/day
gabapentin {N=38) with placebo {N=36) in patienls who were receiving al feast
one marketed antiepileptic drug and had at leas! one partial seizure during the
‘screening period (within 2 weeks prior ta basefine), Patients had up to 48 hours
of baseling and up tn 72 hours of double-blind video EEG manitaring to record
and count the occurrence of selzures, Thers were no stafistically significant
ditferences between treatments In either the response ratio of responder rale.

INDICATIONS AND USAGE

Epilepsy

Gabapentin is indicated as adjunctive therapy in the treatment of partial seizures
with and withou! secondary generaization in patients over 12 years of age
with epilepsy. Gabapentin is also indicated as adjunctive therzpy in the treatment
of partial seizures in pediatric paienls age 3-12 years.

CONTRAINDICATIONS

Gabapentin is conlraindicaled in patients who have demonstraled
trypersensithvity to the drug or Its ingredients.

WARNINGS

Numpy:llhlrl: Adversa Events - Pediatric Patieots 3-12 years of age
Gabapentin use in pediatric patients with epilepsy 3-12 years of age is associaled
with 1he cccurrence of central nervous system related adverse avents. The most
significant of these can be dlassified inla the foliowing categories: 1) emational
Iabmly {primarily behavioral problems), 2) Imshl(ly. intluding aggressive
ol Iolx 3) thaught Gsorder ingiuding tmenh(’ahm probems and change 1;
school 4) inesia {primarily
hyperactivity). Among Il\e gabﬂpenm reated patients. mnsl of the evenls were
mild to moderate in intensity.

In controlled \rials in pediatric patients 3-12 years ol age, the |m:ideme of these.
adverse gvents was emational lability 6% (gabapentin-lreated pafiants) vs 1.3%
(placeba-reated patients); hosGilily 5.2% vs 1.3%: hyperidnesia 4.7% vs 29%:
and thought disorder 1.7% vs 0%. Dvu ol these events, a repon o nosﬂlly.
13% 0l
ot et amoiona by 2t bunardnasi and 6% ',(F‘.'.Q'y'm..:..

sy v us
Atada 125 58
MNystagmus. 83 40
Tremor 68 32
Nervousness 24 19
Dysarthria 24 05
Amnesia . -o22 00
Depression 18 11
Thinking Abnormal - 17 13
Twitching 13 05
Coordination Abnormal 11 03
Rhinitis 41 7
Pharyngitis 28 16
Coughing 13 13
Abrasion 13 00
Pruritus 13 05
impotence 15 R)
Diplopia 59 19
Amblyopia® 12 1
WBC Decreased 11 05

'Plus background antiepVeptic drug therapy
Amwnpla was oflen described as blurred vision.

QOther everits In mors than 1% of patients >12 years of age but equally or more
frequent in the placebo group included: headache, viral infection, fever, nausea
and/or vamiting, abdominal pain, diarthea, convuislons, confusion, fnsomnia,
emotional lability, rash, acne.

Among the treatment-emergent adverse everls occurring at an incidence of al
feasl 10% of gabapentin-\realed patients, somnolence and ataxia appeared to
axhibit a pasitive dose-response refationship.

‘The overall incidence of adverse events and the types ol adverse events seen were
simifar among men and women trealed with gabapantin. The incidence of advarse
evenls increased slightly with Increasing age in patienls frealed with either
gabapentin or placebo. Because only 3% of patients {28/921) in placebo-
controlled studies were identified as noowhite (black or oiher), there are
insufficient data 1o support a statement regarding the distrbution of adverse
evenls by race.

Table 2 fists treatment-emergent signs and symplams 1hat accurred in 2 feast
2% of gabapanin-reated patients age 3 to 12 years of age with epilepsy partict-
paling in placebo-controtled trials and wete numerically more common in the
gabapentin group. Adverse events were usually mild to moderate In intensily.

TABLE 2. Treatmant-Emeryent Mv-m Event Incldszce In Pediatric Patinats
Age 310 12 Years In o Cootroll -0n Trial (Events in at Least 2% of
Gabapestln Patisats and Namerically More Frequoeat Than [a the Placsbo

Groap)
Gabapentin® Placebo”
Body System/ =119 128
Adverse Evant % %
‘Body As A Whate
Vira Infection 109 31
Faver 101 u
Weight Increase 34 08
 Fatigua 34 16
MNausea and/or Vamiting 84 70
Somnolenca 84 47
Hostility 76 23
Ematianal Lability 42 18
Dizziness 25 16
Hyperkinesia 25 08
Bronchills 34 03
Respiratory Infection 25 08

*Ptus background antiepleplic drug therapy

Other events in more than 2% of pedialric patients 3 to 12 years of age but
equally o more frequent in the placebo group included: pharyngms upper res-

piratory infection, headacha, inilis, convulsions, diarrhea, anorexia, coughing,
and ofitis media

Othvr Adversa Events Observed During All Clinlcsl Trisls

ClInIuI Trials In Adulls and Adolescents (Except Clinical Trials Io Neuropathic

Gabapenlm has been administered to 2074 patients >12 years of age dunng El

adjunctive therapy chinical tials {except clinical trials in patients with neuropathic

pain), only some af which were placebo-conlrolled, During these trids, all adverse

;ean Here recorded by the dlmw mvasﬂg:lars using terminology of their own
oasing. Tt

adverse events, similar types of events were nmuped Into a smaller number of
slandardized categories using modified COSTART dictionary terminology. These
categories are used in Ihe listing below. The Irequencies presenled represant the
progortion of the 2074 patients >12 years of 2ge exposed [o gabapentin who
experienced an event of the type cited on al least one octasion while receiving
gahapentin. All reported events are included excepl those already listed in Tabla 1,
those 100 general to be informalive, and those nol reasonably associated with the
s of the drug.

Events are hurther classified within body system categories and enumeraled tn
order of decreasing frequency using the following definitions: frequent adverse
events are defined as those occurring in atleast 1/100 patients; intrequent adverse
events are those eccurring in 17100 to 1/1000 patients; rare events are Ihuse
occurring in fewer than 1/1000 patients.

Body As A Whole: Frequent : asthenia, mataise, face edem; nfrequent - allargy,
generalized edema, weight decrease, chill; Rare - strangs feebngs, lassitude,
adeohol inolerance, hangaver effect.

Cardlovascalar System: Frequent : hyperlenslon; Infrequent : hypotension,
angina pectaris, peripheral vascular disorder, palpitation, tachycardia, migraine,
murmur; Rare : alrial fibrllalion, heart failure, thrombophlebitis, deep
thrombophiebitis, myocardial mlamhnn. cerebrovascular aceident, pulmonary
thrombosis, vertricular extrasysiofes, bradycardia, premature alrid contratlion,
pericardlal rub, heart block, pulmonary embulus, hypedipidemla,
hypercholesterolemla, pericardial effuslon, pericarditis.

Digestiva System: Frequent : anoiexia, flatulence, gingivitis; infrequent : glossitis,
gum hemorrhage, Uirsl, stomatitis, mmased salwalmn gas!roenlmns
hemorthodds, boody stools, fecal Incontinence, hepatomegaly; Aara : dysphagla,
eructation, pancreatitis, peptic ulcer, cofifis, bhstzrs in macth, toath discolor,
peniche, salivary gland enlarged, bip hemorihage, esophagilis, hiatal hernia,
hematemesis, prociitis, irritable bowel syndrome, rectat bemoerhage, esophagedt
spasmn.

Endocrine Sysiem: Aare : hyperthyroid, Mypottyrold, goiter, hypoesirogen,
avarian faiure, eplidymitis, swollen testicle, cushingoid appearance.
Hematologle and Lymphalic System: Freauem purpura most often described as
bruises resulling [rom physicdl trauma; infrequent - anemia, thrombocyiopenia,
Iymphadenopathy; Rare - WBC count mcreased Iymphocylosis, non-Hodgkin's
Iymphoma, bleeding time Increased.

Musculoskeleta] System: Frequent . arthralgia; infrequent : lendinitis, asthrilis,
joint stiffness, joinl swelling, positive Romberg fest; Rare : coslochondritis,
osteoporusis, bursilis, contracture.

Nervoos System: Frequent : veitigo, hyperkinesta, paresthesia, decreased or
absent reflexes, increased reflexes, arudely, hostily, /nfrequent - CNS fumors,
syncope, dreaming abnormal, aphaska, hypesthesia, inlracrardal hemorthage,
hypotonia, dysesthesia, nmsrs dystonia, hemiplegia, fadal paralysis, stupor,
cembellar dysfunction, positive Babinski sign, decreased position sense, subdurd
hematoma, apathy, halluclnation, decrease o loss of libido, agitation, paranoia,
depersnnalmnan euphioria, leeling high, doped-up sensation, suu:nial
psychosis; Rare : ofofacial dyskingsia,
palsy, personaiity disorder, increased fibido, subdued temperament, apraxia, ﬁne
molar control disorder, meningismus, local myoclonus, hyperesthesia,
Tnypoidnesia, mania, neurasis, hysteria, antisocial reaction, suicide gesturs.
Respiralory Sydemm frequent - preumonia; {nfrequent : epistaxs, dyspnea,
apnea; Rare : mucosilis, aspiralion pneumenta, hyperventilation, hiccup,
l;irynﬂiﬁs. nasal ohstruction, snoring, bienchospasm, hypoventitztion, lung
ama.

Demmatologleal: infrequemt : alopecia, ectema, dry skin, increased sweating,
urticaria, irirsutism, seborhaa, cyst, hemes simplex; Rare ; herpes Tuster, skin
disoolor, skin papules, photosensitive reaction, leg ulcer, scalp seborrhea,
psoriasis, desquamation, maceralion, skin nodules, subcufaneous nodule,
melanosis. skin necrosis. local swelEng.
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Gabaumm m m puﬁalm: pahenls wnh ep'leusy.'{ -12 yun f age is associated
with the oocurrence of cenlral nervous system relaled adverse events. The most
significant of these can be dassified into the lollowing categaries: 1) emotionat
Jability {primarity behavioral problems), 2) hestility, including aggressive
bmhavmrx 3) Ihought rﬁsamel indluding cmcenlnnon pmbhms and change i |3
schoo! & arily

hyperaclivity). Amang the gahﬂwﬂm -treated pabents most of the evenls were
mild fo moderate in intensity.

In controfled s in pediatric patients 3-12 years of age, the incidence of these
adverse evenls was: emational Eability 6% (gabapentin-lrealed patients) vs 1.3%
(uacemlrealed palients); hostility 5.2% vs 1.3%; hyperkinesia 4.7% vs 2.9%;

and thought disorder $.7% vs 0%. One of these evenls, a report ol hostlity, was
considered serious. Discontinuation of gabapentin trealment occurred in 1.3% of
patients reparling emotional lability and hyperidnesia and 0.9% of gabapentin-
{teated palients reporting hostiity and thought disorder. Ona pfacebo-lreated
patient (0.4%). withdrew due to emolional labity.

Withdrawal Precipitated Seizure, States Epliepticss
fiepilepti should ot be abruplly discontinued because of the possibility

ol increasing seizure Irequenty.

In the placebo-controiled studies In patients >12 years of age, the incidence of
status epilepticus in patients receiving gabapentin was 0.6% (3 of 543) versus
0.5% In patients receiving placebo {2 0t 378). Among the 2074 patients >12 years
of age (reated wAth gabapentin across all shudies (controlled and uncontrolled)
31 (1.5%) had status epileplicus. Of these, 14 patients had no prior history of
status epilepticus either before treatment or whils on other medications. Becausa
adequate istarical dala are nol available, it is impossible to say whether or not
trealment with gabapentin is assoclated with a higher o lower rate of slalus
epilepticus than would be expected o occur in a similar populaiion nol trealed
with gabapentin,

Tamorigenic Potenital

In standard preciinical /n viva lifetime carcinogeniclly stuces, an unexpectedly
high Incidence of pancreatic acinar adenocarcinamas was identified in male, but
nol lemale, rals (see PRECAUTIONS: Carcinogenesls, Mnhglnnsh, Impairment
ol Ferility). The clinlcal significance of fhis f finding is unknown. Clinical
experience during gabapentin's premarieting development provides no direct
means to assess its polential for inducing tumors in humans.

In chinical studies in adluncuve Iherapy In epilepsy comprising 2085
patienl-yaars of Exposura in patients >12 years of age, new lumors were reported
in 10 patients {2 breast, 3 braln, 2 Yung, 1 adtenal, 1 non-Hodglin's ymphama,
1 endometrial carcinoma in sifu), and pre-existing tumors wersened in 1t
patients (9 brain, 1 breast, # prostate) during or up fo 2 years following
discontinuation of gabapentin. Without knowledge of the background Incidence
and recurence in a similar population not treated wilh gabapentn, il is
nmposlﬂn 1o knioty whether 1he incidenca seen in this cohort ls orls nol affected
lment.

Sullul and Unexplaloed Death In Pallsnls With Epilepsy
During the course of premarketing development of gabwemm 8 sudden and

patient-years of exposure).

Somaol i lated

chserved, &g, al night. This represents an incidence of 00038 deaths per patisnt-

year. Atthough this rale exceeds tat expected In a healthy population malched for
age and sex, it is within the range of esbmates for the incldence of sudden
unexplained deaths in patiants with epilepsy nol recefving gabapentin {ranging
from 0.0005 lor the general population of epleplics to 0,003 for a clinical ial
population similar ta thal in the gabapentin program, to 0.005 for patients with
refractory epilepsy). Cmsequmny whether these figures are reassuring or raise

and Ihe accuracy of the estimates provided.

PRECAUTIONS
Information for Palieats
Patients should be insiructed 1o take gatiapentin only as prescribed.
Patients should be advised that gabapentin may causa dizziness, somnotence and
other symptoms and signs of CNS depression. Accordingly, they shouid be
advised neither to drive a car nor o operale alher complex machinery untit they

of notit affects

their menlal and/or molot performance adversely.

Patients who require concamitant trealment with morphine may experience
increases in gabaperlin concentrations. Patients should be carefully abserved for
signs of CHS depression, such as somnolence, and the dose of gabapentin or
morphing sheuld be reduced approprialely (see Druy Inleractions).

Laboralory Tests

Clinlcal Imls data ¢o not indicate thal routine monitoring of clinical laboratory
paramelers is necessary lor the safe use of gabapentin. The valus of monitoring
gabapenun blood concenlrannns has nal been estabiished. Gabapentin may b
for aiteration
ol ﬂ\e blood mncmlmnnns ul gahapenhn ot of other antiepileptic drugs.

Drug Interaclions

In vitro sludies were conducted 1o investigate the polential of gabapentin to
inhitél the major cytochrome P4S0 enzymes (CYPTAZ, CYP2AS, CYP2C9,
CYP2C19, CYP2D6, CYP2E1, and CYP3A4) that mediate drug and xenabiotic
melabolism using isoform s:lecnw. marker substiates and human liver
microsomal preparations. Only al the highesl concentration tested (171 meg/mL;
1 mM) was a siight degree ol lnhlbmun (14%-30%) of Isoform CYP2A6
observed, No inhibition of any of the olher isoforms fesled was observed at
gabapenlin concentrations up to 171 meg/ml (appraximately 15 times the Caxt
al 3600 mg/day).

Gabapentin is nol appreciably metabofized nor does it interlere with the
‘metabolism of cemmonty coadministered antiepileplic drugs.

The drug Interaction data described in this section were obtained from studies
invotving healthy adults and adult patients with epilepsy.

Phenytolo: In a single (400 mg} and mule{e dose (400 mg TLD) study ol

al least 2 months, gabapentin had m effoct on the steady-state Uough plism:
concentrations of phenyloin and phenyloin had no effect on gabapentin
pharmacokinetics.

Sleady-state trough pi:
10, 11 epaxide concentrations were not affected bycmmmnm gahapmnn (400
mg TAD.; N = 12} administration. Likewise, gahapentin
unaltered by carbamareping administeation.

Valproic Acit: The mean steady-state trough serum valproic agid concentrations.
priar 10 nd dufing concomitant gabapentin administration (400 mg T..0.; N =
17) were nol dilferen! and neither were gabapentin phamacokinefic pzlamelels
affected by valproic acid.

Phenckarbital: Estimates of steady-stale pharmacokinetic parameters luv
phenabarbital or gabapentin (300 mg T1.0; N = 12) are identical whether the
drugs are administered atone or tagether.

Naproxen: Coadminisiralion (N Is)nl naproxen sodium capsulas {250 mg)
with gabapentin {125 mg} ap| to mnccease the amount of gabapentin
absorbed by 12% to 15'/. Gzhaoenun had no efiect on naproxen
phamacokinetic parameters, These doses are fower than the therapeutic doses
for both drugs. The magnilude of interaction within the recommended dose
ranges of either drug is not inown.

Hydrocodone: Coadminisiralion of gabapentin {125 to 500 mg; N =48) decreases
Tydrocodane {10 mg; N = 50) Gz« and AUC values in 2 dose-dependent manner
relative lo administralion of hydrocodone alone; Cxux and AUG values ars 3% lo
4% lower, respectively, after administration of 125 mg gabapentin and 21% to
22% lower, respectively, after administraion of 500 mg gabapentin. The
‘mechanism for this interaction is urdnown. Hydracodone Increases gabapentin
AUC values by 14%. The magnitude of interacion at ather doses is not knowm.

Morphine: A flerature arlicle reporled that when a 60 mg controlied-eleass
morphine capstle was adminislered 2 hours prior to a 600 mg gabapentin
capsule (N = 12}, mean gabapentin AUC increased by 44% campared o
gahapestin adminisiered without morphing (see PRECAUTIONS). Morphine
pharmacokinelic parametsr values were not affecled by administration of
gabapentin 2 hours after morphine. The magnitude of interaction at other doses
is not kngwn.

Cimelidiae: bv the presence of cimetidine at 300 mg Q.LD, (K = 12) the mean
apparent oral clearance of gahapentin lell by 14% and creatining clearance fll by
10%. Thus cimetidine appearad 1o aller the renal excretion of both gabapentin
and cruhmne, an wmemus marker of rend luncnon This small dacrease in

The effect of gabapentin on cimefidine was not evalualed.

Oral Gonlraceplive: Based & NJC and lnIHrle mump(rdose marmawhnelic

profiles of | foliowing

conlaning 2.5 mg of mmmmdrm acelale and 50 mcg of ething sslradinl

‘wera similar with and without coadminisiration of gabapentin (400 mg TLD; N=

13). The Caes of norethindrone was 13% higher when it was coadministered vith
gabapentin; this inferaction is not expected lo bz of dinica importance.

Auladl (Mﬁlnl"r Madlox® reduced the bioavaitability of gabapentin (N = 16}
0%, This decrease in boavailability was about 5% when gabapentin

by
vias admlrislmd 2 fiours after Maaiex®. 11 s recommended that gabapentin be

taken at ieast 2 hours toflowing Maalax® administration.

TEperSOnaNILoN, BUSNONa, leeling MgN, CUPEC-Up SENsaton, Suica,
hosls; Aare : choreoathetosts, orofacial dyskinesia, encephalopathy, nerve
sy, Demnamy disorder, inceeased libido, subdved lemperament, aprada, fine
mator control disorder, meningismus, focal myoclonus, hyperesthesia,
hypokinesla, mania, ngurasis, hysteria, antisocial reaction, suicide gesture.
Resplratory System: Frequent : poeumenia; fnlrequent - apistads,
apnea; Rare ; mucositis, aspiralion pneumonia, hyperventilation, hiceup,
l:éyngms nasal obstruction, snoring, bronchospasm, hypoventilation, fung
lema.

Dermatologleal: infrequent : alopecia, eczema, dry skin, tncreased Swoaling,
wrticaria, hirsutism, sebomhea, cyst, hemes simplex; Rare : herpes zoster, skin
discolor, skin papules, photesensilive reaction, leg ulcar, scalp seborrhea,
psoriasis, desquamalion, maceration, skin nodules, subcutaneous nodule,
melaniosis, skin negrosis, local swelling.

Urogenital Systam: infrequent : hematuria, dysura, urination frequency, cyslitis,
urinary relention, urinary incontinence, vaginal hemorrhage, amenorrhea,
dystaenorrhea, menmrhagla breast cancer, unable lo climax, ejacutalion
abnormal; Rare : kidney pain, leukorrhea, prurfius genital, rend stone, acuta renal
faitura, anuria, grycnsuna, nephiosis, nocturia, pyuria, urination urgency, vaginal
pain, breast gain, lesticle pan.

Spachal Senses: Frequent  ahnormal visian; infrequent : cataract, conjunctivitis,
eyes dry, eye pain, visual field defect, photophobia, bilateral or unilaleral plosis,
eye hemarhage, hordeolum, hearing loss, earache, Gnritus, mner ear Infection,
atitis, (aste foss, unusual tasts, eye Milching, ear lultness; Rare : ey ifching,
abnormat mmmodalmn perforated ear drum, seasifivity to nolse, eye locusing
problem, walery eyes, retinopathy, glaucoma, iritis, comeal disorders, lacimal
dysfunction, degenerative eya changes, biindness, relinal degeneration, miosis,
chorioretiaitis, smblsmus. eustachian lube dystunction, labyrinthitis, ofifis
extema, odd smell,

Cfinical Trials in Podlatric Paticals With Epllepsy

Adverss events occurring during epilepsy chinical rials in 449 pediatric patients
3 1o 12 years of age trealad with gabapentin that wers nol reporled In adjunctive
rials in adulls are: N

Body as a Whole; dehydration, infectious menonucieosis

Digestive System: hepalilis

Hemic and Lymphalic Sysism: coagufalion defect

Nervous Syslem: aura disappeared, occipilal neuraigla

Psychobiclogic Function: sieepwalking

Respiratory System: pseudoceoup, hoarseness

Postmarkeling and Other Experienca

In addition lo the adverse experiences reported during climical lesting of
gabapentin, the following adverse experiences have been reporied in patients
receiving markstad gabapentin. These adverse experiences have not been fistad
above and dala are msufﬁmznl o support an estimate of their inzidence or lo
establish causation. The listing is dphabelized: angioedacna, blood glucose
fAuctuation, erythema multforme, elevated liver luncion lests, fever,
hsyy“‘p?nmmla. Jaundics, mavement disorder such as dyskinesia, Sievens-lohnson

roms.

Adverse even's following the abrupl discontinuation of gatapentin have also been
reported. The most frequently reported events were andely, insomnfa, nausea,

pain and sweating.
DAUG ABUSE AND DEPENDENCE
The abuse ;nd dependence potentidl of gabapentin has not been evaluated tn
h
uman studies. OVERDOSACE

Alothdl Identifiedin mice and rals recefvi ]

doses as high 8 BOM mgfng Sigrs of aute toxicity i animals included ataxda,
labored breathing, plosis, sedation, hypoactivily, or excilation.

Acute oral overdoses of gabapentin up to 49 grams have been reported, In these
cases, doubla vision, slurred speech, drowsiness, lethargy and diarrhea were
observed. All patients recovered with suwnmvs care,

CGatapentin can be d by

been
perfarmed in the few nvenhse cases reporied, it may be indicaled wme patient’s
dinleal state or in patienis with significant renat impaiment.

DOSAGE AND ADMINISTRATION
Gabapentin is given orally with or without food.

1 gabapentin dose is reduced, discontinued or substituted with an aflernative
medication, this should be done gradualy over a mirimum of 1 week.

Epllepsy

Gabapertlin is recommended for add-on therapy in patients 3 years of zge and
older. Etfectivesiess in pedialric patients below the age of 3 years has nol been
established.

Patienls >12 years of x;n ‘The effective dose of gabapentin is 900 to 1800

mgfday and ivided doses (threa times a day) usi JWoHDOrn
m%lsz&mg':umngdmesmom threenmesad:yay . g

paﬁenls' for a relatively short duminn and have been well lolerated. The

Pedialric Pallents Age 3-12 yeary: The slamng dose should rnge from 10-15
mo/kg/day in 3 dvided doses, and the effective dose reached by upward hlrahnn
over a period of approximately 3 days. The eftective dose of gabapentin

patients 5 years of age and oldar is 25-35 mg/kg/day and given In dmed doses
(lhrn times a day). The effective dose in pedialric patients ages 3 and 4 years
is 40 mglkgldayand glven in divided doses (mm timas a day) {Sea CLINICAL
PHARMACOLOGY, Pedialrics). Dosages up to 50 mphg/day have besn well tol-
erated in a longerm dlmw sluw The madmun tima inlerval between doses
shoutd nof exceed 12 hol

1t is not necessary lo momlw gabapentin plasma concentrations lo oolimue
gabapentin therapy. Further, becausa there are no significant pharmacoldnetic
ineractions ameng gabapentin aml uﬂm commonly md mﬂeﬂapﬁc drugs, the

addition of g:

It gabapentin is discontinued mdlm an afiemate anbiconvuisant medication is
‘added 1o the therapy, this should be done gradualy aver a minimum of 1 week.

Dosage io Aeal impalnmeal
Creatining clearance is dificutt to measure in outpalients. In patients will stable
rendl function, creatining clearance: (Cq) can be reasonably well estimaled using
the equation of Cackerolt and Gaut
for females: Gy = (n 85){140-age){waighi}1(72)(Se))
for males: G = (140- :;e)(welgh‘M(ﬂ) (Ser))
where age Is In years, weight is i
adjustment in patients =12 years of age with compromised renal funclion

or undergoing hemadialysls Is recommended as follows (see dosing
recommendations asove lor etiective doses in each indication).

TABLE 3. Dosage Based on Renal Funttlon
Renal Funcion _ Total Daly Dose Regimen
Greatinine Clearame  Dose Range (mg)
{mymin)
80 9003600 0TI 406TID E00TD B0 TID 12007
359 400-1400 [20081D 200BID 008D S0BID 700 BID
>1528 200700 | 200D 3000 40000 50000 700D
o5 1000D_¥250D 1500D 2000 300D
Pust: Hemodalysis Supplemental Dose (mg)*
Hemodalysis [ 1% o o w0

*For patients with creatinine clearance <5 mlimin, reduce dally dose_in
proportion to creatinine clearance (¢.g., patients with a creatinine clearanca of 7.5
mLimin should receive one-hall the daily dose that palients with a creatining
clearance of 15 mL/min receive).

“Patients on hamodialysis should receive maintenance doses based on estimates
of creatinine clearance & bndicated i the upper portion of the table and a
supplemental post-hemodialysis dose admlmsured after each 4 hours of

as indicaled in the lower portion of he

use of gabapentin in patienls <12 years of age mlh campromised rena
fnm:m'm has Mll besn studied.
Dosage in Eld
Because siderly patients are more 1 Tikely to have decreased renal {unction, car
shoufd be tken in dose selection, and dose should be adjusted based on
creatinine clearanca values in thesg patients.
HOW SUPPLIED

Gahapentin Capsules §00 mg are mlahl: for aral admlmsmlum as hard gela!m
capsties with 2 white opague body and 2 while opaq) AP0 112 ks
bn‘\pnnl;d on each apsm In Black ink suwlred in homzs nl 100 {NDC 60505~

Gahapentin Capsules 300 mg are mlabie lor oral adm!mslmlm as hard geldin
capsules with a white opague body an nso'APo 13 & 5
br;lpnnl;d on gach capsule in back ink; supplud in boms of 100 {NOC 60505-

Gatrapentin Capsules 400 mg are available for oral administration as hard
gelatn uosubs with a white opague body and 20 orange opaque cap. "APO 114
i imnrintad an pach saneils in Mark ik Sunnliad in hoMlac of
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107, TILD CHNEIRLD ATAITY (2 D) UE (G CALEEIY Ul UL eyt
and creatitine, an endogenous marker of renal function. This small decreass In

The effect of gabapentin on cimstidine was not evaluated.

Oral Conlracaptive: Based on AUC and hall-life, multiple-dose phammacokinetic
profiles of i iy iol felowsi ion of tablels
containing 2.5 mg of norethindrone acetate and 50 mcg of sthimy estradiol
vraie similar with and withou coadministration of gabapentin (400 mg T.LD; N=
13}, The Crg Of ntirethindrone was 13% higher when it was coadministered with
gabapentin; Lhis interaction is nol expected to be of dinlcal importance.

Antacid (Maator®"): Maalox® reduced the bioavailabilty of gabapentin (N = 16)
fy aboul 20%. This decrease in bisavailability was aboul 5% when gabapentin
was admiristered 2 hours after Madox®. I is recommended that gabapentin be
faken al leas! 2 hours foflowing Masiax® administration.

Effect of Probenecid: Probenecid is a blocker of renal tubular secretion.
Gabapentin pharmacoiinetic paramelers without and with probenedd were
comparable. This indicates that gabapentin does not undergo rendl tubufar
secretion by (he pathway that Is blocked by probenecid

Ory/Laboratory Tests Inleractions

Because false posilive readings were reported with the Ames N-Mulfistix SG*
dipstick test for urinary protein when gabapenin was added to other anliepleplic
drugs, the mare specific sullosalicylic acid precipilation procedure is
recommended to determine he presence of uring protein.

Carcinagenesis, Mutagenests, Impalmont of Fertllity

Gahapentin was given in the dlet to mice at 200, 600, and 2000 mykg/day and
{o rats al 250, 1000, and 2000 my/kg/day for 2 years. A stalistically significant
increase in the incidence of pancreatic acinar cef adenomas and carcingmas was
found in male ais receiving the high dose; the no-affect dosa lor Ihe occurrence
of cainomas was 1000 my/kg/day. Peak plasma concentrations of gabapantin
in rats receiving the high dose of 2000 mg/kg were 10 fimes higher than plasma

shauid be taken i dose selection, and dose should be adjusted based on
crealining clearance values in these patients.
HOW SUPPLIED

Gabapentin Capsules 100 my are avalable for orat administration as hard gelatin
capsules with a white coaque body and a white opaque cap. *APO 112" is
glﬁgn}?d on each capsle in black ink; supplied In batties of 100 {NDC 60505~
{Gabapentin Capsules 300 my are avallable lor oral admindstration a5 hard ‘qelzlin
capsues with a white opague and agdluw opague ca. "APO 113 is
gﬁgr;l’ed on each capsule in dlack ink supplied in bottles of 100 (NDC 60505-

Gabapentin Capsules 400 mg are available for oral admimislration as hard
Pellﬁﬂ capsules with a while opague body 2nd an orange opaque cap. "APO 1147
s imprinted on each capsule in black ink; supplied In botlles of
100 {NDC 60505-0114-1).

Storage

Store at 20° to 25°C {63° 1o 77°F); excursions permitled to 15° Io 30°C (50° to
86°F) [see USP Conlrolled Roam Temperalura). Dispense in a fight, light-resistant
containar [see USP]. .

*Madox® is 2 registered trademark of Novartis Consumer Health, Inc.

APOTEX INC.

GABAPENTIN CAPSULES 100 my, 300 my and 400 my
Manufactured by: Manufactured for:
Apotex Ing. tex Corp.
Toranlo, Ontario eston, Florida
Canada MAL 118 326
(GAB/C-RO3-51X138MM-LAT-080104}

Revised: December 2004

Rev.1
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GABAPENTIN CAPSULES

100 mg, 300 mg and 400 mg

B ony
DESCRIPTION

Gabapentin fs described a5 1-{aminomethyl) cyclonexancacelic acid with a
molecular fermula of CaHiNOz and a molecuar weight of 171.24, Gabapentin is
2 wihita 1o off-while crystalline sofid with a pK: of 3.7 and 2 pKa of 107, tis
freely soluble in water and both basic and acidic aqueous solutions. The log of
the partition coetficient {n-octanal/0.05M phosphate butfer) at pH 7.4is -1.25. 1
has the following structural fermula:

GH,NH,

CH,CO,H

Each capsule for ordl adminisiration contzins 100 mg. 300 mg, and 400 mg of
gabapentin. In addition, each capsuie contalns bie [ollovdng inactive ingredients:
croscarmellose sodium and magnesium Slearate. The 100 mg, 300 mg and 400
mg capsute [mprinting Ink black SW-B00R/SW-0009 conlains the lollowing
inactive ingredients: ammenium hydraxide; black iron oxide, bacteria controlled
EECNo. 172 n-btyk, ety alcohol, anhydrous, 200 proaf; isopropyl aicotiol USP;
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NON PRINTING AREA (GLUE PANEL)

concentrations in humans receiving 3600 mg/day, and in rals receiving 1000
mg/g/day peak plasma concentraions wera &5 times higher than i humans
receiving 3600 mg/day. The pancrealic acinar cell cardnomas did nat affect
survival, did not metaslasize and were nol ocally invasive. The relevanca of this
finding to carcinogenic risk in humans is unclear.

Studies designed to investigale the mechanism of gabapentin-nduced pancreatic

carcmogenesis in rafs indicate that gabapentin stimulates DNA synthesls in ral

pancreatic aeinar cells in vitro and, thus, may be acting as a tumor pmmoter by

umancmg milogenic activity, 1 is not known whether gabapentin has the abilityto
cell types orinother species,

Gabapentin did not demonstrate mulagenic or genoloxic potential in Yiree in vitr
and four in vivo assays. It was negative in the Ames test and the in vitro HGPRT
forward mutation assay in Chinese hamster ung celis; it did not produce
sigréficant increases in chromesomal aberrations in the ir vitro Chinese hamster
lung cell assay; it was naqatm inthe in vivo cheomesomal abnrmmn assay and
inthe /o v

in e in vivo mouse mu:mnucleus assay; and it 6id mt include mud\eduled ONA

synihests in hepatocytes from rats given gahapentin.

No adverse :Hms on fertiity or mumducnnn wer: observed in rals al dnses m
(02000 imes the maximus an dose
onamy/m’ DSIS)

Pragoancy
Prognancy Category C: Gabapeniin has been shown to be fetotowic in mdents,
causing detayed ossification of several bones in tha skul, vertebrae, forelmbs,
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has the following structurdl formula:
CHaNH,

CH,80,H

Each capsule for oraf administration contains 100 mg, 300 mg, and 400 mg of
gabapentin. In addtion, each capsule contains the lollowing Intnve ingredients:
croscarmeliose sodium and magnesivm stearae. The 100 mg, 300 mg and 400
mg capsule imprinting Ink black SW-3008/SW-9009 conlains the following
Inactive |nqred|enl: ammanium hydroxide; black iron oxide, bactera controfied
EEC No. 172 n-butyk; elhyl alcohol, anhydrous, 200 proof; isopropyd aicobiot USP;
pmzslum hydnmde propylene glycol; purified water and sheflac.

The 100 mg capsule shelt contain gelatin and manmm dimuda

The 300 ji LJ& daide

The 400 mg capsule shell contains gelatin, red iron oxide, yellow iron axide and
flanium dioxide.

CLINICAL PHARMACOLOGY

Mechanism of Action

‘The mechanism by whi i action s unknown,
butin animal Iesl systems designed to delect anticonvulsant activity, gabapentin
prevents seizures as do other marketed anticonvaisants. Gabapentin exhibils
antiseizure aclivity in mice and rals in both the madmal electroshock and
pentylenetelrazole seizura models and elher preclinical models (e.g., strains with
gﬂwh: epilepsy, etc.). The relevance of thesa models 1o human epilepsy is nat

Gabapennn Is structurally refated to the nevrotransmilier GABA (gamma-
aminobutyric 2cid) bt it does not modity GABA or GABAs radicligand binding,
itis not converled metabolically into GABA or 2 GABA agonist, and it & not an
inhibitor of GABA uplake or degradation. Gabapentin vias fested in rafiligand
Iinding assays at concentrations up to 100 meM and did not exhibil affinity for a
number of other common ceceplor siles, including benzodiazepine, giutamate, N-
methyl-D-aspartate {NMDA), quisqualale, kainate, sirychning-insensifive or
stychning-sensitive glycing, alpha 1, aipha 2, or befa adrenergic, adenosine A1
or A2, cholinergic musearinic or mcnllnu;. dopamize D1 or D2, kislamine H1,
serolonin S1 or $2, opiale mu, delta or kappa, cannabingid 1. vnmgt-smsmve
cacum channel sites laheled with mmmf fipine or dnlllazem m a vollagr
ites labeled wil ha-benze
Furlhermore, gabapentin di¢ nat allul the cellular uphke ol dnpamlnn
noradrendline, or serotonin,

In vitro sludies with radiolabeled gabapentin have revezied a gabapentin binding
sita in areas of rat brain including neacortex and hippocampus. A high-affinity
bénding protein in animal brain tissue has been fdenlified as an auxiliary subunit
ol voltage-activaled ealcium channels. However, functional correlates of
gabapantin binding, if ary, remain to be efucidated.

Phamacokinetics aod Druy Metabolism

A1 pharmacological actians following gabapentin administration are due to the
aciwity of the parent compound; gabapentin is nol appreciably melabolized in

humans,

0Oral Bloavallabliity: Gabapentin bloavalability is not dosa proportionak; ie., as

dose 5 increased, bioavailablfity decreases. Bioavailability of gabapentin s

approximalely 60%, 47%, 34%, 33%, mdﬂi.lulhvnnqm 1200, 2400, 3500,

and 4800 mg/day given in 3 divided doses. respectively. Food has only a slight

eﬂecl on the rate and extent of absorplion of gabapentin {14% increase in AUC
and Gz,

ess than 3% in, The

apparent volume of dslnblmon o oabzpmﬂn after 150 mg inlravenaus

administration s 58 + B L (Mean = SD). In palienls vath epdlepsy, steady-state

predoss (Cown) ions of gabapmlln in fluid were
i 20% of th pasma

Ellminaton: Gabapenlin is eliminated from the syslemic circualion by renal
excration as unchanged drug. Gabapentin is not appreciably metabolized in
humans.

Gabapentin elimination half-ife is 5 to 7 hours and is unaltered by dose or
following muttiple dosing. Gabapentin elimination rate constant, plasma
clearance, and renal clearance zre direclly propariional fo creatinine dearance
{see Speckal Populations: Adull Patients With Renaf Insufficiency, befow). in
eldery patients, and in patients with impalred renal function, gabapentin plasma
clearance fs reduced. Gabapentin can be removed from plasma by hemadialysis.

Dosage adjustment in pafients with compromised renal function or undergoing
hemodialysis Is recommended (sez DOSAGE AND ADMINISTRATION, Table 3).

Special Populations: Adull Patients With Reaal lnsufficiency: Sugwﬁ: (NU 60;

mmin)
were adminislered slnglu 400 mg oral doses of gabapentin, The mean gabapentin
halfife ranged from about 6.5 hours {patients with creatinine clearance >60
mUmin} to 52 hours {creatinine clearance <30 mL/min} and gabapentin renal
clearance from ahout 90 mL/min (>60 mL/m(n group) to abeut 10 mL/min {<30
mi/min). Mean plasma cleasance (GLIF) decreased from appraximately 190
mL/min to 20 mL/min,

Dosage adjustment in adult patients with compromised renal function is
necessary (sea DOSAGE AND ADMINISTRATION). Pedfatric patients with renal
insutficlency have nol been studied.

Hemedilysis: In a study in anuric adull subjects (N = 11}, the apparent
eliminallon halt-life of gabapenlin on nondialysis days was aboul 132
hours; during dialysis the apparenl hali-ife of gabapentin was reduced to 3.8
hours. Hemadialysls thus has a significant effect on gabapentin efmination in
anuric subjects.

Dosage adjustment In patients undergoing hemodialysis is necessary (see
DOSAGE AND ADMIKISTRATION).

Hegat i metabolized, no study was performed
in patients with hepalic Impairment.
Age: Tha effect of wa was studied in sublects 20-80 years of age. Apparen! ordl
clearanca (CLF) of gabapentin decreased as age increased, from about 225
m/win In those under 30 years of age to aboul 125 mL/min in those over 70
years of age. Renal clearance (CLr} and CLr adjusted for body surface area also
declined with age; however, the decline in the renal clearance of gabapentin with
age can lamety be expla dbytheﬂecllulnrmd luru:twn Reduction of
gabapentin dose may be required in patients who have age related compramised
renal function (see PAECAUTIONS, Geriatric Uss, and DOSAGE AND
ADMINISTRATION).

Pedfiatric: Gabapentin pharmacokinetics were delermined in 48 pediatric subjects
bemen the :Qes af 1 month and 12 years following a dose of awrmdmamy 10
mghg. Pe

occemed 2 {03 hours postdosa. In general, pediatsic subjects bemmli":;o:iﬁ
and <5 years of age achieved approximalely 30% lower exposure (AUC) than that
observed in those 5 years of age and older. Accordingly, ordl clearance normal-
fzed per body weight was higher in ! U\eynungu dnldrm HAoparent oral tlearance
ol gat
lmbm hall-llle averaged 47 mnls and was similar acruss e age grops stud-
fed.

A population pharmacokinetic analysis was performed in 253 pedialri: subjecls
between 1 month and 13 years of age. Patients received 10 10 65 my/kg/day give
T, D Mpml nml deamea (CLF) was directly pmpnmoml In crealining clear-

and a sleady slate,
Iﬁaheronl clearance valuswm uhsemd In r.hlldren <5years of a8 wmgalud

weight. The dearance was hluh!yvanab(u ininfants <1 year of age. Tne nom\al
age and older were con-

sistent mlnvduzs observed i adults atter a slnqls dase. The oral volume of dis-

tribution normalized per body weight was constant across the age range.

These pharmacokinelic data [ndicate that the effective daily dose In pedialric

patients with epilepsy ages 3 and 4 yeays should ba 40 mg/kg/day lo achieve

awerae plasma concentrations simiar lo those achieved in patents 5 yaars of

age and older i in al 30 myg/day. (See DOSAGE AND ADMIN-
ISTRATION.)

Gender: Allhough no formal study has been conducted to compare the
pharmacoidnetics of gabapentin in men and women, it appears that ihe
pharmacokinetic parameters for males and females are similar and there are no
sigrificant gender difierences.

Rage: Pharmacokdnetic ditierences dus lo race have nol been sludied. Because
gabapentin is primarily renally excreed and there are no importan racial
dilterences in creatining clearancs, phasmacokinatic diferences due i race are
nol axpected.

Clinical Studies

Epilepsy

The eflectiveness of gabapentin as adjunctive therapy {added to other
antiepileptic drugs) was established in multicenter placebo-contraled, doulle-
Wind, parallef-grosp clinical trals in 2dull and pediatric pafients (3 years and
oider) with relractory parfial seizutes.

(1,2)
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and four in vivo assays. It was negative in the Ames test and the in vilro HGPRT
forward mutation assay in Chinese hamster lung cells; it did nol produce
signiticant increases in chromosomal aberrations in the & vitro Chinese hamster
lung cell assay; it was negative in the in vivo chromosomal aberration assay and
inthe In vi testin bane marmovy; it
|n the i vive mouse micronueleus assay; and it did notinclude unscheduled DNA
synthesis in hiepalocytes from rals given gabapentin.
Ho adverse effects on feitiity or reproduction were observed in rats at doses vp
10 2000 mgg q 5 times the maximum Tuman dose
on a my/m* basis).
Pregnancy
Pragnancy Category £ Gabapentin has been shown to b feloloxic in radents,
causing delayed ossification of several bones in the skull, vertebrae, forefimbs,
and hindimbs. These effecs oceurred when pregnant mice recstved oral doses of
1000 nrmmg/kgldzy during he period ol organogenesls, of appradmalely 1 1b
4 times the mzoimumn dase of 3500 mg/day given to epileplic patienls on a mg/m*
basis. The no-effect lavel was 500 mg/g/day or approximalely 172 of the human
dose on a mg/m* basis.

‘When rats were dosed prior toand during mating, and throughout gestation, pups
from all dase groups {500, 1000 and 2000 mykg/day} werm affected. These
doses are equivalent lo Tess than approximately 1 te § times the maximum
human dese on a mglm basis. There was an increased incidence of hydroureter
and/or hydronephrosis in rals in a sludy of fertiily and ganeral reproductive
performance al 2000 mg/kgld wnn no effect al 1000 mg/kg/day, ina teratology
study at 1500 mg/g/day wit 2l 300 mg/kg/day, and in a nematal and
postnatal study at all doses slutﬁed (500 1000 and 2000 my/kp/day). The
al which the etiects occurred ar ?pnmmﬂefy 1 to 5 imes the madmum human
dosa of 3600 mg/day on a mp/m” basls; the no-eflect deses were approximately

equd to (Teralopenicity sludy) the maimum human dose on a mg/m* basis.

ther than trydrourster and hydronephrosis, the etiologies of which are unclear,
lhs ingidence ol malformations was nol increased compared to controls in
affspring of mice, rals, or rabbits mvsn dosns up lo 50 times (mice), 30 times
(rals), and 25 times (rabbits) the human daily dose on a mg/g basis, or 4 fimes
(mice), 5 imes {rats), or 8 times (rahblls) lhe human daify dose on a mg/m® basis.

1n a terslofogy study in ralibits, an increased incidence of postmplantation fetat

loss accusred In dzms exposed to 60, 300 and 1500 mg/kg/day, o less than

appraximately 1/4 to 8 times the mxdmum human dose on a mg/m? basis, There

ar o adequale and well-controlled studies in pregnant women. This drug should

r;eused during pregnancy only it ihe polential benefit justifies the potentia fisk o
fels.

Use in Narsing Mothers

Gabapentin is Secreted into human mitk following oral adminisiration. A nursed
infant could be exposed 1o a maximum dose of approximately 1 my/kg/day of
gabapentin, Because the effect on the Aursing Infant is unknown, gal penﬁn
shouldbe used in women itthe ly outweigh the
risks.

Pediatric Use

Eftectiveness as adjunctive ﬂmwy in mumlmnl of partial sefzures in perfatric
palients below lbe age ol 3 years has not been estabished (see CLINICAL
PHARMACOLOGY, Ellnlul Studies).

Gerlatric Use

Clinical studias of gabapentin in epilepsy did not include sulficient numbers of
subjects aged 65 and over to delermme whether Dw usoﬂ!ded ﬁnmmly from
younger subjects. Other
in responses between the elderly and ywngel p:llenl.& In qsnerl dose selaction
for an efderly patient should be caullous, usually starting at the low end of the
dosing range, reflecting the greater Irequency of decreased hepabc renal, or
cardias function, and ol concomitant disease of alher drug therapy.

This drug Is known to be substantialy excreted by the Kidney, mdlha risk of toxie
reactions to hls drug may be grealsr in patients with impared renal function.
Because elderly patienls are more likely fo have decraased rznzl funcbm am
shouln be taken in dose selection, and dose shouid be a

e clearance values in thes patients (ses CLINICAL PHAHMADULDGV
ADVEHSE REACTIONS, and DOSAGE AND ADMINISTRATION sections).

ADVERSE REACTIONS
Epilepsy

The most commonly uhserwd adverse eveslls associaled with the use of
In patients >12 years of age,
nol seen at an equivalent Irequency among placebo-realed pafients, were
somnolence, diziness, alada, fatigue, and nystagmus. The most commanty
observed adverse evenls reported with the use of gabapentin in combinalion with
ather antiepileptic drugs In pediatric paients 3 to 12 years of age, net seen at an
equal frequency among placebo-treated pafients, were viral infection, fever,
nausea andfor vomiling, somnolence, and hostility (see WAHNINGS
Neuropsychlalric Adverse Evonts).

7% of the i ¢ i T%of
the 443 pedialric patients 3 m 12 years ‘of age who received gabapentin in
premarkeling clinical trials discontinued treatment because of an adverse event.
The adverse events most commonly associated with withdrawal in patients >12
years of age were somnolence {1.2%), atada (0.9%), fatigue (0.6%), nausea
and/or vomiting (0.6%). and dizziness (0.6%). The adverse evenls most
commonly assoclated with withdrawal in pedialric patients were emotional lability
{1.6%), hostitity {1.3%), and tryperiinesia {1.1%).

Inldence in Controlled Clintcal Trials

Tabie 1lists trealment: inatleast 1%
of gabapentin-reated patients >12 years of age with epllepsy pamcmaung in
placebo-controlled Irids and were numerically mere commen in the gabapentia
group. In thesa studies, either gabapentin or placebo was added 1o the patient's
current antiepileptic drug theragy. Adverse events were usually mild to moderale
in intensity.

The prescriber should be aware that these figures, ablained when gabapentin was
added fo concurrenl antiepileptic drug therapy, cannol be used o predicl the
frequency of adverse events in the course ol usual medical practice where patient
characlesislics and other lactors may differ from those prevailing during clinical
studies. Similarty, the ciled Irequencies cannot be directly compared with figures
obtained from othar dlinical investigations invotving different (realments, uses, or
investigators. An inspection of these frequencies, however, does provide the
prescribing physlcan with one basis to estimate the relative contsibution of drug
and nondrug factors to the adverse event incidences in the popufation studied.

TABLE 1. Treatmeai - Emergent Adverss Evo
Trials In Patlenty >12 years of age (Evenls | n
Patisats and Namerically Mors Frequenl Than in the Placebo Group)

Gabapentin®  Placebo®

Body Systen/ . N=54 N=378
Adverse Event % %
Body As AWnole.
Faligue 1o 50
Weight Increase 29 16
Back Pain 18 05
Peripheral Edema 17 05
Vasodilatation 11 03
Dyspepsia 22 05
Mouth or Throat Dry 17 05
Constipation 15 08
Dental Abnommalities 15 03
Increased Appetite 11 08
Leukopenia 11 05
Myalgia 20 19
Fracture 1 08
Mervours Svstem
Somnolenca 183 87
Dizziness 11 69
Atmda 125 86
Nystagmus 83 40
Tremor 68 32
Nervousness 24 19
Dysarthria 24 05
Amnesia 22 00
Depression 13 11
Thinking Abnormal 17 13
Twitching 13 05
Coordination Abnormal 1 03
Rhinitis 41 37
Phasyngitis 28 15
Coughing 18 12
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pharmacokinetics of gabapentin in men and women, it appears thal the
pharmacokinetic parameters for mafes and females are similar and there are no
significant gender ditferences.

Race: Pharmacokinelic differences due o race have riot bezn studied. Because
gabapentin is primarily renally excreled and there are mo importanl racial
differences in creatinine clearance, pharmacekinatic differences due lo race are
not expected.

Clinlcal Studies

Egilepsy

The effectiveness of gabapentin as adjunctive therapy {added lo ofher
antiepileplic drugs) was estatiished in mulficenter placebo-controfled, doube-
lind, paﬂlldgrnup dlinical trials in adult and pediatric patients {3 years and
oldev) with refractory partiaf seizures.

Evidence of the etiectivaness was obtained in thres Irials conducted in 705
patients (age 12 years and above) and one trial conducted in 247 pediatric
patients (3 to 12 years of age). The patients enrolled had a history of d least 4
‘partiat seizures per month In spile of receiving onte or more antiepileptic drugs at
therapeutic levels and were observed on their established antiepileptic drug
regimen during a 12-week baseling period (6 weeks in the study of pediatric
patients). In patients continuing fo have at least 2 (or 4 in some studies) selzures
per month, gabapentin or placebe was then added on to the existing therapy
during 2 12-week Ireatmenl period. Effeciveness was assessed primarly on the
basis of the percent of patients with 3 50% or greater reduction i Seizurs
frequency fram baseline to treaiment (the “responder rate’) and a derived
measure called response ratio, a measure of change defined as (T - BT + B),
where B is the patients basefine seizure henum ‘and T is the patient’s seizure
frequency during trealment. Response ratio is distributed within the range -1 o
+1. A 2810 valua indicates no change wile camplete efimination of seizures
would give a value of -f; |Mm:eﬂlsarzg& rates would give posilive values. A
03

frequency. The
mul!s gwen below are for &l partial selzurs m Ihe mlem 10-Ireat {all pationts
doses of h study, unless othenwise

indicated.

One study compared gabapentin 1200 mo/day divided TLD. with placede.
Responder rale was 23% {14/61) in the gabapentin group and 9% (6/66) In the
placebo group; the difference between groups was statistically significant.

Response raio was aiso better in the gabapentin group {0.199) than in the
placebo group {-0.044), a difference that also achieved stafistical significance.

A second sludy compared primaily 1200 mg/day divided TA.D. gabapentin (N =
101) with placebo (N = 98). Additional smaller gabapentin dosage groups (600
mul jay, N = 53; 1800 mg/day, N = 54) were dlso studied for information regarding
dose response. Responder rate was higher in the gabapentin 1200 mg/day group
(16%) than in the placebo group {8%), but the difference was not statisticaly
sigrificant. The nspondev rale al 600 mg (17%) was also not signéficantly higher
than in the placabo, hut the responder rate in the 1800 mg group (26%) was
statistieally sgmﬁuﬂﬂy superior 1o the pimbo rale. Responsa ratio was betterin
the gal 200 mg/day group (0.103) lhm In the piacaho group {-0.022);
but ltus mﬂer!nce was also nol statistically significant (p = 0.224). A better
response was seen in the gabapemm 600 maldz{ grovp (-0.105) and 1800
my/day group (-0222) than in the 1200 mg/day group, with the 1800 my/day
group achieving stalistical significance compared to the placebo graup,
A third study compared gabapentin 900 mg/day divided TAD. (N = 111} and
placebo {N = 109). An addilional gabapentin 1200 mg/day dosage group (N =
52) provided dose-response data A stafistically significant ditference In
fesponder rate was seen n the gabapentin 900 mulday group {22%} compared
1o that in the placebo group (10%). Response ratio was also stalistically
significasly superior in the gabapentin 900 mg/day group {-0.119) compared
1o thal in the placebo group (-0.027), 25 was response raip in 1200 my/day
gabapentin (-0.184) wmpamd 1o placebo.
Analyses were also performed i each study fo examiine the effect of gabapentin
on preventing secondarily generalized tonic-clonic seizures. Palients who
experienced a secondarily generalized tonic-clonic seizure in either the baseline
arin the treatment period in al Ibres placebo-controfled studies were included in
these analyses. There were several response ratio comparisons 1hat showed a
stabistically significant advaniage for gabapentin compared to placebo and
favorable rends for aimost all comparisons.

Analysls of responder rate using combined data from all three studies and ait
doses (N = 162, gabapentin; N = 89, placebo) also showeda significant advantage
for gabapentin over placaboin mduclnu the Irequency of secondarily generafized
tonic-clonic seizures.

In two of the three controfled studies, more than one dose of gabapentin was
used. Within each study the resuis cid not show a consistently increased
response 10 dose. However, looking across studies, a trend toward increasing
sfficacy with inceeasing dose is evident (see Figure 1).
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FIGURE 1. Responder Rale in Patieris Recelving Gabapentin Expressed & a
Diffarence From Placebo by Dose and Study: Adjunciive Therapy Studies in
Palients 212 Years of Age With Parlial Seizures.

lnlge igure, trealment effect magnitude, measured an Lha Y 2ds in larms of the
dilference in
2 50% or greater reduction In seizure frequency Irom basefing, is plotied against
the dafty dose of gabapentin administered {X ads).
Athovgh no formal analysis by gender has been performed, estimates of
response (Response Ratio} derived Irom clinical trials {338 men, 307
women) indicate no important gender differences exist. There was no consistent
patiern indlicating thal age had any effect on the response to gabapentin, Thers
were insufficient numbers of patients of races other than Cavcasian to permil 3
comparison of eflicaty among racial groups.
Atousth study in pediatric patients age 3 to 12 years compared 25-35 my/kg/day
abapentin (N=118) with placebo (N=127). For all partial seizures In the intent-
fo-treat population, the respense rafio was stalistically significantly betler for the
aabapennn group {-0.146) than for the placebo group {-0.079). For the same
o0, the responder rate lor gabapentin {21%) was nol significantly
ﬂ' Heml fom placebo (18%).

Asslydy in pedialric patients age # month to 3 years compared 40 my/g/day
gabapentin (N=38) with placebo (N=38} in patients who were recelving at leas!
one marketed antiepileptic drug and had at least one partial seizure during the
screening period (within 2 weeks prior 1o basefine). Patients frad up o 48 hours
ol basefine and up to 72 hours of double-blind video EEG monitoring to record
and count the occumence of seizures. There were no statisticaly significant
differences between ireatments in either the response ratio or responder rate.

INDICATIONS AND USAGE

Egilepsy

Gahapenlin is Indicated as adjunclive heray in the Ireaiment of parGal selzures
wilh and wilhout secandary generalization in patients over 12 years of
wilh epllepsy. Gabapentin is dso indicated as adjunctive herapy in the treatment
of partial seizures in pedialric patients age 3-12 years.

CONTRAINDICATIONS
Gabapentin is conlraindicated in patients who have demonsirated
hypersensitivity to the drug of its ingredients.
WARMINGS

Nearopsyeblatric Adverse Events - Pediatric Patlents 3-12 years of age

Gabapentin use in pediatric patients with epilepsy 3-12 years of age is associated
with the occurrence of centrdl nervous system related adverse evants. The most
significant of these can be dassified into the following categories: 1) emotional
Jahility {primasty behavioral problems), 2} hostiily, including aggressive
behaviors, 3) thought disorder, including concentration prablems and change in
school pmorman:n and 4) hyperidnesia {primarily restlessngss and
hyperaciily). Among the gabapentin-treated patients, most ol the events were
mid o moderate in infensity.

In controlled irials in pediatric patients 3-12 years of age, the incidence of thess
adverse events was: emotional labiity 6% (gabapentin-lreated patients) vs 1.3%
{Macebo-treated patients): hostility 5.2% vs 1.3%: hyperkinesia 4.7% vs 2.9%;
and thoughl disorder 1.7% vs 0%. One of these events, a report of hostiity, was
consiered serious. Discontinuaion of gabapentin treaiment occumedin 1.3% ol
patients reparting emotional labifity and hyperkinesia and 0.9% of gabapentin-
frealed patients reporting hostility and thought disorder. One placebo-reated
mnznl (0 A%) vnlhdrw due o emnnond ummy

Tremor 68 32
Nervousness 24 19
Dysarthria 24 05
Amnesia 22 00
Depression 18 11
Thinking Abnormal 17 13
Twitching 13 05
Coordination Abniormal 11 03
Rhinitis 41 37
Pharyngiis 28 16
* Coughing 18 13
Abrasion 13 00
Pruritus 13 05
Impotence 15 13
Diplopia 59 19
Amblyopia® 42 11
‘WBC Decreased 1.1 05
*Plus background antiepileptic drug theragy

"Ambiyopia was often described as blumed vision,

-Other gvents in more than 1% of patients >12 years of aw but equally or more
idac!

feequent in the placebo group included: headache, viral infection, fever, nausea
andfor vomiting, abdominal pain, Giarrhea, cunvulsnms, confusion, insomnia,
amotional latslity, rash, acne.

Among the treaiment-emergen adverse gvents occurring at an incidence of at
least 10% of gabapentin-treated palients, somnolence and alaiia appeared lo
exhibit a positiva dose-responss relationship.

The overall incidence of adverse events and the types of adverse evenls seen were
Similar among men and wemen Ireated wilh gabapentin, The incidence of adverse
evenls increased slightly wAth increasing age in pafients trealed with either
gabapentin or placebo. Because only 3% of patients (28/921) in placabo-
conlmlled studies were identified as nonwhite (Nack or other), there are
insufficient data to support a stalement regarding the distribuion of adverse
events by race.

Tabla 2 Tsls treatment-gmergent signs and symploms that occurred in al feast
2% of gabapentin-treated patients age 3 to 12 years of age with epilepsy partici-
pating in placebo-vontrolied trials and wers numerically more commort in the
gabapentin group. Adverss evestis wera usually mild to modarale in intensity.

TABLE 2, Treatmeiit-Emeryant Adverse Evert lacidence In Pediatric Pallenls
Agn 31012 Years In & Controlled Add-On Tral (Events ast 2% of
Gabapantia Patients and Namerically More Frageant mn in th Placobo

Groop)
Gabapenlin® Placebo”
Bady System/ R=119 N_IZB
Adverse Event %
Bogy As AWhale
Viral Infection 109 kA
Fever 101 31
Weight Increase 34 8
Faigee 34 18
Digeslive System
MNausea and/or Vomiting 84 70
Somnolence 84 47
Hastity 76 23
Emotional Lability 42 16
Diziness 25 16
Hyperkinesia 25 08
Bronchitis 4 08
Respiratory Infection 25 08
* Plus background antiepilepiic drug therapy

Other events in mare than 2% of pediairic patients 3 to 12 years of age but
equally or more frequent in the placabo group included: pharyngiis, upper res-
piralory infection, headache, rhinitis, comvuisions, diarhea, norexia, coughing,
and ofifis media,

Other Adverse Events Observed During All Clinieal Trials

lc,lll:m:ll Trlals ip Adalts and Adofescents (Excapl Cllnical Trials In Neuropathic
o)

Gabapentin has been administered to 2074 patients >12 years of age during all
adjunctive therapy dlinical trials (except dlinical Ids in patients with neuropathic
‘pain), only some of which were placebo-controlied. During thes trials, all adverse
mn'ts wm lecnrded by the clinical Irwzanalols using terminglogy of ﬂmr mvn

amrse wenls sim3ar types of events wers grouped info a smaller number n1
standardized categories using modified COSTART dictionary terminology. These
calegories are used in Lhe Ksting below. The frequencies presented represent the
proportion of the 2074 patients >12 years of age exposed o gabapentin who
experienced an evenl of the type cited on at Ieast ane occasion while receiving
gabapentin. All reported evenls are included except those Aready fisted in Table 1,
thase too general lo be informative, and those not reasanably associated wilh the
vse of the drog.

Events are further classifled within body system calegories and enumerated in
ofder of decteasing frequency using the following definitions: Irequent adverse
events are defined as thase occurring inat feast 1100 patients; infrequent adverse:
evenls ara those cecuming in 1/100 fo 111000 palienls; rara events am those
occuring in fewer than 171000 patier

Body As A Whole: Frequent . slhenla. malaise, face edema; infrequent : allergy,
generalized edema, welght decmse. chill; Rare : strange feelings, lassilude,
eohol intolerance, hangover eff

Cardlovascular Sysiem: Frwuem hypeﬂmsloo Infrequent ; Ivypolermn,
angina pectaris, paripheral vascula der, palpitation, tachycardia, migra
mumur; Aare : aldal i bnllahnn hun failsre, mmmbonnlehlns dun
thrombophlebitis, myocardid Im;mlnn, cerehrovascular accident, puimonary
thrombosis, vertricular extrasysioles, bradycardia, premature abial conlraction,
pericardial rub, heat block, pulmonary embolus, hyperlipidemia,
hypercholesterolemia, paricardial effusion, pericarditis.

Dlyestive System; Frequent : anorexia, flzlulence, gingivitis; fnfrequent : glossitis,
gum hemomhage, thirst, stomalitis, increased salivation, gislmenlunns
hemorrhoids, bloody stools, fecat Incontinence, hepllomeniy e : dysphagia,
engtation, pancreatilis, peptic ulcer, colitis, bEsters in mouth, tooth discolar,
pertéche, salivary gland enfarged, lip hemomhage, esophagilis, hiatal hemia,
hematemesis, proctils, initabla bowel syndrome, rectal hemorrhage, esoghageal
spasm.
Endocrine System: Rare - hyperthyroid, hypothyroid, goiter, hypoeslmgeu
avarian failure, epldidymitis, swollen testicle, cushingold appearant

Lymplhatic System: Frequant:puroura mosLof
bruises resulting Trom physical traumg; infrequent : anemla, ﬂ"ombol.yloou\la,
Iymphadenopathy; Rare : WBG counl Increased, lymphocytasis, nen-Hodgkin's
lymphoma, bleeding time increased.
Mascaloskelotal Syslem: frequent : aithralgia; infrequent : tendinits, anthritis,
joini siiftness, foinl Sweliing, positive Rombery lest Aare : costechondritis,
osleoporosis, bursilis, contracture.

Nervous Systerr Frequent - vertigo, hyperkinesia, paresthesia, decreased or
atwent relleees, increased reflexes, amdely, hastlily; infrequent : CHS tumors,
syncape, dreaming 2bnarmal, aphasia, Mypesthesia, iniracranid herrmnhg
hypotonia, dysesthesia, paresis, dystora, hemiplegia, facidl paralysis, shipor,
cersbellar dysfunction, positive Babinski sign, decreased position sense, subdural
hemaloma, apathy, hallugination, decrease o loss of libido, agitation, paranoia,
depersonalization, eupharia, feeling high, doped-up sensation, suicidal,
psychosts; Rare - choreoathetosts, orofacial dyskinesia, encephalopathy, nerve
palsy, persondlity disorder, increased fibido, Subdued temparament, apraxia, fine
motor contral disorder, meninglsmus, local myoclonus, hyperesthesia,
hypokinesia, mania, neusosls, ysteria, antisoclal reaction, sicide gesture.

flesplratory Systemc Frequent » preumonia; Infrequen! : epistaxs, dyspnea,
apnea; Rare : mucositis, asplration pneumonia, hyperventifaion, hiccup,
laryngitis, nasal obslmmorL snoring, bronchospasm, hypoventiiation, lung
edema.

Dermatological: Inlrqu/enl 2lopecia, eczema, dry skin, increased swealing,
uricaria, hirsutism, seborrhea, cysl, hemes simplex; Aare herpas 20ster, skin
discolor, skin papules, pholosensitive reaction, leg dcer, scap seborrhea,
psoriasis, desquamation, maceralion, skin rodules, subcuunms nodule,
melanosis, skin recrasis, local sweliing.

Urogenital System: /nfrequent : hematuria, dysum. urination frequency, cystilis,
urinary rulennnn uﬂnaly amlmmnea.
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Iamlllv (Dnmlniy bﬂwml pmblzms) Z) hnsnlny |nclud|ng aqgmsswe

mms 3) thought msumer. eluding wnwnlmon pmblems and change in

4) {primarity and
rrypmmnly) Among Ine g:bapennn -reated patients, most of the events wara
mitd to moderate in intensity.

In controlled trials in pediatric patients 3-12 years of age, the incidence of these
adverse events was: emationat labiity 6% (gabapentin-treated patients) vs 1.3%
{placebo-reated patients); hnsuhly 5.2% vs 1.3%; hyperkinesia 4.7% vs 2.9%;
and thought disorder 1.7% vs 0%. One of these events, a seport of hastlily, was.
considered serious. Discontinuation of gabapentin treatment occurmed in 1.3% of
patients reporting emoational lability and hyperidnesia and 0.9% of gabapenin-
freated patients reporting hostility and thought disorder. One placebo-treated
patient (0.4%) withdrew due o emotiona tability.

Withdrawal Pracipltated Selzere, Status Epllepticos
o awal be sbrupty !

of increasing seizure frequency.
In the placebo-controlled studies in patients >12 years of age, the incidence of
stalus epilepticus in patients receiving gabapentin was 0.6% {3 of 543 versus.
0.5% in patients receiving placebo (2 of 378). Among the 2074 patients >12 years
of age 1reated with gabapentin across al studies {conlrolled and uncumruﬂed)
31 (1 5%) had stalus apilepticus. Of these, 14 patients had no prior history of
belore treatmen of whilg medications, Becausa
‘adequate histarical data are nol available, it is impossible to say whelher or not
Ireatment vAth gabapenlin is associated with a higher or lower rale of stalus
epileplicus than would be expected ie occur in a similar popuation not treated
wilh gabapentin.
Tamorigenic Potential
In standard preclinical in vivo (itetime cartinogenicity studies, an unexpectediy
high incidence of pancreatic acinat adenocartinomas was identified in male, but
not female, ras {sez PRECAUTIONS: Carcinogenesls, Mutagenesls, Imwllmm
of Forlility). The diinical significance of this finding IS wnknown. Clinical
exparience during gabapentin's premarketing developmen provides no direct
means to assess ils potential for inducing tumars in humans.

In clinical studias in ad]uncllve therapy in epilepsy cumpnsmg 2085
patient-years of exposure in patients >12 years of age, new tumors vere repored
in 10 patients (2 breast, 3 brain, 2lung, 1 adrenal, 1 non-Hodgkin's lymphoma,
1 endometriat carcinoma in sit), and pre-existing tumors worsened in 11
patients (9 brain, 1 breast, 1 prostate) during or up 1o 2 years foflowing
discontinuation af gzhapentin. Without knowiedge ol the background incidance
and recurrenice in a simfar populalion not Trealed with gabapentin, it is
Impossibie to know whether the incidence seen in this cohorlis or is nol affected
by Ireatment.

Sadden and Unexplalned Death In Patients With Epllep:

5y
During the caurse of premarketing development of gabapentin 8 sudden and
of 2203 patients frealed (2103

patient-years of exposure).

Soimo of these could repmml seizure-related deaths in which the seizure was not
observed, e.g., at right. This represents an incidence of 0,0038 deaths per patienl-
year. Although Lhis rate exceeds that expected in a healthy population malched for
20 and sex, il is within the range of estimates for the incidenca of sudden
unexplaned deaths in patients with epilepsy not receiving gabapentin {ranging
from 0.0005 (or the general population of epileptics to0.003 for a clinical trial
population similar to that in the gabapentin program, to 0.005 for paients with
relractory epitepsy). Consequently, whether these figures are reassuring ar ralse
further concern depends on comparability of the populations reporied upon to the
‘gabapantin cohiorl and the accuracy af the estimates provided.

PRECAUTIONS

Information for Patients
Patients shiou’d be insiructed lo take gabapentin on!y £ przscnhed

Patients should be advised {hal gabapenti k d
other symploms and signs of CNS depression. Amninw they should be
acMsed ngilher to drive a car nor lo operale other complex machinery until they
gauge whelher or not it afects
thelr mental and/or motor perfnrmma adversely.
Patients who require concomitant iraaimen! with morphine may experience
Increases in gabapentin concentrations. Patients should ba carefulty observed for
signs of CNS depression, such & somnolence, and the dose of gabapentin or
morphine shoutd be reduced approprialely {see Drug Intaractions).

Lakoralory Tests

Clinical trials data do ol indicale that rovline meniioring of dinical laboratory
paramelers fs necessary lor ihe sate use of gabapentin. The value of moniloring
gabapentin biood concentralions has not been estatdished. Gabapentin may be
used in combiration with ather antiepileptic drugs without concern for alteration
of the blood concentrations of gabapenlin or of ather anfieplleptic drugs.

Dray Interactions
In vilro studies wers conducled to investigate the polential of gabapentin to
inhibil the major cytochrome P4S0 enzymes (CYP1, CYP2C9,
CYP2C19, CYP2DS, CYP2E1, and CYPIAd) that mediate drug and yenobiotic
metabolism using isoform selective marker substrates and human liver
microsomal preparations, Only at the highest concentration tested (171 meg/mL;
1 mM) was a slight degres of Inhibifion (14%-30%) of Isoform CYP2AS
observed. No inhitition of any of the other isolorms tested was observed at
gabapentin concentrations up fo 171 meg/mL (appraximately 15 times the G
al 3600 mg/day).

Gabapentin is nol appreciably metabolized nor does il Inlerfere with the
metabolism of commonly coadministered antiepileptic drugs.

The drug inferaction data described in this section were oblained from studies
imvolving healthy adults and adult patients vith epilepsy.

Pheryloin: In a single (400 mg) and multiple dose {400 mg T.D.) study of

gabapentin in epileptic patients (N = 8) maimtained on phenyloin menotherapy for

al Yeast 2 months, gahapentin had no etfect on the steady-stale tough plasma

concentrations of pheaytoin and phenyloln had no effect on gabapentin
armacokinefics.

Steady-state trough pi:
10,11 epaxide cmmlmms were not affected by concomitant uzbmtmn (400
mgTil; N=12) Likevise, gabapentin

wnaltered| by carbamazepine administration.

Valprok Ac|d: The mean steady-state (rough serum valproic acid concentrations
prior to and during concomitant gabapentin admnistraion {400 mg T.LO, N =
17) were ot ditferent and neithar were gabapentin pharmacokinatic pmmelms
affected by valproic acid.

Phencharbilal: Estimates of steady-state DhilmiWklﬂGllC paramsters for
phenabarbital ar gabapentin (300 mg T.1.D; N = 12) are identical vihether the
drugs are administered alona or together.

Naproxen: Coadmlnlstration (N = 18} of napioxen sodium mpsllles {250 mg)
with gabapentin (125 mg) appears to increase the amount of gabapentin
absorbed by 12% 1o 15%. Gahapenlin had no effect on naproxen
pharmacokinetic parameters. These doses ara fower than the therapeutic doses
for both drugs. The magnilude of interaction within tha recommended dose
ranges of efther drug is not known.

ig: N =48) decreases
hydrocodone (10 mg; N = 50) Crax and AUCvdus ina doswependem manngr
selative 1o administration of tydrocodone alone; Cax and AUC values are 3% to
4% lower, respectively, afier administration of 125 mg gzthenhn ad 21% lo
2% lower, fespectively, atier adminisiration of 500 mg gabapentin. The
mechanism for this interaction is unknown. Hydrucodone increases gabapentin
AUC values by 14%. The magnitude of interaction at other doses Is not known,

Morphlne: A literalure arficle reported that when a 60 mg conlrolled-release
morphing capsule was adminisiered 2 hours prior o a 800 mg  gabapentin
capsule (N = 12), mean gabapentin AUC increased by 44% compared fo
gabapentin administered withoul morphine (see PRECAUTIONS). Morphine
pharmacokinelic parameter values were not affected by admimsirlion of
gabapitm’ﬁ Tours afler morphine. The magnltude of interaction at other doses
isnot

Cimetldine: I the presence of cimetidine at 300 mg Q.LD. (N = 12) the mean
‘apparent oral clearance of gabapentin fell by 14% and creatinine clearance fell by
10%. Thus cimelidine appaared to alter the redal excretion of belh gabapentin
and creabinine, an endogenous marker of renal funclion. This small decrease in
excretion of gabapentin by cimefidine is nol expecled to be of clinical impariance.
‘The eftect of gabapentin on cimetidin was not evaluated.

Oral Cantraceptive: Based on AUC and hall-ife, multiple-dose pharmacoidretic
profites of porethindrone and ethinyl estradiol following adminlstration of tablets
containing 2.5 my of norethindrang acalate and 50 meg of ethinyl estradial
‘were simitar with and withoud coadministration of gabapentin (400 mg T
13). The Cuxc 0! norethindrone was 13% higher when il was coadministes
gabapenbm, thés interaction is not expected lo be of clinical importance.

Antacid (Maalox®*): Madox® reduced the bioavaflabity of gabapentin (N = 16)
by about 20%. This decrease in bioavadalility was about 5% when gabapentin
vias administered 2 haurs alter Maalox®, It is recommended that gabapentin be
faken 2l least 2 hours lollowing Maalox® administration.

Etect ol Probeserld: Probenecid is a blocker of renal tubular secrefion.
Gabapentin pharm:cnkmht nmme(els vnmou! and wllh pmbmecld W

ramanrhin indipatnn thot el el tuhadar

molor conlrol OISOMder, MenNgISMus, kocal MYyOCIOnUS, Myperesimesia,
hypolinesta, mania, neuresis, frysteria, antisocial reaction, suicide gesture.

Respiralory System: Frequent : preumonia; Inlrequen! epistaxs,

apnea; Rare : mucosilis, aspxnlmn preumonia, hyperventilation, hiccug,
faryngitis, nasal obstruction, snoring, bronchospasm, hypoventitation, lung
edema,

Dermatologlcal: infrequent : alopecia, eczema, dry skin, increased sweating,
uiticaria, hirswtism, seborchea, cysl, herpes simplex; Rare ; herpes zosler, skin
discolor, skin papules, photosensitve reaction. leg ulcer, scalp sebanhea,
psoriasis, desquamallon, maceration, skin nodules, subculaneous nodule,
melanosis, skin necrosis, local swelling.

Urogenltal System: infrequent : hematuria, dysuria, urination frequency, cystitis,
urinary retention, urinary inconlinence, vaginal hemorrhage, amenormhea,
dysmenorrea, menorrhagia, breast cancer, unable to climax, efculation
abnormal; Rare : Kidney pain, leukorrhea, pruritus genital, renal stone, acute renal
ailure, anuria, glycosunia, neptrosis, nocludia, pyuria, urination urgency, vaginal
pain, breast pain, testicle pain.

Special Senses: Frequen! : abnorma vision; infrequent : calaract, conjunciivitis,
eyes dry, eye pain, visual field defect, photophobia, bilateral or unilateral plosls,
gye hemorrhage, hordeolum, hearing loss, earache, tinnilus, inner ear infection,
ofifis, Laste loss, unusual taste, eye hwilching, ear fullness; Rare : eye ilching,
abnormal accommodation, perforaled ear drum, sensitivity lo noise, ey focusl:
problem, watery eycs mnmpalhv glaucoma, irits, comeal disorders, tacrimal
dystuncti erative ye changes, biindness, retinal degeneration, micsis,
choriretinitis, slnbtsmns eustachian tube dysfuncbion, fabyrinthilis, oftis
exlema, odd smell.

Clinkeal Trialy fo Pediatric Patents With Epllepsy

Adverse evenls occurring during epflepsy clinical irfals in 449 pediatric patients
3 1g 12 years of age trealed with gabapentin that were not reported in adjunctive
trials fn adults are:

Bady as a Whele: delydration, Infectious mononudosis

Digestive System: hepatifis

Hemlc and Lymphatic Syster coagufation defect

Nervous Syslem: aura disappeared, occipital neuralgia

Psychobiologle Furetion: sleepwaking

Respiratory System: pseudocroup, hoarseness

Postmarketing and Other Experiencs

In addition lo the adverse experiences reporled during clinical lesling of
gabapantin, the following adverse experiences have been reported in palients
receiving markeled gabapentin. These adverse experiences have oot been listed
above and data are insuificient to support an estimate of their incidence of to
oslalish cavsation. The Esling is alphabetized: angioadema, blood glucose
fluctuation, erythema multiforme, elevaled liver lunclmn tosts, tavnr,

hypomlmmla |aundice, such as dyskinesla,
syndrome.
Adv ts follwing the abrupt pentin fiave also been
remrl:ﬂ'he most frequently reported events were :maely. Insomnia, nausea,
pain and swealing.

DRUG ABUSE AND DEPENDENCE

h'me abuse and dependence potential of gabapentin has nol been evaluated in
uman studies. OVERDOSAGE

Alethal de in was noti

doses as high as s 3000 mg/kg. Signs of acuts hmclly in anlmﬂs included ztlea,
lahared brealfing, plosis, sedation, hypoactivity, or excilation,

Acute oral overdoses of gabapentin up to 49 grams have been reported. In these
cases, double vision, slurred speech, drowsiness, lethargy and diarrhea were
abserved. All patients recovered with sUuDomva can.

be removed by i has not been
performed [n the few overdose cases reported, il may be indicaled by the patient’s
clinical stale or in patients wilh significant renal impairment.

DOSAGE AND ADMINISTRATIOR
Gabapentin ks given erally with or without food.

If gabapentin dose Is reduced, discontinued or substituted with an aftemative
medication, this smuld be done gradually over a minimum of 1 week.

Epllepsy
Gabapentin is recommended for add-on tharapy in patients 3 years of age and
older. Erlﬁhvems in pedialric patients below the age of 3 years has nof been
establis

P:ll:nh 12 yun u! ‘age: The effective dose of gahapenhn |s 300 to 1800
mg/day and given in divided doses (three mes a day) usi 300 mmg
r.apsulu The stadi md lose s 300 mg three times a day. If
be increased using 300 mg or gbeﬁﬂpsuls three llmes a dzy up Iu 1800
d:y Dosages up fo 2400 m%dz] have been well toleraled in long-term clinical
shdies. of 3600 mp/day have also been administered to a small numberol
pzlvenls (m a relauvely shorl duration, and have been well tolerated. The
maximum ime between doses In the TI D. schedule shoutd nol exceed 12 fours.

Pedialric Pationls Ays 3-12 years; The slarling dose shauld range from 10-15
my/kg/day In 3 divided doses, and the eflective dose reached by upsvard titraion
over a petiod of appreximately 3 days. The effective dose of gabapentin in
palients 5 years of age and older is 25-35 mg/kg/day and given in divided doses
(mree fimes a day). The effective dosa in pedialric patients ages 3 and 4 yaars
is 40 mg/kg/day and given In divided doses (three times a day} (Ses CLINICAL
PHARMACOLOGY, Padiatrics). Dosages up to 50 mp/kg/day have been well tal-
eraled in a long-term clinical study. The madmum me interval between doses
should not exceed 12 haurs.
It is nol necessary to monitor gabapentin plasma coacentrations 1o optimize
gabapentin therapy. Furiher, because there are no significant phammacokinetic
lrﬂmcnms among gabapenhn and other commonly used antiepileptic drugs, the
gabape not lter the levels of these drugs appreciably.

I gabapentin is dlscnnl]nued and/or an altenate anticomvulsant medication is
addad to the therapy, this should be done gradually over a minimum of 1 weel
Dosays In Renal Imulrmnnl
Creatining clearance s difficult to measure in omnanmts In patients wih stable
renal fenclion, creatinine claamoa (Cq) can be reasanatiy well estimated using
1he equation of Cackeroft and G:

Hor females: Cu (0 55)(140~aﬂ!)(w:49m)l[(72)(3a)]

for males: Cer= (140-390)(wﬂth)1[(72 .
wherugaslnyws,vnlnm linine In mg/dL_

iens 212 years of age with iised renal function

ar undarqnlng hemodialysis is recommended as foflows (see dosing
recommendalions above for effective doses in each indicalion).

2

TABLE 3. Dosage Based on Renal Function
Renal Finction._ Toka) 0ady Dose Regimen
CreatinineGlearance  Dise Range )

{imin} (moday)

5] 900-3600[ 200 TID 40070 600TID 600 VIO
X058 4001400 (200810 300BID 400BO  S0BID
>15% 200700 [ 20000 300D 40000 50000

ag

Post-Hemodalysis Supplemental Dose (mg)*

1w s o A w0

For palients with creatinine clearance <15 mL/min, reduce daly dose in
proportion 1o ereatinlne clearance (e.g., paients with a creatinine dearance of 7.5
mL/min shauld receive one-hal the daﬂy dose that patienls with a crealinine
clearance of 15 mL/min receive).

®Patients on hemodialysis should receive mintenance doses based on estimales
of creatinine clearance 2 Indicaled in the upper portion of the table and 2
supplementat post-hemodialysis dose administered after each 4 hours of

as indicated In the fower portion of the table.

The use of gabapentin in paients <32 years of age with compromised renal
function has not been sludied.
Desage In Elderly

elderty patients are more fikely fo have decreased renal function, care
should be taken in dose selection, and dose should be adjusted based on
creatinine clearance values in thess patients.

HOW SUPPLIED
Gabapentin Capsules 100 ma e available for onl admms(nlmn as hard gdabn
capsules with a white opaque body and a white opaque cap. APO 112" Is

gnngnﬁd on each capsule in biack inic suwllad m botiles of 100 {NOC 60505~

Galiapentin &psuls JOO mg m available for ozal admlms(nmn s hard gelatin
capsules with a i@ body and a yetlow cap. "APO 113" is
xmpnn!)ed on w.'h wsnle ln black ink; supphed in holﬂes of 100 (NDC 60505~

Gabapentin Capsules 400 mg are availahie for oral adlmmsmunn as ha
gelalin capsules with a white opaque body and an arange opaqué cap.

is imprinted on ead\ capsule in black ink; Supplied in bnnlas o!
100 {NDC 60505-0114-1).

Storage
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Oral Contraceptive: Based on AUC and rdHﬂa muinpiwosa pharmaokinetic
piufiles of ion of tablets
conlaining 2.5 mg of norethindrong mtale and 50 meg of ethingl estradiol
were stmilar with and without coadmintsiration of gabapentin (400 mg T.1.0.; II—
13). The Crux of norethindrone was 13% higher when il was coadministered wi
gabapentin; this interaction is nol expected to be of elinical Importance.

Antacid (Maalox®*}: Maalox® reduced the bioavallabiiity of gabapentn (N = 16)
By about 20%. This decrease in bioavalability was about 5% when gabapentin
was administered 2 hours afler Maaiax®. H is recommended that gabapentin ba
laken at least 2 hours foflowing Maalox® administrabon.

Effecl of Probenecld; Probenecid is a blocker of rendl lubular secretion.
Gabapentin pharmacokinetic paramelers without and with probenecid were
comparable, This indicates thal gabapentin dees not underga renal tubular
seceelion by Ihe patinvay that is biocled by probengcid.

OruALaboratory Tests Interaclions

Because false positive readings were reported with the Ames N-Muttislx SG*
dipstick test for urinary protein when gabapentin was addad to other anfiepileptic
drugs, the more specific sulfosalicylic acid precipitation procedure s
recommended to determine the presence of urine protein.

Carclnogenesis, erhmuls. Impalment of Fartility

Gabapentin was given in the diat lo mics at 200, 600, and 2000 mgkg/day and
1o rals al 250, 1000, md 2000 mykg/day for 2 years. A stznsh:ally slgmﬁcanl
ingrease in e inci inar cell adenomas

found in male rats ru;emng the high dose; the no-etiect dose for the oecumm
of carcinomas was 1000 mgAg/day. Peak plastna concenlrations of gabapentin
in rats receiving the high dosa ol 2000 mykg were 10 times higher than plasma

Gabapentin Capsules 100 mg are z\mlabis for oral admlnlslralmn as hard gelaiin
capsules with 2 while opaque body and a white AP0 112 is
gnpgnl;ﬂ o mh capsule in black ink; supplied in bonls ul m (NDC snsus

Gabapentin Capsules 300 mg are mllaﬂe for onl administration as hard gelatin
capstles with a white opaque body and a yellow opaque cap. “APO 113" is
|mpnn1l):d o 2ach capsule n black ink; supphed in bottles ol 100 (NDC 60505

Gabapentin Capsules 400 mg ang mla\la lm oral administration as hal
elatin capsules with 2 whits 0paqus bac an orange opaque cap. APDm'
is imprinted on each capsula in ack ink; supplied in bofttes of
100 (NOC 60505-0114-1).

Slorage

Store 2t 20° [0 25°C (68° fo 77°F); excursions permitied ko 15° to 30°C (59° fo
86°F) [see USP Cantrolled Room Temperature]. Dispense in a figh, fight-resistant
container (see USP},

“Mazlox® Is a registered trademark of Novartis Consumer Health, Inc.

APOTEX INC.
GABAPENTIN CAPSULES 100 mg, 300 my and 400 my

Manutactured by: Manul:lumd for:
tex {nc. Corp,

Toronlo, Ontario lsh)n Fiorida

Canada MOL 1T 33326

(GAR/C-RO3-51X136MM-LFLT-090104)
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GABAPENTIN CAPSULES

100 my, 300 mg and 400 mp
B ony
DESCRIPTION

Gabapentin is described as 1-faminomelhyl} cyclohexaneacelic acid with a
molecular formua of CsHh/NO; and a molecufar weighl of 171.24. Gabapentin is
a white to off-white crystalline solid with 3 pay of 3.7 and a piGz o 10.7. Itis
freely solubfe in water and both baslc and acidic aqueous solutions. The log of
fhe parfition coefficient (n-octanol/D.0SM phosphate bufter) at pH 7.4 s -1.25. It
has the following structural formuta:

CH,N H,

CH,CO, H

Each capsule for aral administration contains 100 mg, 300 mg, and 400 mg of
gatapentin. in addition, each capsule contains the Tollowing inactive ingredients:
croscarmellose sodium and magnesium stearate. The 100 mg, 300 mg and 400
mg capsule imprinting ink black SW-8003/SW-9009 contans the fallowing
inactive ingrediants: ammonium hydraxide; black iron oxide, bacteria conlrofled
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NON PRINTING AREA (GLUE PANEL)

concentrations [n humans recefving 3600 mgldzy and in s receiving 1000
mglkglday peak plasma concentrabons were 65 times I'lg r than n humans
receiving 3600 mg/day. The pancreatic adnal cel carinomas did not affect
survival, did not metastasizn and wom not Ipcally invasive. The relevance of this
finding lo carcinogenic risk In hurnans s unclear.

Studies designed ko investi echanism of gabapentin-ind
carinogenesis In rlls lndlcalu thzl gabapentin sumulales DNA synmess in rat
pancreatic acinar cells fn vitr and, thus, may be acting as a lumor promotar by
enhancing mitogenic activity. i Is not known whether gabapentin has the ability 1o
increasa call profiferalion In other cail types or in other spacias, Including humans.
Gabapentin did not demonstrats mutagenic or genotoxic potentialin three in vitro
and four in vivo assays. Il was negaive in the Ames lest and the in vifro HGPRT
forward mutaion assay in Chinese hamstéf larg colls; il did not produce
slgnificant increases in chromesemal aberrations In Lhe ér vitro Chéinese hamster
lung cell assay; it was negative i the i vivo chromosomal abersation assay and
the i mlcmnucleus testin Chinese hamster bone marrow, it was negative
muwmvrvnlmuss assay; and it did nof includ
synthesis in hepatorytes frem rats given gabapentin.
Mo adverse effects on fertfily or reproduction weré abserved in rals at doses up
o mﬂg'm @ (agpmxlmaldy 5times the maximum recommended human dose
onam

Pregaancy
Pngmm.‘r hllgnrrl':Gabapemh has been shown 1o be felotuxic in rodents,
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the parttion coeticient (n-octanol/D.05M phosphale bufies) al pH 7.4is -1.25. I
has the following struetural formula:
CHZNH,

CH,CO,H

Each capsule for ordl admindslration contains 100 mg, 300 mg, and 400 mg of
gabapentin. In addition, each capsue contains the fofiowing inactive ingredients:
croscarmellpse sodium and magnesium slearate. The 100 mg, 300 mg and 400
mu capsule imprinting ink black SW-6008/SW-9009 conlains the following

inactive ingredienls: ammonium tydroxide; black iron oxide, bacteria controlled
EECHo 172, n-bulyt; elhyl alcohol, anfrydrous, 200 proaf; isopropy alcehal USP;
potassium hydroxde; propylene glycol; purified water and shellac.

‘Tha 100 mg capsule shell contalns gefatin and litanjum dioxide.
o e L .

The 400 mg capsule shell contalns gelatin, red iron axide, yellow iran oxide and
ttanlum dioxide.

CLINICAL PHARMACOLOGY

Mechanism of Acon

‘The mechanism by aclionis unknow,
butin animal tast systems Beszgnad 10 detect anticonvutsant acivity, gabapentin
prevents seizures as do olher markeled anticomvulsants. Gabapentin exhibits
antiseizure activity In mice g rats in both the maximal electroshock and
peniylenetetrazole seizure madets and other preclinical models (e.g., strains with
gemnc epilepsy, etc.). The relevance of thess models to human epﬂensy Is not

Gabq)enlm Is structurally refated to the neurolransmitler GABA {gamma-
aminobutyric acid) but it does not madily GABA or GABA; radioligand binding,
it is nol converled metabotically info GABA or 2 GABA agonist, and il &s nol an
inhibitor of GABA uplake or degradation. Gabapentin was tested in radioligand
binding assays at concentrations up to 100 meM and did not exhibit affinity for a
number of other commeon receptor sites, including benzodiazpine, glulamate, N-
methyl-D-asparlate {NMDA), quisqualale, kainate, strychnina-insensilive or
sirychnine-sensilive giycine, alpha 1. 2ipha 2, or beta adrenergic, adenosine A1
or A2, cholinergic muscarinlc or nicotinic, dopamine D1 or 02, histamine H1,
serlonin $1 or 52, epfale mu, delta or kappa, canrabinaid 1, vollage-sensitive
caleium channel siles abefed with nilrendipine or dilliazem, or at voilage-

sensitive sodium channgl siles labeled vAth balrachotexinin A 20-aipha-benzoale.

Furthermore, gabapentin did not alter the cellufar uplake of dopamine,
noradeenaline, or serotonln.

In vitso studies with radiolabeled gabapentin have revealed a gabapeniin binding
sile in areas of rat brain including neocoriex and hippocampus. A high-affinity
‘tinding protei in animal brain lissua has bean identified as an auxifiary subunil
of voltage-activated calcium channels. However, funclional correlates of
gabapentin binding, if any, remain to be elucidated.

Pharmacoideetics and Druy Metabolism

A pharmacolngical actions loflotving gabapentin adminisiration are due to the
haclmr/ of the parent compaund; gabapentin is not appreciably metabolized in

Oral Bicavailabilily: Gabapentin bioavaitability is nol dose proportional; ie., as
dose Is increased, bioavallabiity decreases. Bioavallability of gabapenin is
aproximately 60%, 47%, 34%, 33%, and 27% following 900, 1200, 2400, 3600,
and 4800 mg/day given fn 3 divided doses, respectively. Food has only a sEght
effect 1\) the rate and extent of absorption of gabapentin (14% increase in AUG
andC,

Distribution: Less lhan 3% in. The

appasent volume of distribution of gabapenhn after 150 mg intravengus

adminksiration Is 58 « 6 L (Mean = SD}. In namnls with epilepsy, sleady-state

predose (Cow) concentrations of gabapentin in cerebrospinal fiuid were
20% ol th plasma

Efimiaation: Gabapentin is eiiminated (rom the systemic circulation by renal
;xcruhm & unchanged drug. Gabapentin is not appreciably metzbolized in
umars.

Gabapenlin efimination hall-fe is § to 7 hours and is unattered by dose or
following multiple dosing. Gabapentin elimination rle constant, plasma
clearance, and renal ciearance are ditectly proportional to creatinlne dlearancs
{see Special Populations: Adulf Patients With Renal Insufficiency, below). In
elderly patients, and in patients with impaired renal function, gabapentin prasma
clearance Is reduced. Gabapentin can be remaved from plasma by hemodialysis.

Dosage adjustment in patients with compromised rena tuncbon or undergeing
nemodialysis is recommended (¢ DOSAGE AND ADMINISTRATION, Tabie 3).

Suchl Populatioss: Aduft Patients Wrth Renal nsutficiency: Subjects (N = 60)
13-114 mLmin)
wm administered single 400 mg cral doses of gabapentin. The mean gabapentin
hallite ranged from about 6.5 hours {patients with creatinine clearance >60
mU/min) Yo 52 hours {creatinine clearance <30 mL/min} and gabapentin renal
dearance from abeut 9% mL/min (>60 mL/min group) to about IO mL/min {<30
mU/min). Mean plasma dearance (CL/F) decreased from appredimately 190
mLieedn to 20 mUimin.

Dosage adjusiment in adult patients with compromised renal function is
necessary {see DOSAGE AND ADMINISTRATION). Pedialric pafienls with renal
insufficiency have nat been sludied.

Hemodialysis: In a stuty in anuric adutt sublects {N = 11}, the apparent
elimination half-ife of gabapentin on nondlalysls days was about 132
haurs; during dialysis the appasent hallife of gabapentin was reduced to 3.8
hours. Hemadialysis thus has a sigrificant effect on gabapentin elimination in
anuric subjects.

Dosage adpsstment in patients imdergolng hemadialysis is necessary (see
DOSAGE AND ADMINISTRATION).

Hepalic Dis in is nol metabolized,
in palients with hepalic Impairment.
Age: The efieet of age was studied in subjeets 20-80 years of age. Apparent oral
dearance (CUF) of gabapentin decreased as age Increased, from about 225
mL/min in these under 30 years of age to aboul 125 mL/min in those over 70
years of age. Ranal claarance {CLr) and CLr adjusted for body surface area also
dedlined with age; however, the decline in e leml ciearance of gahapentin with
age can largely be explained by the decfine In renal function. Reduction of
bapentin dose may be required in patients who have age refated compromised
senal lunction (ses PRECAUTIONS, Gerfatric Use, and DOSAGE AND
ADMINISTRATION).

Pedfalric: Gabapentin pharmacokinelics were determined in 48 pediatric subjecls
between the ages of 1 month and 12 years following a dose of appraximalely 10
miykg. Peak plasma concentrations were similar across the entire age group and
occured 2 to 3 hours postdase. In general, pediatric subjects between 1 month
and <5 years of age achlaved appraximatefy 30% lower expasure (AUC) than that
observed In those 5 years of age and older, Accordingly, oral clearance normal-
ized per body weight was higher In the younger children. Apparent oral clearance
of gabapentin was directly propartional to cretinine clearance. Gabapentin elim-
mhun hallite averaged 4.7 hours and was simifar across the age groups stud-

A population pharmacokinetic analysis was performed in 253 pediatrie subjects
belweerl 1 mmm and 13 years of age. Pahents received 10 lo65 rrmfxglday give

TID. App (CUR) was
anee znd ms relationship was similar lollwmg a slnple dusa ad al steady state.
her s were of hildsen <5y f age compared
1o these nbsemd in children 5 years ol qeand older, when normalized per bow
welght. The clearance was highly variable ininfants <1 year of age. The normal-
[zed CL/F values observed In pediatric patients 5 years of age and older were con-
sistent with values observed in adulls after a single dose. The oral volume of dis-
friturion normalized per body weight was constant across Lhe age range.

These pharmacokinetic data indicate that the effective daity dose in pedratric

palients with epilesy ages 3 and 4 years should be 40 mg/kg/day o adnm

average plasma concentrations simifar 1o those achieved in pafients 5 ye:

E’Fﬂ% g'?u receiving gabapentin at 30 mo/kgy/day. (Ses DOSAGE AND ADMIN-
)

Gender: Although no formal study has been conducted to compare the
pharmacokinetics of gabapentin in men and women, il appears that the
pharmacokinetic parameters lor males and females are similar and there are ne.
significant gender differences.

Race: Pharmacokinetic differences dus 1o race have not been studied. Because
gabapentin & primarily renally excreted and there are no imporant racial
differences in creatinine clearance, pharmacakinglic differences due fo race are
nol expecled.

Clinical Studles

Epilepsy

The effecfivensss of gabapenlin as adjunclive therapy (added to ather
antiepiteptic drugs} was established in mutticenter placebo-conlrolled, doubNe-
biind, paraliel-group elinical trials in aduil and pediatric patients {3 years and

Gabapentin did nol damonsirate mlﬂagamc or wmuxlc potertial in three in vitro
and four jr vivo assays. It was negative in the Ames test and the in vitro HGPRT
forward mutaion assay In Chinese hamsler lung cells; il did not produce
significant increases in chromesomal aberrations In the i vitra Chinese hamster
lung cell assay; it was negalive In the in vivo ciromesomal aberration assay and
inthe in vivo micronucleus test in Chinesa hamstar bane marmow; it was negative
inthe & vive mouse zsayandnd‘dmlw... DNA
synthesis in hepatocytes from rats given gabapentin.

Ho adverse effects on lertdity or reproduction wers observed in rals at doses up.
10 2000 mqlkg {appreximately 5 times the madmum recommended human dose
ona my'm* basis).

Pregnancy
Plzgnlncy Calsgory £ Gabapentin has been shawn ko be fatotede in rodents,
causing delaynd ossifi nnon of several bones in the skul, veriebras, foreimbs,
and hindiimbs. Thi d oral doses of
1000 or 3000 my/kg/day during Lhe period of organogeness, o appredmalely 1 o
given to epileptic patienls on a mg/m?
basis. The no-effect level was S00 mg/g/day dl 1/2 of the human
dose on 3 mg/m* basis.

When rals were dosed prior to and during mating, and throughout gestation, pups
trom all dose groups (500, 1000 and 2000 mgkg/day) were affecled. These
dases are equivalen! lo less than approximately 1 to 5 times the madmum
human dese on a my/m® basts. There was an increased incidence of hydroureter
andlor hydronaphrosis in rats in a stedy of fertiity and general mproductiva
performance at 2000 m with no effect at 1000 moAg/day, in a leraloiogy
study at 1500 mg/kg/day with no effect at 300 mg/kg/day, and in a perinatal and
postnatal study al all Goses studied (500, 1000 and 2000 mg/kp/day). The dases
al which the effects occurred are ?prmuma!ely 1 to 5 limes the maximum human
e of 3600 my/day on 2 mg/m’ basis; the no-efect doses were approvimalely

.’l tlms {Feriility and General Reproductive Performance study) and approdmately
equal to (Teratogenicity study) the maximum human dese on a mg/m* basis.
Other than hydroureter and hydronephrosts, the eliologies of which are unclear,

the incldence of malformations was not increased mmpmﬂ 1o controls in
oftspring of mice, rats, or rbbits given dases up to 50 Emes (mice), 30 times
(rats), and 25 {imes {rabbits) the human daily dose on 2 mgkg basis, or 4 times
(mice), 5 fimes {rats), or 8 times {rabtits) the human dally dose ona mglm basis.

In a ler2lofogy sludy in rabbils, an increased incidence of postimplanlation fetal
loss occurredin dams exposed to 60, 300 and 1500 mglkgldz{ o kess than
appreximalely 174 to 8 times the madmum human dose on a mg/m? basis. There
ar no adequate and well-controlled studias in pregnant women. This drug should
be |:s:d during pregnancy enly i the potential benefit justifies the potential risk to
Uhe letus.

Usa Io Nursing Mothers

Gabapentin s secreted info human milk following oral administration. A nursed
infant could be exposed lo a maximum dose of approximately 1 mpkg/day of
gabapentin. Because the effect on the nursing Infml xs unkmwn. gahapermn
should be used in women

rishs

Paiialric Use

Etfectiveness as adjunctive therapy [n the treaiment of partial seizures in pediatric
patients below the age of 3 years has not been estabished (see CLINICAL
PHARMACOLOGY, Cllalcal Studies).

Geriatric Usa

Clinical sludies of gabapentin In epilepsy did nol include sutficient numbers of
subjects aged 65 and over {o determine whether they responded ditferently from
younger subjects. Other raported ciinical axperience has not identified diffarences
in responses between the eldery and younger patients. I generd, dose selection
for an eldeity patient should be cautious, usually starfing at the fow end of the
dosing range, refiecting the greater frequency of decreased hepatic, renal, or
cardiac function, and of concomitant diseasa or other drug therapy.

‘This drug Is knawn lo be substantialy excreled by the kidney, and the risk of loxic
reactions to this drug may be greater in patients with Impaired renal function.
Because elderly patients are more likely to have decreased renal function, care
should be laken in dose selech , and dose should be adjusted based on
creatinine clearance values pallems (sea CLINICAL PHARMACOLOGY,
ADVERSE REACTIONS, and IJDSAEE AND ADMINISTRATION sections).

ADVERSE REACTIONS
Epilej

psy
The most commonly observed adverse events associaled with Uie use of
ith o in patients >12 years of age,
not seen at an equivalenl Irequency among placebo-tredled patients, were
somnokence, dizziness, ataxia, fatigue, and mystagmus. The most commonly
abserved adverse events reparted with the use of gabapentin in combination with
other antiepileptic drugs in pediatric patients 3 fo 12 years of age, not seen at an
equdl frequency amang placebo-lraled patients, were vird Infection, lever,
nausea and/or vomiting, somnolence, and Rastility (sce WARNINGS,
Neuropsyebiatric Adversa Events).

Approximately 7% of the 2074 patients >12 years of age and approximately 7% of
ihe 449 pediatric pafients 3 fo 12 years of age who received gabapentin in
premarkeling chinical trals discontinued treatment because of an adverse event.
The adverse evenls most commonly associated with withdrawal in patients >12
years of age were somnolence {1.2%), atada (0. 8%) fatigue (0.6%), nausea
andior vamiting (0.6%), and diziness {0.6%). The advarse events most
commonly associaled with wilhdrawal in pedialric patients were emotional latility
(1.6%), hostility (1.3%), and hyperinesta (1.1%).

Incldocca fo Controlled Cllllnl Trlalx

Tabie 1lists inatleast 1%
of gabagentin-treated panenls >IZ yws of age wilh epilepsy pamdpznng m
placebo-conteotled trials and were numarically more common in the gabapenti
group. In hese studies, either gabapentin or placebo was added to the panenls
current antiepiieptic drug therapy. Adverss events wers usually mild kb maderale
in intensity.

The prescriber shoutd be aware that hesa figures, obtained when gabapentin was
added 1o concurrent antiepileptic drug therapy, cannot be used to predict the
{requency of advarse events in the coursa of usual medical practice whers patisnt
characteristics and uIMl factors may ditfer from those prevaling during clinical
sludies. Sitifarty, the cited frequencies cannot be direclly compared with figures
obtalned from (mwrdmlcd investigations invotving different treatments, usas, or
Investigators. An inspection of tiese frequencies, hovwever, does mwnie the
prescribing physician with one basis to estimate the refative contribution of drug
and nendrug faclors to the advarse event incidences in the population stuied.

TABLE 1. Trezimen! - Emeryant Adverse Event Incldence in Coztrofled Add-0a
Trials in Patients >12 years of ago {Eveats in at Least 1% of Gabapentin
Palieats ané Numericalty More Frequeni Thae In the Pacabo Gronp)

Gabapentin' Placebo®

Body Systeny’ N=543 N=378

Adverse Event % %

Body A5 AWhcle.
Fatigue 1o 50
Weight Increase 29 16
Back Pain 18 05
Peripheral Edema 17 05
Vasoditatation 11 03
Dyspepsia 22 05
Mouth of Throat Dry 17 05
Constipation 15 08
Dental Abnormafities 15 03
Increased Appelite ’ 11 08
Leukopenia 11 05
Myaigia 20 19
Fraclure 11 08
Somnolence 193 87
Dizziness 1 69
Ataxda 125 S8
Nystagmus 83 40
Treamer 68 32
Nervousness 24 19
Dysarthria 24 05
Amnesia 22 00
Depression 18 u
Thinking Abnormmal 17 13
Twitching 13 05
Coordination Abnormal 11 03
Rhinitis 41 37
Pharyngitis 28 16
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Gender: Although no formal sludy has been conducted lo compare the
pharmacokinetics of gahapentin in men and wemen, it appears that Lhe
phammacokinetic parameters for males and females are similar and there are no
significant gender ditferences.

Race: Pharmacnkinetic dilferences due lo race have mo! been sludied. Because

gabapentin is pimarily renally excreted and there are no imporfant racial

differences In creatinine clearance, pharmacokinetic ditferences due to race are
led.

Clipical Studies

Epilepsy

The nﬂe:lmness of gahapentin as adjunctive therapy {added to other
antiepiteptic drugs) was established in muiticenter placeho-conirolied, double-
biind, paralied-group clinical trials in adull and pedialric patients (3 years and
older) with refractory partial seizures.

Evidence of the effectiveness was abtained in theee Irials conducted In 705
patients {age 12 years and above) and one lial conducted in 247 pediatric
patiants {3 [0 12 years of age). The patients earalied had a history of at least 4
partial seizures per menth in spile of receiving one or more antiepiteptic drugs at
therapeutic levels and were observed on their established antiepiteptic druy
regimen during a 12-week baseline period (6 weeks in the study of pediatric
patients). In patients conbinuing to have al least 2 (or 4 in some studies) seizures
per month, gabapentin or placebo was then added on to the exisling therapy
during a 12-week trealment period. Effectiveness was assessed prireariy on the
basis of the percent of patients with a 50% or greater redection in saizure
frequency from baseline lo treatment {the ‘responder rate’} and a dedved
measure called response ratio, a measure of change defined as (T - BY(T + B),
whera B is the patieni's basefine selzure Irequency and T is the patient’s seizure
frequency during treatment. Responsg ratia is distributed within the range -1 1o
+1. A zer value indicates no change while complete efimination of seizures
would give a value of -1; increased seizure rales would give posilive values. A
response ratio of -0.33 comresponds 1o 2 50% reduction in seizure Irequency. The
results given below are for all partlal seizures in the infent-o-treat {ail patients
vgﬁmweﬂ any doses of treatment) population in each study, untess otherwise:

One sludy compared gabapentin 1200 my/day divided T1D. with placeba.
Responder rate was 23% (14/51) in the gabapentin group and 9% (6/65) it the
placebo group; the difference between groups was stafistically significant.
Response rafio was also betler in the gabapentin group {-0.199} than in the
placebo group (-0.044), a ditference Ihat also achieved statistical significafice.

A seoond study compared primarity 1200 mg/day divided T..D, gabapentin (N =
101) with placebo (N = 98). Additional smaller gabapentin dosage groups (600
mg/day, N= 53; 1800 mg/day, N= 54) were also studied for information regarding
dose raspansa. Responder rate was higher n the gabapentin $200 mg/day group
(16%) than in the placebo group (8%), bul the &ﬁﬂerence was no! statisficaly
slgnificant. The responder rale at 600 mg (17%) was also nol significantly higher
than In the placebo, bul the responder rate in the 1800 my group {26%) was
slahsﬂdfy slgnlﬁmnﬂy superiof to the placebo rale. Response ratio was betterin

the gabapentin 1200 mg/day group {-0.103) than in the phcebo qroup {-0.022);
but this difiarence was also not statistically significant {p = 0.224). A better
response was seen in the gabapentin 600 mg/day group (-0.105) and 1800
mg/day group (-0.222) than in the 1200 mg/day group, with the 1800 mg/day
group achleving statistical significance compared to the placebo group.

A third study compared gabapentin 900 mo/day divided T.D. (N = 111) and
placebo (N = 109). An addilional gabapentin 1200 mg/day dosage group (N =
52) provided dose-response dala A stafistically significant difference in
responder rale was seen i the gabapentin 900 mg/day group (22%) compared
Io that In te phabo group (10%). Response raio was aise stalistically
significanlly superior In Ihe gabapentin 800 mg/day group {-0. 119) compared
1o thal in the piacebo group (-0.027), as was responsa fatio in 1200 mg/day
qabapentin (-0.184) mmpan!d to placebo.

Analyses were aiso performed in each sludy to examine Lhe effec! of gabapentin
on preventing secondary generalized lonic-clonic seizures. Palients who
experienced a secondarily generalized tonic-clonic stizure in either the baseline
orin the treatment period In all three placebo-contraled studies were included in
these anayses. There were several response fatio comparisons thal showed a
statistically significanl advanlage for gabapentin compared to placebo and
favorabla trends for almost all mmparisons

Analysis of responder rale usmg mmbmed data fram all threa sludies and a||
doses (N = 162, gabapentin; N= advantagi
for gabapentin werpl::bu in miuung Uhe frequency of secondarly genmllmd
tonic-tlonic seizures.

In two of ihe three controled studies, more than one dose of gabapentin was
used. Wilhin each study the resufts did nol show a consistenlly increased
response o dose. However, loukmu aruss sludies, a trend toward increasing
efficacy withincreasing dose is evident {see Figure ).
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FIGURE 1. Respondar Rals in Patients Receiving Gabapertin Expressed as a
Difference From Placebo by Dose and Study: Adjunctive Therapy Studies in
Palients 212 Years of Age With Partial Seizures.

In the figura, ireaiment efiect magnitude, measured on the Y axis in lerms 01 the
fference in ining
2 50% or greater reduction in seizure frequency Irom baseline, ts plotled against
the dally dose of gabapsntin administered (X axis).

Atthough no formal analysis by gender has been performad, estimates of
response (Response Ratio) denved from clinical \rials (398 men, 307
women} indicate no impartant gender differences exist. There was no consistent
pattem Indicating thal age had any effect on the response fo gabapentin. There
were insufficiant numbers of patients of races other than Caucasian to permit a
comparison of efficacy among racial groups.
Alourth skdy in pediatric patients age 3 to 12 years compared 25-35 my/kg/day
gabapentin (N=11B) with placebo (N=127). For all partial seizures in the infent-
to-treat population, the respanse ratio was stafistically significantly better for the
hapenhn group {-0.146) than for the piacebo group (-0.079). For lhe same
population, the responder rate for gabapentin (21%) was not significantly
differsnt (mm placebo (18%).

A stuty in pediatric patients age 1 month to 3 years compared 40 mg/ay/day
gabapentin (N=38) with placebo (N=33) in palienls who were feceiving al least
one marketed lmwilem!c dreg and had at least one partial seizure during the
screening petiod (within 2 weels prior to baseline). Patients had up to 48 hours.
ol baseline and up to 72 hours of double-bind video EEG moniloring fo record
and counl the occurrencs of seizures. Thers were no statistically significant
diferences between trealments In ither the response ratio of responder rate.

INDICATIONS AND USAGE

Epilepsy

Gabapentin is indicated as adjunctive therapy in the treaiment of partial seizures
with and wilhout sacondary generalization in patients over 12 years of age
with epllepsy. Gabapentin is asc indicaled as adjunctive therapy in the treaiment
of pariial seizures in pediatric pafients age 312 years.

CONTRAIKDICATIONS

Gabapenlin is contraindicaled in palients who have demonstraled
hypersensitivity to the drug orils ingredients,

WARNINGS

Negropsychiatric Adverse Events - Padialric Patlenis 3-12 years of age
Gabapentin use In pedialric patients with epilepsy 3-12 years of age is assodaled
with the occurrence of central nervous syslem related adverse events. The mast
significant of these tan be classified into the following categories: 1) amotional
fability {primarily behavioral problems), 2) hostility, Im:luding aggressive
behaviors, 3) thought disorder, including concentration problems and change in
school performance, and 4) hyperkinesia (primarily resllassness and

. Among the gabapentin-lreated patients, most of the events were
mid to maderate in |n1ms|w

In controfled trials in pediatric patients 3-12 years of age, the ingidence of thess
adverse events was: emational lability 6% (gabapentin-Urealed patienis) vs 1.3%
{placebo-trealed patients); hostlity 5.2% vs 1.3%:; hyperkinesia 4.7% vs 2.9%;
and thought disorder 1.7% vs 0%. One of these evenls, a report of hostility, was

considered serious. Discontinuation of gabapentin treatment accurred in 1.3% of
patients reparting emotionat (ability and hyperidnesia and 0.% of gabapentin-
lrealn: ’panems reporting hoslifity and lmugm disorder. One placebo-trealed

nafisnt {0 4%} withrdrew s tn ematianal [a

Nystagmus 83 40
Tremor 68 32
Nervousness 24 19
Dysarthria 24 05
Amnesia 22 00
Depression 18 11
Thinking Abnormal 17 13
Twitching 13 . 25
Coordination Abnormal 1 03
Rhinitis 41 7
Pharyngitis 28 16
Coughing 18 13
$kin and Apperdages
Abrasion 13 00
Pruritus 13 05
Impotence 15 11
Diplopia 59 19
Amblyopia® 2 11
WBC Decreased 11 05

'Fhs background antiepéleptic dru therapy
"Ambiyopia was ofien described as blured vision.

(Other events in more than 1% of patients >12 years of age bul squally or more
Irequent in the placebo growp included: headache, viral infection, fever, nausea
and/or vomiting, abdominal pain, diarrhiea, convulsions, confusion, insomnia,

- gmotional [abifity, rash, acne,

Among the treatment-emergent adverse events occurring at an intidence of al
leasl 10% of gabapentin-lreated patients, somnolence and alada appeared fa
oxhithl a positive dose-responsa relationship.

The everall ! the lypes seen were
similar among men and women irealed wnlhqabapenhn ‘Tha incidence of adversa
evenls increased slightly with increasing age in patients treated with eithes
gabapentin or piacebo. Because only 3% of patienis (28921} in placet-
conlrolled studies wers Identified as nomwhile (black or other), ther are
insutficient data 1o support a stalement regarding the distribution of adverse
avents by raca,

Tabla 2 lists Ireatment-amergent signs and symptoms that occurred in at least
2% of gabapentin-treated patients aga 3 to 12 ysars of age with epilepsy partici-
pating m placebo-controlled trizis and were numerically more commeon in the
gahapentin group. Adverse events were usually mild to moderale in Intensity.

TABLE 2. Treatment-Emargent Adverse Event Incidence in Pedialtic Patieats

Ago 310 12 Years In a Controlled Add-Op Trial (Events n 2l Leasi 2% of

Giabapentie Palients and Numetically More Fraquent Than I the Piacebo
Group)

Gabapentin® Placabo’
Body System/ Ne119 =128
Adverse Event % %
Bady As A Wnole
Viral Infection 109 31
Fever 104 31
Welghl Increase 34 08
F gue 34 18
Nausea andfor Vomiting 84 70
Somnolence 84 47
Hosbiity 76 23
Emotional Lability 42 16
Dizziness 25 16
Hyperkinesia 25 03
Bronchilis 34 03
Respiralory Infection 25 08
*Plus background antiepileptic drug therapy

Other events in more than 2% of pediatric patients 3 to 12 years of age bul
equally or mem trequent in the placebo group included: phatyngits, upper res-
piratory infection, headache, rhinitis, convulsions, diantiea, anorexia, coughing,
and olifis media.

Other Adverse Evants Observed During All Clinlcal Trials

Cllnicat Trials In Adalts and Adolescents (Except Clinlca! Trials In Nearopathic

o
Gabapentin has been administered to 2074 patients >12 years of age during all
adjunctive therapy ciimical triais (except dinical trials In patients with neuropathic
pain}, goly some of which were placeba-conirolled. During thesa trials, all adverse
mms e recorded by the clinical investigalars using terminolagy of their own
having

choasing. T

adverse events, Similar types of events were grouped ino a smalfer number of
standardized categories using modified COSTART dictionary femminology. These
cateqories are used in the listing below. The {requencies presented represent the
proportion of the 2074 patients >12 years of age exposed lo gabapentin who
experienced an event of the type cited an at least ona occasion while receiving
9ahapentin. All reported events are Included except those already fisted in Table 1,
{hose oo general to be Informative, and those not reasonably asseciated wilh the
use of the drug.

Events are furthar dlassified within body system categories and envmeraled in
arder of decreasing frequency using the following definitians: frequent adverse
events are defined as those occuning in al feast 1/100 patients; infrequent adverse
events are those occurring in 17100 fo 1/1000 patients; rare events are those
occurming in fewer than 1/£000 patients.

Body As A Whole: Frequent aslhem. maaise, face edema; Infrequent : allergy,
generalized edema, weight decrease, chill, Rare ; strange feelings, lassitude,
altohol intoferance, hangover effect.

Canllovascalar Systsm: Frequent : fypertension; Infmquenl rrypolensmn
angina pectoris, peripheral vascular disorder, palpitation, tachycardia, migraine,
murmur; Aare : atrial fhnllahon heart failure, thrombophlebitis, deep
thrambophiehilis, myocardial infarction, cerebrovastular accident, pulmonary
thrombasts, veniricular axtrasystoles, bradyeardia, prematura atrial comraction,
pericardidl  rub, heart block, pumonary embolus, hyperiipidemia,
hypercholeslersiemia, pericardial effusion, pericarditis.

Digeslive Syslam: Frequent : anorexia, alulence, gingivits; infrequent - plossitis,
gum hemorhage, ll\|rst slnmznus Increased salivation, aaslmenlunlls
hemorthoids, bloady stoals, fecal incontinence, hepalomegaly; Rare : dys|
eruclation, pancreaitis, peptu: er, cols, Bistars in molth, toolh dlsmlm
penéche, salivary gland enlarged, lip hemorthage, esophagitis, hiatal hemia,
hemalemesis, proctitis, imitable bowel syndrome, rectal hemoithage, esophageal
spasm,

Endoering Systerr Azre : hyperthyroid, hypothyroid, goiter, hypoestrogen,
ovarian failure, spididymitis, swolten testicle, cushingaid appearance,
Hematologic and Lymyhatic System: Frequent : purpura mosl often described as
bruises resulting from physical tresma; infrequent : anemia, thrambocyloperéa,
thy, Rare : WBG count increased, lymphocylosis, non-Hedgkin's
fymphoma, bieeding lime increased.
Miscaleskelela) System: Frequent : arthralgia; Infrequent : tendinitis, arthiitis,
joint stiffness, joint swelling, positive Romberg lest Awe : coslochondritis,
osteoporsis, bursitis, contracture.

Nervos Systeme Frequent - vartigo, hyperkinesia, paresthesia, decreased or
absent rellexes, increased reflexes, amdely, hostlily; infrequent - CNS tumors,
syncope, dreaming abnormal, aphasia, hypesthesia, Intracranid hemorrhage,
hypotonia, dysesthesia, paresis, dystonia, hemiplegia, facidl paraiysis, stupor,
cerebellar dysfunction, positive Babinski sign, decreased position sense, subdural
hematoma, apathy, hallucination, decrease or loss of libido, agitation, paraneia,
depersoﬂahzahun. euphoria, legling high, doped- un sensation, sulcmal
psychesks; Rare - ore dyskingsi
paisy, personality disorder, increased libide, subdued kmpenmenl. apraxia, ﬁm
malor control disorder, meningismus, local myoclonus, hyperesthesia,
hypokinesia, mania, neurosis, hysteria, antisocial reaction, suicida gesture.
anmlnry Systent Frequent - praumonia; Infrequent - epistaxs, dyspnea,
apres, Rare : mucosilis, aspiration pneumonia, hyperventilation, hiccup,
I:rynglhs nasal obstruction, snoring, bronchospasm, hypoventdation, lung

Dermatelogical: infrequent : alopecia, eczema, dry skin, increased sweating,
urticaria, hirsutism, sebarshea, cyst, heres simplex; Rare : herpes 2oster, skin
discofor, skin papules, pholosensitive maction, feg ulcer, scalp sebomhea,
psoriasis, desquamation, maceralion, skin nodules, subcutaneous noduls,
metanosis, skin necrosis, local swelling.

Uroyenital Syﬂmr Infrequent : he_vpaluria. Wslgriz'. qun:n'or_l Trequency, Lys]ih's.
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significant of thesa can be classified inlo the foliowing categuries: 1) emationat
Yabiity (pimarly dehavioral problems), 2) hostilily, inciuding aggressive
behaviors, 3) thought disorder, inctuding concentration problems and change in
schoot performance, and 4} hyperkinesia (primarily resligssness and
hyperactivily). Among the gabapentin-ireated patients, mosl of the events were
mild to moderate in intensity.

In contro¥ed trials in pediatric patients 3-12 years of age, the incidence of these
adverse evenls was; emotional labifty 6% {gabapentin-lrealed palients) vs 1.3%
{Placebo-treated patients); hoslility 5.2% vs 1.3%; hyperdnesia 4.7% vs 2.9%;
and thought disorder 1.7% vs 0%. Ona of these events, a report of hastility, was
considered serious. n1.3% of
patients reporting emational Labifity and tryperkinesia and 0.9% of gabapentin-
Yreated patienls reporting hostility and thought disorder. One placebo-treated
patient {0.4%) withdrew due to emotienal lability.

Withdrawal Precipitaied Seirere, Stalus Eplleplicus
Antiepileptic drugs should nol be abruptly Esconlinved because of the passibifity
of increasing sezure frequency.

n the placebo-coatralled studies in patients >12 years of age, the Incidence of
stalus epilepticus in patients receMng gabapenlm was 0.6% (3 of 543) VOrsus
0.5% in patients 2 years
of age ireated with gabapentin across a|| snmes {controlled ami un:onlrnlled)
31 (1.5%) had stalus epilepticus. Of these, 14 patients had no prior kistory of
status epifepticys either before treatment or wlule on other medications. Because
adequale historical data are not avaitable, it is impossible lo say whether or not
{reatment with gabapeatin is associated with 2 higher or lower rate of stalus
epilepticus than would be expected Io cccur in a simdar population ot treated
‘with gabapentin,

Tumorlyenie Polential

In standard preclinical fn viv [felime carinogenicity studies, an unexpectedy
high incidence of pancreatic acinar adenocarcinomas was idetified In male, but
not lemale, rats {ses PRECAUTIONS: Carciacyenesis, Mutagenssls, Impalrment
of Ferility). The clinical significance of this finding is wnknown. Clinical
wxperience during gabapentin’s premarketing devefopmen provides no direct
means lo assess its polential for inducing tumers in humans.

In clinical studies In adjunctive therapy in epilepsy comarising 2085
nanum -years of exposure in patients »12 years of ags, new tumors were reported
|n 10 pabients {2 breast, 3 brain, 2 lung, 1 adrenal, 1 non-Hodgkin's lymphoma,

1 endometria carcinoma & sifu), and pre-exsling tumers worsened in 1
patients {9 brain, 1 breast, 1 prostale} during or up o 2 years following
drscontinuation of gabapentin, Without inowdedge of the bad(gmulld nudeme
and recurrence in a similar population not trealed with gabapentn, it is
impassibla to know whether the mcidence seen in this cohort is or is mt al'lecled
by treatment.

Sudten and Unexplzined Death In Patisnts Wit Epliepsy
During u\e course of premarketing development ol gahapenlln 8 sudden and
(2103

patient-years of exposure).
Some of thesa izure-related deaths in fizurs was not
observed, e.g., at night. This represents an incidence of 0.0038 deaths per patient-
year. Almnugh Hhis rate exceeds that expected in a healthy population matched for
age and se, il is within the range of estimates for the incidence of sudden
unexplained deaths in patienls with epilepsy not receiving gabapentin (ranging
from 0.0005 for the general papuation of epileptics to 0.003 for a climical trial
population similar o Ihal in the gabapentin program, {0 0.005 for patients with
relracloly epilepsy). Consequently, whether these figures are reassuring or raise
further concern depends on comparabity of the populations reporied upon to the
gabapentin cohort and the accuracy of the estimates provided.

PRECAUTIONS

Intormation for Patients
Pznenrs should be mslructed lo take qabapclmn nnly & prescribed.

hapenti
o{her symploms and signs of CNS dapr:ssm Amrﬂ fingly, they should be
advised neilher to drive 3 car nor to operate other complex machinery unt they
‘have gained sufficlent experience on gabapentin to gauge whather or mot it affects
thelr mental and/or molor performance adversely.

Pafients who require concomitant treatment with morphine may experience
Increases in gabapentin concentrations. Palients should be carefully ebserved for
signs of CNS depression, such as somnolence, and the dose of gabapentin o7
morphing should be reduced appropriately (ses Dray IoteracHons).

Laboratory Tests
Clinical ndls data do not Indicate that rovtine menitoring of dlinical laboralory

-paramelers is necessary for the safe use of gabapentin. The value of monitoring

gabapentin bload concenirations has not been established. Gabapentin may he
used in combination with olher antiepileptic drugs without concem for alteration
of the blood concentrations of gabapentin or of other antiepleptic drugs.

Druy Interactions
In vitro sludies were conducted to investigate tha patential of gabapentin to
inhitst the major cylochmme P50 enzymes {CYP1A2,

19, and CYP3A4) that mediate drug and “xenobiolic
metabolism using lsnlann seleclive marker subslrates and human liver
microsomal preparations. Ordy at the highest concentsation fested (171 meg/mL;

iy
-1 mM} was a slight degree of lnhlbmm ({14%-30%) of isoform CYP2A6

observed Mo inhibition of any of the ather isoforms tested was observed at
gabapentin concentrations up to 171 meg/mL (appraximately 15 times the Creax
a1 3600 m/day).

Gabapenlin is not appreciably melabolized nor does it interfers with the
metabolism of commaonly coadministered antiepileptic drugs.

The drug interaction dala described in this section were oblained from studies
involving healthy adulls and adull pafients with ep{lepsy

Phenytoln: In a single (400 mg) ind mufipie dose (400 mg TLD.) sludy ol
(N=

2 teast 2 months, gabapentin had nn effect on the steady-sfale irough plasm:
concenirations of phenyloin and phenyloin had ne effecl on gabapentin
pharmacoldnetics.

Steady-slate trough pi ing and
10,11 epoxide concentrations were not affected by concomitant gabapentin (400
mg T.LD,; N = 12) adminisiration. Liewise, gabapentin phammacokinetics wete
undtmd by carbamazepine administration.

Valproic Acid: The mean sleady-state trough serum valprolc acid cancentrations
grior 10 and during concomitant gabapentin adminisiralion (400 mg T1D.: N =
17} were not different and neither were gabapentin pharmacokinatic parameters
affected by valproic acid.

Pherobarbital: Estimates of sleady-stale pharmacokinetic parameters for
phenobarbital or gabaentin {300 mg T..D.; N = 12} are identical whether the
drugs are administsred along or together,

Kaproxen: il ion (N = 18) of nap! i ipsules (250 mg}
wilh gabapentin (125 mg) appears fo increase the amoun! of gabapentin
absozbed by 12% lo 15%. Gabapentin had no effect on naproxen
phasmacokinetic parameters. These doses are fower than the therapeutic doses
for bath drugs. The magnitude of interacion within Ihe rcommended dose
ranges of either dmﬂ is gl known,

fonaf gabepentin (12510 500 mg; ¥ 2 48) d
hydrocodone (18 mg; N = 50} o and AUC valuss in a dusa-dspenﬂenl manner
relalive to administration of hydrocodone alone; Caz and AUC values are 3% fo
4% lower, respectively, after administration of 125 mg gabapentin and 21% lo
2% lover, respectively, after administration of 500 mg gabapentin. The
mecharism lor this interaction is uninown. Hydrocodone increases gabagentin
AUC values by 14%. The magnitude of interaction at other dases is nol known.

Morphine: A literalure article reported that when a 60 mg centrolied-release
morphine capsule was administered 2 hours prior 1o a 600 mg  gabapentin
capsite (N = 12), mean gabapentin AUC increased by 44% compared fo
gahapentin admirdsiered withoul morphine (see PRECALTIONS). Momphine
pharmacokinelic parameter values were nol affected by administration of
gabapentin 2 hours afler morphne. The magnitude of intasaction al ather doses
is niot known.

Cimetidine: In the presence of cimetidine at 300 mg Q.LD. (N = 12) the mean
apparent oral ctearancs of gabapentin felt by 14% and creatinine clearance el by
10%. Thus cimetidine appeared to after the renal excretion of both gabapentin
and creatining, an 8ndogenous er of renal function. This smal decrease in

i d 10 ba of ciinical imporlance.
The effect of gabapentin rm cimetidine was not evaluated.

Oral Coatraceptiva: Based an AUC and hall-ite, muttiple-dose pharmacokinetic
profiles of norethindrone and ethimyl estradiol following admlnlslrahun of lablels
containing 2.5 mg of norethindrong acetale and 50 meg of ethinyl estradiol
were simifac vith and without coadministration of gabapentin (400 mg TLO.; N =
13}. The Crus 0f norethindrone was 13% higher when it was coadmirdstered with
(rabapertir, 1his interacion is not expected to be of clinleal importance.

Antacid (Maalox®*): Madx® reduced the bioavailability of whﬂtrﬁln N=16)
by about 20%. This decrease in bioavalabilfty was aboul 5% when gabapentin
was adminislered 2 hours after Maalox®, i is recommendad that gabapentin be
taken at least 2 hours following Maalox® administration,

Eﬂacl o Pmbeml Probenecld |s a Modler ul rml mbular smmm

palsy, persondily disorder, increased libido, subdued temperament. apraxia, fine
motor conirol disorder, meningismus, local myoclonus, hyperesthesia,
hypokinesia, mania, neurasis, hysteria, antisocial reaction, suicide gesture.

Resplratory System: Frequent : preumonia; Infrequent : epistads,

apnea; Rarg : mucosilis, aspiralion paeumonia, hyperventilatian, hiccup,
laryngilis, nasal olslrucﬁun. snoring, bronchospasm, hypoventiation, lung
edema.

Dematological: infrequent : alopecia, eczema, dry skin, increased sweating,
urlicaria, hirsuism, sebarrhea, cyst, hemes simplex; Rare - hemes aoster, skin
discolor, skin papules, photosensitive reaction, leg vlcer, scalp seborrhea,
psoriasis, desquamation, maceratian, skin nadules, subcutaneaus nodute,
melanosis, skin necrusis, focal swelling.

Urmnlhl Syslom: Inlmquenl hematuria, dysuria, urination Irequency, cystifis,
urinary fetention, urinary incontinence, vaginal hemorhage, amenorrhea,
dysmenorrhea, menorhagia, breast cancer, wable lo climax, ejacutation
abnormal; Rare : ¥idney pain, leukorhea, prurftus genita!, rena stone, acute renal
failure, anuria, giycosuria, nephrasis, necluria, pyuria, urination urgency, vaginal
pain, breast pain, lesticle pain.

Special Senses: Frequent - abnormal vision, infrequent ; calaracl, conjunctivits,

oyes dry, eyo pain, visual field defecl, photophobia, bilateral or unilateral plasis,

eye hemorthage, hordeolum, hearing foss, earache, tinnitus, inner ear infection,

ofilis, taste loss, unusual taste, eye twilching, ear fullness; Rare : eye itching,

abnomnal accommodation, perfarated ear drum, sensitivily to noise, ey focusing

problem, walery eyes, relinopathy, glaucoma, Jritis, comeal disorders, lacrimal
function, degenerative eye changes, biindness, retinal degeneration, miasis,

chorforelindlls, strabismus, euslz:hm tube dysfunction, labyrinthitis, otitis

exlema, odd smell,

Clinjcal Trials In Pedlatriz Patients With Epifepsy

Adverse evenls occurring during epilepsy dinical trials in 449 pediairic patients

310 12 years of age Irealed with gabapentin that were not reported in adjunclive

Irids in adufts are;

Body as a Whole: dehydration, infectious mononucleasis

Digestive Systsm: hepalitis

Hemlc and Lymphatic System: coagufation defect

Neryous Syslem: aura disappeared, ocelpital neuralgia

Psychoblologle Function: steepralking

Respiratory Syslem: pseudocroup, hoarseness.

Postmarketing and Other Experience

In addition to the adverse experiences reported during clinical testing of
gabapentin, the lollowing adverse experiences have been reported in palienis
receiving markeled gabapentin. These advarse experiences have ot been listed
above and data are Insufficient fo support an estimate of their incidence of 1o
eslablish causation. The Bsting is alphabelized: angicedema, blood glucose
fluctuation, erythema multiforme, elevated liver function fests, fever,
hyp:nalramla [Rundice, movement disorder such as dyskinesia, Stevens-Johnson
syndrome.

A 1 " in have aiso been
reported. The mast lrequently repaned events were aniaty, Insomaia, nausea,
pain and sweating.

DRUG ABUSE AND DEPENDENCE
The abuse and dependence potential of gabapentin has not besn evaluated in
st OVERDOSAGE

Alethal g identifisd in mice and rals rec )

doses as high a &000 mu/kq Signs of acute loxcity i |n ammals included atda,
Tabored hrmhlng, plosis, sedation, hypoactivity, or excital

Acule oral overdoses ol gadapentin up to 49 grams have been reported. In these
cases, doulte vision, slurred speech, drowsiness, lethargy and dianhea were
observed. All palients recovered with suppnmva can.

be remavediby nol been
periormed in the few overdose cases reported, it may be indicated by the patient's
elirical state or in patients with significant renal impairment,

DOSAGE AND ADMINISTRATION
Gabapentin Is given orally with or without food.

It gabapentin dose is reduced, discontinued or substituted with an aliemative
megication, this shauld be done gradually over a minimue of 1 weel.

Epliepsy

Gabapentin is recommended for add-on therapy In patients 3 years of age and
older. Fffectivenass in pediatric patients below the age of 3 years has not been
established.

Palients >12 years of age: Ths effective dose of %IDIDMNH is 900 {o 1800
mg/day and given in divided doses (ree fimes a day) using 300 or 400 mg
capsules. The slarting dosa is 300 me ﬂ"ee fimes a day. If necessary, the dose
m be increased using 300 mg or psws three l|meszdayup to 1800
mg/day. Desages up fo 2400 m“ n well tolerated in long-term clinical
studies. Doses of 3600 mg/c m alsn been administered to a small number of
patients for a lllzllvery shon uration, and have been well loleraled. The
madmum Sme between doses in the 7. LD schegule should nol exceed 12 hours.

Pediatric Patients Aye 3-12 years: The slarting dose should range from 10-15
mg/kg/day in 3 divided doses, and the effectiva dose reached by upward ! Illrahm
over a period of apprximately 3 days. The effective dose of gabapentin
patients 5 years of age and older is 25-35 mg/Mg/day and given in dmded doses
{three times a day). The effective dosa in pedialrc patients ages 3 and 4 years
is 40 my/kg/day and given in divided doses {thres limes a day) (Sez CLINICAL
PHARMACOLOGY, Pedlatrics). Dasages up to 50 mg/g/day have been wellto-
eqaled in along-term clinical sludy. The maximum time intervat between dases
should not exceed 12 hours.
It is not necessary to monifor gabapentin plasma concentrations to oplimize
gabapentin therapy. Further, because there are no significant pharmacokinetic
injeractions among gahapentin and oher mmmonly used anbsmlaplic drugs, the
‘addition of gabapentin does not er the

It gabapentin is discontinued andfor an altemale anticonvulsamt medication is
added to the therapy, \his should be done gradually over a minimum of 1 week.
Dosaga [n Renal Impatrment
Creatinine clearance Is difficult to measure In outpatients. kn patients with stable
renal function, creatinlne clearance (t‘a)m be reasonably well estimated using
the equation of Cogkeroft and Gault:

for temales: Cer= (Des)(MO—:g:)(wgnl)I[UZ)(Su)]

for males: e = {140-age){weigh )I[(72) (S|

inyears, welght s in kilograms and Sc- tnine in mg/dL.

In patients 212 years of age with ised renal funcion
o undergoing hemudlalysis is r:cnmmemted as follows (see dosing
fecommendations above for effective doses in each indication).

TABLE 3. BDusage Based-on Renal Function
Renal Fuaction_ Toal Daly Dosz Regimen
CreatinineGiearance  Dose Range (mg)

{mlmin} {mgdzy)

=60 900-3600[ 0 TID 400TID 600TID 800110 1200TD
3059 400-1400 200810 300810 400810 SOOBID 700 BID
158 200700 [ 20000 300D 400D 50000 70000

a5

Hemodiyss [P A
"For patients with creatinine clearance <15 mLimin, reduce dally dose in
propartion lo creatining dearance {e.q., patients with acreatinine clearance of 7.5
ml/min should receive one-haf the daily dose that patients with a creatining
clearance of 15 mUmin recaive).
Patients on hemodialysis should feceive maintenance doses based on estimales
of creatinine clearance as indicated in the upper porbion ol the lable and a
supplemental posl-hemodialysis dose administered after each 4 hours of

as indicated (n the lower portion of the table.
The use of gabapentin In patiants <12 years of age with compromised renal
function has not been studied.
Dosage e Elledy
Because eldery patients are more Iikely to have decreased cenal function, care
should be taken in dase selection, and dose should be adjusted hased on
crealining clearance values in these patients.

HOW SUPPLIED

Gabapentin Capsules 100 mg are avaitable for oral admlmslmhnn a hard gelann
capsules with a white opaque body and a vhite "APO 11
lmpgnlgd on ezch capsde in black ink; supuled in bouls M 100 (NDC S(BDS-

Ganapennn Capsules 300 my are mllablu Inr oral administration s fasd gdann
psules with 2 while opaque bo: a yellow opaque cap. 113
mﬂm;d on each capsule In black nk: supplled in bofles of 100 (HDG OJSOS—

Gabapentin Capsules my are mlable IM ord zdmmsmnon as rmﬂ

gelatin capswles with 2 whlln opati range opague

|s imprinied on each capsule in Dlack |n)c Supplied in bolll!s ul
{NDC 60505-0114-1).




|

214313 400MG 100 1/7/2005 10:19 AM Page 1 (1,5)

pecie
The efiec of gabapantin on cimetidine was not evaluated.

0r2 Contraceptive: Based an AUC and hal-ife, muliple-dose pharmacoidnetic
profiles of norelkindrone and ethinyl estradiot following administration of fablets
conlairing 2.5 mg of notethindrone acelate and SO mep of ethinyl estradiol
were similar with and without coadminstration of gabapentin (400 mg T1.D.; N=
13}. The Crey of norethiindrone was 13% higher when it was coadministered it
gabapantin; this Interaction is not expected to be of efinical importance.

Antacld {Maalox*): Madlax® reduced the bioavaitabiity of gabapentin (N = 16}

about 20%. This decrease in binavailability was aboul 5% when gabapentin
was administered 2 hours after Maalox®, 1t is recommended that gabapentin be
faken t Izast 2 hours Iollowing Maaiox® admiristralion.

Effect of Probeascid: Probenecid is a blocker of renal tbdar secrefion.
Gabapentin pharmacokinglic parameters without and wilh probenecid were
comparable. This indicales that gabapentin does not undergo rendl tubular
secretion by the pathway that is blocked by probenecid.

Drag/Laboratory Tests Iaterzetions

Because faise positive readings were reported with the Ames N-Mulistix Eod
dipstick test for urinary protein when gabapontin was added to other antiepileptic
drugs, the more specific sulfosalicylic acid precipilalion procedure is
recommended to deermine the presence of urine protein.

Carcinogsnesis, Motagenesis, mpalmmpnt of Ferility

Gabapentin was given in the diet to mice at 200, 600, and 2000 mg/kg/day and
o rats at 250, 1000, and 2000 mo/kg/day for 2 years. A slausnudly slgmﬁcan‘l
increasein

found in male rals receiving Ue high dose; the n-effect dose for the oecurmn:e
of carcinomas was 1000 mg/kg/day. Peak plasma concenirations of gabapentin
in rats receiving the high dose of 2000 mgkg were 10 times higher than plasma

HOW SUPPLIED

{Gabapentin Capsutes 100 mg are available for oral administration as hard gal:nn
¢apsules with a white opague body and a white opaque cap. “APO 112
hni\nnnl;d on each capsule in black ink; supplied in bottles of 100 {NDC B0505-

Gabapentin Capsutes 300 mg are :vallzbls lm unI adminisiration as hzrd jelatin
capsules with a white opague body opague uﬂo 13 s
bmqgnl;d on each capsule (n black mk. su ad in bum= of 100 {NDC 60505~

Gabapentin Capsules 400 mg are a\mlabl: for or) adminisiration as hard
gdahnnmmsmmavﬂlllswa’ and an orange ofaque cap. “APO 114
Is imprinted on each capsule in back ink supphed in " botlles of
100 {NDC 6050501

Storage

Store al 20° 1o 25°C (68° to 77°F); excursions permitted lo 15° to 30°C (59° o
86°F) (see USP Controlled Roam Tamperature]. Dispense in a tight, light-resistant
container [see USP].

“Maalox® is a registered trademark of Novartis Consumer Health, lnc.

APOTEX INC.
GABAPENTIN CAPSULES 100 my, 300 my and 400 mg

Mamﬂaclurld . Mznufacluud for:
Apalex lex Corp.
Yummn. Onlan?s eslon Rorida
{WL‘-HM-5 IX138MM-LFLT-090104)

Revised: December 2004

Rev.1




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 75-360

LABELING REVIEW(S)



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-360 Date of Submission: April 17, 1998
Applicant's Name: Torpharm

Established Name: Gabapentin Capsules, 100 mg, 300 mg
and 400 mg

Labeling Deficiencies:

1. CONTAINER (100 mg and 300 mg - 100s and 1000s
and 400 mg.100s and 500s)

a. We encourage you to differentiate your product
strengths with the use of boxing, contrasting
colors or some other means. A

b. Revise the storage temperature recommendations to
read as follows: :

Store at controlled room temperature 15° to 30°C
(59° to 86°F). . '

c. Include a statement directed to the pharmacist
specifying the type of container to be used in
dispensing the drug product to maintain its .
identity, strength, quality and purity to be in
accord with 21 CFR 201.100(b) (7).

d. Section 126 of Title I of the FDA Modernization
Act of 1997, amends Section 503 (b) (4) of the.
Federal Food, Drug, and Cosmetic Act to require,
at a minimum, that prior to dispensing, the label
of prescription products contain the symbol “Rx
only.” A GUIDANCE FOR INDUSTRY entitled
"Implementation of Section 126 of the Food and
Drug Administration Modernization Act of 1997
—Elimination of Certain Labeling Requirements”,
was revised July 1998 and posted at Internet site
http://www.fda.gov/cder/guidance/index.htm. Please
note that Section IV, "Frequently Asked Questions"”
offers guidance on placement of the symbol on all
labels and labeling. :



e. Increase the prominence of the product strength.
2. INSERT
a. DESCRIPTION

i. Relocate the first paragraph to appear as the
last paragraph and revise to read as follows:
Each capsule for oral administration,
contains ..... In addition, each capsule
contains the following inactive
ingredients...

ii. Inactive ingredients - We encourage you to
include the components/composition of “Black
SW-9008/SW-9009" or at a minimum include the
dye.

iii. Combine paragraphs two and three and revise
to read as follows:

Gabapentin is described as 1-
(Aminomethyl...with a molecular formula
of...aqueous solutions. It has the following
structural formula:

b. CLINICAL PHARMACOLOGY

i. Oral Bioavailability - Delete that
appears following “400" and “100" in the
second sentence. In addition, revise
throughout the remainder of the text.

ii. Ellmlnatlon, paragraph two - Insert ™

” prior to “Special Populations”
c. INDICATIONS AND USAGE
Gabapentin indicated...
d. CONTRAINDICATIONS
Gabapentin - contraindicated...
e. PRECAUTIONS
i. Antacid - Replace “Maalox®” with ™

", [3 places]



ii. Pregnancy - Revise this subsection heading to
read Vv - - .
Pregnancy Category C”.

iii. Pediatric Use - Replace “=————" with
“pediatric patients” '

f. HOW SUPPLIED
See comments b and d under CONTAINER.

Please revise your container labels and insert labeling, as
instructed above, and submit final printed labels and
labeling.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last subm1351on with all dlfferences annotated and

0/ %/ZMJZZ/

Phillips
ector
vision of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research




APPROVAL SUMMARY (List the package size, strength(s), and date
submission for approval) :

Do you have 12 Final Printed Labels and Labeling? Yes No
Container Labels:

Professional Package Insert Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356 (h) form: Neurontin® Capsules
NDA Number: - 20-235/S-001

NDA Drug Name: Neurontin® Capsules

NDA Firm: Parke-Davis Pharmaceutical Research

Date of Approval of NDA Insert and supplement #:
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance?‘ No
Basis of Approval for the Container Labels: Container label
submitted in jacket for side-by-side review.

APPEARS THIS WAY
ON ORIGINAL

of

No



REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter? X

Is this product a USP item? If so, USP supplement in which verification was X
assured. USP 23

Is this name different than that used in the Orange Book? X

If not USP, has the product name been proposed in the PF? . X

Error Prevention RAnalysis

Has the firm proposed a proprietary name? If yes, complete this subsection. X

Do you find the name objectionable? List reasons in FTR, if so. Consider: X
Misleading? Sounds or looks like another name? USAN stem present? Prefix or
suffix present?

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, X
what were the recommendations? If the name was unacceptable, has the firm been
notified? :

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If X
yes, describe in FTR. First Generic *?

Is this package size mismatched with the recommended dosage? If yes, the Poison X
Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns? X

If IV product packaged in syringe, could there be adverse patient outcome if given X
by direct IV injection? :

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the X
packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert X
labeling? '

Is the color of the comtainer (i.e. the color of the cap of a mydriatic ophthalmic) X
or cap incorrect? -

Individual cartons required? Issues for FTR: Innovator individually cartoned? X
Light sénsitive product which might require cartoning? Must the package insert
accompany the product?

Are there any other safety concerns?

Labeling .

Is the name of the drug unclear in print or lacking in prominence? {Name should be
the most prominent information on the label).

Has applicant failed to clearly differentiate multiple product strengths? X

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP X
guidelines)




Labeling (continued)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs
Adult; Oral Solution vs Concentrate, Warning Statements that might be in red for
the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent
between labels and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?

Has the firm failed to adequately support compatibility or stability claims which
appear in the insert labeling? Note: Chemist should confirm the data has been
adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are
listed)

Does the product contain alcohol? If so, has the accuracy of the statement been
confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition
statement?

Has the term "other ingredients" been used to protect a trade secret? If so, is
claim supported?

Failure to list the coloring agents if the composition statement lists e.g.,
Opacode, Opaspray? :

Failure to list gelatin, coloring agents, antimicrobials for capsules in
DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need
not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If 'so,
are the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light semnsitive? If so, is NDA and/or ANDA in a light resistant
containexr?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so,
USP information should be used. However, only include solvents appearing in
innovator labeling.

Bioequivalence Issues: (Compare biocegivalency values: insert to study.
List Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a.food effect or a no-effect? If so, was a food study
done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues?: FIR: Check the Orange Book edition or
cumlative supplement for verification of the latest Patent or Exclusivity. List
expiration date for all patents, exclusivities, etc. or if none, please state.




FOR THE RECORD:

1.

Review based on the labeling of the listed drug
(Neurontine; Approved November 14, 1994, Revised June
1994).

Patent/ Exclusivities:

NCE exclusivity expires on December 30, 1998.

Patent 5084479 - U-125 - Treatment of neurogenerative
Diseases. Expires January 2, 2010. The firm filed a

paragraph IV certification stating they will not
infringe on this patent because the labeling does not

‘contain any information.

Patent 4087544 - U-86 - Method of treating certain
forms of epilepsy. The firm filed a paragraph III
certification. '

Contacted Mary Ann Holovac regarding patent “5084479"
and its listing in the Orange Book. She said generally
they do not list patents for uses that are not approved
in the labeling. This use is not listed in the
labeling. She explained the abstract on the paten
database page is not always the same as what the firm
submits to them. ’

Storage/Dispensing Conditions:

NDA: Store at controlled room temperature 15° to 30°C
(59° to 86°F).

ANDA: Store at 25°C (77° F); excursions permitted

to 15° to 30°C (59° to 86°F) [see USP
Controlled Room Temperature).

USP: NOT USP and NOT PF.

Product Line:

The innovator markets their product in three strengths
(100.mg, 300 mg and 400 mg). They are packaged in
bottles of 100s and unit dose packages of 50s.

The applicant proposes to market their product in three
strengths (100 mg, 300 mg and-400 mg). They plan to
market in bottles of 100s and 100s for the 100 mg and
300 mg and 100 s =——————— for the 400 mg.

The capsule imprintings have been accurately described



in the HOW SUPPLIED section as required by 21 CFR
206,et al. (Imprinting of Solid Oral Dosage Form
Products for Human Use; Final Rule, effective 9/13/95)
See pages 2307, 2380, and 2460, Vol. 1.2.

6. Inactive Ingredients:

The listing of inactive ingredients in the DESCRIPTION
section of the package insert appears to be consistent
with the listing of inactive ingredients found in the
statement of components and composition appearing on
page 1868, Vol. 1.1. ‘

7. All manufacturing will be performed by Torpharm. All
outside firms are utilized for testing. See pages 2124
and 2118, Vol. 1.2.

8. Container/Closure:
This product will be packaged in HDPE bottles with a

CRC cap with 100s . See
page 2541, Vol. 1.3. ‘

Date of Review: August 18, 1998

Date of Submission: April 17, 1998

‘Reviewer: Cﬂa*}ﬁ‘Ck‘t*niﬁf*f&%' - Date: g}‘g’ﬁﬁ
’feam Leader: % %W Date: .
. §/rs
7 N fos
— - |
"

ANDA 75-360

DUP/DIVISION FILE

HFD-613/CHolquist/JGrace (no cc)

X: \NEW\FIRMSNZ\TORPHARM\LTRS&REV\7536ONA1 L
‘Review



REVIEW OF PROFESSIONAL LABELING

DIVISION OF LABELING AND PROGRAM SUPPORT

LABELING REVIEW BRANCH

ANDA Number: 75-360 Date of Submission: December 10, 1998

Applicant's Name: Torpharm
Established Name: Gabapenfin Capsules, 100 mg, 300 mg & 400 mg
1. GENERAL |

a. ‘The reference listed drug, Neurontin® is entitled to a

2.

new marketing exclusivity (D-43). Please update your
patent certification and exclusivity statement to
indicate that your product will not be marketed until
the exclusivity expires on September 29, 2001. We
refer you to the 19*" edition of the “Orange. Book” for
guidance.

b. Increase the prominence of the superscripts in your
tables to 4 point font.

INSERT

a. CLINICAL PHARMACOLOGY .

i. Replace “ ————— ” with “pediatric patients” in
the “Pediatric” subsection of “Special
Populations”.

ii. We encourage that you more clearly differentiate
the boxes that represent “a” and “b” in figure 1.

PRECAUTIONS

Delete “e—

(3 places)

ADVERSE REACTIONS

Add the following subsection '

Postmarketing and Other Experience

In addition to the adverse experiences reported during
clinical testing of gabapentin, the following adverse
experiences have been reported in patients receiving
marketed gabapentin. These adverse experiences have
not been listed above and data are insufficient to
support an estimate of their incidence or to establish
causation. The listing is alphabetized: angioedema,
blood glucose fluctuation, erythema multiforme,
elevated liver function tests, fever, jaundice,
Stevens—-Johnson syndrome.



d. DOSAGE AND ADMINISTRATION

i. The second sentence of the flrst paragraph should
read as ™.
ii. .
|
: - -
paragraph.
VhEUJ

iii. Delete the%yext that appears immediately above the
“HOW SUPPLIED” heading.

Please revise your labeling, as instructed above, and submit
final printed, or if your prefer, draft insert labeling.

Prior to approval, it may be necessary to further revise your
labeling subsequent to approved changes for the reference llsted
drug. We suggest that you routinely monitor the following
website for any approved changes -

http://www.fda.gov/cder/ogd/rld/labeling review branch.html

To facilitate review of your next submission, and in accordance
with 21 CFR 314.94(a) (8) (iv), please provide a side-by-side
comparison of your proposed labeling with your last submission
with all differences anno ed and explained.

¢ Y

Robert L. West, M.S., R.Ph.
Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



APPROVAI SUMMARY (List the packagé size, strength(s), and date of
submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes No
Container Labels:

Professional Package Insert Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL:
*WWas this approval based upon a petition? No :

*What is the RLD on the 356 (h) form: Neurontin® Capsules
*NDA Number: 20-235/5-011

*NDA Drug Name: - Neurontin® Capsules ,

*NDA Firm: Parke-Davis Pharmaceutical Research

*Date of Approval of NDA Insert and supplement#: September 29,
1998 :
*Has this been verified by the MIS system for the NDA? Yes
*Was this approval based upon an OGD labeling guidance? NO
*Basis of Approval for the Container Labels: Container label
submitted in jacket for side-by-side review.

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Establishea Naﬁe

Different name than on acceptance to file letter? X
Is this product a USP item? If so, USP supplement in which verification was assured. X
UsP 23

Is this name different than that used in the Orange Book? » X

If not USP, has the prodiuct name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this subsection.

Do you £ind the name cbjectionable? List reasons in FTR, if so. Consider: Misleading? X
Sounds or looks like another name? USAN stem present? Prefix or Suffix present? ° ’

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what X
were the recommendations? If the name was unacceptable, has the £irm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes,
describe in FTR. First Generic ?

Is this package size mismatched with the recommended dosage? If yes, the Poison X
Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns? X

If IV product packaged in syringe, could there be adverse patient outcome if given by X
direct IV injection? .

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the X
packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert labeling? X

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or X




cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light
sensitive product which might require cartoning? Must the package insert accompany the
product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in pxrint or lacking in prominence? (Name should be the
most prominent information on the label) .

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? {(No regulation - see ASHP
guidelines)

Labeling (continued)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs
Adult; Oral Solution vs Concentrate, Warning Statements that might be in red for the
NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between
labels and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?

Has the firm failed to adequately support compatibility or stability claims which appear
in the insert lakeling? Note: Chemist should confirm the data has been adeguately
supported. ’

Scoring: Describe scoring configuration of RID and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are
listed)

Does the product contain alcohol? If so, has the accuracy of the statement been
confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients" been used to protect a trade secret? If so, is claim
supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode,
Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be
listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, are
the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant
container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, ﬁSP
information should be used. However, only include solvents appearing in innovator
labeling.

Bioequivalence Issues: (Compare bioegivalency values: insert to study. List
Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?




1.

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative X
supplement for verification of the latest Patent or Exclusivity. List expiration date
for all patents, exclusivities, etc. or if none, please state.

FOR THE RECORD:

Review based on the labeling of the referenced listed drug,
Neurontin®; NDA 20-235/5-011, approved on September 29, 1998.
This supplement provides for revision of the DOSAGE AND
ADMINISTRATION section of the package insert. Specifically,
directions for use to permit initiation of treatment with 900
mg/day by deletion of the requirement to titrate to 900
mg/day over a 3-day period. The new dosing direction was
granted exclusivity therefore generic firms need to wait
until September 29, 2001 and also recertify.

Patent/ Exclusivities:
NCE exclusivity expired on December 30, 1998.

D-43 exclusivity expires on September 29, 2001. It provides
for “INITIATION OF TREATMENT WITH 900 MG/DAY BY DELETION OF
THE REQUIREMENT TO TITRATE TOC 900 MG/DAY OVER A 3-DAY
PERIOD”. A consult was submitted to the new drug review
division to get clarification whether generic applications
for gabapentin can be approved without this provision in the
DOSAGE AND ADMINISTRATION section. The new drug review
division said that the omission of the titration was not a
result of safety concerns. There were discussions at higher
levels to determine whether this application could be '
approved with the original dosing schedule. ©On July 19,
1999, Bob West said that we should go ahead and request that
all generic firms revise their labeling to delete the
titration and also require them to récertify.

Patent 5084479 - U-125 - Treatment of neurogenerative
Diseases. Expires January 2, 2010. The firm filed a
paragraph IV certification stating they will not infringe on
this patent because the labeling does not contain any
information.

Patent 4087544 - U-86 - Method of treating certain forms of
epilepsy. The firm filed a paragraph III certification.

Contacted Mary Ann Holovac regarding patent “5084479" and
its listing in the Orange Book. She said generally they do
not list patents for uses that are not approved in the
labeling. This use is not listed in the labeling. She
explained the abstract on the paten database page is not
always the same as what the firm submits to them.



3. Storage/Dispensing Conditions:

NDA: Store at controlled room temperature 15° to 30°C (59°
to 86°F).

ANDA: Store at controlled room temperature 15° to 30°C
(59° to 86°F).
USP: NOT USP and NOT PF.

4, Product Line:

The innovator markets their product in three strengths (100
mg, 300 mg and 400 mg). They are packaged in bottles of
100s and unit dose packages of 50s.

The applicant proposes to market their product in three
strengths (100 mg, 300 mg and 400 mg). They plan to market
in bottles of 100s and 100s for the 100 mg and 300 mg and
100 s for the 400 mg.

5. The capsule imprintings have been accurately described in
the HOW SUPPLIED section as required by 21 CFR 206,et al.
(Imprinting of Solid Oral Dosage Form Products for Human
Use; Final Rule, effective 9/13/95). See pages 2307, 2380,
and 2460, Vol. 1.2.

6. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION
section of the package insert appears to be consistent with
the listing of inactive ingredients found in the statementof
components and composition appearing on page 1868, Vol. 1.1.

7. All manufacturing will be performed by Torpharm. All
outside firms are utilized for testing. See pages 2124 and
2118, Vol. 1.2.

8. Container/Closure:

This product will be packaged in HDPE bottles with a CRC cap

with 100s . See page 2541,
Vol. 1.3.

Date of Review: July 23, 1999

Date of Submission: December 10, 1998

Reviewer: Koung Lee ‘}VQ» Date: 1 /'«’f“zif 4

Team Leader: Charlie Hipﬁgs ate:

ri /
cc: ANDA 75-360 v \ f ) N\
/&
DUP/DIVISION FILE W \' Wj :}/(I/b /)
HFD-613/KLee/CHoppes (no cc)
V:\FIRMSNZ\TORPHARM\LTRS&REV\75360NA2.Labeling

Review



APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number:

75-360
Dates of Submission: December 13, 2002 ,()ffM—?/l 17, 1995 K&
Applicant's Name: TorPharm

Established Name: Gabapentin Capsules, 100 mg, 300 mg & 400 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? Yes

Combined container and insert labeling -100s (Code # 201981, Rev. December 2002).
Satisfactory in FPL as of the December 13, 2002 submission (vol 7.1).

Revisions needed post-approval:. )
CLINICAL PHARMACOLOGY- second paragraph, second sentence- change "100 mcM" to "100 mcgM"
ADVERSE REACTIONS- Epilepsy, second paragraph, last sentence-correct the spelling of "withdrawal". .

BASIS OF APPROVAL.:
Patent Data — 20-235

No Expiration Use Code Use File
4,894,476 11-02-08 Gabapentin monohydrate and a v
process for producing the same
5,084,479 6--02-10 Novel methods for treating v
neurodegenerative diseases
6,054,482 10-25-17 Lactam-free amino acids [\
Exclusivity Data - 20-235
Code/sup Expiration Use Code Description Labeling Impact
1-354 5-24-05 Management of post herpetic Carved out
neuralgia
1-311 10-12-2003 Adjunctive therapy in the Used pediatric labeling
treatment of partial seizures in disclaimer statement
pediatric patients Age 3 to 12
years
PED 4-12-04 n " n " "

Woas this approval based upon a petition? No
What is the RLD on the 356(h) form: Neurontin® Capsules

NDA Number:

20-235

NDA Drug Name: Neurontin® {gabapentin) Capsules
NDA Firm: Pfizer Inc. '
Date of Approval of NDA Insert and supplement #: S-023/August 15. 2002
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: side-by-sides




REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter? X
Is this product a USP item? If so, USP supplement in which verification was assured. X
usp 23 .

Is this name different than that used in the Orange Book? ’ ] X
If not USP, has the product name been proposed in the PF? X

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this subsection. X

Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? X
Sounds or looks like another name? USAN stem present? Prefix or Suffix present? ’

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what . X
were the recommendations? If the name was unacceptable, has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, : X-
describe in FTR. First Generic ?

Is this package size mismatched with the recommended dosage? If yes, the Poison X
Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns? X

If IV product packaged in syringe, could there be adverse patient outcome if given by X
direct IV injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the X
packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert X
labeling?
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or X

cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light X
sensgitive product which might require cartoning? Must the package insert accompany
the product?

Are there any other safety concerns? X
Labeling
. Is the name of the drug unclear in print or lacking in prominence? (Name should be X

the most prominent information on the label).

Has applicant failed to clearly differentiate multiple product strengths? X
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP X
guidelines)

Labeling (continued)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs X
Adult; Oral Solution vs Concentrate, Warning Statements that might be in red for the

NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between X

labels and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? . X

Has the firm failed to adequately support compatibility or stability claims which X
appear in the insert labeling? Note: Chemist should confirm the data has been




adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD? X

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are
listed)

Does the product contain alcohol? If so, has the accuracy of the statement been X
confirmed?

Do any of the inactives differ in concentration for this route of administration? X
Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X
Is there a discrepancy in inactives between DESCRIPTION and the composition statement? X
Has the term "other ingredients" been used to protect a trade secret? If so, is claim X
supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, X
Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION? X
Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not X
be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, X
are the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them? X
Is the product light gensitive? If so, is NDA and/or ANDA in a light resistant X
container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP X

information should be used. However, only include solvents appearing in innovator
labeling.

Biocequivalence Issues: (Compare biceqivalency values: insert to study. List
Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done? X

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative | X
supplement for verification of the latest Patent or Exclusivity. List expiration date
for all patents, exclusivities, etc. or if none, please state.

FOR THE RECORD:

1.

Review based on the labeling of the referenced listed drug, Neurontin®; NDA 20-235/S-023,
approved on August 15, 2002. This supplement administratively provides for labeling reviewed and
approved under NDA 21-397, NDA 21-423, AND NDA 21-424.

Torpharm has carved out all information pertaining to the management of post herpetic neuralgia,
which is covered by exclusivity.

The changes in labeling resulting from the Waxman Hatch exclusivity are as follows:




| AGELLAG REVIESS
Slone? oFF m[m;/az |

_|_page(s) of draft

labeling has been
removed from this

portion of the review.



3. Storage/Dispensing Conditions:
NDA: Store at controlled room temperature 15° to 30°C (59° to 86°F).
ANDA: Store at controlled room temperature 15° to 30°C (59° to 86°F) (see USP)

UsSP: NOT USP
4, Product Line:

The innovator markets their product in the following strengths (100 mg, 300 mg, and 400 mg).
They are packaged in bottles of 100s and unit dose packages of 50s.

The applicant proposes to market their product in three strengths (100 mg, 300 mg and 400 mag).
They plan to market in bottles of 100s for the 100 mg, 300 mg and 400 mg.

The applicant originally proposed to market their product in bottles of ~ for the 100 mg and
300 mg strengths and — for the 400 mg. The applicant withdrew these package sizes because
they do not intend to market these sizes. However, these sizes will remain in their stability
program. (see Vol 4.1)

5. The capsule imprintings have been accurately described in the HOW SUPPLIED section as
required by 21 CFR 206, et al. (Imprinting of Solid Oral Dosage Form Products for Human Use;
Final Rule, effective 9/13/95). See pages 2307, 2380, and 2460, Vol. 1.6, 1.7.

6. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to
be consistent with the listing of inactive ingredients found in the statement of components and
composition appearing on page 1868, Vol. 1.5.

7. All manufacturing will be performed by Torpharm. All outside firms are utilized for testing. See
pages 2124 and 2118, Vol. 1.6.

8. Container/Closure:

This product will be packaged in HDPE bottles with a CRC cap. See page 2541, Vol. 1.7.

Date of Review: December 16, 2002 '
Date of Submission: ~ December 13,2002 | Debber 12, 1995 w3

Reviewer: Michelle Dlllahant ! Date: l’],//é/yz,
Acting Team LeaderTTCillie Date: _ /
s 120 /00

cc: ANDA 75-3607
DUP/DIVISION FILE
HFD-613/MDillahunt/LGolson (no cc)
VAFIRMSNZ\TORPHARMILTRS&REV\75360AP .Labeling
Review




THIS APPROVAL SUMMARY SUPERSEDES THE APPROVAL SUMMARY DATED
12/13/02 S
APPROVAL SUMMARY

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-360

Dates of Submission: January 7, 2005

Applicant's Name: Apotex Inc.

Established Name: Gabapentin Capsules, 100 mg, 300 mg & 400 mg

APPROVAL SUMMARY (List the péckage size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? No, electronic ‘

Combined container and insert labeling -100s
Satisfactory in FPL as of the January 7, 2005 submission.
(electronic- \CDSESUBOGD 1\N75360\N_000\2005-01-07)

Revisions needed pre-approval.

Apotex provided a commitment on 3/2/05 to make the changes indicated below in 1(b) and 2 prior to
commercial distribution.

Apotex provided a commitment on 3/2/05 to make the change indicated below in 1(a) at the next revision
of the labeling.

"INSERT-
1. ADVERSE REACTIONS

a. Other Adverse Events Observed During All Clinical Trials, Clinical Trials in Adults and
Adolescents, delete ‘-

b. Postmarketing and Other Experience, last sentence, delete * -

2. DOSAGE AND ADMINISTRATION
Second paragraph, add the following as the last sentence,
be needed at the discretion of the prescriber).

...1 week (a longer period may

BASIS OF APPROVAL.:
Patent Data — 20-235

No Expiration Use Code Use File

4,894,476 11-02-08 Gabapentin monohydrate and a \%
process for producing the same )

6,054,482 10-25-17 Lactam-free amino acids IV

Exclusivity. Data - 20-235

Code/sup Expiration Use Code Description Labeling Impact

1-354 5-24-05 Management of post herpetic Carved out
neuralgia




Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Neurontin® Capsules

NDA Number: 20-235

NDA Drug Name: Neurontin® (gabapentin) Capsules

NDA Firm: Pfizer Inc.

Date of Approval of NDA Insert and supplement #; S-029/February 18, 2005
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: side-by-sides

APPEARS THIS WAY
ON ORIGINAL



REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter? X
Is this product a USP item? If so, USP supplement in which verification was assured. X
uUsSp 28

Is this name different than that used in the Orange Book? . X
If not USP, haé the product name been proposed in the PF? X

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this subsection. X

Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? X
Sounds or looks like another name? USAN stem present? Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what X
were the recommendations? If the name was unacceptable, has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, X
describe in FTR. First Generic ?

Is this package size mismatched with the recommended dosage? If yes, the Poison X
Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns? X

If IV product packaged in syringe, could there be adverse patient outcome if given by i X
direct IV injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the X
packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert X
labeling?
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or X

cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light X
sensitive product which might require cartoning? Must the package insert accompany
the product? -

Are there any other safety concerns? >‘ X
Labeling
Is the name of the drug unclear in print or lacking in prominence? (Name should be X

the most prominent information on the label).

Has applicant failed to clearly differentiate multiple product strengths? . X

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP ' X
guidelines)

Labeling (continued)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs X
Adult; Oral Solution vs Concentrate, Warning Statements that might be in red for the
NDA)

Is the Manufactured by/Digtributor statement incorrect or falsely inconsistent between X
labels and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe sclid oral dosage form identifying markings in HOW SUPPLIED? X

Has the firm failed to adequately support compatibility or stability claims which X
appear in the insert labeling? . Note: Chemist should confixrm the data has been
adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?




1.

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are
listed)

Does the product contain alcchol? If so, has the accuracy of the statement been
confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients" been used to protect a trade secret? If so, is claim
supported?

Failure to list the coloring agents if the composition statement lists e.g., Opaccde,
Opaspray? .

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not
be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so,
are the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? 1If so, is NDA and/or ANDA in a light resistant
container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP
information should be used. However, only include solvents appearing in innovator
labeling.

Bioequivalence Issues: (Compare bicegivalency values: insert to study. List
Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List expiration date
for all patents, exclusivities, ete. or if none, please state.

FOR THE RECORD:

Review based on the labeling of the referenced listed drug, Neurontin®; NDA 20-235/S-029,
approved on February 18, 2005.
Apotex has carved out all information pertaining to the management of post herpetic neuralgia,

which is covered by exclusivity.

3. Storage/Dispensing Conditions:

NDA: Store at 25° C (777°%); excursions permitted to 15° to 30°C (59° to 86°F)[See USP

Controlled Room Temperature]

ANDA: Store at 20 to 25° C (68 to 77°F); excursions permitted to 15° to 30°C (59° to 86°F) (see

USP Controlled Room Temperature)
USP: NOT USP

4., Product Line:



The innovator markets their product in the following strengths (100 mg, 300 mg, and 400 mg).
They are packaged in bottles of 100s and unit dose packages of 50s.

The applicant proposes to market their product in three strengths (100 mg, 300 mg and 400 mg).
They plan to market in bottles of 100s for the 100 mg, 300 mg and 400 mg.

The applicant originally proposed to market their product in bottles of —— for the 100 mg and
300 mg strengths and =—— for the 400 mg. The applicant withdrew these package sizes because
they do not intend to market these sizes. However, these sizes will remain in their stability
program. (see Vol 4.1)

5. The capsule imprintings have been accurately described in the HOW SUPPLIED section as

required by 21 CFR 2086, et al. (Imprinting of Solid Oral Dosage Form Products for Human Use;
Final Rule, effective 9/13/95). See pages 2307, 2380, and 2460, Vol. 1.6, 1.7.

6. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to
be consistent with the listing of inactive ingredients found in the statement of components and

composition appearing on page 1868, Vol. 1.5.

7. All manufacturing will be performed by Torpharm. All outside firms are utilized for testing. See
pages 2124 and 2118, Vol. 1.6. :

8. Container/Closure:
This product will be packaged in HDPE bottles with a CRC cap. See page 2541, Vol. 1.7.

9. Torpharm, Inc has assumed the name of Apotex Inc. fo reflect the name of its parent company
effective April 1, 2004.

Date of Review: February 28, 2005
Date of Submission:  January 7, 2005
Reviewer: Michelle Rillahunt Date:
uﬁ& y /3 05/

Team Leader: Lillie GOlSOﬁW 9 { Date: 33/0
: J

cc: ANDA 75-360
DUP/DIVISION FILE
HFD-613/MDillahunt/L.Golson (no cc)
VAFIRMSNZ\TORPHARM\LTRS&REV\75360ap2.Labeling
Review



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 75-360

CHEMISTRY REVIEW(S)




10.

12.

13.

15.

16.

17.

18.

19.

CHEMISTRY REVIEW NO.

1

APPEARS THIS WAY
ON ORIGINAL

NAME AND ADDRESS OF APPLICANT

Apotex Corp.

U.S. Agent for: Torpharm,

a Division of Apotex, Inc.

Attention: Marcy MacDonald
50 Lakeview Parkway, Suite 127
Vernon Hills, Illinois 60061

LEGAL BASIS FOR SUBMISSTION

Basis for submission is approved application for Neurontin

SUPPLEMENT (s)
N/A

NONPROPRIETARY NAME
Gabapentin Capsules

‘capsules 100 mg, 200 mg and 400 mg held by Parke Davis. Patents
4,894,476 and 5,084,479,

held by Warner-Lambert, expire on May 2,

6. PROPRTIETARY NAME
N/A

8. SUPPLEMENT (s) PROVIDE (s) FOR:
N/A

AMENDMENTS AND OTHER DATES:

Orig Sub 04/17/98
NC 05/04/98
Ack Ltr 05/12/98

Amendment 06/03/98

PHARMACOLOGICAL CATEGORY

Treatment of Epilepsy

RELATED IND/NDA/DMF (s)

11. Rx oxr OTC
Rx

DOSAGE FORM
Capsule

14.

POTENCY

100 mg, 300 mg and 400 mg

CHEMICAT, NAME AND STRUCTURE

Non-USP drug substance and drug product.

RECORDS AND REPORTS
N/A

COMMENTS

‘See item #38.

CONCI,.USIONS AND RECOMMENDATIONS

Not approvable.

REVIEWER :
Andrew J. Langowski

DATE COMPLETED :

07/01/98



Redacted /& page(s)
of trade secret and/or
confidential commercial

information from
(Hem  Renew k|




}O.
12.
13.
15.
17.
18.

19.

CHEMISTRY REVIEW NO. 2

ANDA # 75-360

NAME AND ADDRESS OF APPLICANT
Apotex Corp.
U.S. Agent for: Torpharm, a Division of Apotex, Inc.

Attention: Marcy MacDonald

50 Lakeview Parkway, Suite 127
Vernon Hills, Illinois 60061

LEGAL BASTIS FOR SUBMISSION

Basis for submission is approved application for Neurontin
capsules 100 mg, 200 mg and 400 mg held by Parke Davis. Patents
4,894,476 and 5,084,479, held by Warner-Lambert, expire on May 2,
2008 and Jan 2, 2010, respectively.

SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A N/A

- NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE (s) FOR:

Gabapentin Capsules N/A

AMENDMENTS AND OTHER DATES:
Orig Sub 04/17/98
NC 05/04/98
Ack Ltr 05/12/98
Amendment 06/03/98
NA Ltr 09/29/98
Amendment 12/10/98

PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Treatment of Epilepsy , Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM 14. - POTENCY
Capsule 100 mg, 300 mg and 400 mg

CHEMICAL NAME AND STRUCTURE
Non-USP drug substance and drug product.

COMMENTS
See item #38.

CONCL.USIONS AND RECOMMENDATIONS
Not approvable; Facsimile

REVIEWER : DATE COMPLETED:
Andrew J. Langowski 06/14/99 }7/2&/77



Redacted _|( page(s)
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10.

12.

13.

15.

17.

18.

19.

CHEMISTRY REVIEW NO. 3

ANDA # 75-360

NAME AND ADDRESS OF APPLICANT

Apotex Corp.

U.S. Agent for: Torpharm, a Division of Apotex, Inc.
Attention: Marcy MacDonald

50 Lakeview Parkway, Suite 127

Vernon Hills, Illinois 60061

LEGAL BASIS FOR SUBMISSION

Basis for submission is approved application for Neurontin
capsules 100 mg, 200 mg and 400 mg held by Parke Davis. Patents
4,894,476 and 5,084,479, held by Warner-Lambert, expire on May 2,
2008 and Jan 2, 2010, respectively.

SUPPLEMENT (s) 6. PROPRIETARY NAME

N/A N/A

NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE (s) FOR:
Gabapentin Capsules N/A

AMENDMENTS AND OTHER DATES:
Orig Sub 04/17/98

NC 05/04/98
Ack Ltr 05/12/98
Amendment; 06/03/98
NA Ltr 09/29/98

Amendment 12/10/98
NA Letter 07/29/99
Amendment 10/12/99

PHARMACOQLOGICAL CATEGORY 11. Rx or OTC
Treatment of Epilepsy Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM 14. POTENCY
Capsule 100 mg, 300 mg and 400 mg

CHEMICAL NAME AND STRUCTURE
Non-USP drug substance and drug product.

COMMENTS
See item #38.

CONCLUSIONS AND RECOMMENDATIONS
Not approvable. Minor.

REVIEWER: ' DATE COMPLETED:
Andrew J. Langowski 10/30/00
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10.
12.
13.
15.
17.
18.

19.

CHEMISTRY REVIEW .-NO. 4

ANDA # 75-360

NAME AND ADDRESS OF APPLICANT

Apotex Corp.

U.S. Agent for: Torpharm, a Division of Apotex, Inc.
Attention: Marcy MacDonald '

50 Lakeview Parkway, Suite 127

Vernon Hillg, Illinois 60061

LEGAL BASTS FOR SUBMISSTON

Basis for submission is approved application for Neurontin
capsules 100 mg, 200 mg and 400 mg held by Parke Davis. Patents
4,894,476 and 5,084,479, held by Warner-Lambert, expire on May 2,
2008 and Jan 2, 2010, respectively.

SUPPLEMENT (g) v 6. PROPRIETARY NAME

N/A N/A

-NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE (s) FOR:
Gabapentin Capsules N/A

‘AMENDMENTS AND OTHER DATES:

Orig Sub 04/17/98

NC 05/04/98

Ack Ltr 05/12/98

Amendment 06/03/98

NA Ltr 09/29/98

Amendment 12/10/98
NA Letter 07/29/99
Amendment 10/12/99

PHARMACOL,OGTCAL CATEGORY 11. Rx or OTC
Treatment of Epilepsy Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM 14. POTENCY
Capsule 100 mg, 300 mg and 400 mg

CHEMICAL NAME AND STRUCTURE
Non-USP drug substance and drug product.

COMMENTS
See item #38.

CONCL.USIONS AND RECOMMENDATIONS
Not approvable. Minor.

REVIEWER: : DATE COMPLETED:
Andrew J. Langowski 10/30/00



Redacted _ (& page(s)
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12.
13.
15.
17.

18.

CHEMISTRY REVIEW NO. 5

ANDA # 75-360

- NAME AND ADDRESS OF APPLICANT

Apotex Corp. . :

U.S. Agent for: Torpharm, a Division of Apotex, Inc.
Attention: Marcy MacDonald

50 Lakeview Parkway, Suite 127

Vernon Hills, Illinois 60061

LEGAL BASIS FOR SUBMISSION

Basis for submission is approved application for Neurontin
capsules 100 mg, 200 mg and 400 mg held by Parke Davis.
Patents 4,894,476 and 5,084,479, held by Warner-Lambert,
expire on May 2, 2008 and Jan 2, 2010, respectively.

SUPPLEMENT (s) 6. . PROPRIETARY NAME

N/A . N/A

NONPROPRIETARY NAME 8. SUPPLEMENT (s) PRQOVIDE(s) FOR:
Gabapentin Capsules N/A :

AMENDMENTS AND OTHER DATES: .
Orig Sub . 04/17/98

NC 05/04/98
Ack Ltr 05/12/98
Amendment 06/03/98
NA Ltr 09/29/98

Amendment 12/10/98
NA Letter 07/29/99
Amendment 10/12/99
Amendment 01/04/01

PHARMACOLOGICAL CATEGORY 11. Rx or ' OTC
Treatment of Epilepsy ‘Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM 14. POTENCY
Capsule : 100 mg, 300 mg and 400 mg

CHEMICAL NAME AND STRUCTURE
Non-USP drug substance and drug product.

COMMENTS
See item #38.

CONCLUSIONS AND RECOMMENDATIONS
Approve. Pending labeling.




19. REVIEWER: DATE COMPLETED:

Andrew J. Langowski 01/30/01

APPEARS THIS WAY
ON ORIGINAL
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10.

CHEMISTRY REVIEW NO. 6

ANDA # 75-360

" NAME AND ADDRESS OF APPLICANT

Torpharm

50 Steinway Boulevard
Etobicoke, Ontario
MSW 6Y3

Canada

U.S. Agent

- Apotex Corpp.

Attention: Marcy MacDonald
50 Lakeview Parkway, Suite 127
Vernon Hills, Illinois 60061

LEGAL BASIS FOR SUBMISSION

Basis for submission is the approved application for
Neurontin capsules 100 mg, 200 mg, and 400 mg held by Parke
Davis. Patents 4,894,476, 5,084,479, and 6054482 held by
Warner-Lambert, expire on May 2, 2008, Jan 2, 2010, and
April 25, 2017, respectively.

Updated exclusivity statement is provided in the 6/7/02
Amendment. Torpharm labeling does not include the I-311
exclusivity, which expires on 10/12/03.

SUPPLEMENT (s) 6. PROPRIETARY NAME

N/A N/A

NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR:
- Gabapentin Capsules N/A ' ,

AMENDMENTS AND OTHER DATES:
Orig Sub 04/17/98

NC 05/04/98
Ack Ltr 05/12/98
Amendment  06/03/98
NA Ltr 09/29/98

Amendment 12/10/98
NA Letter 07/29/99
Amendment- 10/12/99
Amendment 01/04/01
Amendment 02/14/02
Amendment 06/07/02
T-con 06/13/02
Amendment 06/27/02

PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Treatment of Epilepsy Rx




12.

13.

15.

17.

18.

19.

RELATED IND/NDA/DMF (s)

DOSAGE FORM "~ 14. POTENCY

Capsule 100 mg, 300 mg, and 400 mg

CHEMICAL NAME AND STRUCTURE
Non-USP drug substance and drug product.

COMMENTS

Method validation request.was submitted in 7/99. Results of
MV are acceptable on 11/5/099.

Labeling is pending.

Bio-study for the 400 mg capsule and waiver request for the
100 mg and 300 mg capsules were found. acceptable per review
dated 9/15/98. Comparative in-vitro dissolution profiles
have been submitted for the exhibit batches manufactured
using the originally proposed drug substance source and the
alternate drug substance source.

DMF === is adequate, 6/10/02. DMF

"is inadequate,
6/10/02. ,
An acceptable EIR was issued from the Office of Compliance
on 5/8/02. However, Apotex and == are also
used for testing the actives and will be added to the EER.

CONCLUSIONS AND RECOMMENDATIONS
Not Approvable - Minor Amendment

REVIEWER: - ‘ - . DATE COMPLETED:
Tao-Chin L. Wang 6/11/02, 6/18/02, 7/1/02
APPEARS THIS WAY
ON ORIGINAL
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- CHEMISTRY REVIEW NO. 7

ANDA # 75-360

NAME AND ADDRESS OF APPLICANT
Torpharm '

50 Steinway Boulevard
Etobicoke, Ontario

MOW 6Y3

Canada

U.S. Agent

Apotex Corp. ,

Attention: Marcy MacDonald

50 Lakeview Parkway, Suite 127
Vernon Hills, Illinois 60061
Tel: 847-573-9999

Fax: 847-573-0857

LEGAL BASIS FOR SUBMISSION

Basis for submission is the approved application for
Neurontin capsules 100 mg, 200 mg, and 400 mg held by Parke
Davis. Patents 4,894,476, 5,084,479, and 6054482 held by
Warner-Lambert, expire on May 2, 2008, Jan 2, 2010, and
April 25, 2017, respectively.

Updated exclusivity statement is provided in the 6/7/02
Amendment. Torpharm labeling does not include the I-311
exclusivity, which expires on 10/12/03.

SUPPLEMENT (s) ’ 6. PROPRIETARY NAME
N/A N/A
NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE (g) FOR:
Gabapentin Capsules N/A
AMENDMENTS AND OTHER DATES:

Orig Submission 04/17/98

NC 05/04/98

Ack Letter 05/12/98
Amendment 06/03/98

NA Letter 09/29/98
Amendment 12/10/98

NA Letter 07/29/99
Amendment 10/12/99
Amendment 01/04/01
Amendment 02/14/02
Amendment 06/07/02
T-con 06/13/02
Amendment 06/27/02

NA Letter 07/05/02
Amendment 07/22/02
Amendment

10/18/02



10.

12.

13.

15.

17.

18.

19.

PHARMACOLOGICATL, CATEGORY 11. Rx_or OTC
Treatment of Epilepsy Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM 14. POTENCY
Capsule 100 mg, 300 mg, and 400 mg

CHEMICAL NAME AND STRUCTURE
Non-USP drug substance and drug product.

COMMENTS
Method validation request was submitted in 7/99. Results of
MV are acceptable on 11/5/99.

Labeling is Pending. Labeling issues remain to be resolved.

Bio-study for the 400 mg capsule and waiver request for the
100 mg and 300 mg capsules were found acceptable per review
dated 9/15/98. Comparative in-vitro dissolution profiles
have been submitted for the exhibit batches manufactured
using the originally proposed drug substance source and the
alternate drug substance source.

DMF ———is adequate, 6/26/02. DMF ——is adequate,
10/29/02.

An acceptable EIR was issued from the Office of Compliance
on 7/10/02. '

The CMC section has been found satisfactory, 10/31/02.

CONCLUSiONS AND RECOMMENDATIONS

Approvable
REVIEWER: ' DATE COMPLETED:

Tao-Chin L. Wang - 10/31/02
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1.

2.

CHEMISTRY REVIEW NO. 8

ANDA # 75-360 ,(Amendment of 8/19/2004)

Note: This amendment is nearly identical to the amendment of

7/29/2003, which was withdrawn. The review of the 7/29/2003

amendment was completed prior to withdrawal notification, and
that review is the basis for this review.

3.

NAME AND ADDRESS OF APPLICANT
Apotex (Torpharm)

50 Steinway Boulevard
Etobicoke, Ontario

MSW 6Y3

Canada

U.S. Agent

Apotex Corp. '
Attention: Marcy MacDonal

50 Lakeview Parkway, Suite 127
Vernon Hills, Illinois 60061
Tel: 847-573-9999

Fax: 847-573-0857

LEGAL BASIS FOR SUBMISSION

Basis for submission is the approved application for
Neurontin capsules 100 mg, 200 mg, and 400 mg held by Parke
Davis. Patents 4,894,476, 5,084,479, and 6054482 held by
Warner-Lambert, expire on May 2, 2008, Jan 2, 2010, and
April 25, 2017, respectively. :

Updated exclusivity statement is provided in the 6/7/02
Amendment. Torpharm labeling does not include the I-311
exclusivity, which expires on 10/12/03. .

SUPPLEMENT (s) : 6. PROPRIETARY NAME
N/A N/A
NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE (s) FOR:
Gabapentin Capsules N/A

AMENDMENTS AND OTHER DATES:

Orig Submission 04/17/98

NC 05/04/98

Ack Letter 05/12/98

Amendment 06/03/98

NA Letter 09/29/98

Amendment 12/10/98

NA Letter 07/29/99

Amendment 10/12/99

Amendment 01/04/01

Amendment . 02/14/02

Amendment 06/07/02



10.

12.

13.

15.

17.

T-con 06/13/02

Amendment 06/27/02

NA Letter 07/05/02

Amendment 07/22/02

Amendment 10/18/02

Amendment (major) 7/29/03 (withdrawn)

Amendment 2/17/04 (response to Agency letter)

Amendment (major) 8/19/04 (re-submitted)

PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Treatment of Epilepsy Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM » 14. POTENCY :
Capsule 100 mg, 300 mg, and 400 mg

CHEMICAL NAME AND STRUCTURE
Non-USP drug substance and drug product.

NH

2

COMMENTS

The subject of this review is the MAJOR Amendment submitted
on August 19, 2004 requesting an alternate source of the
drug substance and adding Apotex, Inc. Signet campus as an
alternate packaging and analytical site. The proposed
supplier is ~————— (DMF ). The DMF was reviewed
and found adequate on December 11, 2004 by DSkanchy. One
batch of the dose proportional 400 mg strength (biobatch)
was manufactured with API and was shown to meet
current release specifications and is comaparable to
previously manufactured drug product. The amendment
contains supporting stability data one lot for the 400 mg
strength. Batch (FD2109) manufactured with the

supplied API meets currently approved stability
specifications and comparable dissolution profiles are
provided. Additionally the applicant provides adequate
specifications and validated test methods to ensure the
strength, quality and purity of the API. The
specifications for the material compare favorably to
specifications approved for current suppliers.




18,

19.

CONCLUSIONS AND RECOMMENDATIONS

Not Approvable (Minor)

REVIEWER: DATE COMPLETED:

David Skanchy 12/16/04

APPEARS THIS WAY
o4 ORIGINAL
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1.

2.

CHEMISTRY REVIEW NO. 9

ANDA # 75-360 (Amendment of 2/1/2005)

Note: This amendment 1is the response to deficiencies for the
8/19/2004 amendment that was nearly identical to the amendment
of 7/29/2003, which was withdrawn. The review of the 7/29/2003
amendment was completed prior to withdrawal notification, and
that review is the basis for the review of the 8/19/2004
amendment . ‘

3.

NAME AND ADDRESS OF APPLICANT
Apotex (Torpharm) i '
50 Steinway Boulevard
Etobicoke, Ontario

MOW 6Y3

Canada

U.S. Agent

Apotex Corp.

Attention: Marcy MacDonald

50 Lakeview Parkway, Suite 127
Vernon Hills, Illinois 60061
Tel: 847-573-9999

Fax: 847-573-0857

LEGAL BASIS FOR SUBMISSION

Basis for submission is the approved application for
Neurontin capsules 100 mg, 200 mg, and 400 mg held by Parke
Davis. Patents 4,894,476, 5,084,479, and 6054482 held by
Warner-Lambert, expire on May 2, 2008, Jan 2, 2010, and
April 25, 2017, respectively.

Updated exclusivity statement is provided in the 6/7/02
Amendment. Torpharm labeling does not include the I-311
exclusivity, which expires on 10/12/03.

SUPPLEMENT (s) : 6. PROPRIETARY NAME
N/A ) N/A
NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR:
Gabapentin Capsules : N/A

AMENDMENTS AND OTHER DATES:

Orig Submission 04/17/98

NC 05/04/98

Ack Letter 05/12/98

Amendment 0e/03/98

NA Letter 09/29/98

Amendment 12/10/98

NA Letter 07/29/989

Amendment 10/12/99

Amendment 01/04/01



10.

12.

13.

15.

17.

Amendment 02/14/02

Amendment 0e/07/02

T-con ' 06/13/02

Amendment 06/27/02

NA Letter _ 07/05/02

Amendment 07/22/02

Amendment 10/18/02

Amendment (major) 7/29/03 (withdrawn)

Amendment 2/17/04 (response to Agency letter)
Amendment (major) 8/19/04 (re-submitted)

Amendment 2/1/05 (response to Agency letter)
PHARMACOLOGICAL CATEGORY ' 11. Rx or OTC

Treatment of Epilepsy : Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM ' 14. POTENCY
Capsule 100 mg, 300 mg, and 400 mg-

CHEMICAL NAME AND STRUCTURE
Non-USP drug substance and drug product.

<C::>X<::COOH
: NH

2

COMMENTS

The subject of this review is the response to deficiencies
(amendment of 2/1/2005) issued for the MAJOR Amendment
submitted on August 19, 2004 requesting an alternate source
of the drug substance and adding Apotex, Inc. Signet campus:
as an alternate packaging and analytical site. The
proposed supplier is =————— (DMF ). The DMF was
reviewed and found adequate on December 11, 2004 by
DSkanchy. One batch of the dose proportional 400 mg
strength (biobatch) was manufactured with=——— API and was
shown to meet current release specifications and is
comaparable to previously manufactured drug product. The
amendment contains supporting stability data one lot for
the 400 mg strength. Batch (FD2109) manufactured with the
- supplied API meets currently approved stability
specifications and comparable dissolution profiles are
provided. Additionally the applicant provides adequate
specifications and validated test methods to ensure the
strength, quality and purity of the———— API. The
specifications for the ————material compare favorably to
specifications approved for current suppliers. All
chemistry deficiencies have been resolved and the
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application is approvable pending review of the current
labeling.

18. CONCLUSIONS AND RECOMMENDATIONS
Approvable (pending labeling)

19. REVIEWER: DATE COMPLETED:
David Skanchy 3/01/05

APPEARS THIS WAY
ON ORIGINAL



CENTER FOR DRUG EVALUATION AND RESEARCH

' APPLICATION NUMBER:
ANDA 75-360

BIOEQUIVALENCE REVIEW(S)




Gabapentin Capsules, 100 mg, 300 mg & 400 mg Torpharm (Apotéx Corp.)

ANDA #76-360 Vernon Hills, IL
Reviewer: Hoainhon N guyen Submission Date:
WP #75360sdw.498 April 17, 1998

July 15, 1998

Review of Three Bioequivalence Studieg, Dissolution Data

and a Waiver Request

I. Baclzground:

Ga]oapentin is an anticonvulsant which is structuraﬂy related to the -
neurotransmitter GABA_ (gamma-aminobutyric acicl) but does not interact with
GABA receptors, not converted metal)olicaﬂy into GABA or a GABA agonist, and
not an inhibitor of GABA uptalee or degrada’cion Gabapentin is indicated as an
ad]unctlve therapy in the treatment of partlal seizures with anc], without seconc].ary
generallzatlon in adults with ep]lepsy

All pharmacologicé,l actions foﬂowing ga]:)apentin' administration are due to the
activity of the parent compound; gabapentin 1s not apprecia]aly metabolized in
humans. Ga]:)apentin Lioavailabili’cy is not dose propor’cional; i.e., as dose is
increased, bioavaila]oility decreases. A 400-mg dose, for example, is about 25% less
bioavailable than a 100-mg dose. Over the recommended dose range of 300 to 600
mg T.I.D. , however, the differences in bioavaila})i]i’ty are not 1arge, and
Lloavallabl_hty is about 60%. Food has no effect on the rate and extent of
a})sorphon of gabapentm

Galoapentin circulates largely unbound (<3%) to plasma protein. The apparent
volume of distribution of ga}:)apentin after 150 mg intravenous administration is
approximately 58 L. In patients with epilepsy, steady-state predose (CMIN)
concentrations of gabapentm n cerebralspmal fluid were approx1mate1y 20% of the

correspon&mg plasma concentratlons

Ga]oapentin is eliminated from the systemic circulation }Dy renal excretion as
unchanged clrug. Gal)apentin is not apprecial)ly metabolized in humans.



Ga]oapenti’n elimination half-life is 5 to 7 hours and is unaltered l)y dose or
foﬂowing multiple dosing. Ga]oapentin elimination rate constant, plasma clearance,
and renal clearance are clirectly proportional to creatinine clearance. In elderly
patients, and in patients with impaire& renal function, ga]:)apentih plasma clearance

1s reduced.

The most commonly observed adverse events associated with the use of ga]oapentin
in combination with other antiepileptic drugs were Somnolence, dizziness, ataxia,

fa’cigue, and nystagmus.

Gabapentin is recommended for add-on therapy in patients over 12 years of age,
with the effective dose being 900 to 1800 mg/day and given in divided doses (3
times a day) using 300- or 400-mg capsules.”

The RLD product of gal)apentin oral capsules is Neurontin® ga})apentin capsules,
100 mg, 300 mg and 400 mg, manufactured by Parke-Davis.

On Aprﬂ 17, 1998, the firm submitted the results of a fasting, single—dose
bioequivalence study and a post—prandial loioequivalence stucly comparing its
Gal)apentin Capsules, 400 mg, with Neurontin® Capsules, 400 mg. Comparative
dissolution data for the test and RLD products of the 100 mg, 300 mg and 400 mg

strengths are also submitted in support of the in vivo }aioequivalence stucly waiver

requests for the 100 mg and 300 mg strengths.

On ]uly 15, 1998, 'the firm submitted, in addition, the results of a fastin’g, single-

dose bioequivalence stucly comparing its Ga]oapentin Capsules, 100 mg, with
Neurontin® Capsules, 100 mg.

1I. Bioequivalence Stuclies:

A. Single-Dose Fasting Study of the 400 mg Strength: (Protocol No.
GACP/FA/0400-970715-(1)) Comparative Bioavaila})ility Study of Ga]:)apentin

Capsules (Torpharm Inc.) and Neurontin Capsules



Study Objective:

The purpose of this study is to evaluate the t)ioequivalency of Torphartn's
Gabapentin 400 mg Capsules compared to Parke-Davis’ Neurontin® 400 mg
gabapentin capsules following a single 400 mg dose under fasting conditions.

Study Invegtigators and Facilitieg:

The stu(ty was conducted at Apotex Research Inc., Biomedical Division, Weston,
Ontario, Canada, between November 14 and November 23, 1997. The principal
investigator was A. Rein, M.D.. Plasma samples were assayed in the Bioanalytiéal
Lat)oratory of Apotex Research Inc., Biomedical Division, Weston, Ontario,
Canada, under the supervision of D. Watson, between January 23 and Fel)ruary 27,

1998.

Demographicg :

Twenty-six normal, healthy non-smoking male volunteers between 18-50 years of
age, and within 15% of their ideal weigtlt accor&ing to ttle Metropolitan Life
Insurance Company Bulletin, 1983, participated in a two-treatment, two-period,
randomized crossover study. The sut)jects were selected on the basis of their ‘
acceptat)le madical tlistory, physical examination and clinical 1at)oratory tests. The
subjects’ weight and height ranged 65 - 93 kgs and 161 - 188 cms., respectively.

- Twenty subjects were caucasians, 3 blacks, 1 asian and 2, others.

Inclugionz exclugion criteria: See review attachment.

Restrictions:

Ttley were free of all medications for at least 14 days prior to the study and: a].towed
no concomitant medications cturing the stucty sessions. No alcoholic ]aeverages and
no Xanthine—containing tJeverages or food were allowed for 48 hours prior to until
32 hours after dosing for each study period. The subjects fasted for overnight prior
to and 4 hours after each (trug a&ministration. The Wastiout duration between the
ptlases Was-7 (tays. Duration of confinement was at least 10 hours pre—dose to



approximately 32 hours post—dose.

Trea’cmentg and Sampling:

The two treatments consisted of a single 400 mg dose of either the test product or
reference product taken ora]ly with 240 ml of water, under fasting conditions.

Treatment A(Test Product): Torpharm's Ga]oapentin 400 mg capsules, lot #
FD7077A(Batch size of , potency of 100.8%). :

Treatment B(Reference Product): Paﬂze-Davis-’ Neurontin® 400 mg gabapentin
capsules, lot. # 09337V (Potency of 100.9%).

Blood samples were collected at pre_close, 0.33,0.66,1,1.5,2,2.5, 3, 3.5, 4, 5, 6,
8, 10, 12, 16, 24 and 32 hours fo]lowing (lrug administration. Blood samples were
centrifugecl; the plasma was separatecl and stored at -20°C pending assay.

Assay Methodology: The analytical method was deVeloped and validated l)y
Bioanalytical Lalaoratory of Apotex Research Inc., Biomedical Division. The assay
of ga]:)apentin included solid phase extraction of the drug and internal standard
followed Ly derivatization and liquicl-liquid clean up of the Samples, and GC with
EC detection. ‘

Assay Specificity:

The assay was specific for gabapentin with no significa.nt interferences seen at
the retention time of the drug and internal standard in the chromatograms of
the preclose sul)ject samples and blank plasma standards.

Linearity:
(Base(l on actual stu(ly standard curves)

The assay was linear in the range of 40.0 to 4000.0 ng/mL.



Reproducibility:
(Based on the interday CV of the actual study quality controls)

CV =6.6% at 97.1 ng/mL, 6_.3% at 1184.7 ng/mL and 10.5% at 2890.6
ng/ml.

Sensitivity:
(Base(l on octual stucly back-calculated standard data)

Sensitivity limit was 40.0 ng/mL (CV% = 3.2). Any level below these limits
was reported as BLQ. : '

Prestudy assay validation CV% for LOQ (40.0 ng/mL) as a quality control
was 12.2% (n=>5), with mean S/N ratio of 13.6.

Accurac v:

(Base(l on the percent recovery of tlle’ actual stu(ly quality controls)

102.6% at 97.1 ng/ml,, 102.7% at 1184.7 ng/mL. and 100.7% at 2890.6
ng/mlL. '

NOTE: As an additional quali’cy assurance procedure,' the lal)ora’cory also
selected 15% of the total samples analyzed and repea’ced them as blinded
samples. 21% of the blind repeats exceeded the 20% difference from the

initial results (There was no acceptance/rejection criteria for blind repeats).

S tab ility :

Long-term sta})ﬂity of frozen samples was demonstrated in a pre-stu(].y
validation stu(ly using frozen control samples which were prepared, stored at
-20°C, analyzed on Day 189 and comparecl to fres}]ly prepare& QC samples.
The ratios of means Low (125.0 ng/mL) and High (2500.0 ng/mL) were



within 1.07 and 1.04. The actual freezer storage duration for the study
samples was not more than 105 days (from N ovemlyer‘lél*, 1997 to February
27, 1998).

Short-term sta})ili’cy (19 hours at room temperature), acidified plasma
stability (90 minutes), freeze-thaw stability (3 cycles) and extracted sample
stability (30 hours at room temperature and 168 hours at +4°C) were
evaluated and acceptal)le.

Pharmacokinetic Results:

AUC(0-T) was calculated using the trapezoidal method. AUC(O—Infinity) was
calculated by : AUC(O-Infinity) = AUC(0-T) + [last measured concentration/
KEL]. CMAX and TMAX were observed values of the peale plasma concentration
and time to peak plasma concentration, respectively. KEL and T1/2 were calculated

from the terminal portion of the log concentration versus time curve.

Statis’cical Analygeg:

Analysis of variance and F-test were used to determine statisticaﬂy significant (p less
than 0.05) differences between treatments, sequences of treatment, subjec’ts within

sequence, and days of administration for log-’cransformed AUCs and CMAX. The
90% confidence intervals for InAUCS and InCMAX were caléulatecl, based on least

squares means, using the two, one-sided t-test.

-

Resultg:

Twenty-five of 26 enrolled volunteers completed the clinical portion of the stucly.
Su})ject #7 was withdrawn from the stucly due to positive drug screen (nicotine).
Suljject #16 also had positive &rug screen (caffeine) but was allowed to cofnplete the
stucly. In the cla’ca analysis, these two sul)jects were replacecl With alternates #25 .
and 26. Data of 24 quojec’cs therefore were analyzed.

There was no significant difference (alpha=0.05) between treatments for LAUC(0-
T), LAUC(O-Inf) or LCMAX. The results are summarized in the tables below:



Table T

Ga]aapentin‘Comparative Pharmacolzinetic Parameters
Dose=400 mg; n=24

Fasting Stucly

Parameters Test Reference 90% C.1I. Ratio
Mean(CV%)Mean(CV%) T/R

AUC (0-T) 27250* 27751 ~[0.93;1.04] 0.98
ng.hr/mL
AUC(0-Inf) 28017*  28531* [0.93;1.04] 0.98
ng.hr/mL :
CMAX 3013 3162* [0.89;1.02] 0.96
ng/ml, ‘ '

TMAX (hes)2.54(37)  3.03(31)
KEL (1/ht)0.1262(16) 0.1255(16)
T1/2 (hes) 5.65(18) 5.71(22)

*Geometric LSMeans

APPEARS THIS wAY
ON ORIGINAL



Table T

Compara’cive Mean Plasma Levels of Ga]aapentin
Dose=400 mg; n=24

ng[mll CV%)
Fagting Stucly

Hour ' I_gs_’c Reference
0 0 0

0.33 240.4(92) 268.1(80)
0.66 1369(38) 1462(35)
1 1940(35) 1083(24)
1.50 2373(26) 2263(20)
2 2801(24) 2794(19)
2.50 2801(25) 2888(22)
3 2718(24) 2797(26)
3.50 2708(25) 2685(19)
4 2606(23) 2599(19)
5 2261(18) 2272(23)
6 1958(22) 1972(21)
8 1476(22) 1477(21)
10 1150(24) 1155(17)
12 861.5(22) 895.0(29)
16 502.8(24) 508.9(28)
24 188.6(30) 194.2(36)
32 71.5(60) 80.5(69)
AUC(0-T)nghe/ml  27797(20) _ 28208(18)
AUC(O-Inf)nghoml 28533(19) 29017(18)

CMAX 3086(22) 3202(18)

A&Qerge E{{ectsz

There was no serious adverse event reported. Four and five mild adverse reactions
were repor’ce& during the reference and test treatment, respec’cively. The possi]aly
clrug-related reactions included drowsiness, hghtheadedness and headache.

8



B. Non-Fasting, Single-Dose Study of the 400 mg Strength: (Protocol No.
GACP/FF/0400-980416-(1)) Comparative Bioavailability Study of Gabapentin

Capsules (Torpharm) and Neurontin Capsules (Parlee—Davis) Under Fed and Fasted

Conditions

Study Objective:

The purpose of this study is to determine the relative Lioavailabili‘cy of two
preparations of ga})apentin under both fasted and fed conditions.

S’cudy Invegtigatorg and Facﬂi’cies:

The s’cudy was conducted at the Apotex Research Inc., Biomedical Division, Clinical
Studies Dept., Weston, Ontario, Canada, between Aprﬂ 21 and May 7, 1998. The
principal investigator was A. Rein, M.D.. Plasma samples were assayecl Ly
Bioanalytical La]aoratory of Apotex, Weston, Canada, under the supervision of

Doug Watson, between May 9 and June 12, 1998.

Demographicg :

Eig]nteen normal, healthy male volunteers between 19-37 years of age, and within
15% of their ideal weight according to the Metropolitan Life Insurance Company
Bulletin, 1983, participated in a three-treatment, three—periocl, randomized .
crossover study. The sul)jects were selected on the basis of their accepta]ole medical
history, physical examination and clinical 1aboratory tests. The subjects' weight and
height ranged 62 - 92 kgs and 168 - 188 cms., respectively. Subjects included
caucasian(12), black(4) and asian(2). ‘

Inclusion/ excluslon criteria and Restriction: Same as in F asting Stu&y Protocol
a]oove, except that:

For the fastihg 1eg of the stucly, the sul)jec’cs fasted for overnig]:lt prior to and 4
hours after each drug administration. For the non-fasting 1egs of the study, the
subjects fasted for overnight until 30 minutes prior to their scheduled dosing times,
when Jclley were given a standard breakfast. The standard breakfast consisted of 1



buttered English muffin, 1 fried egg, 1 slice of processed cheese, 1 slice bacon, one
serving of hash brown potatoes, 180 ml of orange juice and 250 ml whole milk.

Trea‘cments and Sampling:

The three treatments consisted of a single 400 mg dose of either the test procluct or
reference pro&uct taken Qra]ly with 240 ml of water. ‘

Treatment A(Test Product/ Fasting): Torpharm's Gal)apentin 400 mg capsules,
lot # FD7077A (Batch size of , potency of 101.3%), taken after an’

overnight fast.

Treatment B(Test Product/N on-Fasting’): same as above except the test procluct
was taken immec],iately after the standard breakfast.

Treatment C(Reference product/N on-Fasting): P arke-Davis’s Neurontin® 400
mg capsules, lot # 09337V (Potency of 102.4%).

Blood samples were collected at predose, 0.33,0.66,1,1.5,2,2.5,3,3.5,4, 5, 6,
8, 10, 12, 16, 24 and 32 hours £oﬂowing c].rug administration. For blood

cg]lection procedure, see Fasting Study Protocol above. |

Assay Methodology: Same as in Fasting Study Protocol except that:
Reproducibility: |
(Based on the interday CV of the actual study quality controls)

6.3% at 102.9 ng/mL, 6.4% at 1182 ng/mL and 8.6% at 3008 ng/mlL..

Accuracy:

(Base& on the percent recovery of the actual study quality controls)

94.9% at 102.9 ng/mL, 101.4% at 1182 ng/mlL. and 101.1% at, 3008

10



ng/ mL.

The maximum actual freezer storage duration for the s’cudy‘samples was not
more than 52 days (from April 21 to June 12, 1998). The stability studies
as reported in the Fasting Stucly above are acceptable for the Non-F asting

Study also.

" Pharmacokinetic Regul’cs:

AUC(0-T) was calculated using the trapezoidal method. AUC(O—Infini’cy) was
calculated ]ay : AUC(O—Infinity) = AUC(0-T) + [last measured concentration/

KEL]. CMAX and TMAX were observed values of the pealz plasma concentration
and time to peak plasma concentration, respectively. KEL and T1/2 were calculated

from the terminal portion of the log concentration versus time curve.

S’catigtical Analyseg:

Analysis of variance and F-test were used to determine statis’cicaﬂy signi_{icant (p less
than 0.05) differences between treatments, sequences of treatment, subjects within

sequence, and days of administration for log-transformed AUCs and CMAX.

Results :

All 18 em_:o]led volunteers completed the clinical portion of the study. Data from
18 subjects were included in the final statistical analyses.

There was no significant diﬂgerence' (alpha=0.05) between treatments for InAUC(0-
T), InAUC (O-Inf), or InCMAX. The results are summarized in the tables Lelow:

11



Table 11T

Gabapentin Comparative Pharmacokinetic Par_ameters
~ Dose=400 mg; n=18

Non-F asting Stu&y

Parameters Test'g Test’g ' Reference's- Ratio
!FagtechA lFechB lFedlC T!fed)[R!fed!
Mean(CV%)Mean(CV%) Mean(CV%)  (B/C) .

AUC (0-T) 28063*  30021* 28778" - 1.04

ng.hr/mL '

 AUC(0-Inf) 28730 30850 29531* 1.04
ng.hr/mL

CMAX 3183.4* 3431.3* 3228.6* 1.06

ng/mlL :

TMAX (hrs)3.139(31)  3.806(13) 3.361(17)

KEL (1/hrs)0.124(13)  0.129(12) 0.128(12)

T1/2 (hes)  5.672(11) 5.452(11) 5.501(11)

*Geometric LSMeans

APPEARS THIS WAY
ON ORIGINAL
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Table IV

Comparative Mean Plasma Levelg of GaLapentin
Dose=400 mg; n=18

ng[mllCV%!

: Non—Fagting S‘cudy
Hour Tegt! fastedNA! Test(fecl )(B) Reference! fec], )(C )
0 0 0 0
0.33 324.7(81) 20.2(244) 3.8(424)
0.66 1592(39) 177.1(175) 148.4(100)
1 2215(35) 527.9(104) 542.4(67)
1.50 2670(33) 1353(56) 1366(48)
2 2781(35) 2054(38) 2134(34)
2.50 2889(36) 2665(30) 2506(23)
3 2778(27) 2971(18) 2969(26)
3.50 2893(31) 3347(19) 3018(18)
4 2879(30) 3315(21) 3086(20)
5 2332(22) 2927(12) 2717(18)
6 1979(23) 2328(11) 2057(18)
8 1462(20) 1808(17) 1772(28)
10 1119(20) 1378(16) 1322(25)
12 849.5(23) 1038(15) 988.0(30)
16 - 514.927) 573.9(18) 571.6(32)
24 194.2(28) 206.4(28) 227.1(30)
32 76.2(38) 82.3(47) 80.0(46)
AUC(O-T)ngheiml  28674(22) 30327(14) 29369(21)
AUC(0-Inf)ng heiml 29347(21) 31164(14) 30103(21)
CMAX 3334(31) 3491(19) 3297(21)

Adverge Eﬁectg:

There was no serious adverse event reported. Eleven, seven and six mild adverse
reactions were reported c].uring the test(fastecl), test(fe(l) and reference(fed)
treatment, respectively. The possil)ly clrug—related reactions included mental
slowdown, sleepiness and lightheade&ness.
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C. Single-Dose Fasting Study: (Protocol No. GACP/FA/0100-970612-(1))
Comparative Bioavailability Study of Gabapentin (100 mg) Capsules (Torpharm
Inc.) and Neurontin (100 mg) Capsules ’

Study Objective:

The purpose of this study is to evaluate the ]:)ioequivalency of Torpharm's
Gabapentin 100 mg Capsules compared to Parke-Davis’ Neurontin® 100 mg
gabapentin capsules following a single 100 mg dose under fasting conditions.

Stu&y Invegtigatorg and F‘acilitieg:

The stucly was conducted at Apotex Research Inc., Biomedical Division, Weston,
Ontario, Canada, between October 31 and November 9, 1997. The principal
investigator was A. Rein, M.D.. Plasma samples were assayed in the Bioanalytical
Lal)oratory of Apo’cex Research Inc., Biomedical Division, Weston, Ontario,
Canada, under the supervision of D. Watson, between January 15 and April 2,

1998.

Demographics :

Twenty-six normal, healthy non-smoking male volunteers between 24-44 years of
age, and within 15% of their ideal weight accorcling to the Metropolitan Life
Insurance Company Bulletin, 1983, participated in a two-treatment, two-period,
randomized crossover study.. The sulajects were selected on the basis of their
acceptable medical history, physical examination and clinical 1a1)oratory tests. The
subjects' weight and height ranged 62 - 93 kgs and 164~ 189 cms., respectively.
The sulajects included caucasians(21), ]olaclz(f}) and asian(2).

Inclusion/exclusion criteria/restrictions: See Fasting Study for the 400 mg
" strength above. '

Treatments and S amp_ling:

The two treatments consisted of a single 100 mg dose of either the test procluc"c or
reference produc’c taken oraﬂy with 240 ml of water, under fasting condi’cions.

14



Treatment A(Test Product): Torpharm’s Gabapentin 100 mg capsules, lot #
FD7074A(Batch size of . potency of 103.0%).

Treatment B(Reference Product): Parke-Davis’ Neurontin® 100 mg gabapentin
capsules, lot # 01747VA (Potency of 102.6%).

Blood samples were collected as in the Fasting Study for the 400 mg s’crengtll

a]o ove.

Assay Methodology: Same as in Fasting Stucly Protocol except that:

Linearity:
(Based on actual study standard curves)

The assay was linear in the range of 20.0 to 2000.0 ng/mL.

Reproclucﬂoili’cy:

(Base(l on the inter(lay CV of the actual stu(],y quality COIltl‘OlS)

7.3% at 50.1 ng/mL, 5.3% at 589.9 ng/mL and 9.3% at 1485 ng/mL.

Accuracy :

(Based on tl_le percent recovery of the actual si:udy quality controls)

97.1% at 50.1 ng/mL, 96.0% at 589.9 ng/mL and 97.2% at 1485 ng/ml..

NOTE: As an additional quality assurance procedure, the la})oratory also
selected 15% of tlle total samples analyzed and repeated them as blinded
samples. 36% of the blind repeats exceeded the 20% difference from the

initial results (There was no acceptance/rejection criteria for blind repeats).

| Sensitivity:
(Base;:(l on actual stut].y back-calculated standard clata)
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Sensitivity limit was 20.0 ng/mL (CV% = 14.8). Any level below these
limits was reported as BLQ.

Prestudy assay validation CV% for LOQ (20.0 ng/mL) as a ‘quality control
was 9.8% (n=5), with mean S/N ratio of 36.4..

Stability:

The maximum actual freezer storage duration for the study samples was not
more than 181 days (from October 3, 1997 to April 2, 1998). The stability
studies as reported in the Fasting Study of the 400 mg strength above are
acceptable for the Fasting Study of the 100 mg strength also.

Pharmacoleine‘cic Regul’cs:

AUC(O—T) was calculated using the trapezoidal method. AUC(O-Inf‘ini’cy) was
calculated ]oy : AUC(O-Infini’cy) = AUC(0-T) + [last measurecl concentration/
KEL]. CMAX and TMAX were observed values of the pealz plasma concentration
and time to peak plasma concentration, respectively. KEL and T1/2 were calculated

from the terminal portion of the log concentration versus time curve.

Statig’cical Analygeg:

Analysis of variance and F-test were used to determine statisticaﬂy significant (p less
than 0.05) differences between treatments, sequences of treatment, su]ojects within

sequence, and days of administration for log-transformecl AUCs and CMAX. The
90% confidence intervals for [nAUCs and InCMAX were calculated, based on least

squares means, using the two, one-sided t-test.

Resul’cs :

Twen’cy-five of 26 (incluc],ing 2 alterna‘tes) enrolled volunteers completed the clinical
portion of the stucly. Sul)ject #8 was withdrawn from the stu&y due to positive drug
screen (caf{eine), and was replacecl by Su_]oject #25. Data from alternate Su}:)ject
#26 was not a,nalyze& per protocol. Data of 24 subjects therefore were analyze&.

There was no significant difference (alphaz0.0S) between treatments for LAUC(0-
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A SINGLE DOSE COMPARATIVE BIOAVAILABILITY STUDY IN FASTING HEALTHY VOLUNTEERS:
GABAPENTIN 400mg(FD7077A) CAPSULES vs NEURONTIN ® 400mg (09337V) CAPSULES

Fig. 1.1 Average Concentration —Time Profile for All Subjects
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T), LAUC(O-Inf), LCMAX, TMAX, T1/2 or KEL. The results are summarized in
the tables below:

Table V

Gabapentin Comparative Pharmacolzinetic Parameters
Dose=100 mg; n=24

Fasting Study

Parameters Test Reference 90% C.1. Ratio
Mean(CV%)Mean(CV%) T/R

AUC (0-T) 9312* 9335* [0.96;1.04] 1.00
ng.hr/mL '
AUC(0-Inf) 9622* 0638* | [0.98;1.10] 1.04
ng.hr/mL
CMAX  1103* 1064 [0.98;1.10) 1.04
ng/mL

TMAX (hrs)2.81(47)  2.63(50)
KEL (1/hrs)0.1358(10) 0.1330(12)
T1/2 (hs) 5.15(9)  5.27(10)

*Geometric LSMeans

APPEARS THIS WAY
ON ORIGINAL

17



Table VI

Comparative Mean Plagma Levelg of Gabapentin
Dosge=100 mg: n=24

ngzthV%p

Fagting Study
ﬂ@_l_t ES_’C Reference
0 0 0o
0.33 124.6(76) 136.3(99)
0.66 605.0(40) 614.2,(45)
1 794.8(31) 815.0(28)
1.50 884.7(26) 930.4(22)
2 1047(22) 1026(21)
2.50 1017(19) 980.6(22)
3 953.1(19) 904.5(19)
3.50 909.9(21) 877.0(22)
4 868.4(19) 877.0(22)
5 767.7(20) 742.1(18)
6 652.6(18) 633.3(19)
8 499.0(19) 500.6(18)
10 390.2(20) 388.2(20)
12 292.1(20) 289.1(21)
16 167.8(23) 170.4(26)
24 60.5(29) 63.6(32)
32 9.2(138) 11.7(123)
AUC(0-T)nghe/ml  9436(16) 9411(16)
AUC(0-Inf)nghafml 9740(16) 9718(16)
CMAX 1120(17) 1084(19)

Atlverse Eﬁectgz

There was no serious adverse event reporteol. Three and one mild adverse reactions
were reportecl during the reference and test treatment, respectively. One possibly
clrug—related reaction was 1ightheadec1ness.

II1. Diggolution Tes_ting: FDA-recommencle(]. method
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Drug (Generic Name): Gai)apen’cin Capsuies Firm: Toggharm[Apotex Inc.
Dose Strength: 100 mg, 300 mg & 400 mg ANDA# 75-360

Submission Date: April 17 and Iuiy 15, 1998

Tahle - In-Vitro Dissolution Testing

L. Conditions for Dissolution Testing:
USP XXIII Basket__ Paddle X RPM 50 rpm Units Tested: 12_

Medium: 0.1IN HCl = Volume: 900 ml

Reference Drug: (Manui.) Neurontin Capsules (Parke-Davis)
Assay Meti'w(ioiogy: Not given

Specifications: NLT=—% in 20 minutes

I1. Results of In-Vitro Dissolution Tegting:

Sampling Test Product ' Reference Product
Times Lot # ED7077 Lot # (1)09337V
(Min.) Strength (mg) 400 Strength (mg) 400 ‘
Mean % Rénge Mean % Range
Dissoive(i(CV%) : Dissoive(i(cvo/o)
10 92(4) — 92(1) —
15 97(3) — w80 —
0 292 B 99(2) B
30 101(2) —_— 100(2) —_—
' Sampiing Test Product Reference Product
Times Lot # ED7074 ~ Lot #(L)01747VA
(Min.) Strength (mg) 100 Strength (mg) 100
Mean % Range Mean % Range
Dissoivecl(CV%) _ Dissoive(i(cvo/o)
10 98(6) 95(4) EE—
15 102(2) 100(2) —_—
20 103(2) 101(2)
30 103(3 102(1 —
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Sampling Test Product ' Reference Product

Times Lot # FDZ075 Lot # (L) 06017V
(Min.) Strength (mg) 300 Strength (mg) 300
Mean % Range Mean % Range
Dissolved(CV%) ' Dissolved(CV%)
10 92(5) 89(7)
15 98(3) 96(3)
20 _ 101(2) 99(2)
30 101 —_— 102(2) —_—

IV. Commentg:

1. The single-close, fasting -bioequivalence stuc].y and the single-dose postprandial
bioequivalence study for the 400 mg strength demonstrate that the test product is

equivalent to the reference product in their rate and extent of absorption as
measured by InCMAX, 1nAUC(O—T) and [nAUC(0-Infinity) under fasting and non-

fasting conditions.

2. The single-dose, fasting ]:)ioequivalence study for the 100 mg strength
demonstrates that the test product is equivalent to the reference procluct in their

rate and extent of absorption as measured by lnCMAX, lnAUC(O-T) and lnAUC(O-
Infini‘ty) under fas’cing.

3. The in vitro dissolution data for the test and reference products of all strengths
are acceptal)le.

4. The formulations of the 300 mg strength of the test product is proportionally
similar to that of both the 100 mg and 400 mg which underwent the bio studies

(See comparative formulations attached).

5 A single—dose, non—fasting bioequivalence .stuc‘ly is not require(l for the 100 mg -
strengt]n.

V. Recommendations :

1. The single-dose, fasting ]oioequivalence study and the single-dose post—prandial
Lioequivalence study conducted by Torpharm (Apotex) on the test product,
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Gal)apentin 400 mg, lot # FD7077, comparing it with the reference produc’c,
Parke-Davis’ Neurontin® Capsules, 400 mg, lot # (L)09337V, have been found
acceptable by the Division of Bioequivalence. The studies demonstrate that the test
product, Torpharm’s Gabapentin Capsules, 400 mg, is bioequivalent to the
reference Procluct, Parke-Davis’ Neurontin® 400 mg Capsules, under fas’cing and

non—fasting conditions.

2. The single—dose, fas’cing bioequivalence stucly conducted l)y Torpllarm (Apotek)
on the test pro&uct, Ga}aapen’cin 100 mg, lot # FD7074, comparing it with the
reference procluct, Parke-Davis’ Neurontin® Capsules, 100 mg, lot #
(L)01747VA, has been found acceptable by the Division of Bicequivalence. The
studies demonstrate that the test procluct, Torpharm’s Gabapentin Capsules, 100
mg, is Lioequivalent to the reference procluct, Parke-Davis’ Neurontin® 100 mg

Capsules.

A single- c],ose, non-fasting bioequivalence study is not required for the 100 mg
strength

3. The in-vitro dissolution testing conducted by Torpharm on its Gabapentin :
Capsules, 100 mg, 300 mg and 400 mg, has been found acceptable.

The dissolution testing should be incorpora’ced ]oy the firm into its manufacturing
controls and stability program. The dissolution testing should be conducted in 900
mL of 0.1N HCl at 37°C using USP XXIII apparatus II(paddle) at 50 xpm. The
test procluct should meet the foﬂowing specificatit)ns:

Not less than — /o of the labeled amount of the drug in the

dosage form is dissolved in 20 minutes.

% The firm has demonstrated that the formulation of its Gal)apentin Capsules,
300 mg, is proportionally similar to that of both the 100 mg and 400 mg strengths
that underwent accepta};)le in vivo l)ioequivalence testing. The waiver of in vivo
bicequivalence study requirements for the 300 mg capsules is granted. The firm's
Gal)apentin Capsules, 300 mg, are therefore deemed ]:)ioequivalent to Parke-Davis’
Neurontin®Capsules, 300 mg.
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/)g?gz;?r*
Hoainllon Nguyen

Division of Bioequivalence

Review Branch I

RD INITIALED YHUANG 2l YN
FT INITIALED YHUANG L{ "L‘H“*j ;/;g/,f}

Concur: \;é‘a,Z/ / //WW Date: /¢ /2/7(?’
Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence

cc: ANDA # 75-360 (original, duplicate), HFD-652(Huang, Nguyen), Drug
Fﬂe, Division File

HNguyen/09-15-98/WP #75360sdw.498 -

Also as X: \new\flrmsnz\torpharm\ltrsEf)’ rev\75360sdw. 4598

Attachment: 4 pages

APPEARS THIS WAY
0} GRIGINAL
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WP # 753()05«1‘&'.4‘98 Attachment I

Criteria for Inclusion:

a) Meeting the sex, age and weigh’c requirements.

) Passing the medical examination.
c) Signing the Informed Consent Form.

) Acceptable alcohol and/or clrug screen at check-in.
e) Subjects must be non-smokers. :

Criteria for Exclusion:

a) A history or presence of significant asthma, chronic bronchitis,
migraine, hy_pertension, cardiovascular, pulmonary, neurological,
hepatic renal, ]Jematopoietic or gastrointestinal or ongoing
infectious dlseases, as ew&encecl Ly a medical hlstory and

physmal examination.

b) Blood c]aermstry (glucose, urea, creatinine, urate, total ]:)111ru]31n,
aspartate transaminase, alkaline phosphatase, laccate
dehydrogenase, calcium, total protein, auoumin), hematology (red
blood cell count, white blood cell count, hemoglobin, hematocrit,
platelet count, absolute differential, RBC morphology, WBC
morphology, _platelets, sedimentation rate), and urinalysis (pH,
specific gravity, appearance, color, protein, glucose, ketone,

Lloo&) values outside chnica]_ly acceptable limits upon evaluation

})y the investigator.

c) Significant a]onormalit-y found in the medical history, physical
examination, 1a]ooratory tests or ECG.

d) Known sensitivity to ga]:)apentin.

e) Requiring other medication at the time of the study.

f) History of drug or alcohol abuse.

g) Poor veins, fear of venipuncture or sig]at of blood.

11) Participation in an investigational drug s’cucly within a minimum of
30 days prior to the study.

i) Blood donation of 100 mL. or more within a minimum of 30 &ays
prior to the study.

]J) Positive urine screen for cliaZepam

12) History of renal pro]olems
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A SINGLE DOSE COMPARATIVE BIOAVAILABILITY STUDY IN FED HEALTHY VOLUNTEERS:
GABAPENTIN CAPSULES 400 mg (TorPharm) vs. NEURONTIN ® CAPSULES 400 mg (Parie—Davis)

Fig. 1.1 Average Concentration —Time Profile for All Subjects
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Wew 75 360sdu. 498 Atachmat ( i)

STUDY IN FASTING HEALTHY VOLUNTEERS:
EURONTIN ® 100mg (01747VA) CAPSULES

DOSE COMPARATIVE BIOAVAILABILITY
N 100mg FD7074A) CAPSULES vs N

x——x GABAPENTIN 100mg (FD7074A)
o-——-o NEURONTIN® 100mg (01747VA)

TIME - (Hours)

CONFIDENTIAL APOTEX RESEARCH INC.
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Section VI - Bioavailability/Bicequivalence Continued . . .

]

it

§_ﬁ 4. Formulation Data

The following table summarizes, by strength, the components and composition of
Gabapentin Capsules 100 mg, 300 mg and 400 mg. '

, Gabapentin Capsules
Ingredient
100 mg 300 mg 400 mg

Gabapentin : 100.0 300.0 400.0

Croscarmellose — ' » —_

Sodium NF

Magnesium Stearate e — . — -

NF

Total ———-— e 1 — ]
Total — e
& to encapsulation

_ ENCAPSULATION

Capsule Hard — N/A N/A

Gelatin

Size 4 coded APO

112

Capsule Hard N/A e N/A

Gelatin _ ’

Size 1 coded APO

113 _

Capsule Hard N/A N/A ——

Gelatin

Size 0 coded APO

114

was not required.

TORPHARM, A DIVISION OF APOTEX INC.

ANDA - GABAPENTIN CAPSULES
1 8 6 4 100 mg, 300 mg and 400 mg



CC:ANDA 75-360

ANDA DUPLICATE

DIVISION FILE

FIELD COPY

HFD-652/ Bio Secretary - Bio Drug File
HFD-652/ HNguyen

HFD-652/ YHuang

Endorsements: (Final with Dates)
HFD-652/ HNguyen

HFD-652/ YHuang [j o+ 7/>85/4%
HFD-617/ L. Sanchez or N.Chamberlin

HFD-650/ D. cOnnerﬁzzz_/zégéig/

X :\NEW\FIRMSNZ\TORPHARM\1ltrs&rev\75360SDW.498

Printed in final on [/ /
BIOEQUIVALENCY 4.ACCEPTABLE Submigsion date: 04-17-98
07-15-98

1. FASTING STUDY (STF) A{|”}L7Q Strengths: 400 MG

Clinical: Apotex Research Outcome: AC

Analytical: Apotex Research _
2. NON-FASTING STUDY (STP) 1 ‘ ;{Iﬁg Strengths: 400 MG

Clinical: Apotex Research » Outcome: AC

Analytical: Apotex Research
3. FASTING STUDY (STF) (1\ \Q:\Cig’ Strengths: 100 MG

Clinical: Apotex Research Outcome: AC

Analytical: Apotex Research
4. DISSOLUTION WAIVER (DIW) Lk\ \/lko\(g Strengths: 300 MG, 100 mg & -GSy

Outcome: AC
Outcome: AC

OUTCOME DECISIONS: Ic - Incomplete UN - Unacceptable (fatal flaw)

AC - Acceptable

WINBIO COMMENTS:



BIOEQUIVALENCY COMMENTS
ANDA: 75-360 _ APPLICANT: Torpharm (Apotex)

DRUG PRODUCT: Gabapentin Capsules, 100 mg, 300 mg & 400 mg

The Division of Bioequivalence has completed its review and has
no further guestions at this time.

The following, FDA-recommended dissolution testing will need to
be incorporated into your stability and quality control programs:

The dissolution testing should be conducted in
900 mL of 0.1N HCl, at 37°C using USP23
Apparatus- II (paddle) at 50 rpm. The test
product should meet the following
specifications: '

"Not less than —%(Q) of the labeled amount of
the drug in the dosage form is dissolved in 20
minutes.’

Please note that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon
consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory issues.
Please be advised that these reviews may result in the need for
additional bioequivalency information and/or studies, or may
result in a conclusion that the proposed formulation is not
approvable. ’

Sincerely yours,

GA L % Sony

Dale P. Conner, Pharm. D.

Director, Division of Biocequivalence
Office of Generic Drugs

Center for Drug Evaluation and
Research



Ga})apen’cin Capsules Torpharm (Apotex Corp.)

100 mg, 300 mg & 400 mg Vernon Hills, IL
ANDA # 75-360 Submission Date:
Reviewer: Hoainhon N guyen - April 17, 1998*
W #75360a.498 July 15, 1998*

*Adclendum to a Previous Review

This addendum is to clarify the current FDA-recomrnended dissolution
method and specification for the above drug pro&uc’c.

1. In the previous review of the referenced submissions, the Division of
Bioequivalence has found acceptalz)le the firm’s dissolution data, along with in
vIvo bioequivalence stucly results. In the agency's correspondence fouowing
this review, the firm was informed that “The ][o//owing, FDA-recommended
dissolution testing will need to be 1'ncorporatea]‘ mto your staéi/ity and qua/ity
control programs: The dissolution testing should be conducted in Q00 ml, o][
0.1N HC/, at 37°C using USP23 Apparatus If(paa/c]/e) at 50 rpm. The test
proa]uct should mect the ][o//owing speci][ications: Not less than = (! Q) o][ the
labeled amount o][ the a’rug in the a’osage ][orm is dissolved in 20 minutes.”

At this time, the dissolution medium of 0.1N HCl was also recommended
for another ANDA (See the review of ANDA#75-350 (Gabapentin
Capsules by Purepac Pharm.) submission dated March 30, 1998 }:)y Dr. S.P.
Shrivastava). For another ga]aapentin product, however, the dissolution
medium of 0.06N HCl was recommended (Gal)apentin Capsules by Geneva,
Protocol No. 97-022). Since the reviewer of ANDA # 75_—360 considered
the difference between 0.1 N HCl and 0.06N HCl not significant, the
dissolution data obtained using 0.1N HCl were juclged accepta]ole. The firm
was therefore recommended to leeep its original dissolution method using 0.1

N H(l, as shown above.

Presently, in the effort to maintain the consistency in dissolution
testing of the drug product, the dissolution medium of 0.06N HCI
instead of 0.1N HCl is confirmed and requirec]_ for the product's :
stal)ility and quality control program. The fixm is not required to repeat
the dissolution testing for its test procluct, but only to follow the requirement



in the future testing. The firm is asked to commit to submit to the Division
of Bioequivalence the earliest dissolution results obtained using the

dissolution medium of 0.06 N HCI.

2. In a&di’cion, the firm is reminded that the 'speciﬁca‘cion for the dissolution
testing remains “Not Jess than — % (@), of the labeled amount o][ the a]rug in the

a]osage ][orm is dissolved in 20 minutes”. The specification should be reflected

in the firm’s s’cabili’cy and quali’cy control document such as the CMC files.

[n summary, the foﬂowing, F’DA—recommended dissolution testing will need

to be incorporated into the firm’s Stal)i]ify and quali’cy control programs:
The dissolution testing should be conducted in 900 mL of 0.06N
HCI, at 37°C using USP23 Apparatus H(pad&le) at 50 rpm. T]1e test

product should meet the fo]lowing spgciﬁcations: Not less than
—%(Q) of the labeled amount of the &rug’ in the dosage form is

dissolved in 20 minutes.

/K i
Hoainhon Nguyen
Division of Bioequivalence .

Review Branch I

i
RD INITIALED YHUANG / L
FT INITIALED YHUANG —H\ —~% 20 /79

Concur; /%)/ //,//Z’7Da’ce 7/4( /f\%\

a e P Conner, Pharm D

DlIECtOl‘, DlVlSlOIl OIE Bloequlvalence

cc: ANDA # 75-360 (original, cluplicate), HFD—652(Huang, Nguyen),
Drug File, Division File

HNguyen/07-08-99/W #75360a.498

Also as V:\firmsnz\torpharm\ltrs(? rev\76360a.498

Attachment: 0 page



CC:ANDA 75-360

ANDA DUPLICATE

DIVISION FILE

FIELD COPY

HFD-652/ Bio Secretary - Bio Drug File
HFD-652/ HNguyen

HFD-652/ YHuang

Endorsements: (Final with Dates)
HFD-652/ HNguyen

HFD-652/ YHuang ALY [~o /Cl‘?
HFD-617/ E. Hu CS%_ /2799
HFD-650/ D. Conner gy 2/23/%3

V:\FIRMSNZ\torpharm\ltrssrev\75360a.498
Printed in final on / /

REVIEW ADDENDUM Submission date: 4-17-98
7-15-98
Plesse enter as WS Dooumsaot. Ac
OUTCOME DECISIONS: IC - Incomplete UN - Unacceptable
(fatal flaw)

AC - Acceptable

WINBIO COMMENTS:



BIOEQUIVALENCY COMMENTS
ANDA: 75-360 APPLICANT: Torpharm (Apotex)
DRUG PRODUCT: Gabapentin Capsules, 100 mg, 300 mg & 400 mg

The Division of Bioequivalence has amended its previous
recommendations for the submissions dated April 17, 1998
and July 15, 1998 concerning the dissolution testing method
and specification. The amendment is as follows.

1. In the effort to maintain the consistency in
dissolution testing of the drug product, the dissolution
medium of 0.06N HCl, instead of 0.1N HCl, is now confirmed
and required for the above drug product’s stability and

quality control program..Youdo not need to repeat the
dissolution testing for your test product using 0.06N HCI,
but are recommended to use 0.06N HCl as the dissolution
medium in the future testing. You are also asked to commit
to submit to the Division of Bioequivalence the earliest
dissolution results obtained using this now-comfirmed
dissolution medium. -

The dissolution testing should be conducted in 900 mL of

0.06N HCl, at 37°C using USP23 Apparatus II(paddle) at 50
rpm. ' ,

2. In addition, you are reminded that the specification
for the dissolution testing remains “Not less than —%(Q)
of the labeled amount of the drug in the dosage form is
dissolved in 20 minutes”. The specification should be
reflected in your stability and quality control documents
such as the CMC files.

Sincerely yours,

y /,;}1: ) = X
% /}4{‘//;/ Z

Dale P. Conner, Pharm.D.
Director, Division of
Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and
Research
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BIOEQUIVALENCY COMMENTS
ANDA: 75-360 APPLICANT: Torpharm (Apotex)

DRUG PRODUCT: Gabapentin Capsules, 100 mg, 300 mg & 400 mg

' The Division of Bioequivalence has completed its review and has
no further questions at this time.

The Division of Bioequivalehce acknowlédges that the following,
FDA-recommended dissolution testing is being incorporated into
your stability and gquality control programs:

The dissolution testing should be conducted in
900 mL of 0.06N HCl, at 37°C using USP23
Apparatus II(paddle) at 50 rpm. The test
product should meet the following
specifications:

Not less than =—=%(Q) of the labeled amount of
the drug in the dosage form is dissolved in 20
minutes.

Please note that the bicequivalency comments provided in this
communication are preliminary. These comments are subject to
‘revision after review of the entire application, upon
consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory
igssues. Please be advised that these reviews may result in the
need for additional bioequivalency information and/or studies,
or may result in a conclusion that the proposed formulation is
not approvable.

Sincerely yours,

Dlrector, Division of
Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and
Research



CC:ANDA 75-360

ANDA DUPLICATE

DIVISION FILE

FIELD COPY

HFD-652/ Bio Secretary - Bio Drug File
HFD-652/ HNguyen

HFD-652/ YHuang

Endorsements: (Final with Dates)
HFD-652/ HNguyen 19/2.1 | 401
HFD-652/ YHuang Lbir{lj(zf/qw

HFD-617/ E. Hu <L WASIYY
KP@/UHFD—650/ D. Conner £&mb ulixlda

V:\FIRMSNZ\torpharm\ltrs&rev\75360a.o99

Printed in final on  / /

AMENDMENT Submission date: 10-12-99

1. STUDY AMENDMENT (OTH) Strength: 100 mg, 300 mg & 400 mg
vl Outcome: AC

OUTCOME DECISIONS: AC - Acceptable

WINBIO COMMENTS:



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA # : 75-360 fmevdesst SPONSOR : Torpharm(Apotex)
DRUG AND DOSAGE FORM : Gabapentin Capsules

STRENGTH(S) : 100 mg, 300 mg & 400 mg

TYPES OF STUDIES : Food Study & Fasting Study for 400 mg; Fasting Study for 100 mg
CINICAL STUDY SITE(S) : Apotex Research Inc., Weston, Canada

ANALYTICAL SITE(S) : Apotex’ Bioanalytical Laboratory, Weston, Canada

STUDY SUMMARY : Acceptable
DISSOLUTION : Acceptable / Foorl v.cbrw HCR }*f’r’r”e ST P

DSI INSPECTION STATUS _
Inspection needed: NO Inspection status: Inspection results:
First Generic Inspection reguested: (date)
New facility Inspection completed: (date)
For cause o
Other

PRIMARY REVIEWER : Hoainhon Nguyen BRANCH : 1

INITIAL : __p DATE: _jp-2/=99
TEAM LEADER : Yih-Chain Huang BRANCH : I

. - . (D)
INITIAL : (4(///£ L —— DATE: _'9/>7 /97

DIRECTOR, DIVISION OF BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

INITIAL : %(ZIZ@ | DATE : Il Z/e/é?




Gabapentin Capsules Torpharm (Apotex Corp.)

100 mg, 300 mg & 400 mg Vernon Hills, IL
ANDA # 75-360 Submission Date:
Reviewer: Hoainhon N guyen 7 October 12, 1999
W #75360a.099 |

Review of an Amendment

* The firm has submitted dissolution data in response to the agency’s cieficiency letter
dated ]uiy 29, 1999. The agency's (ieiiciency comments were as follows:

“1. In the ef/[ort to maintain the consistency in c]isso/ution»testing o][ the Jrug
proc]uct, the dissolution medium of 0.06N H(, instead 0_7[ 0.IN HC/, 1S now
confirmecl and requirec] ][or the above c]rug proaluct's stabi/ity and qua]ity.
control program. You do not need to repeat the dissolution testing ][or your test
proc]uct using 0.06N HC/, but are recommended to use 0.00N HCl as the
dissolution medium n the future_testing. You are also asked to commit to
submit to the Division 0][ Bioequiva]ence the earliest dissolution results
obtained using this now-comfirmecl dissolution medium.

The dissolution testing should be conducted in 900 ml, of 0.00N HCI, at 37°C
using USP23 Apparatus II(pac]a”e) at 50 rpm.

2. In addition, you are reminded that the speciy[ication ][or the dissolution
testing remains “Not less than — %(0Q) oftlle labeled amount of the c[rug in the
cZOSage ][orm is dissolved in 20 minutes”. The specification should be reﬂectec] |
in your stalvi/ify and qua/ity control documents such as the CMC files. 7

The firm has revised its CMC files to include the correct dissolution testing method
and specification for the test prociuct. The firm ilas also conducted dissolution
testing for the test product using the correct proce(iure.



III. Dissolution Testing: .FDA’S method

Drug (Generic Name): ~ Gabapentin Capsules Firm: Apotex Corp.

Dose Strength: 100 mg, 300 mg & 400 mg  ANDA# 75-360
Submission Date: October 12, 1999

Conditions for Dissolution Testing:

USP XXIII Basket_ Paddle X RPM 50 rpm Units Tested: 6

Medijum: 0.06 N HCl or 0.1N HCl Volume: 900 ml

Reference Drug: (Manuf.) None*

Assay Methodology: HPLC/UV@210nm

Specifica’cions: NLT =% in 20 minutes ‘
*NOTE: Testing of the RLD product is not required for the purpose of method comparison.

Results of In-Vitro Dissolution Testing:

Sampling With 0.1 N HCI With 0.06N HCI
Times Test Lot # FD7074A Test Lot # FD7074A
(Min.) Strength (mg) 100 Strength (mg) 100 ‘
Mean % Range Mean % Range
Dissolved(CV%) Dissolved(CV%)
5 61(22) —_— 50(48 _
10 96(6) _— 86(15) —_—
15 103(2) —_— 95(7) ———
20 103(3 I 99(4) I
Sampling With 0.1N HC] ' ~ With 0.06N HCI
Times Test Lot # FD7075C Test Lot # FD7075C
(Min.) Strength (mg) 300 Strength (mg) 300
Mean % Range Mean % Range
Dissolvecl(CV%) Dissolved(cvo/o)
5 54(14) ——— 59(7) ———
10 79(13) —_— 71(8) —
15 92(4) — 93(3 —
20 91(2) —_— 98(2) —

o v



Sampling With 0.1N HCI With 0.06N HCI

Times Test Lot # ED7077A Test Lot # EDZ077A
(Min.) Strength (mg) 400 _ ' Strength. (mg) 400

Mean % Range Mean % Range

Dissolved(cvo/o) _ Dissolved(cvo/o)

5 60(15) - —_— 62(9) —_
10 85(7) —_— 86(5) —_—
15 94(2) -— 93(4) N
20 98(1) —_— 96(3) —_—
Comments:

The dissolution data above show that there is no significant difference between the
test results generate(l using 0.1N HCl and those using 0.06N HCl as dissolition

medium.

Recommenclations :

The Division of Bioequivalence aclenowledges Torpharm (Apotex)’s revision of its
CMC files to comply with the agency’s in vitro dissolution testing requirements.
The dissolution data comparing the agency's method (using 0.06N HCl medium)
with the previous method (using 0.1N HCl medium) are acceptal)le.

Hoa n_hon_ Nguyen
Division of Bioequivalence

Review Brancl'l I

RD INITIALED YHUANG -
FT INITIALED YHUANG Q/‘H — ‘O/ 2/ 99

Concur: @Q/\/bmm %ﬁ)a&h‘d"‘ Date: “l'Squ
ve(yu Dale P. Conner, Pharm.D.

Director, Division of Bioequivalence

|V




cc: ANDA # 75-360 (orlglnal (Jupllcate) HFD- 652(Huang, Nguyen) Drug

File, Division File
HNguyen/lo -20-99/W #75360a.099
Also as V:\firmsnz\torpharm\ltrs&rev\75360a.099

Attachment: 0 page

APPEARS THIS WAY
ON ORIGINAL
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Gabapentin Capsules, 100 mg, 300 mg & 400 mg TorPharm

ANDA #75-360 Ontario, Canada

Reviewer: Hoainhon N guyen Submission Date:

W #75360dw0202.doc , " February 14, 2002
June 7, 2002

Review of Dissolution Data and a Waiver Request

(An Alternate Bulk Supplier)

The firm has submitted the current amendment for using gal)apen’cin raw material from

an alternate m'anu£acturer, . On April 17, 1998 .ancl July 15,
1998, the firm submitted the results ot bioequivalence studies on the 400 mg and 100
mg and the studies were found acceptable. The biowaiver request for the 300 mg was

also granted based on comparal)],e dissolution profiles and formulation propor’cionality
between all s’crengths. The biobatches used in the studies were manufactured using

gal)apentin raw material from . The firm is

es’cablishing the bioequivalence for the test produc’c manufactured using ga})apentin raw
material from , In accordance with 21CFR 320.245&)) (5).

Comparative dissolution data tor the test procluc’c manufactured Ly

—— and - were submitted. “The components and composition of‘ the
capsu/es have not changed from the components and composition o][ the proa’uct that
underwent the acceptaé/e éioavai]aéi/ity stua’y. 7

NOTE: The firm originaﬂy su]omittecl, in the Fe]:)ruary 14 amenclment, the
comparative dissolution data of the approved and pr’oposed test products for
demons’crating the bioequivalence between the approved and proposed test pro&uc’cs in

accordance with 21 CFR 320.24 (L)(5) In the June 7, 2002, the firm proviclecl
additional dissolution data of the RLD product side }Jy side with the dissolution data
of the approvecl and proposed test products.

The dissolution data are summarize(l below.

Dissolution Testing: FDA-recommended method

Drug (Generic N ame): Gabapentiri Capsules Firm: Torpharm/Apotex Ine.
Dose Strengtl'l: 100 mg, 300 mg & 400 mg ANDA# 75-360
Submission Date: F‘e]:)ruary 14 & June 7, 2002,




Table - In-Vitro Dissolution Testing

1. Con&i’cions for Dissolution Testing:
USP Basket Paddle X RPM 50 rpm Units Tested: 12
Medium: 0.06N HCl  Volume: 900 ml
Reference Drug: (Manuf.) Neurontin Capsules (Parke-Davis)
Assay Me’c]:lodology: Not given
Speci{:ica’cions: NLT — % in 20 minutes

I1. Results of In-Vitro Dissolution Testing:

) Reference Product (using

Sampling Test Product (using ° )
Times Lot # FD0069 Lot # ED7077
(Min.) ‘ Stténgth (mg) 400 7 Strengt}l (mg) 400
Mean % Range Mean % Range
Dissolve&(CV%) Dissolved(CV%)
5 57(20) e 61(11) —
10 39(9) — 87(11 e
156 - 96(4) E— 95(5) —
20 98(2) — 98(3) - —
Sampling Reference Product (Neurontin)
Times Lot # 087N1V
(Min.) Strength (mg) 400
Mean % Range
Dissolvecl(CV%)
5 56(15) _—
10 81(11) —_—
15 88(6) —
2 92(4) -
Sampling Test Product (using ) Reference Product (using —= )
Times Lot # FD0O067 Lot # FD7074
(Min.) Strength (mg) 100 Strength (mg) 100
Mean % Range Mean % Range
Dissolvecl(CV%) Dissolvéd(CV%)
5 _ 90(8) —— 76(30) —_—
10 98(2) S 94(12) —
20 929(2) s 100(3 e



Sampling

Reference Product (Neurontin)

Times Lot # 080N1V
(Min.) Streng’ch (mg) 100

Mean % Range

Dissolve&(cv%)

5 86(19) —
10 94(6) —
15 91(4) —_—
20 99(4) —
Sampling Test Product (using ) Réference Product (using — )
Times Lot # FD0O068 Lot # FD7075
(Min.) Strength (mg) 300 S’crengt}l (mg) 300

Mean % Range Meaﬁ % Range

_ Dissolved(cv%) Dissolvecl(cv%)
5 68(13) —_ 56(18) —
10 91(10) e 91(9) —_
1 98(3) e 97(4) —
0 100(3) —— 99(2) —

Sampling Reference Product (Neurontin)
Times Lot # 080ON1V
(Min.) Strength (mg) 300

Mean % Range

Dissolvecl(cv%)

S_ 65(11 —_—
10 88(6) —
15 93(4) —_—
20 e —
Comments:
The dissolution data for the test procluct manufactured using and

.are acceptal)lé. The dissolution proﬁles ot the test product from

the approved gabapentin raw material and proposed ga]oapen’cin raw material, as well as
the dissolution proﬁles of the RLD pro&uc‘c are comparable and meet the FDA-

recommended spec1flcat1on



Recommenclation:

1. The in-vitro dissolution testing conducted I)y Torpharm on its Gabapentin
Capsules, 100 mg, 300 mg ancl 400 mg, manufacture(l using

gabapentiri raw material, has been found acceptalole.

The dissolution testing should be incofporate(l ]:)y the firm in’-co its manufac’curing
controls and s’cabili’cy program. The dissolution testing should be conducted in 900

mL of 0.06N HCl at 37°C using USP apparatus H(paclcﬂe) at 50 rpm. The test
procluct should meet the foﬂowing specificatio'ns: :

Not less than — % of the labeled amount of the drug in the

dosage form is dissolved in 20 minutes.

2. The Division of Bioequivalence agrees that the information submitted by
TorPharm demonstrates the Lioequivalence of its Gal)apen’cin Capsules, 100 mg,
300 ms and 400 mg, manufactured using the alternate raw material from
S in accordance with 21 CFR 320. 24'(1))( ) 5) of the .
Bloavaﬂa}:nh’cy/ Bloequlvalence Regula’clons The firm's Ga]oapen’cln Capsules, 100

mg, 300 mg and 400 mg, manufactured using the alternate raw ma’cenal from

, are therefore deemed }31oequ1valent to the firm’s Gabapentin
Ca,psules, 100 mg, 300 mg and 400 mg, manu£acturec1 using the orlglnal raw

materlal from

@)‘%Nguyen

Division of Bioequivalence

Review Branch I
RD INITIALED YHUANG

: — 5O 2
FT INITIALED YHUANG \1 +\ X 7/5\/)/

Concur: Mdj&«-d Date: | ;2 / /// 2002

Dale P Conner, Pharm.D.

* Director, Division of Bioequivalence




cc: ANDA # 75-360 (original, (luplicate), HED-652(Huang, Nguyen), Drug File,

Division File

Hnguyen/06-17-02/W #75360dw0202.doc
Attachments: None

APPEARS THIS WAY
ON ORIGINAL



BIOEQUIVALENCY COMMENTS

ANDA: 75-360 APPLICANT: TorPharm

DRUG PRODUCT: Gabapentin Capsules, 100 mg, 300 mg & 400 mg

The Division of Bioequivalencé has completed its review and has no
further gquestions at this time.

In future applications, please include the address of the
laboratories conducting the dissolution testing in the
bicequivalence section of the ANDA.

We acknowledge that the following dissolution testing has been
incorporated into your stability and quality control programs.

The dissolution testing should be conducted in

900 mL of 0.06N HCl, at 37°C using USP
Apparatus ITI (paddle) at 50 rpm. The test
product should meet the following
specifications:

Not less than —3%(Q) of the labeled amount of
the drug in the dosage form is dissolved in 20
minutes. '

Please note that the bioequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please be
advised that these reviews may result in the need for additional
bioequivalency information and/or studies, or may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,
» Cblf:__'____\
*741 Dale P. Conner, Pharm. D. '
Director, Division of Bioequivalence
' Office of Generic Drugs ,
Center for Drug Evaluation and Research



CC: ANDA 75-360
ANDA DUPLICATE
DIVISION FILE ,
HFD-652/ Bio Secretary - Bio Drug File
HFD-652/ HNguyen

V:\firmsnz\torpharm\ltrs&rev\75360dw0202.doc
Printed in final on / /00

Endorsements: (Finall with Dates)
HFD-652/ HNguyen

HFD-652/ YHuang %/p17 > /.
HFD-617/ K. Scardina &S?Zfﬁ4‘?/
HFD-650/ D. cOnner—f). 7“(|mo)/

BIOEQUIVALENCY - ACCEPTABLE - Submission Date: 02-14-02
: 06-07-02

1. DISSOLUTION WAIVER (DIW) olt ( 2 [ilen \ Strengths: 100 mg, 300 mg & 400 mg
Outcome: AC

2. OTHERS (Additional dissolution data) ( el >) Strengths: 100 mg, 300 mg & 400 mg
Outcome: AC '

Outcome Decisions:
AC - Acceptable

WINBIO COMMENTS:



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA #: 75-360 SPONSOR : TorPharm
DRUG AND DOSAGE FORM : Gapabentin Capsules
STRENGTH(S) : 100 mg, 300 mg & 400 mg

TYPES OF STUDIES : N/A

CINICAL STUDY SITE(S) : N/A

ANALYTICAL SITE(S) : N/A

STUDY SUMMARY : N/A
DISSOLUTION : Acceptable

DSI INSPECTION STATUS
Inspection needed: Inspection status: Inspection results:
NO
First Generic | Inspection requested: (date)
New facility Inspection completed: (date)
For cause
Other

PRIMARY REVWR: Hoainhon Nguyen BRANGH : T
INITIAL : n_ DATE: 7/ 2/02~

TEAM LEADER :, Yih-Chain Huang BRANCH : I .
INTTIAL : \V{/ A h’ DATE : 7[ »feow 2

DIRECTOR, DIWSION OF BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

/FV%\JITIAL: ook DATE : EZ”/"—OOZ/
R——




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 75-360

ADMINISTRATIVE DOCUMENTS




RECORD OF TELEPHONE CONVERSATION
DATE: October 28, 1998
PRODUCT NAME: .Gabapentin
ANDA/AADA NUMBER: 75-360
FIRM NAME: Torpharm

NAME AND TITLE OF PERSON WITH
WHOM CONVERSATION HELD: Ester Barber

TELEPHONE: (416) 675-8394

MINUTES OF CONVERSATION: I called Ms Barber in response to a
request for clarification of 5 questions (#'s 3,4,6,7,10) that

were issued in our deficiency letter dated September 29,1998. For

questions 3, 6, and 10, the firm agreed to the requests as
indicated in the deficiency letter. For question # 4 regarding

- — - , the firm is requesting to use’

, but indicated they would not use.
it to exceed the ——— for any particular dosage strength. The
executed batch records submitted were for per -
strength. They agreed that they would only make a maxXimum of

for any particular strength from the

. For question # 7, I informed them that the question

was asked in error.

NAME OF OGD REPRESENTATIVE: Brenda T. Arnwing

SIGNATURE OF OGD REPRESENTATIVE: ;42444422 kjaf%;;bbaﬁﬁﬂ&;L/ i

DIVISION/BRANCH: Div Chem II/Br S

E'S




MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
» PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: August iO, 1999
FROM: Sriram Subramnaim, Ph.D.
Pharmacologist

Division of Scientific Investigations (HFD-48)

THROUGH: C.T. Viswanathan, Ph.D. (v 31049
Associate Director
Division of Scientific Investigations (HFD-48)

SUBJECT: Review of EIRs Covering ANDA 75-360
Gabapentin Capsules, 100/300/400 mg
Sponsored by TorPharm, Ontario, Canada.

TO: Dale P. Conner, Pharm.D.
Director
Division of Bioequivalence (HFD-650)

At the request of HFD-650, the Division of Scientific
Investigations conducted an audit of the following
bioequivalence study:

Study: GACP/FA/0400~-970715-(1): Comparative Bioavailability
' Study of GABAPENTIN and NEURONTIN® 400 mg Capsules

The clinical and analytical portions of this study was conducted
at Apotex Research Inc., Ontario, Canada. At the conclusion of
the inspection, a Form 483 was issued at Apotex Research.

The éignificant findings and our evaluation of them follows:

Clincal and Analytical Site: Apotex Research, Ontario, Canada.

1. Quality Assurance was Not Effective.
For example, the clinical report submitted to the Agency was
dated 4/3/98. 1In contrast, the same report on site was dated
4/7/98. Also, there was a discrepancy between the body
weight in the clinical report and the body weight in the
source document for Subject GA 13. OQur investigations
revealed that the reported body weight for Subject GA 13 was
recorded at screening. As the value did not meet the



Page 2 - Dale P. Conner, Pharm.D.

inclusion criteria, Subject GA 13’s body weight was rechecked
at check-in and was found to be acceptable. The repeated
value, however, was not reported.

These findings should not affect the results of the study.
The firm, however, should ensure that their quality assurance
is effective. :

2. Pharmacokinetic (PK) Anomalies.
The 12 hour plasma concentration for Subject GA 12 (Period 1)
was not used to calculate the elimination rate constant (Kel)
as it did not meet the expected PK profile. Also, AUC
calculations were based on scheduled times instead of
observed times, although deviations in blood draws were noted
for six time points.

These observations, however, are not likely to significantly
alter the reported AUC levels.

Conclusion:
The data from Study GACP/FA/0400-970715-(1) are acceptable for
Agency review.

Following your review of this transmittal memo, please append it
to the original ANDA submission.

Sri ramaniam, Ph.D.

cc:

HFD-45/Lepay ,
HFD-48/Viswanathan/Fujiwara/Subramaniam(2)/cf
HFD-652/Nguyen :
HFD-615/Hu/Beers-Block

HFR-MW350/Matson

Class:VAI

Draft:SS 8/5/99

Edited:MKY A/KY 8‘/!(3 [99

Final:CTV

File:5211;0:\BE\75360tor.gab



MEMORANDTUM DEPARTMENT OF . HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE : December 12, 2002 '
FROM: Russell Katz, M.D.ﬁ“***’&bf\hibg

Director
Division of Neuropharmacologlcal Drug Products
HFD 120
THRU : Rosemary Roberts, M.D.é?
Deputy Director o ’AS/LQB
Office of Counter Terrorism & Pediatric Development -
SUBJECT: Pediatric Sections: Proposed Labeling for Generic
Gabapentin Drug Products
TO: Gary Buehler
Director, Office of Generic Drugs
HFD-600

The Office of Generic Drugs (0OGD) consulted this division
regarding acceptable package insert labeling for generic
Neurontin (gabapentin) capsules, tablets, and oral solution. OGD
has asked if the generic firms could carve out information from
pediatric studies, without compromising safety or effectiveness
for the remainder of the non-exclusivity protected uses. This
labeling, which was approved on August 15, 2002, has been granted
3 years of Hatch/Waxman exclusivity. A meeting was held to
address this issue on October 21, 2002.

The meeting included representatives from The Office of Chief
Counsel, Office of Generic Drugs, and the Office of Pediatric
Drug Development and Program Initiatives. The approved pediatric
protected additions to the Neurontin labeling, and the proposed
generic carve-outs were discussed. The meeting participants
reviewed the pertinent sections of the current Neurontin package
insert and commented on the impact of each proposed deletion on
the safety and effectiveness of the drug product. The conclusion
reached was that generic firms could carve-out the pediatric
labeling sections without rendering generic products less safe or
effective for all remaining non-protected conditions of use.

Under the approach proposed by 0OGD and acceptable to this
division, these bolded sections of the package insert for generic
Neurontin (gabapentin) Capsules, Tablets, and Oral Solution will
have the following changes:



‘:Ror\ MEMD D@(‘-EQL’LI(L[OZ.

_77_page(s) of draft
labeling has been
removed from this

portion of the review.



Green, Wayne*

am: Hinchliffe, Thomas
1it: Thursday, January 22, 2004 9:35 PM
0: Green, Wayne™; CDER-DDR600 .
Cc: : Rosencrance, Susan M; Sayeed, Vilayat A; Fang, Florence S; Skanchy, David
Subject: ANDA 75-360 July 29, 2003 AC and Jan. 15 & 16, 2004 AC
Wayne, et al,

At the request of the firm's (Torpharm) NC dated January 14, 2004 for Gabapentin Capsules 100 mg,
300 mg, and 400 mg (ANDA 75-360), Chemistry requests that the July 29, 2003 AC please be
closed out based on their communication and this e-mail communication.

The July 29, 2003 AC pertained to the addition of another drug substance supplier. The DMF was
found to be deficient and the firm then chose to withdraw this Amendment returning back to their
Tentative Approval status granted January 29, 2003 and corrected February 26, 2003.

***x% ALSO, due to this withdraw please convert the TWO (2) remaining in-house amendments dated
January 15, 2004 and January 19, 2004 to Minor Amendment Status (AM) from Major Amendment
status (AC). ***These two pieces were originally submitted as AM by the ANDA firm but because of
the in-house open Major they were not given Minor status.™*

Thank you,
m

LT Thomas O. Hinchliffe, PharmD
Chemistry Project Manager

Office of Generic Drugs, HFD-617
Division of Labeling and Program Support
MPNII, RM. E230

(301) 827-5771



MEMORANDUM

DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE :
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: July 6, 2004 g /@/O?/
FROM: Susan Rosencrance, ¢
Team Leader, s /

Division of Chemistry II

SUBJECT: ANDA 75-360
- Torpharm
Gabapentin Capsules

TO: The Record

Torpharm’s new correspondence dated February 17, 2004 is in response to the Agency’s letter
dated February 5, 2004 in which it was requested all applicants for gabapentin dosage forms
tighten unknown impurities to 0.1% (see Attachment 2 for copy of letter). The applicant
(Torpharm) has agreed to the request and has submitted updated release and shelf life
specifications revised accordingly. The revised specifications are now as follows:

Finish Product Release Specifications:

 TEST

‘SPECIFICATI.ON, o

~ mEmHOD

Appearance See individual capsule description* Visual
Identification —_ #FP0114-01

) ‘ #FP0114-05
Dissolution NLT~ % (Q = *~%) of the labeled amount of Gabapentin | #FP0114-03

is dissolved in 20 min

Related Compounds  E— —_— #FP0114-02
Assay i 7% of labeled amount of Gabapentin #FP(0114-01
Content Uniformity #FP0114-01




Redacted _ | page(s)
‘of trade secret and/or
confidential commercial

~mformation from

| 7/@/2&94 MEMo




- CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICA TION NUMBER:
ANDA 75-360

CORRESPONDENCE
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APOTEX CORP.

50 LAKEVIEW PARKWAY e SUITE 127 o VERNON HILLS e ILLINOIS 60061 « TEL: (847) 573-9999 « FAX: (847) 573-1001

April 17, 1998

Document Control Room

Office of Generic Drugs (HFD-600)
Center for Drug Evaluation and Research
Metro Park North Il

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: Gabapentin Capsules, 100 mg, 300 mg, and 400 mg
Original Abbreviated New Drug Application

To Whom It May Concern:

Pursuant to Section 505(j) of the Federal Food, Drug and Cosmetic Act as amended
September 24, 1994, Apotex Corp., as the U.S. agent for TorPharm, a Division of
Apotex Inc. of Ontario, Canada, hereby submits an original abbreviated new drug
application for Gabapentin Capsules, 100 mg, 300 mg, and 400 mg.

We are submitting an archival copy under a blue cover (9 volumes), a chemistry review
copy, an additional copy of the analytical methods section under a red cover, and the
bioavailability/bioequivalence review section under an orange cover.

Apotex Corp. hereby certifies that in accordance with 21 CFR 214.94 (d) (5) a true field
- copy of the technical sections of this submission under a burgundy cover is also
included as this ANDA is being submitted by a foreign applicant.

We appreciate an expeditious review of this application. Please direct any inquiries
regarding this application to me at the address listed abeve.

Sincerely,

' ’ RFCE
WLQ/M&\/VL&,E'W“«@L( e ngD
Marcy Macdonald APR 2 0 1996

Associate Director

Regulatory Affairs ’ GENER?C Dﬁ“ﬁg



APOTEX CORP.

50 LAKEVIEW PARKWAY s SUITE 127 o VERNON HILLS ¢ ILLINOIS 60061 » TEL: (847) 573-9999 = FAX: (847) 573-1001

May 4, 1998

Office of Generic Drugs, CDER, FDA
Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: ANDA 75-360
Gabapentin Capsules 100, 300 and 400 mg
Corrected Field Certification Copy

To Whom It May Concern:
Apotex Corp. as the US agent for TorPharm, a Division of Apotex Inc. of Ontario Canada, is
submitting a corrected Field Certification Copy as requested in the telephone conversation of

May 4, 1998 with Sandra Middleton.

If you have further questions, please do not hesitate to contact me.

Sincerely,

| Marcy Macdonald

Associate Director,
Regulatory Affairs

RECEIVED
MAY O 61998

g g

GENERIC Urtie




ANDA 75-360

MAY | 2 1998

Apotex Corp. : _

U.S. Agent for: TorPharm, a Division of Apotex, Inc.
Attention: Marcy Macdonald

50 Lakeview Parkway, Suite 127

Vernon Hills, Illinois 60061 )

Llluthnlhaal sl il

Dear Madam:

We acknowledge the'feceipt of your abbreviated new drug
application submitted pursuant to Section 505(3j) of the

Federal Food, Drug and Cosmetic Act.

Reference is also made to the telephone conversation dated
May 4, 1998 and your correspondence dated May 4, 1998.

NAME OF DRUG: Gabapentin Capsules, 100 mg, 300 mg and 400 mg

DATE OF APPLICATION: April 17, 1998

DATE (RECEIVED) ACCEPTABLE FOR FILING: April 20, 1998

' You have filed a Paragraph IV patent certification, in accordance
with 21 CFR 314.94(a) (12) (I) (A) (4) and Section
505(3J) (2) (A) (vii) (IV) of the Act. Please be aware that you need
to comply with the notice requirements, as outlined below. In
order to facilitate review of this application, we suggest that
you follow the outlined procedures below:

CONTENTS OF THE NOTICE

You must cite section 505(j) (2) (B) (ii) of the Act in the notice
and should include, but not be limited to, the information as
described in 21 CFR 314.95(c).

SENDING THE NOTICE

In accordance with 21 CFR 314.95(a):

L Send notice by U.S. registered or certified mail with -
return receipt requested to each of the following:



1) Each owner of the patent or the representative
designated by the owner to receive the notice;

2) The holder of the approved application under
section 505(b) of the Act for the listed drug
claimed by the patent and for which the applicant
is seeking approval.

3) An applicant may rely on another form of
documentation only if FDA has agreed to such
documentation in advance.

DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE

You must submit an amendment to this application with the
following:

e In accordance with 21 CFR 314.95(b), provide a
statement certifying that the notice has been provided
to each person identified under 314.95(a) and that
‘notice met the content requirements under 314.95(c).

L In accordance with 21 CFR 314.95(e), provide
documentation of receipt of notice by providing a copy -
of the return receipt or a letter acknowledging recelpt
by each person provided the notice.

] A designation on the exterior of the envelope and above
the body of the cover letter should clearly state
"PATENT AMENDMENT". This amendment should be submitted
to your application as soon as documentation of receipt
by the patent owner and patent holder is received.

DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME

You are requested to submit an amendment to this application that
is plainly marked on the cover sheet “PATENT AMENDMENT” with the
following: :

® If litigation occurs within the 45-day period as
provided for in section 505(j) (4) (B) (iii) of the Act,
we ask that you provide a copy of the pertinent
notification.

e Although 21 CFR 314.95(f) states that the FDA will
presume the notice to be complete and sufficient, we
ask that if you are not sued within the 45-day period,
that you provide a letter immediately after the 45 day
period elapses, stating that no legal action was taken
by each person provided notice.



° You must submit a copy of a final order or Jjudgement
from which no appeal may be taken (which might not be
the one from the District Court), or a settlement
agreement between the parties, whichever is applicable,
or a licensing agreement between you and the patent
holder, or any other relevant information. We ask that
this information be submitted promptly to the
application.

‘If you have further questions you may contact Peter Rickman,
Chief, Regulatory Support Branch, at (301)827-5862.

We will correspond with you further after we have had the
opportunlty to review the application.

Please identify any communications concernlng this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:
Kassandra Sherrod
Project Manager

(301) 827-5849

Sincerely yours,

ry Phllllps” ’
Director y
Division of L#b
Office of Gerng
Center for Druy Evaluation and Research

\ing and Program Support



cc: ANDA 75-360
DUP/Jacket
Division File
Field Copy
HFD-610/J.Phillips
HFD-92
HFD-615/M.Bennett

Endorsement: HFD-615/PRickman, Chief, RSES%%&¢AM~%A/ date 6”‘/%F
| HFD-615, SMiddleton, CSO .S Ll (2ind date
HFD-645, BArnwine, Sup. Chem. date
WP File x: \new\flrmsnz\torphar\ltrs&rev\75360 ack
FT by/mjl/5/5/98
ANDA Acknowledgment Letter!




i A APOTEX CORP.

e

50 LAKEVIEW PARKWAY = SUITE 127 » VERNON HILLS » ILLINOIS 60061 » TEL: (847) 573-9999 » FAX: (847) 573-1001

June 3, 1998

Office of Generic Drugs, CDER, FDA

Document Control Room, Metro Park North II :
7500 Standish Place, Room 150 NEW CORRESP
Rockville, MD 20855-2773 : /(, 4

PATENT AMENDMENT N

RE: ANDA75-360 (- M @

Gabapentin Capsules
100 mg, 300 mg, and 400 mg

To Whom It May Concern:

Apotex Corp, as the U.S. agent for TorPharm, A Division of Apotex Inc, is hereby
submitting acknowledgment that Parke-Davis Co. Inc., the holder of the approved
application for Neurotin® Capsules 100 mg, 300 mg, and 400 mg, and Warner-Lambert
Co., the record owner of U.S. Patents Nos. 4,894,476 and 5,084,479, have received the
notice of non-infringement from TorPharm. A photocopy of the acknowledgments are
attached. -

If you have any questions, please do not hesitate to contact me.

Sincerely,

“)V[M,T “WWaecdald

Marcy Macdonald |
Associate Director HECEAVED

Regulatory Affairs
| 'JUN 046981
GENERIC DRUGS

[l ar



APOTEX CORP.

50 LAKEVIEW PARKWAY e SUITE 127 « VERNON HILLS  ILLINOIS 60061 e TEL: (847) 573-9999 « FAX: (847)v573-1001

July 15, 1998

Office of Generic Drugs, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773

BIOEQUIVALENCE AMENDMENT

Re:  ANDA 75-360

Gabapentin Capsules

100 mg, 300 mg, and 400 mg
To Whom It May Concern:
Apotex Corp., as the U.S. agent for TorPharm, a Division of Apotex, Inc., is submitting this
amendment to provide additional biostudies per telephone conversation with Lizzie Sanchez on
April 15, 1998.

If you have any questions, please do not hesitate to contact me.

Sincerely,

m/[mu?_ WKWJL

Marcy Macdonald
Associate Director
Regulatory Affairs

RECEIVED
(o 20 1998/
BENERIC DRUGS
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APOTEX CORP.

50 LAKEVIEW PARKWAY e SUITE 127 » VERNON HILLS « ILLINOIS 60061 e TEL: (847) 573-9999  FAX: (847) 573-1001

Fré

December 10, 1998

Office of Generic Drugs, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773

MAJOR AMENDMENT
RE: ANDA 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg
To Whom It May Concern:

Apotex Corp., as the U.S. agent for TorPharm, a Division of Apotex Inc., of Ontario., Canada, hereby
submits a major amendment for the above-referenced ANDA in response to the deficiency letter
dated September 29, 1998.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

MWoray Mgeamato

Marcy Macdonald
Associate Director
Regulatory Affairs
Ext. 223




APOTEX CORP.

50 LAKEVIEW PARKWAY » SUITE 127 « VERNON HILLS * ILLINOIS 60061  TEL: (847) 573-9999  FAX: (847) 573-1001
' o

February 26, 1999

Office of Generic Drugs, CDER, FDA ' o
Document Control Room, Metro Park North II ‘ “’
7500 Standish Place, Room 150

Rockville, MD 20855-2773

PATENT AMENDMENT
RE: ANDA 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg
To Whom It May Concern:

Apotex Corp., as the U.S. agent for TorPharm, a Division of Apotex Inc., of Ontario, Canada, hereby
submits Notice of Litigation pursuant to the accepted for filing letter dated May 12, 1998.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

7“0048 WL&WWM

Marcy Macdonald
Associate Director
Regulatory Affairs
Ext. 223



r A APOTEX CORP.

50 LAKEVIEW PARKWAY e SUITE 127 « VERNON HILLS e ILLINOIS 60061 » TEL: (847) 573-9999 * FAX: (847) 573-1001

October 12, 1999 | - NDA ORIG AMENDMENT

Office of Generic Drugs
-CDER, FDA

MPN II, HFD-600

7500 Standish Place .
Rockville, MD 20855

MINOR AMENDMENT
RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg.
To Whom It May Concern:
~ Apotex Corp., as the U.S. agent for TorPharm, a Division of Apotex Inc., of Ontario,
Canada, is hereby submitting in duplicate a minor amendment in response to the
deficiency letter dated July 29, 1999.

If you have any further questions, please do not hesitate to contact me.

Sincerely, 7

Marcy Macdonald
Associate Director
Regulatory Affairs
Ext. 223




A APOTEX CORP.

50 LAKEVIEW PARKWAY » SUITE 127 = VERNON HILLS * ILLINOIS 60061 * TEL: (847) 573-9999 « FAX: (847) 573-1001

June 13, 2000

Office of Generic Drugs
CDER, FDA BEW LR
MPN II, HFD-600

7500 Standish Place /\/ C

Rockville, MD 20855

PATENT AMENDMENT

RE: ANDA 75- 360

e A ey

To Whom It May Concern:

Apotex Corp., as the U.S. agent for TorPharm, of Ontario, Canada, is hereby submitting
in duplicate a patent amendment to provide certification for U.S. Patent Number 6,054,482.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

Marcy Macdonald
Associate Director

Regulatory Affairs
Ext. 223
@ rﬂﬁ’ ézf*“*ﬁ'
‘%;;\ v \"\k
. RECD
"JU 'a 6 2300



C A APOTEX CORP.

50 LAKEVIEW PARKWAY e SUITE 127 » VERNON HILLS e ILLINOIS 60061 * TEL: (847) 573-9999 e FAX: (847) 573-1001

August 17, 2000

Office of Generic Drugs NEW CORRESP
'CDER, FDA A/ C ’

MPN It, HFD-600 '

7500 Standish Place

Rockville, MD 20855

PATENT AMENDMENT

RE: ANDA 75-360 .
Gabapentin Capsules 100 mg, 300 mg and 400 mg.

To Whom It May Concern:
Apotex Corp., as the U.S. agent for TorPharm, of Ontario, Canada, is hereby providing a
copy of the return receipt cards from notifications sent on June 13, 2000, showing that
each person identified under 314.95(a) has received notice. We also certify that the
notices meet the content requirements under 314.95(c).

If you have any further questions, please do not hesitate to contact me.

Sincerely,

m{wng.w

Marcy Macdonald
Associate Director
Regulatory Affairs
Ext. 223
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Tor Pharm

ORIG AMENDMENT
N/M

COVER LETTER
MINOR AMENDMENT

TorPharm, 50 Steinway Boulevard, Etobicoke, Ontario, Canada, MSW 6Y3, is
hereby amending ANDA number 75-360 for Gabapentin Capsules 100 mg, 300 mg
and 400 mg. The amendment is being submitted in response to the FDA Deficiency
Letter dated November 16, 2000.

| Lbher Aot d-eh, 4 Jon o)
Esther Barber - , Date
Manager, Regulatory Compliance

TORPHARM
Amendment to ANDA #75-360

Gabapentin Capsules
100 mg, 300 mg and 400 mg

i ~

50 Steinway Bivd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340\~

T~



« A APOTEX CORP.

Y

50 LAKEVIEW PARKWAY » SUITE 127 ¢ VERNON HILLS « ILLINOIS 60061 » TEL: (847) 573-9999 » FAX: (847) 573-1001

(’;O(\(

January 31, 2002 i m
. \Wy ‘\JA@

Office of Generic Drugs .
FDA, CDER | : ]\)C/
MPN I, HFD-600
7500 Standish Place | _
Rochville, MD 20855 ;Ew.cOHRES?

Re: ANDA# 75-36@/
Gabapentin Capsules, 100, 300 and 400 mg
Notice Of Final Court Decision Triggering The 180-Day First-Filer
Exclusivity ’

Dear Madame or Sir:

In accordance with 21 C.F.R. § 314.107(e) (2001), Apotex Corp., as the U.S. agent for
TorPharm, Inc. (“TorPharm”), hereby notifies the agency of a final decision of a court
holding that a listed patent for gabapentin capsules, which was the subject of a
paragraph IV certification, is not infringed. We also submit herewith copies of the
relevant orders and judgment for the agency’s convenience.

As we explain below, as of October 14, 2001, this court decision constituted a final
judgment from which no appeal can be or has been taken under 21 C.F.R. § 314.107(c)
and (e) (1999)—the regulation applicable to all relevant ANDAs for gabapentin capsules
with paragraph 1V certifications submitted before March 2000. Accordingly, by virtue of
this final court decision, the 180-day first-filer exclusivity for gabapentin capsules was
triggered and began to run on October 15, 2001.

Background

Based on publicly available information, it is our understanding that, on or about March
30, 1998, Purepac Pharmaceutical Co. (“Purepac”) submitted ANDA No. 75-350 for 100
mg, 300 mg, and 400 mg gabapentin capsules. Purepac’s ANDA No. 75-350
references the listed drug, Neurontin® (gabapentin) capsules, which is the subject of
NDA No. 20-235 formerly held by the Parke-Davis Divigion of YWarner-Lambert
Company (“Warner-Lambert”), which is now a divi "oi?@of Pfizer,"ffﬁ’kxln 1998, two

FEB 01 2002 3
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relevant patents were listed in the Orange Book in connection with NDA No 20-235
and Neurontin® (gabapentin) capsules: U.S. Patent No0.4,894,476 (“the ‘476 patent”)
and U.S. Patent No. 5,084, 479 (“the ‘479 patent”) Only the ‘476 patent is relevant
here.

With its ANDA No. 75-350, Purepac submitted a paragraph IV certification, pursuant to
21 U.S.C. § 355()(2)(A)(vii)(IV), for the ‘476 patent, stating that the ‘476 patent will not
be infringed by the manufacture, sale, or use of Purepac’s gabapentin capsules, and
that the ‘476 patent is invalid. Purepac did not submit a paragraph IV certification for
the ‘479 patent, but instead submitted a statement of inapplicable use pursuant to 21
U.S.C. § 355(j)(2)(A)(viii). After providing the requisite notice of its ANDA and
paragraph IV certification to the current NDA-holder and patentee, Warner-Lambert,
Purepac was sued by Warner-Lambert in the United States District Court for the District
of New Jersey (Lifland, J.) for infringement of both the ‘476 patent and-the ‘479 patent
under 35 U.S.C. § 271(e)(2)(A). That litigation is still pending and no court decision has
been rendered on either patent.

On April 17, 1998, TorPharm, through its U.S. agent, Apotex Corp., submitted ANDA
No. 75-360 for 100 mg, 300 mg, and 400 mg gabapentin capsules. TorPharm’'s ANDA
No. 75-360 also references Neurontin® (gabapentin) capsules and NDA No. 20-235.
With its ANDA No. 75-360, TorPharm submitted paragraph IV certifications, pursuant to
21 U.S.C. § 355(j)(2)(A)(vii), for both the ‘476 patent and the ‘479 patent, stating that
such patents will not be infringed by the manufacture, sale, or use of TorPharm’s
gabapentin capsules. TorPharm also provided the requisite notice of its ANDA and
paragraph |V certifications for the ‘476 and ‘479 patents to Warner-Lambert.

On July 14, 1 998, Warner-Lambert sued TorPharm for infringement of the ‘476 and ‘479
patents under 35 U.S.C. § 271(e)(2)(A) in the United States District Court for the
Northern District of lllinois, Eastern Division (Plunkett, J.).> On March 2, 2001, the

! The third listed patent, U.S. Patent No. 4,087,544 (““544 patent”), is not relevant to this
discussion, since it was scheduled to, and did, expire on July 16, 2000, and, to
TorPharm’s knowledge, was never the subject of a paragraph I'V certification. Rather, all
gabapentin capsule ANDA applicants in 1998, including Purepac and TorPharm,
submitted paragraph III certifications for the ‘544 patent.

*In 2000, Warner-Lambert listed another patent, U.S. Patent No. 6,054,482 (“the ‘482
patent”), in the Orange Book for which both Purepac and TorPharm submitted paragraph
IV certifications. The ‘482 patent is not pertinent to the present discussion.

> After TorPharm certified to the later-listed ‘482 patent, Warner-Lambert sued TorPharm
(and four other generic companies, including Purepac) for infringement of the ‘482 patent
in the United States District Court for the District of New Jersey. That litigation is still
ongoing. But again, the ‘482 patent is not relevant here; nor is the pending litigation on
that patent.



district court granted summary judgment of noninfringement for TorPharm on the ‘476
patent, stating:

Because plaintiff has not responded to defendants’ motion for sSummary
judgment with facts sufficient to prevent the entry of summary judgment,
and because plaintiff agrees that summary judgment in favor of
defendants is appropriate, we grant defendant’s [sic] motion for summary
judgment. Moreover, because there is no just reason for delay or appeal
of such order, it is hereby ordered that defendants are entitled to summary
judgment as to plaintiff's patent infringement claim (Patent No. 4,894,476)
pursuant to Fed. R. Civ. P. 54(b). This is a final and appealable order.

(Tab A). The district court initially made its order final and appealable under Rule
54(b), Fed. R. Civ. P., even though the ‘479 patent remained at issue in the
lawsuit.- On Warner-Lambert’s timely Rule 59(e) motion, the district court
amended the order to remove the Rule 54(b) certification, making the summary
judgment of noninfringement on the ‘476 patent nonfinal (i.e. unappealable until
the remaining issues regarding the ‘479 patent were resolved). (Tab B).

On September 13, 2001, the district court granted summary judgment of
noninfringement for TorPharm on the ‘479 patent as well, effectively resolving all
remaining issues in the case, and entered a final and appealable judgment in favor of
TorPharm, which was docketed on September 14, 2001. (Tab C). ’

On October 12, 2001, Warner-Lambert filed a notice of appeal to the United States
Court of Appeals for the Federal Circuit (“the Federal Circuit”), from the final judgment
entered on September 13, 2001, “and from all interlocutory and other Orders entered
prior to entry of final judgment in this matter.” (Tab D).

TorPharm subsequently moved for summary affirmance of the district court’'s March 2,
2001 grant of summary judgment of noninfringement for TorPharm on the ‘476 patent.*
In response, Warner-Lambert indicated that it was “not pursuing an appeal of the United
States District Court for the Northern District of lllinois’ decision to grant summary
judgment for [TorPharm] on the ‘476 patent.” (Tab E).

As a consequence, on January 15, 2002, the Federal Circuit held that TorPharm'’s
“motion for summary affirmance regarding the ‘476 patent is moot” because Warner-
Lambert is “not seeking review of the grant of summary judgment of noninfringement of
the ‘476 patent.” (Tab F).> Warner-Lambert's time for appealing the district court’s

* TorPharm also moved for summary affirmance of the district court’s grant of summary
judgment for TorPharm on the ‘479 patent.

> The Federal Circuit denied TorPharm’s motion for summary affirmance on the ‘479
patent and ordered full briefing of the appeal, which is currently underway.



summary judgment of noninfringement for TorPharm on the ‘476 patent expired 30 days
after September 14, 2001, or on October 15, 2001. As such, the decision on the ‘476
patent is final and can no longer be appealed by Warner-Lambert.

The 180-Day First-Filer Exclusivity Began to Run On October 15, 2001,
The Day Warner-Lambert’s Right To Appeal Expired.

Under the agency’s current regulatory scheme for ANDAs with paragraph IV
certifications submitted before March 2000, the running of the 180-day first-filer
exclusivity period is governed by the relevant provisions of 21 C.F.R. § 314.107(c) and
(e) (1999). See Guidance for Industry, Court Decisions, ANDA Approvals, and 180-day
Exclusivity Under the Hatch-Waxman Amendments to the Federal Food, Drug, and
Cosmetic Act, March 2000. That regulation provides in pertinent part: '

(c) Subsequent abbreviated new drug application submission.

(1) If an abbreviated new drug application contains a
certification that a relevant patent is invalid, unenforceable,
or will not be infringed and the application is for a generic
copy of the same listed drug for which one or more
substantially complete abbreviated new drug applications
were previously submitted containing a certification that the
same patent was invalid, unenforceable, or would not be
infringed, approval of the subsequent abbreviated new drug
application will be made effective no sooner than 180 days
from whichever of the following dates is earlier:

(i) The date the applicant submitting the first
application commences commercial marketing
of its drug product; or

(il) The date of a decision of a court holding 'the
~ relevant patent invalid, unenforceable, or not
infringed. ' :

(e) Court actions.

(1) References to actions of “the court” in paragraphs (b) and
(c) of this section are to the court that enters final judgment
from which no appeal can be or has been taken.

(2) For the purposes of establishing the effective date of -
approval based on a court judgment, the following dates



shall be deemed to be the date of the final decision of the
court on the patent issues:

(i) If the district court enters a decision that the
patent is invalid, unenforceable, or not
infringed, and the decision is not appealed, the
date on which the right to appeal lapses.

* * *

21 C.F.R. § 314.107(c) and (e) (1999).'

In the past, and in particular with regard to the first-filer exclusivity for ranitidine
hydrochloride, the agency has interpreted this regulation, consistent with its plain
language, to mean that, in a case in which there is no appeal of the court decision, the
180-day first-filer exclusivity begins to run on the date that the right to appeal expires.
See Granutec, Inc. v. Shalala, 139 F.3d 889. 1998 WL 153410, at * 5 (4th Cir. April 3,
1998) (“FDA measured Genpharm’s exclusivity period from March 3, 1897, the date that
Glaxo's right to appeal expired in Glaxo, Inc. v. Boehringer Ingelheim Corp.,... a wholly
unrelated suit in which a district court determined that Boehringer Ingelheim'’s generic
version of Form 1 ranitidine did not infringe upon Glaxo’s 431 patent.”).

As applied to gabapentin capsules, the same result is appropriate and consistent with
both the agency’s regulation and previous application of that regulation. Specifically,
the relevant gabapentin capsule ANDAs with paragraph IV certifications for the ‘476
patent were filed before March 2000. According to the agency's March 2000 Guidance
for Industry, the relevant provisions of 21 C.F.R. § 314.107(c) and (e) (1999) therefore
apply here. Under that regulation, TorPharm’s summary judgment of noninfringement
on the ‘476 patent constitutes a final judgment from which no appeal can be or has
been taken, since Warner-Lambert did not appeal that judgment, and because the time
for doing so expired on October 15, 2001. As a consequence, pursuant to the
regulation and the agency’s previous application of it, the 180-day first-filer exclusivity
for gabapentin capsules was triggered and began to run on October 15, 2001.

If you have any questions, or require any further information, please do not hesitate to
call. ‘ ‘

Very Truly Yours,

WM.. MQMQ*VWL“Q

Marcy Mécdonald

Associate Director, Regulatory Affairs
Apotex Corp. :

Attachments
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February 01, 2002

Office of Generic Drugs

FDA, CDER ’ SEW COtREes
MPN [i, HFD-600 _
7500 Standish Place

Rochville, MD 20855

Re: ANDA # 75-360 cover letter to replace Incorrect ANDA # 75-369
referenced on same communication sent 01/31/02
Gabapentin Capsules, 100, 300 and 400 mg
Notice Of Final Court Decision Triggering The 180-Day First-Filer
Exclusivity

Dear Madame or Sir:

In accordance with 21 C.F.R. § 314.107(e) (2001), Apotex Corp., as the U.S. agent for
TorPharm, Inc. (“TorPharm”), hereby notifies the agency of a final decision of a court
holding that a listed patent for gabapentin capsules, which was the subject of a
paragraph IV certification, is not infringed. We also submit herewith copies of the
relevant orders and judgment for the agency’s convenience.

As we explain below, as of October 14, 2001, this court decision constituted a final
judgment from which no appeal can be or has been taken under 21 C.F.R. § 314.107(c)
and (e) (1999)—the regulation applicable to all relevant ANDAs for gabapentin capsules
with paragraph 1V certifications submitted before March 2000. Accordingly, by virtue of
this final court decision, the 180-day first-filer exclusivity for gabapentin capsules was
triggered and began to run on October 15, 2001. ’

Background

Based on publicly available information, it is our understanding that, on or about March
30, 1998, Purepac Pharmaceutical Co. (“Purepac”) submitted ANDA No. 75-350 for 100
mg, 300 mg, and 400 mg gabapentln capsules. Purepac's ANDA No. 75-350
references the listed drug, Neurontin® (gabapentin) capsules, which is the subject of
NDA No. 20-235 formerly held by the Parke-Davis Division of Warner-Larmnbert

Company (’ Warner—Lambert}h‘athém }§now a division of Pfizer, Inc. In 1998, two
W
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February 08, 2002

Office of Generic Drugs : NC/
CDER, FDA .
MPN II, HFD-600 NEW CORRESP

7500 Standish Place
Rockville, MD 20855

PATENT AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg.

To Whom It May Concern:

Apotex Corp., as the U.S. agent for TorPharm, of Ontario, Canada, hereby submits Notice
of Litigation in relation to the patent 6,054,482 pursuant to the accepted for filing letter
dated May 12, 1998.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

Marcy Macdonald
Associate Director
Regulatory Affairs
Ext. 223
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COVER LETTER

MAJOR AMENDMENT

TorPharm, 50 Steinway Boulevard, Etobicoke, Ontario, Canada, MOW 6Y3 is hereby filing
an amendment to ANDA number 75-360 for Gabapentin Capsules 100 mg, 300 mg and 400
mg. This major amendment is being submitted to request approval to use an alternate
manufacturer for the raw material Gabapentin. TorPharm proposes using =———————
~— as the alternate manufacturer of Gabapentin.

)/MV\ antha Xt - FCBVu,an’/ |4, 2003 .
Samantha Law ' Date ‘
Supervisor, Regulatory Affairs '

FEB 1 5 2002
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TORPHARM §

Amendment to ANDA #75-360 §

Gabapentin Capsules 100 mg, 300 mg and 400 mg

- 50 Steinway Bivd., Etobfcoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340



Tor Pharm

ORIG AME DMENT
COVER LETTER AC

MINOR AMENDMENT

TorPharm, 50 Steinway Boulevard, Etobicoke, Ontario, Canada, MOW 6Y3 is submitting an
amendment to ANDA number 75-360 for Gabapentin Capsules 100 mg, 300 mg and 400 mg.
The amendment is being submitted to provide an exclusivity statement for indication I-311
and revised labeling. The amendment is being submitted as per FDA Guidance for Industry,
“Revising ANDA Labeling Following Revision of the RLD Labeling”, July 2001. Also
included in this amendment is additional Bioavailability/Bioequivalence information and
updated finished product stability specifications, pertaining to the amendment dated February

14, 2002. That amendment was submitted requesting approval for TorPharm to use
. as the alternate manufacturer of Gabapentin.

Mwmm%‘ﬁip‘émd . RE CE]VED)‘M,M 7,2002. .

Samantha Law Datk
Supervisor, Regulatory Affairs JUN 10 2002

OGD/ CDER

TORPHARM

Amendment to ANDA 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg

50 Steinway Bivd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340
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COVER LETTER
TELEPHONE AMENDMENT

TorPharm, 50 Steinway. Boulevard, Etobicoke, Ontario, Canada, MOW 6Y3, is
hereby amending ANDA number 75-360 for Gabapentin Capsules 100 mg, 300 mg
and 400 mg. The amendment is being submitted in response to the FDA telephone
call dated June 13, 2002 from Andrew Langowski. TorPharm has been requested to
revise the - limit for the test in the Stability
Specifications from — % to——"%.

This amendment also includes revised raw material and finished product Testing
Specifications for Gabapentin Capsules 100 mg, 300 mg and 400 mg.

Sclumantba s - | Qg 27, 2002
Samantha Law Daté&
Supervisor, Regulatory Affairs

RECEIVED

JUN
¢ 82002 Amendment to ANDA #75-360

OGD ' Gabapentin Capsules
/ CDER 100 mg, 300 mg and 400 mg

TORPHARM

50 Steinway Bivd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340
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NIt
COVER LETTER
BIOEQUIVALENCY COMMENT ACKNOWLEDGEMENT
TdrPharm, 50 Steinway Boulevard, Etobicoke, Ontario, Canada, MOW 6Y3, is

providing feedback for ANDA 75-360 for Gabapentin Capsules 100 mg, 300 mg and
400 mg, in regards to the bioequivalence comments made in the FDA letter dated

July 29, 2002.
SSamantbha s Ausudt 01,3002
Samantha Law. ' Date ¢

Supervisor, Regulatory Affair

RECEIVED
AUG 0 2 2002

OGD / CDER
TORPHARM

" Bioequivalency Comment to ANDA #75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

50 Steinway Bivd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340
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ATTORNEYS AT LAW 312.443.0700 | 312.443.0336 FAX | WWW.LORDBISSELL.COM
September 24, 2002 ' William A. Rakoczy

312.443.0329
Fax: 312.896.6329
wrakoczy@lordbissell.com

BY FEDERAL EXPRESS

Daniel E. Troy, Esq.

Chief Counsel

U.S. Food And Drug Administration
5600 Fishers Lane GCF-1

Room 657

Rockville, Maryland 20857

Re: ANDA No. 75-360 (Gabapentin Capsules 100, 300 and 400 mg)---

1) Expiration Of 30-Month Stay And The 180-Day First-Filer Exclusivity For
Gabapentin Capsules; and,

2) Purepacv. Thompson, Case No. 02-02657 (D.D.C.) (Huvelle, J.)
Dear Mr. Troy:

We represent TorPharm, a Canadian manufacturer of generic drugs, and its U.S. agent,
Apotex Corp. TorPharm has submitted, through Apotex Corp., ANDA No. 75-360 for 100 mg,
300 mg, and 400 mg gabapentin capsules, which references the hsted drug Neurontin®
(gabapentin) capsules and NDA No. 20-235.

From your recent discussions with TorPharm’s Canadian counsel, Tim Gilbert, we
understand that you are willing to meet with us to discuss TorPharm’s June 27, 2002 request for
‘an agency determination that, subject to any technical or scientific issues or concerns,
TorPharm’s ANDA No. 75-360 for gabapentin capsules will be eligible for and receive final
agency approval upon the expiration of the purported second 30-month stay on December 15,
2002, and that such final approval will not be subject to or precluded by Purepac’s purported
first-filer exclusivity. To guide such a discussion, we provide you with the following statement
summarizing TorPharm’s position that: (1) the first-filer exclusivity for gabapentin has been
triggered and expired; and, (2) the recently filed Purepac v. Thompson case (regarding Purepac’s
failure to certify to the listed ‘479 patent) has no effect or bearing on TorPharm’s ANDA, and
further that Purepac must certify to the listed ‘479 patent.

Because these issues are of significant concern to TorPharm and its future business plans
regarding gabapentin, we respectfully request a meeting to discuss these issues with E)u at your
earliest convenience. :

ATLANTA - CHICAGT LONDON 10S ANGELES NEW YORK RO(S&DP 2 5 2002
624917 1 QGD/CDER
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4)) 180-day first-filer exclusivity. The pertinent facts, and TorPharm’s position, are
fully set forth in my previous letter to you, dated June 27, 2002, and so will not be repeated here.
For your convenience, we enclose another copy of that letter, with attachments, at Tab A. Put
simply, as of October 15, 2001, TorPharm obtained a final judgment of noninfringement on the
listed *476 patent from which no appeal has been or can be taken. As set forth in my June 27
letter, it remains TorPharm’s position that, under any interpretation of the statute, or any of the
agency’s regulations, guidances, or past practices, this judgment triggered the 180-day first-filer
exclusivity period for gabapentin capsules as of October 15, 2001.

2) Purepac v. Thompson, Case No. 02-02657 (D.D.C.) (Huvelle, J.). The pertinent
facts are also set forth in my June 27 letter, as well as Purepac’s Complaint; a copy of which is
attached hereto at Tab B. In short, the listed ‘479 patent claims a method of using gabapentin to
treat neurodegenerative diseases. The ‘479 patent is listed in the Orange Book with use code U-
285-“treatment of neurodegenerative diseases.” Gabapentin is approved for treating partial
seizure in persons with epilepsy, as well as the treatment of postherpetic neuralgia in adults.
Purepac has submitted ANDAs for gabapentin capsules and tablets. To date, however, Purepac
has not submitted any type of patent certification (IV or III) for the listed ‘479 patent, but rather
only a “little (viii) statement of inapplicable use” pursuant to 21 U.S.C. § 355G)(2)(A)(viii).
TorPharm was the first ANDA applicant to submit a paragraph I'V certification for the ‘479
patent.

According to Purepac’s Complaint, the agency has issued a “letter ruling” (which we
have not seen) stating that it will not finally approve Purepac’s capsule or tablet ANDAs unless
and until Purepac submits a patent certification for the ‘479 patent. (See e.g., Tab B, Compl.
49-50.) Purepac alleges that this “letter ruling” is arbitrary and capricious (id. 1 56-63) and
seeks, inter alia, a declaratory judgment to this effect, together with injunctive relief: (a)
requiring FDA to approve Purepac’s ANDAs without a paragraph IV certification for the listed
‘479 patent; and, (b) enjoining FDA from approving any gabapentin ANDA that contains a
paragraph IV certification for the listed ‘479 patent. In effect, Purepac’s position is that the
agency is required by statute to accept Purepac’s section (viii) statement for the listed ‘479
patent. :

First, regardless of whether Purepac is correct that it does not need to file a paragraph IV
certification, this cannot have any bearing on whether ANDAs that contain a paragraph IV
certification for the ‘479 patent are approvable. We are aware of no authority, and Purepac has
cited none, that even remotely supports such a proposition, i.e. that one company’s failure to file
a paragraph IV certification (e.g. Purepac) can somehow be grounds for not approving a second
company’s ANDA that actually contains a paragraph IV certification for the patent in question
(e.g. TorPharm). Indeed, such a rule, as suggested by Purepac, would contradict Hatch-
Waxman’s incentive of encouraging ANDA applicants to challenge listed patents, as TorPharm
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did here, by being the first applicant to submit a paragraph I'V certification for the listed ‘479
patent.

Second, TorPharm believes that, in view of the agency’s past practices, Purepac must
submit a paragraph IV certification for the listed ‘479 patent.

As you know, an NDA holder may submit information on a use patent, along with a use
code designation, for listing in the Orange Book. It is our understanding that the agency will not
look behind Orange Book listings or designations of approved uses to determine whether, in fact,
a patent actually covers an approved use. Instead, the agency will rely on the declaration and use
code designation submitted by the NDA holder. In other words, it is our understanding that the - -
agency, consistent with its purported policy of not reviewing patents, will not interpret the claims
of a patent to determine whether a patent is properly listed or claims an approved use of the drug.

Thus, if the NDA holder asserts that the patent covers an approved use, as indicated by
the use designation for that patent, and it is a use for which the ANDA applicant is seeking
approval, the ANDA applicant will be required to submit a patent certification, pursuant to 21
U.S.C. § 355()(2)(A)(vii), together with a “little (viii) statement of inapplicable use” under
subsection (viii). However, if the patent submitted to FDA for listing in the Orange Book does
not claim a use for which the ANDA applicant seeks approval, as indicated by the use code
associated with that patent, no patent certification under subparagraph (vii) is required, but rather

“only a section statement of inapplicable use under subsection (viii).

For example, in the case of 50 mg tramadol hydrochloride tablets, the agency did not
require TorPharm to submit a patent certification, but rather only a little (viii) statement of
inapplicable use, because the patent at issue, as indicated by the use code associated with it, did
not claim a use for which TorPharm was seeking approval. Specifically, in that situation, the
NDA holder submitted a patent for listing in the Orange Book which purportedly claimed a 16
day/25 mg titration dosing schedule. The accompanying use code U-435 provided for “a
titration dosing regiment for the treatment of pain using an initial does of about 25mg.” Notably,
however, there was an approved use of the drug apart from the titration dosing regiment that was
the subject of the listed patent and use code. TorPharm’s product and labeling therefore made no
reference to the dosing regiment that was the subject of the newly listed patent and use code, but
rather referred only to other approved use. As such, the agency appropriately did not require
TorPharm to file a paragraph I'V certification, but rather only a “little (viii)” statement of
inapplicable use for the recently listed patent.

In the case of paroxetine hydrochloride, however, the agency did require TorPharm to
submit a patent certification for the new use patent. Specifically, the NDA holder submitted the
*291 patent for listing in the Orange Book, which claimed a method of using paroxetine for the
treatment of post traumatic stress disorder and depression associated with withdrawal from
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heroin abuse. Notably, the use code employed by the agency and published in the Orange Book
was U-286 — “depression.” Paroxetine is approved for, inter alia, treating depression.

Unlike the case of tramadol, above, the agency would not permit TorPharm to submit
solely a section (viii) statement for what TorPharm believed to be a patent on a method of use
that had not been approved by FDA, in part because it would have required the agency---
purportedly in violation of its long-standing policy not to substantively review patents---to
actually review the patent to determine exactly what it claims, i.e. whether the patent claims a
method of using paroxetine to treat depression. Instead, for paroxetine, the agency accepted the
NDA holders statement, as indicated by the use code, that the use patent claimed an approved
use of the drug and, as a consequence, required TorPharm to submlt a paragraph IV certification,
in addition to a previously filed section (viii) statement.

~ TorPharm believes that the same result is warranted for gabapentin here. Warner-
Lambert submitted the ‘479 patent (which claims a method of using gabapentin for treating
neurodegenerative diseases) for listing in the Orange Book with use code U-258-“treatment of
neurodegenerative diseases.” Purepac, of course, has taken the position that the listed ‘479
patent does not claim a use for which Purepac is seeking approval. That could be the case.
However, from the face of the use code description alone, which is all that agency will look to in
such cases, it is our understanding that it is not immediately apparent to the agency that the
patent claims an unapproved use. To answer this question definitively, the agency would have to
substantively review the listed ‘479 patent to determine exactly what it claims, i.e. whether the
claim for neurodegenerative diseases does or does not include the treatment of partial seizures in
person with epilepsy. But this is a question of patent claim interpretation, which is precisely
what the agency has refused to do in accordance with its policy of not reviewing patents. Rather,
it is our understanding that the agency will rely upon and look to the NDA holder as the final
arbiter in such matters.

That appears to be exactly what happened here. In response to Purepac’s inquiries, the
agency conferred with Warner-Lambert, which purportedly stated that the ‘479 patent is properly
listed (i.e. claims an approved use of the drug). In turn, the agency appears to have refused to
look behind that statement to determine exactly what the ‘479 patent claims and whether
Purepac’s section (viii) statement is correct, but rather has required Purepac to submit a
paragraph [V certification for the ‘479 patent.

This is consistent with the agency’s past practices, and in particular its treatment of
TorPharm in the case of paroxetine. In view of those past practices, Purepac must therefore
submit a patent certification for the listed ‘479 patent.

And finally, it would be inequitable for Purepac to gain an unfair advantage over
TorPharm by failing to submit a patent certification for the listed ‘479 patent where, as here,
TorPharm has in fact certified to the ‘479 patent---and was the first to do so. In essence, Purepac
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is attempting to nullify the fact that TorPharm was the first to file a paragraph IV certification for
the ‘479 patent. Purepac should not be permitted to use a section (viii) statement in this fashion
to manipulate and avoid the patent certification requirements.

For at least these reasons, it is TorPharm’s position that Purepac must certify to the ‘479
patent, or else Purepac should not receive final approval for its gabapentin ANDAs.

Conclusion

We respectfully request a meeting with you to discuss these issues at your earliest
convenience, and in particular TorPharm’s.June 27, 2002 request for an agency determination.
that, subject to any technical or scientific issues or concerns, TorPharm’s ANDA No. 75-360 for
gabapentin capsules will be eligible for and receive final agency approval upon the expiration of
the purported second 30-month stay on December 15, 2002, and that such final approval will not
be subject to or precluded by Purepac’s purported first-filer exclusivity.

Very truly yours,
LORD, BISSELL & BROO}{
PRy .
WA
William A. Rakoczy

WAR/nas

Attachments

cc: Office of Generic Drugs
FDA, CDER
MPN II, HFD-600
7500 Standish Place

Rockville, Maryland 20855
Kevin M. Fain

Dr. Bernard C. Shermah
Dr. David Coffin-Beach
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COVER LETTER I\ !ﬁ"m

ADDENDUM TO AMENDMENT

TorPharm, 50 Steinway Boulevard, Etobicoke, Ontario, Canada, MOW 6Y3, is
hereby submitting an addendum to the amendment dated July 22, 2002 for ANDA
number 75-360 for Gabapentin Capsules 100 mg, 300 mg and 400 mg. The
. amendment is being submitted to request FDA approval for the addition of an
alternate manufacturing equipment. TorPharm proposes to add an alternate
encapsulator of the same design and operating principles as the one submitted in
the original scale-up manufacturing documents, with the exception that this
proposed encapsulatoris — -

Mampntina Poud Octebar 18, 5003
Samantha Law ‘ Date
Supervisor, Regulatory Affairs

TORPHARM
Amendment to ANDA #75-360

Gabapentin Capsules
100 mg, 300 mg and 400 mg

i | RECEIVED

50 Steinway Bivd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 get (21 (i) ?662840

OGD/CDER
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COVER LETTER

MINOR AMENDMENT — FINAL APPROVAL REQUESTED

TorPharm, 50 Steinway Boulevard,‘ Etobicoke, Ontario, Canada, M9W 6Y3, is hElaL
amending ANDA number 75-360 for Gabapentin Capsules 100 mg, 300 mg and 400 mg.
The amendment is being submitted in response to the Approvable Letter dated December 6,
2002. '

TorPharm requests final approval for ANDA #75-360, Gabapentin Capsules 100 mg, 300 mg
and 400 mg based on the following:

e As of December 15, 2002, the expiration of the 30-month period provided for in
Section 505 () (5) (B) (ii1) beginning with the date of receipt of the 45-day notice
required for the ‘482 patent under Section 505 (j) (2) (B) (3).

e Labeling revised as per>the OGD Gabapentin Labeling (provided in the electronic
mail dated December 10, 2002, from Michelle Dillahunt). Final printed labeling is

included in this amendment.

e No changes have been made to the chemistry, manufacturing, and controls
information.

| \)J&MMW@WQ ‘ December 13,2048 .

Samantha Law : Date _
Supervisor, Regulatory Affairs RECEIVED
DEC 1 ¢ 2002
OGD/CDER
TORPHARM

Amendment to ANDA #75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg

i

50 Steinway Bivd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340
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December 17, 2002

Via Facsimile and E-mail

NEW G”‘TJ =5P

'L.)

Mr. Gary Buehler

Director V“) C.
Office of Generic Drugs

Center for Drug Evaluation and Research

U.S. Food and Drug Administration

HFD-600, Metro Park North 1T

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

U.S.A.

Re: ANDA No. 75-360—Gabapentin Capsules 100, 300 and 400 mg
Dear Mr. Buehler:

On December 16, 2002, the Court in Purepac Pharmaceutical Co. v,. Thompson et al.,
Civil Action No. 02-1657 (ESH) (D.D.C.), issued its final ruling and explicitly refused to enjoin
or prohibit FDA from approving TorPharm’s Abbreviated New Drug Application (“ANDA”)
No. 75-360 for Gabapentin Capsules, 100 mg, 300 mg, and 400 mg. Because the Court has not
enjoined FDA from granting final approval of TorPharm’s ANDA, and because TorPharm’s
ANDA meets all other requirements for final approval, TorPharm hereby requests that the
agency grant final approval of that ANDA immediately.

Specifically, as you know, the agency issued an approvable letter, dated December 6,
2002, indicating that TorPharm’s ANDA would receive final approval after: (1) resolution of
certain labeling issues identified in the December 6 letter for which the agency would provide a
template for the package insert labeling; and, (2) expiration of the 30-month stay for the ‘482
patent, or the date of a court decision from which no appeal has been or can be taken. Those
conditions for final approval have now been satisfied. TorPharm submitted its final printed
labeling on December 16, 2002, in accordance with the agency’s express instructions and
labeling template, thus resolving the labeling issues referenced in the agency’s December 6
letter. Moreover, the 30-month stay for the ‘482 patent expired on December 15, 2002.

RECEIVED

DEC 1 §2002
OGD/CDER

50 Steinway Blivd., Etobicoke, Ontario, Canada MOW 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340



Accordingly, having satisfied all requirements, TorPharm hereby requests final approval
of its ANDA No. 75-360 for Gabapentin Capsules, 100 mg, 300 mg, and 400 mg immediately,
and in no event later than the end of business today, December 17, 2002.

Please do not hesitate to contact me if you have any questions.

Yours very truly,

Dr. David C%h e O, 20—

President, TorPharm

cc: Thomas Hinchcliffe, Project Manager
Daniel Troy, Office of Chief Counsel
Elizabeth Dickinson, Office of Chief Counsel
William Rakoczy, Lord Bissell Brook
Tim Gilbert, Gilbert’s
- Arthur Tsien, Olsen Frank and Weeda
David Bederman, Emory University School of Law

663469 _1



ANDA 75-360 (Capsules, 100 mg, 300 mg and 400 mg)

Apotex Corp.

Attention: Marcy Macdonald
U.S. Agent for: TorPharm

50 Lakeview Parkway, Suite #127
Vernon Hills, IL 60061

Dear Madam,

You have pending before the Food and Drug Administration an abbreviated new drug
application (ANDA) for gabapentin capsules referencing Neurontin. As you may be aware, on
Monday, December 16, 2002, Judge Huvelle of the U.S. District Court for the District of '
Columbia issued a decision regarding patent certification requirements with respect to U.S.
Patent No. 4,084,479 (the '479 patent), which is listed in Approved Drug Products with
Therapeutic Equivalence Evaluations (the Orange Book) for Neurontin. Purepac
Pharmaceuticals Co. v. Thompson, et al., No. 02-1657 ( D.D.C. Dec. 16, 2002). Judge Huvelle
concluded that Purepac Pharmaceuticals Co. could maintain a "section viii"” statement to the '479
patent pursuant to section 505()((2)(A)(viii) of the Federal Food, Drug, and Cosmetic Act, but
left it to the agency to "sort out the considerable complexities” relating to whether other
gabapentin ANDAs could maintain a paragraph IV certification, and the impact of FDA's
decision on 180-day exclusivity.

With this letter, we are providing you with an opportunity to comment on how FDA should
implement Judge Huevelle's decision regarding the propriety of a section viii statement to the
'479 patent, the related issue of ANDA applicants maintaining a paragraph IV certification to that
patent, and 1mphcat10ns for 180-day exclusivity.

FDA is well aware of both the complexity of these issues and the need for a prompt decision
regarding the pending applications. Therefore, we request that you send your comments on this
" matter to the Office of Generic Drugs for receipt by 5 PM Monday, December 30, 2002. FDA
intends to make a decision regarding approval of pending applications during the week of
January 6, 2003.

If you have any questions, please contact W. Peter Rickman, Director, Division of Labeling and

Program Support, Office of Generic Drugs, at (301) 827-5846.
fnce ly, fﬁ\&

Gary J. Buehler
Director

Office of Generic Drugs
Center for Drug Evaluation and Research




cc: 75-360
Daniel E. Troy, OCC
Andrew D. Clark, USDOJ
Charles J. Raubicheck, Counsel for Purepac
Tim Gilbert, Counsel for Torpharm
Jeremy M. Jay, Counsel for Mutual

V:\firmsnz\torpharm\ltrs&rev\75360-gabapentinfollowup.doc
V:\ﬁrmsam\apotex\ltrs&rev\753_60-gabapentinfollowup.doc

F\T by cll/12/18/02

APPEARS THIS WAY
“N ORIGINAL
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hm . ' Food and Drug Administration
Rockville MD 20857

JAN 28 2003
Dear ANDA Applicant for Gabapentin:

This is in reference to your abbreviated new drug
application (ANDA) submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act for Gabapentin
Capsules, Tablets, or Oral Solution.

As described in the attached letter addressed to TorPharm -
and Purepac Pharmaceutical Company, the FDA has removed
U.S. Patent No. 5,084,479 (the ‘479 patent) from the
Approved Drug Products with Therapeutic Equivalence
Evaluations (Orange Book).

Applicants with pending ANDAs for gabapentin drug products
must amend their applications, as required by 21 C.F.R.
314.94 (a) (12) (viii) (B), to withdraw any prior certification
Or section viii statement as to this patent.

Please indicate at the top of your cover letter
accompanying your submission that. it is intended as a
“Patent Amendment”.

Sincerely .yours,

/g,_,JJ._ |

Gary Buehler

Director

Office of Generic Drugs

Center for Drug Evaluation and Research



cc:
Capsule ANDAs:

75-350/Purepac
75-360/TorPharm
75-539/Eon
75-435/TEVA

75-477/IVAX

75-428/Geneva
75-485/Watson
75-537/Mutual

Tablet ANDASs:

75-694/Purepac
76-017/IVAX

75-827/TEVA
76-120/Geneva

Oral Solution ANDA:

HFD- 600/G Buehler (ES 1118/63

/C.Parise
/R.West
. /G.Davis

/P.Rickman

/D.Hare

/R.Hassall

/T.Ames
GCF~1/E.Dickinson
GCF-1/K.Schifter
Endorsed:1/28/03/E.Dickinson,C.Parise,R.West

V:\firmsnz\purepac\ltrs&rev\75350.delist.doc

LETTER OUT



SERVICEs, N
K} <,

7,

N
ALty D
Qf*7 L} %,

%,

: {C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

od and Drug Administration

F
ANDA 75-360 Torpharm (Gabapentin Capsules, 100 mg, 300 mg and 400 mﬁchviue MD 20857
ANDA 75-350 Purepac (Gabapentin Capsules, 100 mg, 300 mg and 400 mg)

Apotex Corp.

Attention: Marcy Macdonald

U.S. Agent for: TorPharm, a Division of Apotex, Inc.
50 Lakeview Parkway, Suite 127 '
Vernon Hills, Illinois 60061

JAN 28 2003

Purepac Pharmaceutical Co.
Attention: Joan Janulis

200 Elmora Ave.

Elizabeth, NJ 07207

: Dear Ms. McDonald and Ms. Janulis:

This letter addresses approval and 180-day exclusivity issues related to your pending abbreviated
new drug applications (ANDAs) for gabapentin capsules. Two patents for the reference listed
drug, Neurontin (gabapentin) capsules, raise questions of eligibility for 180-day exclusivity
under section 505(j)(5)(B)(iv) of the Federal Food, Drug, and Cosmetic Act (the Act) which
were left unresolved after recent litigation. This letter describes FDA's resolution of these novel
and complex issues. In resolving these matters, the agency has considered the relevant
provisions of the Act; FDA's regulations in 21 C.F.R. § 314; the preambles to those regulations
where relevant; Purepac Pharmaceutical Co. v. Thompson, No. 02-1657 (D.D.C. Dec. 16,
2002); Warner-Lambert v. Apotex, Inc., No. 02-1073 (Fed. Cir. Jan. 16, 2003); and the
submissions made by Torpharm, Purepac, and others on this issue. ‘

- U.S. Paten‘fc Number 5.084.479

Pfizer Inc., by assignment from Warner-Lambert, Co., is the holder of the approved NDA for
Neurontin (gabapentin) capsules, which was.originally approved for adjunctive therapy in the
-treatment of partial seizures associated with epilepsy. At the time of the original NDA -
submission for the capsules, Warner-Lambert submitted information on patents claiming, inter
alia, a method of treating certain forms of epilepsy. Shortly after the NDAs were approved,
Warner-Lambert submitted information to FDA on U.S. Patent Number 5,084,479 (the '479
patent), claiming a method for using gabapentin to treat neurodegenerative diseases. Warner-
Lambert submitted declarations to FDA that the '479 patent covered the method of use of
‘Neurontin, and FDA listed the patent in Approved Drug Products with Therapeutic Equivalence
Evaluations (the Orange Book). - '

On August 20, 2002, Purepac filed suit against FDA in the United States District Court for the
District of Columbia challenging FDA's determination that applicants seeking approval of
generic gabapentin were required to submit patent certifications to the '479 patent, on the ground
that the '479 patent did not claim a method of use for which a drug product has been approved.
Purepac Pharmaceutical Co. v. Thompson, No. 02-1657 (D.D.C)



Right after the conclusion of oral argument on Purepac's motion for summary judgment on
December 13, 2002, FDA received a letter from Pfizer addressing Warner-Lambert's submission
to FDA of the '479 patent for publication in the Orange Book as protection for the approved
Neurontin NDAs. Pfizer's letter states that Wamner-Lambert never represented to FDA that the
‘479 patent claims the approved use of gabapentin to treat epilepsy, nor was the listing intended
to convey that it covers the approved use.

On December 16, 2002, the couﬁ issued its decision in Purepac. Judge Huvelle concluded that
the '479 patent does not claim the approved use of gabapentin. Purepac slip op. at 24-26.

Because the '479 patent does not claim an approved use of gabapentin, it may not be listed in the
Orange Book under FDA's regulations. Based upon the information provided in Pfizer's letter,
and upon Judge Huvelle's finding, FDA requested by letter of January 6, 2003, that Pfizer
withdraw the '479 patent from the list of patents covering Neurontin. FDA explained that if
Pfizer did not withdraw the '479 patent, FDA reserved the right to take any action appropriate to

- conform the patents listed as protection for Neurontin with the requirements of FDA's
regulations and the Act.

By letter of January 8, 2003, Pfizer notified FDA that it "agrees that the '479 patent does not
claim methods of use for which Neurontin has been approved” and "reconfirms that neither
Pfizer nor Warner-Lambert ever represented to FDA that the '479 patent claimed an approved
use." Pfizer's letter also states a number of arguments in support of its listing of the patent.

- On January 16, 2003, the Federal Circuit issued a decision regarding the scope of infringement
of patents on unapproved uses under 35 U.S.C. § 271(e)(2)(A). Warner-Lambert Co. v. Apotex
. Corp., Civil No. 02-1073 (Fed. Cir.). The '479 patent was one of the patents at issue in that
litigation. On January 17, 2003, Pfizer notified FDA that, based upon the Warner-Lambert
decision, it was going to withdraw the '479 patent from the Orange Book.

Before FDA withdraws the '479 patent from the Orange Book pursuant to Pfizer's letter, it must
make a determination, as required by 21 C.F.R.. § 314.94(a)(12)(viii)(B), that the removal of the
patent will not affect an applicant's 180-day exclusivity. Torpharm has argued that it is eligible
for exclusivity as to the '479 patent because it was the first to file a substantially complete

- ANDA containing a paragraph IV certification to that patent. Therefore, Torpharm asserts, FDA
may not remove the '479 patent from the Orange Book until Torpharm's exclusivity has expired.
FDA disagrees with Torpharm. The agency has concluded that 1) Torpharm is not eligible for
exclusivity as to the '479 patent, and 2) FDA may therefore remove the '479 patent from the
Orange Book.



180-Day Exclusivitv as to the '479 Patent

FDA has determined that, under the provisions of section 505(j) of the Act and related FDA
regulations, Torpharm is not eligible for 180-day exclusivity as to the '479 patent.

L. Exclusivity
- The statutory provision governing 180-day exclusivity reads:

If the application contains a certification described in subclause IV of paragraph
(2)(A)(vii) and is for a drug for which a previous application has been submitted under
this subsection [containing] such a certification, the application shall be made effective
not earlier than one hundred and eighty days after-

@ ~ the date the Secretary receives notice from the applicant under the
previous application of first commercial marketing of the drug under
the previous application, or

dn the date of a decision of a court in action described in clause (ii)
holding the patent which is the subject of the certification to be invalid
or not infringed,

whichever is earlier.
Section 505()(5)(B)(iv).

Although this "exclusivity" provision is commonly characterized as granting 180-day exclusivity
to the first applicant to submit an ANDA containing a paragraph IV certification, the statute does
not provide for that directly. Instead, this end is accomplished by delaying the approval of
subsequent ANDAS containing a paragraph IV certification for 180 days after the exclusivity
period for the first ("previous") applicant has begun. Thus, if, by the time the first applicant's
'ANDA is ready for approval, it no longer contains a valid paragraph IV certification, the first
applicant is not eligible for exclusivity. Similarly, where subsequent applications do not contain
paragraph IV certifications, their approval is not delayed under this statutory provision.
Therefore, the Torpharm ANDA and at least one subsequent ANDA would have to contain
paragraph IV certifications to the '479 patent for there to be any exclusivity as to this patent.

\

ii. Paragraph IV Certifications and Section viii Statements
The relevant provisions at section 505(3)(2)(A)(vii) and (viii) state that an ANDA must include:

(vii) a certification, in the opinion of the applicant and to the best of his knowledge, with
respect to each patent which claims the listed drug referred to in clause (i) or which



claims a use for such listed drug for which the applicant is seeking approval under this
subsection and for which information is required to be filed under subsection (b) or (c) of
this section — ' :

(I) that such patent information has not been filed,

(IT) that such patent has expired,

(IIT)of the date on which such patent will expire, or

(IV)that such patent is invalid or will not be infringed by the manufacture,
use, or sale of the new drug for which the application is submitted; and

(viii) if with respect to the listed drug referred to in clause (i) information was filed under
subsection (b) or (c) of this section for a method of use patent which does not claim a use
for which the applicant is seeking approval under this subsection, a statement that the
method of use patent does not claim such a use.

(emphases added).

Thus, if an ANDA applicant is seeking approval for a use claimed by a listed patent, the
applicant must submit a certification pursuant to section 505()(2)(A)(vii). If an ANDA
.applicant is not seeking approval for a use claimed by a listed patent, it must submit a statement
pursuant to section 505()(2)(A)(viii). As FDA's preamble to the final rule implementing these
provisions noted, the statute distinguishes between ANDAs seeking approval for a use claimed in
a patent and ANDAs not seeking approval for a use claimed in a patent. 59 Fed. Reg. 50338,
50347 (October 3, 1994). The two provisions of the statute — and the corresponding
implementing regulations at 21 C.F.R. § 314.94(a)(12)(i) — do not overlap. An applicant does
not have the option of making a paragraph IV certification in lieu of, or in addition to, a section
viii statement; either the ANDA applicant is seeking approval for the use claimed in the patent,
or it is not. The character of the patent and of the specific ANDA determine what the applicant
must - and may - submit in response to a listed patent. ' :

iii. This Case

FDA has reviewed the statute and its regulations in light of the statements in Pfizer's recent
letters, Judge Huvelle's decision in Purepac, and the Federal Circuit's decision in Warner-
Lambert, and determined that neither Torpharm nor subsequent applicants with ANDAS that
contain a paragraph IV certification to the '479 patent may retain a paragraph IV certification.

In determining whether a paragraph IV certification or section viii statement is appropriate, the
relevant factual inquiry is whether the ANDA applicant is seeking approval for a use claimed in
the patent. In this case, it is now clear that no ANDA applicant is seeking approval for the use of
gabapentin claimed in the '479 patent. As clarified in Pfizer's recent submissions to FDA, and as
found by Judge Huvelle and the Federal Circuit, the '479 patent claims the use of gabapentin to
treat neurodegenerative diseases. See Purepac, slip op. at 24-25; Warner-Lambert, slip op. at 2-
3: The ANDA applicants are seeking approval for gabapentin products labeled for use in treating
epilepsy; not for the treatment of neurodegenerative disease. See Purepac, slip op. at 12,14;
Warner-Lambert, slip op. at 4. Further, as Judge Huvelle noted, "[t]here is no dispute that
epilepsy is not a neurodegenerative disease." Purepac, slip op. at 24, n. 21 (emphasis in the



original). Because the '479 patent claims neurodegenerative disease, and none of the applicants
is seeking approval of a gabapentin product for the treatment of neurodegenerative diseases, all
of the ANDA applicants for gabapentin would be required to submit a statement pursuant to
section 505(3)(2)(A) (viii) -- not a patent certification pursuant to section 505(3)(2)(A)(vii) -- with
respect to the ‘479 patent.

Thus, if the '479 patent were to remain listed in the Orange Book, all ANDA applicants for
gabapentin would be required to submit a "section viii statement" to the '479 patent. Once
Torpharm submitted a section viii statement to the '479 patent, it would no longer be eligible for
exclusivity; once subsequent applicants amended their ANDAS to contain section viii statements,
they would no longer be blocked by Torpharm's paragraph IV certification. Because no ANDA
applicant for gabapentin, including Torpharm, could maintain a paragraph I'V certification to the
'479 patent, Torpharm would not be eligible for exclusivity under section 505 GHG)B)(Gv).!

Removal of the '479 patent from the Orange Book

As discussed above, FDA has concluded that Torpharm is not eligible for exclusivity as to the -
'479 patent. Because FDA has made the determination that no applicant is eligible for -
exclusivity as to the '479 patent, 21 C.F.R. § 314.94 does not prevent its removal from the
Orange Book. Accordingly, FDA has removed the patent. Applicants with pending ANDAs for
gabapentin must amend their applications, as required by 21 C.F.R. § 314.94(a)(12)(viii)(B), to
withdraw any certification or section viii statement as to the '479 patent. As stated in the
regulation, once the amendment has been submitted, the ANDA will "no longer be considered to
be one containing a certification under [paragraph IV]." Id. See also Mylan Pharmaceuticals,
Inc. v. Henney, 94 Supp. 2d 36, 56- 58 (D.D.C. 2000)(removal of paragraph IV certification
terminates eligibility for exclusivity)?

U.S. Patent Number 6.054.482

During the Purepac litigation, FDA's position was that, based upon its review of the ANDA
records, Purepac was the first to submit an ANDA amendment containing a paragraph IV
certification to the '482 patent. Beginning on January 7, 2003, Torpharm submitted to FDA a
series of letters analyzing the administrative record related to the Purepac gabapentin capsule
ANDA. Based upon its analysis, Torpharm asserted that Torpharm, not Purepac, was first to
submit an amendment containing a paragraph IV certification to the '482 patent. The crux of

! FDA notes that, even if Torpharm were to refuse to withdraw its paragraph IV certification to the '479 patent,
because of Judge Huvelle's decision that the '479 patent doesn't claim a use for which the applicants are seeking
_approval, FDA would have no basis to prevent subsequent ANDA applicants from amending their paragraph IV
certifications for the '479 patent to section viii statements. Once such a change was made, Torpharm's paragraph IV
certification would not delay approval of the subsequent ANDA. Although FDA's regulations state, that under
certain circumstances, a subsequent applicant may not change its certification to circumvent a first applicant's
exclusivity, that approach is premised upon the paragraph IV certification having been an appropriate certification to -
the listed patent. - That is not the case here.
? Note that the withdrawal of the '479 patent from the Orange Book will affect pending ANDAs for all gabapentin
drug products (capsule, tablet, and solution). Applicants must amend pending ANDAs accordingly.



Torpharm's argument is that Purepac's ANDA was not complete at the time of submission.
Torpharm asserts that, when Purepac's ANDA amendment with the paragraph IV certification to
the '482 patent was both sent to (May 25, 2000) and received by (May 26, 2000) FDA, Purepac
did not comply with the statute or regulations because it did not indicate that it was sending (or
had sent) concurrent notice of the certification to the NDA holder/patent owner. Torpharm
argues that it was the first applicant to submit an amended ANDA that meets the statutory notice
requirements, and, therefore, it is eligible for 180-day exclusivity.

The agency agrees with Torpharm that ,under the Act, an ANDA applicant submitting an
amendment containing a paragraph IV certification to a listed patent must provide notice of the
submission at the time the amendment is submitted. However, after reviewing the ANDA
records, FDA has concluded that Purepac remains eligible for 180-day exclusivity as to the '482
patent. Even after taking into account the delay in notice, Purepac was still the first ANDA
applicant to both submit an amended ANDA containing a paragraph IV certification and provide
notice of the submission to the NDA holder and patent owner.

The Act has separate provisions addressing notice of a paragraph I'V certification when the
certification is submitted in an ANDA or in an amendment to an ANDA. Section 505()(2)(B)
(i) states that "an applicant who makes a [paragraph IV certification] shall include in the
application a statement that the applicant will give the notice required by clause (ii)...." In
contrast, section 505(3)(2)(B)(iii) states that "if an application is amended to include a [paragraph
IV certification], the notice required by clause (ii) shall be given when the amended application
is submitted." FDA regulations at 21 C.F.R. §§ 314.94(a)(12)(i) and 314.95(b), and at §§

-314.94(a)(12)(viii) and 314.95(d), respectively; parallel these requirements. An applicant
submitting an original ANDA with a paragraph IV certification must provide notice only after
receiving acknowledgement from FDA that the ANDA has been received and is sufficiently
complete to permit a substantive review. An applicant submitting an ANDA amendment
containing a paragraph IV certification must send the notice at the same time it submits the
amendment.

FDA's record shows, and correspondence with Purepac confirms, that Purepac did not send the
required notice of the paragraph IV certification to the '482 patent until after it had submitted the
amendment to FDA. FDA records show that Purepac sent its paragraph IV. certification to the
'482 patent to FDA on May 25, 2000. It was stamped received by FDA on May 26, 2000.
Purepac sent notice of the certification to the NDA holder, Warner-Lambert, on June 13, 2000,

~ the same day it sent notice to the patent owner. :

FDA believes that, to resolve the question of who is eligible for 180-day exclusivity in this case,
it must look to the fundamental requirements for submission of an ANDA amendment. This
entails looking at the requirements of the statute and the regulations, and the date those
‘requirements were met. As discussed above, the statute makes the first applicant to submit a
paragraph IV certification to a patent eligible for exclusivity, and it also requires that the ANDA
applicant give notice when the ANDA is submitted. Because Purepac did not give notice when it
submitted the amendment to FDA, FDA will not treat the original receipt date as the relevant
date for exclusivity purposes. Instead, the agency will look to the date that Purepac actually sent
 the required notice, since this is the date upon which Purepac effectively met the statutory



requirements by having both submitted a paragraph IV certification and sent notice of the
submission. This date is June 13, 2000.

Torpharm, in turn, sent its amendment with the paragraph I'V certification to the '482 patent to
FDA on June 13, 2000. It was stamped received on June 16, 2000. Torpharm sent notice of the
paragraph IV certification to Warner-Lambert by letter dated June 12, 2000, which was sent on
June 13, 2000. Therefore, the date upon which Torpharm had both submitted its amendment to
FDA and sent the required notice was June 16, 2000. Because this date is later than the June 13,
2000, date applicable to Purepac, Purepac remains eligible for 180-day exclusivity as to the '482
patent exclusivity. ' ' :

In making this decision, FDA has rejected Purepac's argument that the 2% week time lag

between submission of the ANDA amendment and sending of the notice should be disregarded
because it was a reasonable period for preparing and sending the detailed statement of factual

and legal basis required by the statute. The statute clearly contemplates that an ANDA applicant
will have determined whether its product infringes a listed patent — or whether that patent is
infringed - before it submits a patent certification, not after, since it is precisely this analysis that -
is the basis for the paragraph IV certification itself

FDA also rejects Torpharm's argument that this conclusion gives Purepac some reward for
having submitted its amendment without sending the notice. The agency's calculations are based
upon when — in the case of both Torpharm and Purepac — the agency had received the ANDA
amendment and notice of the paragraph IV certification had been sent.

Sufficiency of Notice Re the '482 patent ~

The regulations require that notice of a paragraph IV certification be sent to both the NDA holder
and the patent owner. 21 C.F.R. § 314.95(a). There is no dispute that both applicants gave
notice to the NDA holder, Parke Davis/Warner Lambert. Purepac's notice was received by
Parke Davis on June 14, 2000; Torpharm's notice was received on June 15, 2000 by both Parke
Davis and Warner-Lambert. However, both Purepac and Torpharm have raised questions about
the adequacy and timing of notice to the patent owner, Godecke Aktiengesellshaft (Godecke), a
Germany company. Purepac has documented that it sent notice to Godecke on June 13, 2000,
which was received on June 26, 2000. Torpharm did not send notice directly to Godecke.
Torpharm argues that, under 21 C.F.R. § 314.95(a)(1), notice to Warner-Lambert is sufficient
because Warner-Lambert is identified in the patent declarations for the '482 patent as the U.S.
agent for Godecke. FDA agrees. Because Warner-Lambert is the agent for Godecke, notice to
Warner-Lambert is sufficient. Moreover, notice to Warner-Lambert is sufficient notice for both
Purepac and Torpharm. The 30 month stays are calculated from the date notice was received by
Warmner-Lambert. Therefore, the 30 month stays on approval of the Purepac and Torpharm

* Asnoted above, an ANDA applicant may wait to send the notice of a paragraph 1\ certification in an original
ANDA because FDA must determine whether the application is sufficiently complete to permit a substantive
review. Once that determination has been made, however, an applicant must send the notice. 21 C.F.R. §
314.95(b).



ANDAs with respect to the '482 patent expired on December 14, 2002, and December 15, 2002,
respectively. ,

Shared Exclusivity

Judge Huvelle's December 16, 2002, decision finding that Purepac properly submitted a section
viii statement to the '479 patent remanded to the agency the question whether Torpharm still had
a claim to immediate approval and/or 180-day exclusivity for its gabapentin capsule ANDA.

The court noted that "FDA has not decided whether it could, or would, approve Torpharm's
application with a paragraph IV certification to the '479 patent even if the Court were to direct
the agency to accept Purepac's application with a section viii statement." Purepac, slip op. at 34-
35. The court determined it was appropriate to let FDA sort out the "considerable complexities”
of this matter. Id. Even though Judge Huvelle did not directly decide the question of shared
exclusivity, the fundamental basis of her decision effectively decided the matter.

Judge Huvelle's finding that Purepac's section viii statement was appropriate because the '479
patent does not claim a use for which Purepac — or Torpharm — was seeking approval was
fatal to any claim Torpharm had to exclusivity. It is possible the court could have found a
different basis for permitting Purepac's section viii statement that would have given the agency
more discretion in making an exclusivity decision. However, given the court's specific
conclusions and subsequent events, FDA believes it has little choice but to find that no applicant
is eligible for 180-day exclusivity as to the patent and delist the '479 patent. With no possibility
of blocking exclusivities, as described in the November 2001 letter regarding omeprazole
ANDAs, there is no possibility that Torpharm and Purepac will have shared exclusivity for
gabapentin capsules. Only the '482 patent remains relevant for exclusivity purposes. Purepac is
eligible for 180-day exclusivity as to that patent. Therefore, Torpharm, and other ANDA
applicants for gabapentin capsules, must wait for final approval until the end of Purepac's
exclusivity period, which will be triggered by either commercial marketing of gabapentin
capsules, or by a court decision finding the '482 patent invalid or not infringed, whichever comes
first. ' :

FDA is aware that the outcome in this case may seem inequitable. Torpharm submitted a
paragraph IV certification to a listed patent as required by FDA. Moreover, it successfully
defended a hard-fought patent infringement case, which established important new parameters
for litigation under 35 U.S.C. § 271(e)(2). However, there is no guarantee in the statute that,
even in such compelling circumstances, an ANDA applicant will benefit from exclusivity. The
value of exclusivity appears to be a function of timing, strategy, and luck. In Torpharm's case,
exclusivity was lost to Purepac's successful defense of its section viii statement to the '479
patent. :

This is not a tentative approval or approval letter for any ANDA. Tentative approval and
approval status will be communicated separately to each applicant. A copy of this letter will be
sent to all applicants with pending ANDAs for gabapentin capsules.



If you have questions regarding these issues, please contact Ms. Cecelia Parise, Regulatory
Policy Advisor to the Director, Office of Generic Drugs, (301) 827-5845.

Sincerely yours,

[

. Gary Buehler
Director
Office of Generic Drugs
Center for Drug Evaluation and Research

cc:  Timothy H. Gilbert, counsel for Torpharm/Apotex
Arthur Y. Tsien, counsel for Torpharm/Apotex
William A. Rakoczy, counsel for Torpharm/Apotex
~ Charles J. Raubicheck, counsel for Purepac
Andrew M Berdon (by Edgar H. Haug), counsel for Purepac
ANDA Applicants for Gabapentin
Daniel E. Troy, OCC



cc:
Capsule ANDAs:

ANDA 75-350/Purepac
ANDA 75-360/TorPharm -
ANDA 75-539/Eon -
ANDA 75-435/TEVA
ANDA "
ANDA 75-477/TVAX
ANDA 75-428/Geneva
ANDA 75-485/Watson
ANDA 76-537/Mutual

- Tablet ANDAsS: ‘

ANDA 75-694/Purepac
- ANDA 76-017/1VAX
ANDA -
ANDA 75-827/TEVA
- ANDA 76-120/Geneva

Oral Solution ANDA:
ANDA

HFD-600/C.Parise
/GBuehler (4T 1,20
/R.West .
/G.Davis
/P.Rickman
/D.Hare
/R.Hassall
- /T.Ames
GCF- 1/E Dickinson
GCF-1/K.Schifter
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APOTEX CORP.

§18 HEATHROW DRIVE » UNCOLNSHIRE + ILLINOIS 60089 « TEL: {847) B21-B0DS « FAX: (847) 821-1001

May 20, 2003

Office of Generic Drugs
CDER, FDA

MPN II, HFD-600

7500 Standish Place
Rockville, MD 20855

W Connggp

PATENT AMENDMENT N C/

RE: ANDA 75-360 _
Gabapentin Capsules 100 mg, 300 mg, and 400 mg

To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

/M,@/KZ fMacdonald o
Marcy Macdonald '

Director, Regulatory Affairs 3
RECEIVED
MAY 2 0 2003
OGD/CDER
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& 44 APOTEX CORP.

616 HEATHROW DRIVE « LINCOLNSHIRE * ILLINOIS 60069 * TEL: (847) 821-8005 » FAX: (847) 821-1001

May 22, 2003

Office of Generic Drugs

CDER, FDA P
MPN II, HFD-600 NEW CORRES

7500 Standish Place NO/

Rockville, MD 20855
PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg
To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

MAMDY M«QM T
Marcy Macdonald :

Director, Regulatory Affairs

RECEIVED
MAY 2 2 2003
OGD /CDER
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APOTEX CORP.

616 HEATHROW DRIVE « LINCOLNSHIRE ¢ ILLINOIS 60069 « TEL: (847) 821-8008 = FAX: (847) 821-1001

May 23, 2003 | ol
Y | NEW CORRESP

Office of Generic Drugs m

CDER, FDA ‘

MPN II, HFD-600

7500 Standish Place

Rockville, MD 20855
PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg

To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.
Sincerely,

Viows Mocdotd,,

Marcy Macdonald
Director, Regulatory Affairs

RECEIVED
MAY 2 3 2003
OGD / CDER
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APOTEX CORP.

616 HEATHROW DRIVE « LINCOLNSHIRE = ILLINOIS 60069 « TEL: (847) B21-8005 * FAX: (847) 821-1001
May 27, 2003

Office of Generic Drugs
CDER, FDA
MPN II, HFD-600

7500 Standish Place NEW CORRESP

Rockville, MD 20855 /V (7

PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg

To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.

/\/Z(M%QQ\«OQD) g
Marcy Macdonald : :

Director, Regulatory Affairs

‘Sincerely,

RECEIVED

MAY 2 7 2003
OGD /CDER
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APOTEX CORP.

618 HEATHROW DRIVE « LINCOLNSHIRE « ILLINOIS 60089 « TEL: (847) 821-8005 » FAX: (847) 821-1001

May 28, 2003
Office of Generic Drugs

- CDER, FDA
MPN II, HFD-600 o g
7500 Standish Place a W GORY !I:Sf
Rockville, MD 20855 C.

PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg
To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

/1%7 M@C&Wﬂﬂﬂ) T
- Marcy Macdonald - _

Director, Regulatory Affairs

RECEIvep
WAY 2 8 2003
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APOTEX CORP.

618 HEATHROW DRIVE * LINCOLNSHIRE + ILLINOIS 60069 « TEL: (847) B21-8005 » FAX: (847) 821-1001

May 29, 2003

” - NEW CORRESP
Office of Generic Drugs N (/
CDER, FDA
MPN II, HFD-600
7500 Standish Place

Rockville, MD 20855
l;ATEN T AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg

To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.
Sincerely,
Mdjﬂz WCM T

Marcy Macdenald
Director, Regulatory Affairs

RECEIVED
MAY 2 9 2003
OGD /CDER



APOTEX CORP.

616 HEATHROW DRIVE * LINCOLNSHIRE « ILLINOIS 60069 « TEL: (847) 821-8005 * FAX: (847) 821-1001

May 30, 2003

NEW CORRESP
Office of Generic Drugs ‘\\2{;
CDER, FDA _
MPN II, HFD-600
7500 Standish Place

Rockville, MD 20855
PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg
To Whom It May Concemn:

~ Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.

Sincerely,
A%‘:Z MOL(QQQ)’ U&QO 2T

Marcy Macdonald
Director, Regulatory Affairs

RECEIVED
MAY 3 0 2003
OGD / CDER



e
150"
v ’]‘/y 2

G017

APOTEX CORP.

616 HEATHROW DRIVE « LINCOLNSHIRE « ILLINOIS 60069 « TEL: (847) 821-8005 « FAX: (347) 821-1001

June 2, 2003

Office of Generic Drugs

CDER, FDA

MPN II, HFD-600

7500 Standish Place : _ o

Rockville, MD 20855 MEW CORRESH

N

PATENT AMENDMENT.

RE: ANDA75-360 , :
Gabapentin Capsules 100 mg, 300 mg, and 400 mg
To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

Mo\/rrl MO\AAQQMQF)% -
Marcy Macdonald L

Director, Regulatory Affairs

RECEIVED
JUN - 2 2003
OGD /CDER
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APOTEX CORP.

616 HEATHROW DRIVE + LINCOLNSHIRE « ILLINOIS 60069 * TEL: (847) 821-8005 * FAX: (847) 821-1001

June 3, 2003

Office of Generic Drugs
CDER, FDA
MPN II, HFD-600

7500 Standish Place
Rockville, MD 20855 -”EWWSP-

PATENT AMENDMENT

RE: ANDA 75-360 J
Gabapentin Capsules 100 mg, 300 mg, and 400 mg
To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.
Sincerely,
M M@Mmr

Marcy Macdgnald
Director, Regulatory Affairs

RECEIVED
JUN 0.3 2003

OGD / CDER
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» APOTEX CORP.

616 HEATHROW DRIVE » LINCOLNSHIRE « ILLINOIS 60069 « TEL: (847) B21-8008 « FAX: (347) 821-1001

June 4, 2003

Office of Generic Drugs NEW CORRESP
CDER, FDA

MPN II, HFD-600 : /Il ‘} &
7500 Standish Place

Rockville, MD 20855
PATENT AMENDMENT

RE: ANDA 75-360 |
Gabapentin Capsules 100 mg, 300 mg, and 400 mg

To Whom It May Concern: .

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.
Sincerely,

Marsy Macdimald

Marcy Macdqgnald _
Director, Regulatory Affairs ' RECEIVED

JUN 0 4 2003
OGD / CDER
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APOTEX CORP.

618 HEATHROW DRIVE * LINCOLNSHIRE * ILLINOIS 60069 * TEL: (847) 821-8005 « FAX: (847) 821-1001

June 6, 2003

NEW CORRESP
Office of Generic Drugs M C-
CDER, FDA
MPN II, HFD-600
7500 Standish Place

Rockville, MD 20855
PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg
To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.
Sincerely,

ij Macdmald

Marcy Macdaonald :
Director, Regulatory Affairs ' RE CEl VED

JUN 0 6 2003
OGD/CDER



APOTEX CORP.

616 HEATHROW DRIVE « LINCOLNSHIRE « ILLINOIS 60069  TEL: (847) B21-8005 « FAX: (847) 821-1001

June 9, 2003

NEW CORRESP
Office of Generic Drugs M .
CDER, FDA
MPN II, HFD-600
7500 Standish Place

Rockville, MD 20855
PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg
To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.

Sincerely,
Max, Maecleld -
Marcy Macdonald e

Director, Regulatory Affairs

JUN 9 9 2003
OGD /CDER
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APOTEX CORP.

618 HEATHROW DRIVE + LINCOLNSHIRE « ILLINOIS 80069 * TEL: (847) 821-B005 « FAX: (847) 821-1001

June 10, 2003

Office of Generic Drugs
CDER, FDA
MPN II, HFD-600
7500 Standish Place .
Rockville, MD 20855 NEW A(jh%bw
C
PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg

To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.

Mocdosedld

Sincerely,

Marcy Macdonald
Director, Regulatory Affairs

RECEIVED
JUN 10 2003
OGD /CDER



APOTEX CORP. %t “lo,

June 11, 2003 W omesr
' ey

Office of Generic Drugs | ;.é ;

CDER, FDA | [0

MPN II, HFD-600 -

7500 Standish Place ' ./

Rockville, MD 20855
PATENT AMENDMENT

RE: . ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg
To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.
Sincerely,

Mlary, Mocduti

Marcy Macdonald
_ Director, Regulatory Affairs

RECEIVEL:
JUN 1 1 2003
OGD /CDER



APOTEX CORP.

6168 HEATHROW DRIVE « LINCOLNSHIRE « ILLINOIS 80069 * TEL: (847) 821-8005 « FAX: (847) 821-1001

June 12, 2003

Office of G icD | 5P
ice of Generic Drugs - .

CDER, FDA | W

MPN II, HFD-600

7500 Standish Place

Rockville, MD 20855

PATENT AMENDMENT

RE: ANDA 75-360 _ :
Gabapentin Capsules 100 mg, 300 mg, and 400 mg

To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.
Sincerely, .
M@JL}‘ M a,wéﬁ\wg.o) T
Marcy Macdonald :
Director, Regulatory Affairs

N

RECEvE=
JUN 1 2 2003
OGD /CDER
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616 HEATHROW DRIVE + LINCOLNSHIRE ¢ ILLINOIS 60069 * TEL: (847) 821-8005 » FAX: (847) 821-1001
Office of Generic Drugs

(ve )
CDER, FDA .

MPN II, HFD-600 | | W (e
7500 Standish Place Rl
Rockville, MD 20855

June 13, 2003

PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg
To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.

S1ncerely,

wj Mae dorsld
Marcy Macdonald

Director, Regulatory Affairs

RECEIVED
JUN 1.3 2003
QGD / CDER



> APOTEX CORP.

618 HEATHROW DRIVE « LINCOLNSHIRE » ILLINOIS 60069 » TEL: (847) 821-8005 + FAX: (847) 821-1001

June 16, 2003

NEW CORRESP
Office of Generic Drugs N L, -
CDER, FDA -
MPN II, HFD-600
7500 Standish Place.

Rockville, MD 20855
PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg
To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

ﬂ@wnz Moaedomeld
'Mgrcy Macdonald :

Director, Regulatory Affairs

RECEIVED
JUN 16 2003
OGD / CDER



APOTEX CORP.
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618 HEATHROW DRIVE * LINCOLNSHIRE « ILLINOIS 60069

June 17,2003

NEW CORRESP
Office of Generic Drugs r\é; C"'
CDER, FDA
MPN II, HFD-600
7500 Standish Place
Rockville, MD 20855
PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg

To Whom It May Concern:

TEL: (847) 821-B005 ¢ FAX: (847) 821-1001

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.
Sincerely,
oNT

Marcy Macdonald
Director, Regulatory Affairs

SECEIVED
JUN 1 7 2003
OGD / CDER
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APOTEX CORP.

816 HEATHROW DRIVE « LINCOLNSHIRE « ILLINOIS 60069 « TEL: (847) 821-8005 + FAX: (847) 821-1001

NEW CORRESP

June 18,2003

Office of Generic Drugs M C,
CDER, FDA :

MPN II, HFD-600

7500 Standish Place

Rockville, MD 20855

PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg
" To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.

Sincerely, M&Q&ﬁv\&@
Ma{mald

Director, Regulatory Affairs

RECEIVED
JUN 1 8 2003
OGD/CDER
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% APOTEX CORP.

616 HEATHROW DRIVE < LINCOLNSHIRE « ILLINOIS 80069 * TEL: {B47) 821-B005 * FAX: (847) 821-1001

June 19, 2003

Office of Generic D NEW CORRESP
ice of Generic Drugs

CDER, FDA NE

MPN II, HFD-600

7500 Standish Place

Rockville, MD 20855

PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg

To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.
Sincerely,

MMZ Meedowald,,

Marcy Macdonald :
Director, Regulatory Affairs

RECEIVED
JUN 19 2003
OGD /CDER
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. APOTEX CORP.

816 HEATHROW DRIVE « LINCOLNSHIRE * ILLINOIS 60069 * TEL: (847) 821-8005 + FAX: (847) 821-1001

June 20, 2003 - NEW CORRESP
Office of Generic Drugs — | \)C
CDER, FDA

MPN II, HFD-600

7500 Standish Place

Rockville, MD 20855
PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg

To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.
Sincerely,

Marey Meedowld

Marcy Macdgnald
Director, Regulatory Affairs

RECEIVED
JUN'2 0 2003
OGD / CDER
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APOTEX CORP.

‘818 HEATHROW DRIVE * LINCOLNSHIRE * ILLINOIS 60069 » TEL: {847) 821-8005 * FAX: (847) 821-1001
5 \"

June 20, 2003
NEW CORRESF

Office of Generic Drugs | V\r&

CDER, FDA

MPN 1, HFD-600
7500 Standish Place
Rockville, MD 20855

PATENT AMENDMENT

RE: ANDA 75-360
Gabapentin Capsules 100 mg, 300 mg, and 400 mg
To Whom It May Concern:

Apotex Corp., as the U.S. Agent for TorPharm, of Ontario, Canada, is hereby submitting in
duplicate a patent amendment to provide certification for U.S. Patent Number 6,566,400 B1.

If you have any further questions, please do not hesitate to contact me.

Marcy Macdonald MW%W r

Director, Regulatory Affairs

Sincerely,

RECFIVED
JUN 23 2003
OGDh/ CDER
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MAJOR AMENDMENT

TorPharm, 50 Steinway Boulevard, Etobicoke, Ontario, Canada, MOW 6Y3 is hereby filing
an amendment to ANDA number 75-360 for Gabapentin Capsules 100 mg, 300 mg and 400
mg. This major amendment is being filed to request FDA approval to use an alternate
manufacturer for the raw material, Gabapentin. TorPharm proposes using =————-——- as
an alternate manufacturer of Gabapentin.

WY e | Qutu g9/2
Jefirfifer Docherty Dﬁ O
ager, Regulatory Affairs
RECEIVED
JUL 3 1 2003

OGD/CDER

TORPHARM
i ‘ '
Amendment to ANDA #75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

50 Steinway Blvd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (41 6) 675-0340



APOTEX CORP.

616 HEATHROW DRIVE « LINCOLNSHIRE « ILLINOIS 60069 « TEL: (847) 821-8005 * FAX: (847) 821-1001

January 14, 2004

e - b, Ly
Office of Generic Drugs \\}H\x ”'\C C} W ) |y £

CDER, FDA

MPN II, HFD-600
7500 Standish Place
Rockville, MD-20855

REQUEST FOR WITHDRAWAL
AMENDMENT DATED JULY 29, 2003

RE:  Gabapentin Capsules,
100 mg, 300 mg and 400 mg
ANDA No.75-360

To Whom It May Concern:

Apotex Corp., as the U.S. agent for TorPharm wishes to withdraw the above referenced amendment
for an additional active manufacturer =

Upon the withdrawal of this amendment, we request a return to our tentative approval status
originally granted on January 29, 2003 and corrected on February 26, 2003.

We request this withdrawal without'prejudice to further reinstatement or refiling.
If you have any further questions, please do not hesitate to contact me.

Sincerely,
(

Marcy Macdonald

. Director, Regulatory Affairs

Ext. 847-279-7740 ~{
JAN 15 2004

OGD/CDER
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Tor Pharm..

January 15, 2004

BY FACSIMILE AND E-MAIL

Mr. Gary Buehler X P

Director, Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration
HFD-600, Metro Park North II

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

Re: MINOR AMENDMENT — FINAL APPROVAL REQUESTED
TorPharm, Inc.’s ANDA No. 75-360 '
Gabapentin Capsules 100 mg, 300 mg, and 400 mg

Dear Mr. Buehler:

TorPharm, Inc. (“TorPharm™) respectfully submits this Minor Amendment requesting
that the Agency immediately grant final approval of TorPharm’s Abbreviated New Drug
Application (“ANDA”) No. 75-360 for Gabapentin Capsules 100 mg, 300 mg, and 400 mg.
There have been no significant changes in the conditions under which the product was tentatively
approved pursuant to your letter dated February 26, 2003 (attached hereto at Tab A).!

In.your February 26 tentative approval letter, you stated that TorPharm’s drug product is
safe and effective for use as recommended in the submitted labeling, but that the Agency is
unable to grant final approval at this time due to 180-day generic drug exclusivity issues arising
out of U.S. Patent Nos. 4,894,476 (“the ‘476 patent”) and 6,054,482 (“the ‘482 patent”).
Because there are no longer any exclusivity issues barring or delaying TorPharm’s approval, we
respectfully request that the Agency issue final approval for TorPharm’s gabapentin capsule
ANDA immediately.

As you know, on January 8, 2004, in TorPharm, Inc. v. Food and Drug Administration,
Civil No. 03-2401 (RWR) (D.D.C.), Judge Richard W. Roberts of the United States District
Court for the District of Columbia entered final judgment for TorPharm holding that the Agency
acted contrary to the plain language of the Federal Food, Drug and Cosmetic Act, 21 U.S.C. §
355(G)(5)(B)(iv), by awarding so-called “shared exclusivity” to different applicants that had
certified first to different listed patents. Rather, the court held that the statute must be interpreted

1 Please note that TorPharm submitted an amendment dated July 29, 2003, to qualify an additional supplier
of raw material. That amendment was withdrawn on January 14, 2004, and will be reSUbHﬁﬁ@E{WE D

apptoval.

50 Steinway Bivd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 3,7&5[-\?3986@{3'0@” 6) 675-0340

OGD/CDER



TorPharm..

Mzr. Gary Buehler

Director, Office of Generic Drugs
January 15, 2004

Page 2

to provide exclusivity only to the first applicant to submit an ANDA with a paragraph IV
certification to any listed patent—what the Agency calls the “one first applicant approach.” A
copy of this final order, together with the final transcript, are attached at Tab B for your
reference. This decision and interpretation of the statute—which should be applied fairly and
consistently to all products—unequivocally resolves any remaining exclusivity hurdles for
gabapentin.

Pursuant to your letter and the Administrative Record from previous gabapentin
litigations, Purepac was the first applicant to submit an ANDA for gabapentin capsules with a
paragraph IV certification to a listed patent, here the ‘476 patent. Under Judge Roberts’ ruling
and the Agency’s “one first applicant approach,” Purepac would have been entitled to
exclusivity, if at all, only in connection with its first certification to the ‘476 patent, but not
certifications to subsequently listed patents such as the ‘482 patent. As you know, however, any
exclusivity arising out of the ‘476 patent was triggered and has long since expired by virtue of

" TorPharm’s March 2001 judgment of noninfringement on the ‘476 patent, which was never
appealed. Indeed, as your letter states, “[e]xclusivity as to the ‘476 patent was triggered with the
unappealed district court decision and has expired.” And under Judge Roberts’ ruling in
paroxetine, which is equally applicable here, there are no other potential exclusivity periods for
gabapentin capsules. The Agency is estopped from taking a contrary position here on the very
issue and interpretation it lost in paroxetine. See, e.g., United States v. Montana, 440 U.S. 147,
153 (1979) (“once an issue has been actually and necessarily determined by a court of competent
jurisdiction, that determination is conclusive in subsequent suits involving a party to the prior
litigation™)

Accordingly, there are no remaining 180-day exclusivity periods preventing or delaying
final approval of TorPharm’s gabapentin capsule ANDA. Having otherwise satisfied all other
requirements for final approval, TorPharm hereby requests immediate final approval of its
ANDA No. 75-360 for Gabapentin Capsules, 100 mg, 300 mg, and 400 mg. Should the Agency
refuse to grant such approval, please articulate the basis for such refusal immediately.

Please do not hesitate to contact me if you have any questions.
Very truly yours,
TorPharm, Inc.

Dr. David Cofﬁn-B.éac
President

Gowl_




Tor Pharm..

Mr. Gary Buehler

* Director, Office of Generic Drugs
January 15, 2004
Page 3

Enclosure

cc: Thomas Hinchcliffe, Project Manager
Daniel Troy, Office of Chief Counsel
Elizabeth Dickinson, Office of Chief Counsel
William A. Rakoczy, Lord, Bissell & Brook LLP
Marcy MacDonald, Apotex Corp.
Jennifer Docherty, TorPharm, Inc.

APPEARS THIS way
ON ORIGINAL



Tor Pharm..

Office of Generic Drugs N C W

CDER, FDA }fLJV/) [[JO
/') :

Document Control Room, Metro Park North II L ’\
7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re: MINOR AMENDMENT — FINAL. APPROVAL REQUESTED
TorPharm's Inc.’s ANDA No. 75-360 '
Gabapentin Capsules 100 mg, 300 mg and 400 mg

TorPharm Inc., 50 Steinway Boulevard, Etobicoke, Ontario, Canada, MOW 6Y73, is
hereby amending ANDA number 75-360 for Gabapentin Capsules 100 mg, 300 mg
and 400 mg. This minor amendment is being submitted requesting that the Agency
immediately grant final approval of TorPharm’s ANDA No. 75-360 for Gabapentin
Capsules 100 mg, 300 mg and 400 mg.

Should you have any questions or concerns regarding the enclosed, please do not
hesitate to contact me at (416) 675-0338 extension #4489 or by fax at (416) 675-

0340.
Best Regards, : ' '
7 7/
/’/.:"' . / ,
7 JAM 19,2004
Eveline Eilert " Date

Supervisor, Regulatory Affairs
RECEVED
JAN 2 0 2004

QGD/CDER

50 Steinway Blvd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340
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ANDA 75-360

Apotex Corp.

US Agent for Torpharm, Inc. FE B &5 004
Attention: Marcy Macdonald

616 Heathrow

Lincolnshire, IL 60069

~To:  All ANDA Applicants for Gabapentin Dosage Forms
Dear Madam:

The purpose of this letter is to bring to your attention the Office of Generic Drug’s (OGD’s)
current position with regard to unknown impurities in gabapentin dosage forms.

The OGD is aware of the proposed monograph for Gabapentin Capsules published in
Pharmacopeial Forum 28(2) [Mar.-Apr. 2002] in which unknown impurities are limited to not
more than 0.2% of the drug substance. Initially OGD supported this limit for unknowns, but
after acquiring more information on gabapentin, OGD became aware that this drug substance has
the potential to form reaction products with the formulation excipients.

Not knowing the biological safety of these reaction (or degradation) products, OGD questioned
the appropriateness of the 0.2% limit for unknown impurities in the proposed monograph, and
decided it was prudent from a scientific standpoint to recommend to the USP that this limit be
tightened from 0.2% to 0.1%. The 0.1% limit would correspond with that published in
Pharmacopeial Forum 27(5) [Sept.-Oct. 2001] for gabapentin drug substance, which is
supported by OGD.

Consequently, we are also requesting all applicants hold unknowns in the drug product to a limit
of not more than 0.1% of the drug substance. When an unknown degradation product in the drug
product is present at a level greater than 0.1%, it must be identified and qualified in accordance
with ICH Q3B(R). Furthermore, OGD will apply this approach to ANDASs for all dosage forms
of gabapentin (e.g., capsules, tablets, oral suspension). ’



‘This approach represents OGD’s best scientific judgment at the present time. We appreciate

your consideration of the issue raised in this letter, and your attention to this matter will assist the
approval process for the gabapentin applications.

Sincerely youré | D
Al éwT a5 |of

Florence S. Fang : .

Director '

Division of Chemlstry II

Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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FEB 6 2004

‘TorPharm Inc.

Attention: David Coffin-Beach, Ph.D.
50 Steinway Blvd.

Etobicoke, Ontario

Canada, MOW 6Y3

Apotex Corp.

Attention: Marcy Macdonald
U.S. Agent for TorPharm

616 Heathrow Drive
Lincolnshire, IL 60069

Sent Via Facsimile and U.S. Mail
Dear Dr. Coffin-Beach and Ms. Macdonald:

On January 15, 2004, you submitted a letter to the FDA requesting that the agency
immediately grant final approval for TorPharm's ANDA 75-360 for gabapentin capsules, 100
mg, 300 mg, and 400 mg. This was also submitted in a minor amendment dated January 19,
2004. You assert that exclusivity for gabapentin capsules has expired under the "one first
applicant approach” adopted by United States District Judge Roberts in litigation over the
approval of paroxetine ANDAs. TorPharm, Inc. v. FDA, Civ. No. 03-2401 (Jan. 8, 2004). You
assert that consistency and estoppel require the agency to apply that ruling to the gabapentin
ANDAs. The agency disagrees. '

As you are well aware, the approval of TorPharm's ANDA for gabapentin has been the
subject of litigation since August 2002. United States District Court Judge Huvelle has issued
two published opinions on the matter: Purepac Pharm. Co. v. Thompson, 238 F. Supp. 2d 191
(D:D.C. 2002); TorPharm, Inc. v. Thompson, 260 F. Supp. 2d 69 (D.D.C. 2003). TorPharm
appealed both decisions to the D.C. Circuit. On January 20, 2003, the D.C. Circuit issued an
opinion affirming both district court decisions. Purepac Pharm. Co. v. Thompson, Nos. 02-5410
& 03-5121, 2004 WL 76594 (D.C. Cir. Jan. 20, 2004).

At no time before TorPharm's January 15, 2004, letter did TorPharm argue to the agency
or the courts that the agency should apply the one first applicant approach to conclude that 180-
day marketing exclusivity could attach only to the '476 patent. TorPharm could have raised this
argument in 2002 when the litigation began — the arguments that TorPharm made in the recent
paroxetine litigation that began in November 2003 were available to them in the gabapentin
litigation. However, TorPharm failed to argue, in either district court proceedings or on appeal,:
that FDA's patent-by-patent approach was invalid and that, under the one first applicant



approach, exclusivity attached only to the '476 patent. In fact, it argued te opposite — that
TorPharm was entitled to "shared exclusivity:"

. .. even if this Court concludes that Purepac is entitled to exclusivity on the '482
patent, TorPharm is still entitled to exclusivity as to the '479 patent, together with
final approval of its ANDA and an award of shared exclusivity with Purepac. In
the Purepac opinion, this Court determined just that, noting that, even with
Purepac's section (viii) statement as to the '479 patent, TorPharm would still "be
the first generic manufacturer to have filed a successful ANDA with such a
certification as to the '479 patent. As such, it would be entitled to share a 180-day
exclusivity period under 21 U.S.C. § 355(G)(5)(B)(iv), which would force Purepac
to share the exclusivity which it is entitled by virtue of being the first applicant to
file a paragraph IV certification as to the '482 patent." Purepac Pharm., 2002 WL
31840631 at *17 n.27. '

* * *

[T]here is nothing in the omeprazole letter that precludes FDA from awarding
shared exclusivity to TorPharm and Purepac, even though Purepac has not
certified to the '479 patent, and thus FDA is clearly entitled to extend the shared
exclusivity concept to situations not strictly involving a so-called "exclusivity
stand-off." Indeed, one of the purposes of shared exclusivity is to permit those
that are first to amend their ANDA's by filing paragraph IV certifications on
newly listed patents to share in an award of exclusivity to improve the chances for
an earlier launch of a generic product. (Rakoczy Decl. Tab K, Omeprazole Ltr. at

- 5.) The Purepac opinion itself acknowledges as much, noting that TorPharm
would be entitled to shared exclusivity . . .. Purepac Pharm., 2002 WL
31840631, at-*17 n.27. That is the approach that should — and indeed must — be
followed here. Any other approach would lead to the absurd result . . . .

TorPharm's Memorandum of Points and Authorities in Support of its Motion for Preliminary
Injunction (Feb. 14, 2003) at 35-37 (emphasis added).

Thus, TorPharm not only failed to argue in the gabapentin litigation that the court should
apply the one first applicant approach, it also argued in favor of shared exclusivity. Now, after
full litigation of the gabapentin ANDAs, including two district court preliminary injunction
proceedings, and a full appeal, TorPharm is precluded under the doctrines of waiver and estoppel
from raising a new argument. '

First, a party who fails to raise an argument in the district court waives it on appeal. See
United States v. Olano, 507 U.S. 725, 731 (1993) ("No procedural principle is more familiar to
this Court than that a constitutional right, or a right of any other sort, may be forfeited in criminal
as well as civil cases by the failure to make timely assertion of the right before a tribunal having
jurisdiction to determine it.") (internal quotation marks omitted). Surely, if an argument could
not be raised on appeal, it cannot be raised after appellate briefing and afgument has been
concluded, and the appellate court has issued its decision.




Second, judicial estoppel prevents a party from making inconsistent arguments at
different stages of the same case. As the Supreme Court has recently explained,

"[WThere a party assumes a certain position in a legal proceeding, and succeeds in
maintaining that position, he may not thereafter, simply because his interests have
changed, assume a contrary position, especially if it be to the prejudice of the
party who has acquiesced in the position formerly taken by him." Davis v.
Wakelee, 156 U.S. 680, 689, 15 S.Ct. 555, 39 L.Ed. 578 (1895). ... 18 C. Wright,
A. Miller, & E. Cooper, Federal Practice and Procedure § 4477, p. 782 (1981)
(hereinafter Wright) ("absent any good explanation, a party should not be allowed
to gain an advantage by litigation on one theory, and then seek an inconsistent
advantage by pursuing an incompatible theory").

[The] purpose [of judicial estoppel] is "to protect the integrity of the judicial
process," Edwards v. Aetna Life Ins. Co., 690 F.2d 595, 598 (C.A.6 1982), by
"prohibiting parties from deliberately changing positions according to the
exigencies of the moment," United States v. McCaskey, 9 F.3d 368,378 (C.A.5
1993).

New Hampshire v. Maine, 532 U.S. 742, 749-50 (2001).

Initially, in the gabapentin litigation, TorPharm hoped to prevail on a theory that it was
entitled to sole or shared exclusivity. Now that that tact has failed, TorPharm has reversed
course and is arguing that exclusivity for all applicants has expired. Thus, it appears TorPharm
is "pursuing an incompatible theory" "according to the exigencies of the moment." See New
Hampshire, 532 U.S. at 749-50. As the Supreme Court explained, such tactics are not permitted
because it damages the integrity of the judicial process. Id. If the agency were to accept your
new theory now, the preceding gabapentin litigation would be rendered meaningless.

Your letter asserts that the government must apply Judge Roberts' decision in the
paroxetine litigation to your gabapentm ANDA under the doctrine of issue preclusion. Issue
preclusion attaches only when an issue is actually litigated and determined by a valid and final

judgment, and would not work an unfairness. Arizona v. California, 530 U.S. 392, 414, 120 S.
Ct. 2304, 2319 (2000); Milton S. Kronheim & Co. v. District of Columbia, 91 F.3d 193, 197
(D.C. Cir. 1996). Given the circumstances here, where Judge Roberts issued a brief oral opinion
from the bench, where the government is seeking to stay and appeal that opinion, and where that
opinion will be subject to de novo review, we believe that issue preclusion would not apply. In
any event, because TorPharm is precluded from even raising the one first applicant argument at
this late stage in the litigation, the doctrine of issue preclusion need not be reached.

FDA will continue to apply a patent-by-patent exclusivity approach to the ANDAs for
gabapentin capsules. For the reasons described in detail in FDA's letter of January 28, 2003
(enclosed), and affirmed by the D.C. Circuit in Purepac, 2004 WL 76594 , the agency has
concluded that application of the patent-by patent approach to the gabapentin ANDAs results in
Purepac having 180-day exclusivity as to U.S. Patent Number 6,054,482. This is the sole



remaihing exclusivity for this drug product. The Purepac ANDA is approved, but the sponsor
has not begun to commercially market the drug. The exclusivity period has not been triggered.

If you have questions regarding these issues, please contact Ms. Cecelia Parise,
Regulatory Policy Advisor to the Director, Office of Generic Drugs, at (301) 827-5845.

Sincerely,

; Gary\Buehler
Director Zla of
Office of Generic Drugs

Center for Drug Evaluation and Research
Enclosure:  FDA's Letter to Apotex Corp. and Purepac Pharmaceutical Co.
Dated January 28, 2003

cc: William A. Rakoczy, Counsel for Torpharm/Apotex
Daniel E. Troy, OCC



cc: ANDA 75-360
Dup
Division File
GCF-1/D. Troy/K. Dettelbach/L. Dickinson/K. Schifter
HFD-600/G. Buehler/R. West/D. Hare/R. Hassall/C. Parise/D. Read
HFD-610/P. Rickman/G. Davis/R. Shimer/T. Ames/T. Hinchliffe

Q:\firms-nz\torpharm\04-01-29gabapentinltr.doc M



February 17, 2004 W CORRES /W/w Z;M/

Office of Generic Drugs NC /’1/( | /U;:{/’) ﬂ
9

CDER, Food and Drug Administration o [ B
Metro Park North IT . ' JU“ 7 /C“ '
7500 Standish Place, Room 150 , /)”’J o
Rockvilie, MD 20855 ’ '

Re: MINOR AMENDMENT
Gabapentin Capsules, 100 mg, 300 mg and 400 mg, ANDA #75-360

To Whom It May Concern:

TorPharm Inc. is hereby filing a minor amendment to our pending ANDA for Gabapentin .
Capsules, 100 mg, 300 mg and 400 mg (ANDA No. 75-360). This amendment is being submitted
in triplicate (Archival, Review and Field copies), and the required Field Copy Certification can
be found in the last section of the amendment.

We are revising our Largest Unknown Impurity limit for Gabapentin Capsules from 0.2% to
0.1%.  This change is submitted in response to the FDA Letter to All ANDA Applicants for
Gabapentin Dosage Forms dated February 5, 2004. Details of the proposed change and
supporting documentation are enclosed in the relevant sections of this amendment.

Should you have any questions or concerns regarding the enclosed, please do not hesitate to
contact- me by telephone at (416) 675-8406, by FAX at (416) 675-0340 or by e-mail at
jdochert@apotex.com.

Sincerely,
/ | | ~ RECFIVED
/ W ‘e FEB 18 2004
Jennifer Docherty , N
Manager, Regulatory Affairs GDL/CDER

Cc: Marcy Macdonald

50 Steinway Bivd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340



1530

APR 15 2004

William A. Rakoczy, Esq.
Rakoczy, Molino, Mazzochi, L.L.P.
6 West Hubbard Street, Suite 500
Chicago, IL. 60610

Sent Via Facsimile and U. S. Mail
Dear Mr. Rakoczy:.

This responds to your letter of April 12, 2004, on behalf of Apotex Inc., in which you request an
administrative stay of approval of Purepac Pharmaceutical Company's ANDA 75-350 for
gabapentin capsules, 100, 300, and 400 mg, and ANDA 75-694 for gabapentin tablets, 600 and
800 mg. Purepac's ANDA 75-350 was given final approval on September 12, 2003. Purepac's
ANDA 75-694 has not been approved. You assert that a stay of approval for these ANDAs is
warranted to prevent Purepac from immediately marketing its gabapentin products and enjoying
a period of marketing exclusivity "to which it may not be statutorily entitled." For the reasons
discussed below, your request is denied.

On January 15, 2004, Apotex submitted a letter to FDA asking that FDA grant immediate final
approval for Apotex's ANDA 75-360 for gabapentin capsules 100, 300, and 400 mg. Apotex
asserted that exclusivity for gabapentin capsules has expired under the "one first applicant
approach" adopted by United States District Judge Roberts in litigation over the approval of
paroxetine ANDAs. TorPharm, Inc. v. FDA, Civ. No. 03-2401 (Jan. 8, 2004). You argued that
consistency and estoppel require the agency to apply that ruling to the gabapentin ANDAs.

FDA responded to the January 15 letter on February 6, 2004, denying Apotex's request for
immediate approval of its ANDA 75-360. As FDA explained in detail in its response (attached),
FDA will continue to apply a patent-by-patent exclusivity approach to the ANDAs for
gabapentin capsules. This patent-by-patent approach for the gabapentin ANDAs results in
Purepac having 180-day exclusivity as to U.S. Patent Number 6,054,482. Because Purepac has
180-day exclusivity for gabapentin capsules, 100, 200, and 300 mg, FDA will not give final
approval to Apotex's ANDA for gabapentin capsules, 100, 200, and 300'mg, until Purepac's
exclusivity has expired.

Apotex, having failed to obtain approval of its own ANDA because of Purepac's eligibility for
exclusivity, now seeks to have FDA stay the approval it has already granted to Purepac's ANDA
for gabapentin capsules, 100, 200, and 300 mg. Your letter asserts that Apotex is entitled to this
relief because, absent such a stay, Purepac may "attempt to partially moot Apotex's upcoming
legal challenge and obtain a de facto exclusivity to which Purepac is not statutorily entitled by
immediately marketing its product."



FDA does not agree that a stay is appropriate. First, there is no statutory basis for FDA to stay
the effectiveness of Purepac's approval to protect Apotex's "ability to compete in the gabapentin
market." Purepac has met the requirements of section 505(j) of the Federal Food, Drug, and
Cosmetic Act for approval of its ANDA, and thus that approval will stand. Second, Apotex
seeks this relief more than two months after the February 6, 2004, agency denial of Apotex's
request for approval of its ANDA. Apotex has had ample time to seek recourse to the courts on
its claim that Purepac is not entitled to exclusivity, but has not done so. This unexplained delay
undercuts both Apotex's unreasonable request that FDA respond in one day to its letter asking for
a stay in Purepac's ANDA approvals, and the urgency and necessity of the remedy Apotex seeks.
For these reasons, Apotex's request for a stay of the approval of Purepac's ANDA 75-350 is
denied.

Apotex's request for a stay in approval of Purepac's ANDA 75-694 for gabapentin tablets, 600
and 800 mg, is also denied. Apotex does not have an ANDA pending for gabapentin tablets.
Therefore, Apotex has no legitimate interest in any FDA decisions regarding 180-day exclusivity
determinations for gabapentin tablets. The drug products that have been the subject of
administrative proceedings and litigation with Apotex regarding 180-day exclusivity have been
gabapentin capsules, not gabapentin tablets. See TorPharm, Inc. v. Thompson, 260 F. Supp. 2d
69 (D.D.C. 2003), aff'd, Purepac Pharm. Co. v. Thompson, 354 F.3d 877 (D.C. Cir. 2004).

If you have questions regarding these issues, please contact Ms. Cecelia Parise, Regulatory
Policy Advisor to the Director, Office of Generic Drugs, at (301) 827-5845.

Sincerely,

/d?j"‘) ‘rlls)otl

ary Buehler
Director
Office of Generic Drugs
Center for Drug Evaluation and Research

Attachment: February 6, 2004 Letter to TorPharm, Inc. and Apotex Corp.

cc: Daniel E. Troy, OCC
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Tor Pharm.. .
/.
July 22, 2004 | - &i\ﬂ/ M

Office of Generic Drugs N W YN

CDER, FDA .
Document Control Room, Metro Park North II :

7500 Standish Place, Room 150

Rockville, MD 20855-2773 | cé\\i\o\\

To Whom It May Concern:

Re: Company Name Change from TorPharm Inc. to Apotex Inc.
Gabapentin Capsules 100 mg, 300 mg and 400 mg
ANDA No. 75-360

Please be advised that TorPharm Inc. has assumed the name Apotex Inc. to reflect the
name of its parent company, effective April 1, 2004. The FDA Form 356h has been
provided. ' ‘

Please also note that, where necessary, in order to distinguish between the Apotex sites,
the company formerly known as TorPharm Inc. will now be referred to as Apotex Inc. —-
Etobicoke Site and the parent site will be referred to as Apotex Inc. — Signet Campus.

Establishment Registration and Drug Listing forms have been revised and submitted
accordingly. :

Should you have any questions or concerns regarding the above changes, please do not
hesitate to contact me by telephone at 416-675-0338 ext. 4207, by fax at (416) 675-0340
or by email at bsandhu@apotex.com .

Sincerely,

@A’\ - : o e
; RECEVE

Barinder Sandhu W 6 on

Project Leader, Regulatory Affairs JUL 2 3 2004

Apotex Inc. — Etobicoke Site @ @3 l ngﬂ

(formerly TorPharm Inc.)

cc: John Hems, Director, US and Canadian Regulatory Affairs, Apotex Inc.
Marcy Macdonald, Director, Regulatory Affairs, Apotex Corp.

50 Steinway Blivd., Etobicoke, Ontario, Canada M9W 6Y3 Phone: (416) 675-0338 Fax: (416) 675-0340



, AAPOTEX INC.

August 19, 2004 %_\@, \*H k)

ORIG AMENDMENT

Office of Generic Drugs : \
CDER, Food and Drug Administration % 4].‘ br*
Metro Park North II » Y | ol
7500 Standish Place, Room 150 61/ 13

Rockville, MD 20855-2773
To Whom It May Concern:

Re: AMENDMENT - ALTERNATE RAW MATERIAL MANUFACTURER
Gabapentin Capsules, 100mg, 300 mg and 400 mg, ANDA No. 75-360

Apotex Inc. — Etobicoke Site, 50 Steinway Boulevard, Etobicoke, Ontario, Canada, M9W 6Y3 is
hereby filing an amendment to ANDA number 75-360 for Gabapentin Capsules 100 mg, 300 mg and
400 mg. This is a resubmission of the amendment filed on July 30, 2003 to request FDA approval to
use an alternate manufacturer - — == for the raw material Gabapentin. The amendment was

_ subsequently withdrawn on January 14, 2004 without prejudice placed on future resubmission. The
amendment has been updated since its previous submission. Apotex Inc. is also requesting approval -
to use Apotex Inc. — Signet Campus as an alternate packaging and analytical site.

As required by 21 CFR 314.71(b), Apotex Inc. is forwarding a true copy of the technical sections of
the amendment (including a copy of the FDA Form 356h). Apotex Inc. certifies that the technical
sections contained in this "field copy" are true copies of the same sections of the amendment that
were submitted to FDA headquarters. The enclosed field copy is contained in a burgundy folder.

Please note that TorPharm Inc. has assumed the name Apotex Inc. to reflect the name of its parent
company, effective April 1,2004. A letter outlining the details of this change was submitted July 22,
2004. : '

Should you have any questions or concerns regarding the enclosed, please do not hesitate to contact
me by telephone at (416) 675-0338 ext. 4489, by fax at (416) 675-0340 or by e-mail at
eeilert@apotex.com.

Sincerely, ’

Eveline Eilert
Project Leader, Regulatory Affairs

cc: John Hems, Director, U.S. and Canadian Regulatory Affairs, Apotex Inc.
Marcy Macdonald, Director, Regulatory Affairs, Apotex Corp.

RECEIVED

: _ AUG 2 0 2004
50 Steinway Blvd., Etobicoke, Ontario, Canada M9W 6Y3
Tel. 416.675.0338  Fax. 416._675.0340 www.apotex.com OGD/CDER
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616 Heathrow Drive, Lincolnshire, Illinois 60069 — Tel (847) 821-8005

October 6, 2004

Office of Generic Drugs

CDER, FDA OHG AMEND:
MPN I1, HFD-600 X?

7500 Standish Place

Rockville, MD 20855
ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent -
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Marcy McDonal

Director, Regulatory Affairs,

Sincerely,

RECENE“

QGDARLER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada M9L 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada M9L 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,
(s
gQJ\V\A(_Q ST
Bernice Tao

Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

‘Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg
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616 Heathrow Drive, Lincolnsllire, Hlinois 60069 — Tel (847) 821-
8005

October 7, 2004

Office of Generic Drugs
CDER, FDA
MPN II, HFD-600

7500 Standish Place N \\(p
Rockville, MD 20855
ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:
Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.
If you have any further questions, please do not hesitate to contact me.
Sincerely,

a‘/ T

Marcy Macdonald
Director, Regulatory Affairs

HRECEIVED
OCT b7 2004
OGDIUUER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada M9L 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada M9L 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,
(_\
anwdi (00 5yt
Bernice Tao

Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, Lincolnshire, Illinois 60069 — Tel (847) 821-8005

October 8, 2004

Office of Generic Drugs
CDER, FDA

MPN II, HFD-600

7500 Standish Place

Rockville, MD 20855 - NEW CORRESP
X ¢

ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questidns, please do not hesitate to contact me.

Sincerely,

M% P

Director, Regulatory Affairs,

RECEIVED
OCT 0 8§ 2004
OGD/VUER



616 Heathrow Drive, Lincolnshire, llinois 60069 — Tel (84'7) 821-8005

October 12, 2004

Office of Generic Drugs
CDER, FDA

MPN II, HFD-600

7500 Standish Place
Rockville, MD 20855

ANDA AMENDMENT N \ )L
RE: ANDA No. 75-360

Gabapentin Capsules 100 mg, 300 mg and 400 mg
To whom it may concern:
Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
" No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

Mﬂu‘by Maclonal)
Marcy Macdonald T

Director, Regulatory Affairs,

OCT 1 2 7004

N o Rg N gl oy
R R g



616 Heathrow Drive, Lincolns]’lite, linois 60069 — Tel (847) 821-8005

October 13, 2004
Office of Generic Drugs
CDER, FDA

MPN II, HFD-600
7500 Standish Place

Rockville, MD 20855 | N) )CP :

ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

- Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Sincerely, J

Marcy Mac’:Zud T

Director, Regulatory Affairs,

RECF'VED
0CT 1 3 2004
OGD / CDER



616 Heathrow Drive, Lincolnshire, Illinois 60069 — Tel (847) 821-8005

October 14, 2004

Office of Generic Drugs
CDER, FDA
MPN II, HFD-600

7500 Standish Place ;
Rockville, MD 20855 “ X:P
ANDA AMENDMENT

RE: ANDA No. 75-360 ,
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contacf me.

Sincerely,

Marcy Macdonald
Director, Regulatory Affairs,

RECEIVED
OCT 1 4 2004

OGD / CDER




APOTEX INC.

150 Signet Drive, Weston, On’cario, Canacla MIL 1T9

" COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada MOL 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,
S
Bernice Tao

Associate Director, Regulatory Affairs, .
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, Lincolnshire, 1llinois 60069 — Tel (847) 821-8005

October 15, 2004

Office of Generic Drugs

CDER, FDA

MPN II, HFD-600
7500 Standish Place
Rockville, MD 20855

ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:
Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in -

duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

It you have any further questions, please do not hesitate to contact me.

Sincerely,

MCULY MMG&M M

Marcy Macdonald
Director, Regulatory Affairs,

RECEIVED

0CT 15 2004
OGDICDER



616 Heathrow Drive, Lincolnshire, Illinoisr 60069 — Tel (847) 821-8005

October 18, 2004

Office of Generic Drugs
CDER, FDA

MPN II, HFD-600

7500 Standish Place

Rockville, MD 20855 N \ Ve é:“

ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Sincerely, |
M ANT

Marcy Macdompald
Director, Regulatory Affairs,



October 19, 2004

Office of Generic Drugs

CDER, FDA

MPN II, HFD-600 Y
7500 Standish Place )(‘Q/;
Rockville, MD 20855 \

ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

< Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

Ve Moot

Marcy Macdonald
Director, Regulatory Affairs,

RECEIVED
0CT 192004
OGD/CDER



616 Heathrow Drive, Lincolnshire, linois 60069 — Tel (847) 821-8005

October 20, 2004

Office of Generic Drﬁgs
CDER, FDA .
MPN II, HFD-600 ORIG AMENDMENT

7500 Standish Place
Rockville, MD 20855
. ANDA AMENDMENT N / *p

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2. :

If you have any further questions, please do not hesitate to contact me.

Sincerely, .

Marcy Macd;nald | M_

Director, Regulatory Affairs,

RECEIVED

0CT 2 0 2004
OGDICDER




616 Heathrow Drive, Lincolnshire, inois 60069 - Tel (84'7) 821-8005

October 21, 2004

Office of Generic Drugs

CDER, FDA | '

MPN II, HFD-600 ng{( patent ~ /¢ not listed in OB or
7500 Standish Place ockets C. Bina /1)y

Rockville, MD 20855
ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Sincerely, m
M / AMT
Marcy Macdonald _

Director, Regulatory Affairs,

RECEIVED
0CT 2 1 2004
OGD /CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada M9L 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada MOL 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2. '

Regards,

@WW’E@&YT

Bernice Tao
Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



NAI patent 75 L not listed in OB or
ts C. Bina
dockets “/}/OL]

616 Heathrow Drive, Linicoinsmure, 1llinois 60069 — Tel (84‘7) 821-8005

October 22, 2004 BECE\ v ED
7500 Standish Place OGD / CDER
Rockville, MD 20855

ANDA AMENDMENT Qs AR
RE: ANDA No. 75-360 | N \ W

Gabapentin Capsules 100 mg, 300 mg and 400 mg
To whom it may concemn:
Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.
If you have any further questions, please do not hesitate to contact me.
Sincerely,

Marcy Ma
Director, Regulatory Affairs,

RECEIVED
0CT 22 2004



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada M9L 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada M9L 1T9, is submitting an -
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,
gmwu I
GO T
Bernice Tao

Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



[

616 Heathrow Drive, Line

October 25, 2004

Office of Generic Drugs
CDER, FDA N
MPN II, HFD-600 - ORIG AMENDMENT
7500 Standish Place '

- 7
Rockville, MD 20855 | V¥

ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent

_No. 6,800,782 B2.

——
If you have any further questions, please do not hesitate to contact me.

Sincerely,

er
Marcy Macdogald

Director, Regulatory Affairs,

RECEIVED
0CT 2 5 2004
OGD / CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada M9L 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada M9L 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2. :

Regards,
(0.0,
@QM T
Bernice Tao '

Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, Lincolnshire, llinois 600697— T;r(JSL‘VI'E)VgZI—SOO5

October 26, 2004

Office of Generic Drugs

'CDER, FDA | |
MPN II, HFD-600 . ORIG AMENDMENT
7500 Standish Place Q :
Rockville, MD 20855 \\ \\k .

ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

arey Mtedlald, ¢

Marcy Macdonald
Director, Regulatory Affairs,

RECEIVED
OCT 2 6 2004
OGD/CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada M9L 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada MIL 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,

D mact Tatogr

Bernice Tao
Associate Director, Regulatory Affairs,
‘Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



NALI patent ’z [_’;2 not listed in OB or
dockets C. Bina -
| i 1]o4

616 Heathrow Drive, Linco]nshire, linois 60069 — Tel (847) 821-8005

October 27, 2004

Office of Generic Drugs ORIG AMENDMENT
CDER, FDA '

MPN I, HFD-600 Nixe

7500 Standish Place

Rockville, MD 20855
ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2. _

If you have any further questions, please do nét hesitate to contact me.

Sincerely,

Marul Macllsald

Marcy Macdohald
Director, Regulatory Affairs,

RECEIVED
0CT 2 7 2004
OGD /CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada MOL 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada MOIL 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,

g{f““/@ V;)aﬂ'

Bernice Tao
Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, i_;;ncolns ire, Illinois 60069 — Tel (847) 821-8005

October 28, 2004

Office of Generic Drugs
CDER, FDA
MPN 11, HFD-600

7500 Standish Place Yt\é gﬁxgg .
Rockville, MD 20855 Yty
ANDA AMENDMENT

. RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:
Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.
If you have any further questions, please do not hesitate to contact me.
Sincerely, .
M oM
Marcy Macd¢nald
Director, Regulatory Affairs,

RECEIVED
0CT 2 8 2004
OGD/CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada MIL 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada ML 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,

Bernice Tao
Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
: Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, Lincolnsl’lire, linois 60069 — Tel (847) 821-8005

October 29, 2004

Office of Generic Drugs
CDER, FDA
MPN IL, HFD-600

7500 Standish Place | \ h( 0
Rockville, MD 20855 '
ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

Mcmz Mee el .

Marcy M
Director, Regulatory Affairs,

RECEIVED
0CT 2 9 2004
OGD/CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada MOIL 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada M9L 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400

mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,

gﬁf"\m Ea\(r

Bernice Tao
Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, Lincolnshire, linois 60069 — Tel (84'7) 821-8005

November 2, 2004

Office of Generic Drugs
CDER, FDA

MPN II, HFD-600

7500 Standish Place
Rockville, MD 20855

ANDA AMENDME]

AMENDMEN T
Gabapentin Capsules 100 mg, 300 mg and 400 mg ‘*\ X p

To whom it may concern:

RE: ANDA No. 75-360

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me. |
Sincerely,
' Z MQCZD u’“?’;?ﬁ

Marcy Macdonald
Director, Regulatory Affairs,

RECEIVED
NOV 02 2004
OGD / CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada M9L, 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada M9L 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,

W%a\ﬂ'

Bernice Tao
Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, Lincolnsl’lire, Ilinois 60069 — Tel (847) 821-8005

November 1, 2004

Office of Generic Drugs
CDER, FDA

MPN II, HFD-600 _‘
7500 Standish Place 0
Rockville, MD 20855 \ﬁ\
NP

ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

Mm{:\)'/zhiz;zz}d a\[ r

Director, Regulatory Affairs,

RECEIVED
NOV 0 1 2004
OGD/CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada M9L 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada ML 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,

Germerlocy,r

Bernice Tao
Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, Lincolnshire, Illinois 60069 — Tel (847) 821-8005

November 3, 2004

Office of Generic Drugs
- CDER, FDA i
MPN II, HFD-600 Y
7500 Standish Place

Rockville, MD 20855

ANDA AMENDMENT X P

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Slncerely,

M@M
Marcy Macdonald

Director, Regulatory Affairs,

RECEIVED
NOV 0 3 2004
OGD / CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada MOL 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada M9L 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,

QQW/Q 7;@06((

Bernice Tao
Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada ML 1T9
SECTION III

PATENT CERTIFICATION

Paragraph IV Certification
U.S. Patent No. 6,800,782 B2

In accordance with the Federal Food, Drug and Cosmetic Act, as amended September 24, 1984
and December 8, 2003, a Patent Certification as to U.S. Patent No. 6,800,782 B2 (“the ‘782
patent”) is hereby provided for our Abbreviated New Drug Application No. 75-360 for
gabapentin capsules 100 mg, 300 mg and 400 mg.

Apotex Inc. hereby certifies that, in its opinion and to the best of its knowledge, the ‘782 patent,

~ expiring on or about September 25, 2022, will not be infringed upon by the manufacture, use or

sale by Apotex Inc. of gabapentin capsules 100 mg, 300 mg and 400 mg for which Apotex Inc.’s
abbreviated application has been submitted, and/or that the ‘782 patent is invalid.

STATEMENT CONCERNING NOTICE TO
PATENT OWNER AND NDA HOLDER

As required by Section 505()(2)(B)(i) of the Federal Food, Drug and Cosmetic Act and 21
C.F.R. § 314.94(a)(12)(1)(A)(4) and 21 C.F.R. § 314.95, Apotex hereby states that the notice
required by Section 505(j)(2)(B)(iv) of the Federal Food, Drug and Cosmetic Act and 21 C.F.R.

§ 314.95 is being sent to Warner-Lambert Co., the record owner of U S. Patent No. 6,800,782 B2
and Pfizer Inc., the holder of the approved application for Neurontin® capsules 100 mg, 300 mg,
and 400 mg.

As required by 21 C.F.R § 314.95(b) and (d), concurrently with sending notice of this
certification to Warner-Lambert Co. and Pfizer Inc., Apotex is amending its ANDA No. 75-360
for gabapentin capsules 100 mg, 300 mg and 400 mg to include a certification that the notices
have been provided to each person identified under 21 C.F.R. § 314.95(a) and that the notices
met the content requirements of 21 C.F.R. § 314.95(c).

gﬂrwm@\,r ] Ny, 3 204

Bernice Tao Date
Associate Director, Regulatory Affairs,
Solid Dosage Forms




616 Heathrow Drive, Lincolnsl’lite, Wlinois 60069 — Tel (84'7) 821-8005

November 4, 2004

Office of Generic Drugs
CDER, FDA

MPN II, HFD-600

7500 Standish Place
Rockville, MD 20855

ANDA AMENDMENT “W&'}
RE: ANDA No. 75-360 |

Gabapentin Capsules 100 mg, 300 mg and 400 mg
To whom it may concern:
Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide cert1ﬁcat1on for U.S. Patent
No. 6,800,782 B2.
If you have any further questions, please do not hesitate to contact me.
Sincerely,

Mezre, Macdnal)

Marcy Macdongld :
Director, Regulatory Affairs,

RECEIVED
NOV 0 4 2004
OGD /CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada MOIL 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada MOL 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2. :

Regards,

&W%@%F

Bernice Tao
Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, Lincolnshire,

November 5, 2004

Office of Generic Drugs
CDER, FDA

MPN II, HFD-600

7500 Standish Place

Rockville, MD 20855 M %\A@

ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

Marey Macdonal)

Marcy Macdondld
Director, Regulatory Affairs,

RECEIVED
NOV 0 5 2004

OGD/CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada M9L 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada MOL 1T9, is submitting an
“amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2. '

Regards,
ngMCRT&O —
Bernice Tao

Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, Lincolnshire, llinois 60069 — Tel (847) 821-8005

November 8, 2004

Office of Generic Drugs
CDER, FDA

MPN II, HFD-600

7500 Standish Place
Rockville, MD 20855 M ‘ p

ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2. :

If you have any further questions, please do not hesitate to contact me.

Sincerely,

Marcy Macdonal

Director, Regulatory Affairs,

RECEIVED
NOV 0 8 2004
OGD/CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada MO9L 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada MIL 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,

gamrfz 70:36“(

Bernice Tao
Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



November 9, 2004

Office of Generic Drugs
CDER, FDA

MPN II, HFD-600

7500 Standish Place
Rockville, MD 20855

ANDA AMENDMENT - l\\\ﬁp

RE: ANDA No. 75-360 . _
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:
Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2. :
If you have any further questions, please do not hesitate to contact me.
Sincerely,
M V\MM T
2t

Marcy Macdgnald
Director, Regulatory Affairs,

RECEIVED
NOV 0.9 2004
OGD /CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada MIOL 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada M9L 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2. :

Regards,

bepuel_ %a\er

Bernice Tao
Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, Lincolnsl’xire, inois 60069 — Tel (84'7) 821-8005

November 10, 2004

Office of Generic Drugs
CDER, FDA

MPN II, HFD-6600..
7500 Standish Place
Rockville, MD 20855

ANDA AMENDMENT NL )CP
RE: ANDA No. 75-360

Gabapentin Capsules 100 mg, 300 mg and 400 mg
To whom it may concern:
Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2. ' '
If you have any further questions, please do not hesitate to contact me.
Sincerely,

M (A/WMWT |

Marcy Macdgnald
Director, Regulatory Affairs,

RECEIVED
NOV 10 2004
OGD /CDER




APOTEX INC.

150 Signet Drive, Weston, Ontatio, Canacla MOIL 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada ML 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards, :

W@mT

Bernice Tao
Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, Lincolns}lire, linois 60069 — Tel (847) 821-8005

November 12, 2004

Office of Generic Drugs

CDER, FDA ‘

MPN II, HFD-600

7500 Standish Place

Rockville, MD 20855 Nﬂgégﬁﬂf

ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Sincerely, '

M W&%AE—Q) i

Marcy Macdonald

Director, Regulatory Affairs,

RECEIVED
NOV 1 2 2604
OGD/CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada M9L 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada MIL 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400
mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2. '

Regards,
—
W / AOanT”
Bernice Tao

Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360
Gabapentin Capsules
100 mg, 300 mg and 400 mg



616 Heathrow Drive, Lincolnsl‘xite, Tlinois 60069 — Tel (847) Bé

November 15, 2004
Office of Generic Drugs
CDER, FDA

MPN II, HFD-600
7500 Standish Place

Rockville, MD 20855 M%XQ

ANDA AMENDMENT

RE: ANDA No. 75-360
Gabapentin Capsules 100 mg, 300 mg and 400 mg

To whom it may concern:

Apotex Corp., as the U.S. Agent for Apotex Inc., of Canada, is hereby submitting in
duplicate an amendment to its ANDA No. 75-360 to provide certification for U.S. Patent
No. 6,800,782 B2.

If you have any further questions, please do not hesitate to contact me.

Sincerely,

/l/(ﬂ—vty WC&MA,QJW«,—'
Marcy Macdonald

Director, Regulatory Affairs,

RECEIVED
NOV 1 5§ 2004
OGD/CDER



APOTEX INC.

150 Signet Drive, Weston, Ontario, Canada MOL 1T9

COVER LETTER
ANDA AMENDMENT

Apotex Inc., of 150 Signet Drive, Weston, Ontario, Canada M9L 1T9, is submitting an
amendment to its ANDA No. 75-360 for gabapentin capsules 100 mg, 300 mg and 400

mg. This amendment is being submitted to provide certification for U.S. Patent No.
6,800,782 B2.

Regards,

é%UNWQ A0 T

Bernice Tao
Associate Director, Regulatory Affairs,
Solid Dosage Forms

Apotex Inc.

Amendment to ANDA No. 75-360 -
Gabapentin Capsules
100 mg, 300 mg and 400 mg



APOTEX INC.

~ ORIGAMENDMEN)
R

January 7, 2005

- Office of Generic Drugs
CDER, Food and Drug Administration
Metro Park North Il
7500 Standish Place, Room 150
Rockville, MD 20855-2773

"Re: Labeling Amendment to Gabapentin Capsules 100 mg, 300 mg and 400 mg,
ANDA #75-360 '

Apotex Inc., 50 Steinway Boulevard, Etobicoke, Ontario, Canada, MOW 6Y3, is hereby
amending ANDA number 75-360 for Gabapentin Capsules 100 mg, 300 mg and 400 mg.
The amendment is being submitted to update Apotex Inc.’s labeling to match the approved
reference listed drug labeling. This Labeling Amendment is being submitted in duplicate
(Review and Archival copies). An updated exclusivity statement, as per the Electronic
Orange Book for PED, I-311 and 1-354 has been submitted today under a separate cover.

Please note that TorPharm Inc. has assumed the name of Apotex Inc. to reflect the name of
its parent company, effective April 1, 2004. A letter outlining the details of this change was
submitted on July 22, 2004. In addition, the Establishment Registration and Drug Listing
forms have also been revised and submitted to the FDA.

Should you have any {questions or concerns regarding the enclosed, please do not hesitate
to contact me at 416-401-7889, by fax at 416-675-0340 or by e-mail at btao@apotex.com.

Sincerely,
Bernice Tao /

Associate Director, Regulatory Affairs Solid Dose (US)

cc: Marcy Macdonald, Director, Regulatory Affairs, Apotex Corp.

RECEIVED

50 Steinway Blvd., Etobicoke, Ontario, Canada MSW 6Y3 ‘JAN 1 0 2005 .

Tel. 416.675.0338 Fax. 416.675.0340 www.apotex.com OGD / CDER



(. AAPOTEX INC. XWQ

January 7, 2005

Office of Generic Drugs

CDER, Food and Drug Administration
Metro Park North [l '
7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re: Gabapentin Capsules 100 mg, 300 mg and 400 mg
ANDA #75-360

To Whom It May Concern:

Apotex Inc., 50 Steinway Boulevard, Etobicoke, Ontario, Canada, MOW 6Y3, is hereby
amending ANDA number 75-360 for Gabapentin Capsules 100 mg, 300 mg and 400 mg.
The amendment is being submitted to provide an updated exclusivity statement for PED,
I-311 and 1-354 as per the Electronic Orange Book. In addition, the updated labeling is
being submitted today under a separate cover.

Please note that TorPharm Inc. has assumed the name of Apotex Inc. to reflect the
name of its parent company, effective April 1, 2004. A letter outlining the details of this
change was submitted on July 22, 2004. In addition, the Establishment Registration and
Drug Listing forms have aiso been revised and submitted to the FDA.

Should you have any questions or concerns regarding the enclosed, please do not
hesitate to contact me at 416-401-7889, by fax at 416-675-0340 or by e-mail at

‘ btao@apotex.com.

Sincerely,

;W/W Ao s
Bernice Tao ’
Associate Director, Regulatory Affairs Solid Dose (US) RECE iVED

JAN'1 9 2005
OGD/CDER

cc: Marcy Macdonald, Director, Regulatory Affairs, Apotex Corp.

50 Steinway Blvd., Etobicoke, Ontario, Canada MOW 6Y3
Tel. 416.675.0338 Fax. 416.675.0340  www.apotex.com



: AAPOTEX INC.

February 1, 2005 ORIG AMENDMENT
OffsofGenr D Ao

Document Control Room, Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

To Whom It May Concern:

RE: MINOR AMENDMENT ,
(Includes Chemistry, Manufacturing and Controls Information)

Gabapentin Capsules 100 mg, 300 mg and 400 mg
ANDA #75-360

Apotex Inc. (formerly TorPharm Inc.) is hereby amending its ANDA #75-360 for Gabapentin
Capsules 100 mg, 300 mg and 400 mg in response to the FDA Deficiency Letter dated December
27, 2004. This amendment is being submitted in triplicate (Archival, Review and Field copies),
and consists of one volume. The required Field Copy Certification can be found in the last
section of the amendment.

Should you have any questions or concerns regarding the enclosed, please do not hesitate to
contact me by telephone at (416) 675-0338 ext. 4489, by FAX at (416) 675-0340 or by e-mail at
. eeilert@apotex.com.

Sincerely,

Eveline Eilert
Project Leader, Regulatory Affairs

cc: Bernice Tao, Apotex Inc.
Marcy Macdonald, Apotex Corp. |

RECEIVED
FEB 8 2 2005
OGD/coeR

50 Steinway Blvd., Etobicoke, Ontario, Canada M9W 6Y3
Tel. 416.675.0338 Fax. 416.675.0340 www.apotex.com



AAPOTEX INC.

March 3, 2005 :
Office of Generic Drugs g N C
CDER, FDA v& 5* 2
Document Control Room, Metro Park North II . g S, . \0\;’
7500 Standish Place, Room 150 R W ”J\
Rockville, MD 20855-2773
To Whom It May Concern:

RE: TELEPHONE AMENDMENT

Gabapentin Capsules 100 mg, 300 mg and 400 m
~ ANDA #75-360

Apotex Inc. is hereby amending its ANDA #75-360 for Gabapentin Capsules 100 mg, 300 mg
and 400 mg as per the telephone discussion with Michelle Dillahunt (Labeling Review Branch,
FDA) on March 2, 2005 to provide a labeling commitment. A fax copy of this commitment has
been sent to the FDA on March 2, 2005. This amendment is being submitted in triplicate
(Archival, Review and Field Copies), and consists of one volume “The required FDA Form 365h
and the Field Copy Certification are included.

Should you have any questions or concerns regarding the enclosed, please do not hesitate to
contact me by telephone at (416) 675-0338 ext. 4489, by- FAX at (416) 675-0340 or by e-mail at
eeilert@apotex.com.

Sincérely,

Eveline Eilert ,
Project Leader, Regulatory Affairs

cc: Bernice Tao, Apotex Inc.
Marcy Macdonald, Apotex Corp.

- RECEIVED
50 Steinway Blvd., Etobicoke, Ontario, Canada MW 6Y3 | | MAR 0 4 2005

Tel. 416.675.0338 Fax. 416.675.0340 www.apotex.com
OGD /CDER



